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1. Methodology  
 

1.1. Introduction and scope 
 

This systematic literature review was conducted in preparation of the consensus conference on 

‘Adequate use of hormonal contraception’ which will take place on May 16th 2013. 

 

1.1.1. Questions to the jury 

 

The questions to the jury, as they were phrased by the organising committee of the RIZIV/INAMI are 

 

1.  Types van hormonale contraceptie en respectievelijke werkzaamheid  

Types de contraceptifs hormonaux et efficacité respective 

Vraag – Question 1 

 

Wat is voor de verschillende hormonale contraceptiva : 

- hun theoretische contraceptieve werkzaamheid? 

- hun contraceptieve werkzaamheid in de praktijk (doeltreffendheid, effectiviteit)? 

- hun respectieve neveneffecten die klinisch relevant zijn voor een welbepaalde keuze (NB : buiten de 

specifieke domeinen die nadien worden besproken)? 

 

Pour les différents moyens contraceptifs hormonaux, quelles sont : 

- leur efficacité contraceptive théorique ? 

- leur efficacité contraceptive dans la pratique ? 

- leurs effets indésirables respectifs, de pertinence clinique pour un choix préférentiel (NB : hors 

domaines spécifiques abordés par après) ? 

 

 

2.  Hormonale contraceptie in functie van bepaalde klachten, gynaecologische afwijkingen 

en/of gewenste positieve effecten  -  La contraception hormonale en fonction de 

différentes plaintes, affections gynécologiques et/ou effets positifs souhaités   

Vraag – Question 2 

 

Wat zijn de verwante indicaties (buiten contraceptie) van de verschillende hormonale contraceptiva 

en is er een onderling verschil (+ een voorkeurskeuze) voor: 

- de cycluscontrole 

- dysmenorroe 

- menorragie 

- acne 

- (functionele) ovariële cysten  

- premenstrueel syndroom 

- fibromyomatose 
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- endometriose 

- mastodynie? 

 

Quelles sont les indications connexes (hors contraception) des différents moyens contraceptifs 

hormonaux et existe-t-il une différence entre eux (+ un choix préférentiel) pour : 

- le contrôle du cycle 

- la dysménorhée 

- les ménorragies 

- l’acné 

- les kystes ovariens (fonctionnels) 

- le syndrome prémenstruel 

- la fibromyomatose 

- l’endométriose 

- la mastodynie ? 

 

3.  Praktische aspecten -  Aspects pratiques 

Vraag – Question 3 

 

Correct gebruik van de verschillende hormonale contraceptiva 

Bonne utilisation des différents moyens contraceptifs hormonaux 

3.1. Op welk precies moment van de cyclus mag men beginnen met hormonale contraceptie 

(naargelang van het geneesmiddel, OC of IUD, quick start)? 

3.1. A quel moment précis du cycle peut-on commencer une contraception hormonale (suivant le 

médicament, CO ou DIU, quick start) ? 

3.2. Wat zijn de aanbevelingen wanneer men het hormonaal contraceptivum vergeet in te nemen? 

3.2. Quelles sont les recommandations en cas d’oubli de la contraceptif hormonal ? 

3.3. Tot welke leeftijd moet een hormonaal contraceptivum worden voorgeschreven? 

3.3. Jusqu’à quel âge prescrire une contraceptif hormonal ? 

3.4. Wat zijn de klinisch relevante medicamenteuze of andere interacties met de verschillende 

hormonale contraceptiva? 

3.4. Quelles sont les interactions médicamenteuses ou autres, cliniquement pertinentes, avec les 

différents moyens contraceptifs hormonaux ? 

3.5. Is het aangeraden om systematisch de bloeddruk, de bloedlipiden (cholesterolemie) en de 

glykemie te meten voordat hormonale contraceptie wordt voorgeschreven? 

3.5. Est-il recommandé de systématiquement mesurer les chiffres de PA, les lipides sanguins 

(cholestérolémie) et la glycémie avant une prescription d’une contraception hormonale ? 

 

 

4.  Veiligheid van hormonale contraceptie  -  Sécurité de la contraception hormonale 

Vraag – Question 4 

 

Veiligheid van hormonale contraceptie (kankers) - Sécurité de la contraception hormonale (cancers) 

4.1. Wat is het risico op gynaecologische of andere kankers verbonden aan de verschillende 

hormonale contraceptiva? 
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4.1. Quel est le risque de cancers gynécologiques ou autres liés aux différents moyens contraceptifs 

hormonaux ? 

Veiligheid van hormonale contraceptie (niet-cancereuze aandoeningen) - Sécurité de la 

contraception hormonale (affections non cancéreuses) 

4.2. Wat is het risico op veneuze trombo-embolie verbonden aan de verschillende hormonale 

contraceptiva? 

4.2. Quel est le risque thromboembolique veineux lié aux différents moyens contraceptifs hormonaux ? 

4.3. Wat zijn de cardiovasculaire risico’s (naast veneuze trombo-embolie) verbonden aan de verschillende 

hormonale contraceptiva? 

4.3. Quels sont les risques cardiovasculaires (autres que la thromboembolie veineuse) liés aux différents 

contraceptifs hormonaux ? 

4.4. Wat zijn de risico’s op lever- en hepatobiliaire aandoeningen verbonden aan de hormonale contraceptiva 

(naast kanker)? 

4.4. Quels sont les risques de troubles hépatiques et hépato-biliaires avec les contraceptifs hormonaux (hors 

cancer) ? 

4.5. Wat is het effect van de verschillende hormonale contraceptiva op de (totale) mortaliteit?  

4.5. Quel est l’effet des différents moyens contraceptifs hormonaux sur la mortalité (globale) ?  

 

 

5.  Keuze van de hormonale contraceptie in de praktijk -   

Choix du moyen contraceptif hormonal dans la pratique 

Vraag – Question 5 

 

5.1. Welk hormonaal contraceptivum wordt eerst gekozen wanneer het niet om een specifieke situatie gaat? 

5.1. Quel est le premier choix d’un moyen contraceptif hormonal hors situation particulière ? 

5.2. Welke elementen bevorderen of verminderen de therapietrouw aan de verschillende hormonale 

contraceptiva? 

5.2. Quels sont les éléments qui favorisent ou qui diminuent l’observance thérapeutique des différents moyens 

contraceptifs hormonaux ? 

 

6.  Hormonale contraceptie aangepast aan bepaalde omstandigheden -   

Contraception hormonale adaptée à certaines situations 

Vraag – Question 6 

 

Welke hormonale contraceptiva moet men aanbevelen in geval van: 

- chirurgische pre- en postoperatieve situatie 

- tabaksverslaving 

- coagulopathie en/of veneuze trombo-embolische voorgeschiedenis 

- cardiovasculaire aandoening (AHT, myocardiale ischemie, CVA) 

- migraine 

- diabetes 

- post partum 

- post abortum. 

 

Quelles sont les contraceptions hormonales à recommander en cas de : 

- situation pré et post opératoire chirurgicale 

- tabagisme 

- coagulopathie et/ou antécédent thromboembolique veineux 

- maladie cardiovasculaire (HTA, ischémie myocardique, AVC) 
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- migraine 

- diabète 

- post partum 

- post abortum. 

 

7.  Noodcontraceptie -  Contraception d’urgence 

Vraag – Question 7 

 

7.1. Wat zijn doeltreffende en veilige noodcontraceptiva? 

7.1. Quelles sont les contraceptions d’urgence efficaces et sûres ? 

7.2. Mogen noodcontraceptiva herhaaldelijk worden gebruikt? 

7.2. Le recours à une contraception d’urgence répétée peut-elle être envisagée ? 

7.3. Welke elementen bevorderen of belemmeren noodcontraceptie? 

7.3. Quels sont les éléments favorisant ou faisant obstacle à une contraception urgente? 

 

1.1.2. Research task of the literature group 

 

The organising committee has specified the research task for the literature review as follows:  

 

- To discuss selected guidelines regarding all questions to the jury. The UK Medical Eligibility 

Criteria 2009 report will be added as an annex. 

 

- To search for systematic reviews, meta-analyses, RCTs (and large observational studies for rare 

safety endpoints) for the following populations, comparisons and endpoints: 

 

 

Populations 

The following populations are to be evaluated. 

Hormonal contraception 

- Women requiring contraception 

- Women with or without a need for contraception, who have one of the following conditions 

o Irregular menstrual cycle (need for cycle control) 

o Dysmenorrhea 

o Menorrhagia   

o Acne 

o Functional ovarian cysts 

o Premenstrual syndrome 

o Perimenopause 

o Endometriosis, active or post-surgery 

o Uterine fibroids 

Emergency contraception 

- Women at risk of unintended pregnancy, requiring emergency contraception 
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Interventions/comparisons 

Hormonal contraception 

All studies that compare one hormonal contraceptive agent versus another hormonal contraceptive 

agent or versus the copper intrauterine device (IUD) will be selected.  

For specific indications (see above list of medical conditions) comparisons versus placebo or no 

treatment will also be selected. 

Emergency contraception 

Hormonal methods currently commercialised, versus one another or versus copper IUD. Yuzpe 

method is excluded.  

 

Only products with a registered indication in Belgium will be considered. These are listed here:  

 

Combined hormonal contraception 

Combined oral contraception Monophasic 

 ethinylestradiol 0,035mg + norethisterone 1mg 

 ethinylestradiol 0,05mg + levonorgestrel 0,125mg 

 ethinylestradiol 0,03mg + levonorgestrel 0,15mg 

 ethinylestradiol 0,02mg + levonorgestrel 0,1mg 

 ethinylestradiol 0,035mg + norgestimate 0,25mg 

 ethinylestradiol 0,03mg + desogestrel 0,15mg 

 ethinylestradiol 0,02mg + desogestrel 0,15mg 

 ethinylestradiol 0,03mg + gestodene 0,075mg 

 ethinylestradiol 0,02mg + gestodene 0,075mg 

 ethinylestradiol 0,015mg + gestodeen 0,06mg (24 active+4 
pla) 

 ethinylestradiol 0,03mg + drospirenone 3mg 

 ethinylestradiol 0,02mg + drospirenon 3mg (24 
active+4pla) or (21active(+/-7 pla) 

 ethinylestradiol 0,03mg + chloormadinon, acetate 2mg 

 estradiol 1,5mg + nomegestrol, acetate 2,5mg 

Biphasic 

 [I ethinylestradiol 0,04mg + desogestrel 0,025mg  
 II ethinylestradiol 0,03mg + desogestrel 0,125mg] 

Triphasic 

 [I ethinylestradiol 0,03mg + levonorgestrel 0,05mg   
II ethinylestradiol 0,04mg + levonorgestrel 0,075mg  
 III ethinylestradiol 0,03mg + levonorgestrel 0,125mg ] 
 

 [I ethinylestradiol 0,03mg + gestodene 0,05mg  
 II ethinylestradiol 0,04mg + gestodene 0,07mg  
 III ethinylestradiol 0,03mg + gestodene 0,1mg ] 
 

 [I ethinylestradiol 0,035mg + norethisterone 0,5mg  
 II ethinylestradiol 0,035mg + norethisterone 0,75mg  

 III ethinylestradiol 0,035mg + norethisterone 1mg ] 

Quadriphasic 
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 [I estradiol, valerate 3mg  
 II estradiol, valerate 2mg + dienogest 2mg  
 III estradiol, valerate 2mg + dienogest 3mg  
 IV estradiol, valerate 1mg  
 V placebo  ] 

Combined transdermal patch  ethinylestradiol 0,034mg + norelgestromin 0,203mg / 24u 

Combined vaginal ring  ethinylestradiol 0,015mg + etonogestrel 0,12mg / 24u 

  

Progestogen-only contraception 

- Progestogen-only pill  desogestrel 0.075mg 

  levonorgestrel 0.03mg 

- Progestogen- only 
injectables 

 medroxyprogesterone acetate 104mg/3m s.c. 

 medroxyprogesterone acetate 150mg/3m i.m. 

- Progestogen-only implant  etonogestrel 68mg  s.c. 

- Progestogen intra-uterine 
device 

 levonorgestrel intra-uterine system (IUS) 52mg 

 

Hormonal emergency contraception 

 Levonorgestrel 2x0.75 mg or 1x1.5mg 

 Ulipristal 30mg 

 

Endpoints 

The following endpoints are to be reported: 

o Pregnancy 

o Adherence/compliance 

o Bleeding irregularities: breakthrough bleeding, spotting, cycle control 

o Weight 

o Headache 

o Mood changes 

o Libido 

o Local reactions specific to method 

o Menorrhagia 

o Dysmenorrhea 

o Acne 

o Functional ovarian cysts 

o Premenstrual syndrome 

o Perimenopausal symptoms 

o Endometriosis pain or progression 

o Cancer; gynaecological cancers: ovarian, cervical, endometrial, breast 

o Cancer; other: liver, colorectal 

o Cardiovascular disease (including hypertension, hyponatremia, hyperkaliemia for 

combined oral contraception containing drospirenone) 

o Venous thrombo-embolism 

o Mortality 
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Study criteria 

- Efficacy 

o Design 

 RCT 

 Open label permitted. Too few studies about hormonal contraception are 

blinded. There are numerous studies about hormonal contraception that are 

open label, and these are selected in all systematic reviews and meta-analysis. 

We therefore chose to include open label studies in our literature review. 

o Duration of RCT: at least 6 months of intervention 

o Minimum number of participants: minimum 100 for both arms of study together. For 

studies with multiple treatment arms, we looked at the number of participants in 

comparisons relevant to our search. 

 

- Safety 

o Information from the selected RCTs 

o Belgisch Centrum voor Farmacotherapeutische Informatie (BCFI), Federaal Agentschap 

voor Geneesmiddelen en Gezondheidsproducten (FAGG), European Medicines Agency 

(EMA), Meyler’s Side Effects of Drugs (15th edition), Martindale: The complete drug 

reference (36th edition), Farmacotherapeutisch Kompas. 

o Additional information from large observational studies. In order of preference, we 

include systematic reviews and meta-analysis of prospective cohort studies, or single 

prospective studies. If no evidence is available, for selected endpoints, we include 

systematic reviews and meta-analysis of retrospective (also case-control) studies. 

 

 

Guidelines 

Only guidelines that report levels of evidence/recommendation are to be selected. 

Only guidelines from 2008 onwards are to be selected. 

Guidelines were selected and agreed upon through discussion with the organising committee, based 

on relevance for the Belgian situation. 

Similarities and discrepancies between guidelines are to be reported. 

The literature group will also report whether the guideline was developed together with other 

stakeholders (other healthcare professionals: pharmacists, nurses,… or patient representatives) and 

whether these guidelines are also targeting these groups. 
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1.2. Search strategy 
 

1.2.1. Principles of systematic search 

 

Relevant literature was searched in a stepwise approach. 

 

- Firstly, sources that report and discuss data from systematic reviews, meta-analyses and original 

trials, like Clinical Evidence were consulted. Guidelines were consulted to look up additional 

relevant references. 

- In a second step we have searched for large systematic reviews from reliable EMB-producers 

(NICE, AHRQ, the Cochrane library) that answer our research questions. One or more systematic 

reviews were selected as our basic source. From these sources, references of relevant 

publications were screened manually.  

- In a third step, we conducted a systematic search for randomised controlled trials (RCTs), meta-

analyses and smaller systematic reviews that were published after the search date of our 

selected systematic reviews. 

  

The following electronic databases have been searched 

- Medline (PubMed) 

- Cochrane Library 

 

A number of other sources were consulted additionally: relevant publications, indices of magazines 

available in the library of vzw Farmaka asbl: mainly independent magazines that are a member of the 

International Society of Drug Bulletins (ISDB) such as Geneesmiddelenbulletin (The Netherlands), 

Folia Pharmacotherapeutica (Belgium), La Revue Prescrire (France), Drug & Therapeutics Bulletin 

(UK), Therapeutics Letter (Canada), Geneesmiddelenbrief (Belgium), Arzneimittelbrief (Germany),… 

 

Guidelines were searched through the link “evidence-based guidelines” on the website of vzw 

Farmaka asbl (www.farmaka.be) and on the website of CEBAM (www.cebam.be). These contain links 

to the national and most frequently consulted international guidelines, as well as links to ‘guideline 

search engines’, like National Guideline Clearinghouse. 

 

 

 

  

http://www.farmaka.be)/
http://www.cebam.be/
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1.2.2. Search strategy details 

 

No single systematic review could answer all our research questions. We therefore combined 

information from FSRH guidelines, Cochrane systematic reviews and Clinical Evidence as a basis. 

We then searched Medline (Pubmed) for RCTs that were published after the search date of these 

publications. 

 

FSRH Guidelines 

The FSRH guidelines are based on a systematic search. The authors were contacted for more 

information on their search criteria. Information and evidence tables could be obtained for the 

guideline combined hormonal contraception. This guideline was used as a source document (FSRH 

2012). 

 

Cochrane systematic reviews 

17 Cochrane systematic reviews met our search criteria and included RCTs that met our inclusion 

criteria and answered one of our research questions. 

(Arowojolu 2012) (Cheng 2012) (Edelman 2005) (French 2004) (Gallo 2011a) (Gallo 2011b)  

(Grimes 2010) (Hofmeyr 2010) (Lawrie 2011) (Lopez 2011) (Lopez 2010a) (Lopez 2008) (Lopez 2012)  

(Polis 2007) (Van Vliet 2011a) (Van Vliet 2011b) (Wong 2009)  

 

13 Cochrane systematic reviews met our search criteria but none of the included RCTs met our 

inclusion criteria or answered one of our research questions. 

(Abou-Setta 2006) (Brown 2012) (Davis 2007)(Farquhar 2009) (Halpern 2010) (Hickey 2012)  

(Hughes 2007) (Lethaby 2005) (Lopez 2010b) (Power 2007) (Tang 2012) (Van Vliet 2006a)  

(Van Vliet 2006b) 

 

Clinical evidence 

4 systematic reviews met our search criteria and included studies that met our inclusion criteria. 

(Pallavi 2011) (Duckitt 2012) (Kwan 2010) (Ferrero 2010)  

 

3 systematic reviews met our search criteria but included studies did not meet our inclusion criteria. 

(Lethaby 2011) (Burbos 2011) (Goyal 2011)  
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A search strategy was developed in Pubmed to find relevant RCTs that appeared after the search 

date of above publications (http://www.ncbi.nlm.nih.gov/pubmed/ ).  

In some cases, when the selected systematic reviews were not sufficient (e.g. no search for all drugs), 

an additional search was conducted for RCTs that appeared before the search date of the selected 

systematic review. 

The following search strategy was used:  

 

((("Contraceptive Agents, Female"[Mesh] OR (contracep* AND (combined OR patch OR ring OR pill)) AND 

(continu* OR menstrual suppression)) OR (("Contraceptive Agents, Female"[Mesh] OR contracep*) AND (patch 

OR ring))) AND (randomized controlled trial OR random*[TIAB] OR controlled clinical trial OR systematic[sb] OR 

medline[TIAB]) AND ("2009/08"[PDat] : "2013/01/07"[PDat]) OR (("Contraceptives, Oral"[Mesh] OR 

(contracep* AND (oral OR combin*)) OR (contracep* AND (((immediate OR timing) AND (start* OR begin* OR 

initiat*)) OR "quick start" OR starting day OR extended-cycle))) AND (randomized controlled trial OR 

random*[TIAB] OR controlled clinical trial OR systematic[sb] OR medline[TIAB]) AND ("2010/08"[PDat] : 

"2013/01/07"[PDat])) OR ((("Contraceptives, Oral"[Mesh] OR contracep*) AND (triphas* OR biphas* OR 

sequential OR multiphas* OR quadrophas* OR four phas*)) AND (randomized controlled trial OR 

random*[TIAB] OR controlled clinical trial OR systematic[sb] OR medline[TIAB]) AND ("2011/04"[PDat] : 

"2013/01/07"[PDat])) OR (("Contraceptives, Postcoital"[Mesh] OR "Contraception, Postcoital"[Mesh] OR 

(emergency AND contracep*) OR "morning after" OR ulipristal OR (levonorgestrel AND ((emergency OR 

postcoital))) AND (randomized controlled trial OR random*[TIAB] OR controlled clinical trial OR systematic[sb] 

OR medline[TIAB]) AND ("2011/06"[PDat] : "2013/01/07"[PDat])) OR (((progestin* OR progestogen* OR 

progesteron*) AND only AND contracep*) AND (randomized controlled trial OR random*[TIAB] OR controlled 

clinical trial OR systematic[sb] OR medline[TIAB]) AND ("2011/04"[PDat] : "2013/01/07"[PDat])) OR 

(("Intrauterine Devices, Medicated"[Mesh] OR LNG-IUS OR mirena[TIAB] OR "levonorgestrel-releasing 

intrauterine device") AND (randomized controlled trial OR random*[TIAB] OR controlled clinical trial OR 

systematic[sb] OR medline[TIAB]) AND ("2009/06"[PDat] : "2013/01/07"[PDat]))  

OR ((("Contraceptive Agents, Female"[Mesh] OR contracep* OR etonogestrel) AND (implant* OR subderm*)) 

OR implanon[TIAB]) AND (randomized controlled trial OR random*[TIAB] OR controlled clinical trial OR 

systematic[sb] OR medline[TIAB]) AND ("2007/03"[PDat] : "2013/01/07"[PDat])) OR (("Medroxyprogesterone 

Acetate"[Mesh] OR DMPA OR (progestin OR progestogen)) AND (inject* OR intramusc*) AND contracep* AND 

(randomized controlled trial OR random*[TIAB] OR controlled clinical trial OR systematic[sb] OR medline[TIAB]) 

AND ("2004"[PDat] : "2013/01/07"[PDat])) OR (("Medroxyprogesterone Acetate"[Mesh] OR DMPA OR 

(progestin OR progestogen)) AND subcut* AND contracep* AND (randomized controlled trial OR 

random*[TIAB] OR controlled clinical trial OR systematic[sb] OR medline[TIAB]) AND ("1950"[PDat] : 

"2013/01/07"[PDat]))) 

OR 

(Dysmenorrhea AND (((progestin* OR progestogen* OR progesteron*) AND only AND contracep*) OR 

("Contraceptives, Oral"[Mesh] OR (contracep* AND (oral OR combin* OR pill)))) 

AND ("2009/12/01"[PDat] : "2013/01/07"[PDat]) AND (randomized controlled trial OR random*[TIAB] OR 

controlled clinical trial OR systematic[sb] OR medline[TIAB])) 

OR 

(("Leiomyoma"[Mesh] OR fibroid*[tiab]) AND ((("Contraceptive Agents, Female"[Mesh] OR  contracep*) AND 

(patch OR ring)) OR ("Contraceptives, Oral"[Mesh] OR (contracep* AND (oral OR combin* OR pill))) OR 

((progestin* OR progestogen* OR progesteron*) AND contracep*))  

AND ("2009/05/01"[PDat] : "2013/01/07"[PDat]) AND (randomized controlled trial OR random*[TIAB] OR 

controlled clinical trial OR systematic[sb] OR medline[TIAB])) 

OR 

(("Premenstrual Syndrome"[Mesh] "Premenstrual Syndrome"[tiab] OR “premenstrual tension” [tiab]) AND  

((("Contraceptive Agents, Female"[Mesh] OR  contracep*) AND (patch OR ring))  

http://www.ncbi.nlm.nih.gov/pubmed/
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OR ("Contraceptives, Oral"[Mesh] OR (contracep* AND (oral OR combin* OR pill))) 

OR ((progestin* OR progestogen* OR progesteron*) AND contracep*))  

AND ("2009/06/01"[PDat] : "2013/01/07"[PDat]) AND (randomized controlled trial OR random*[TIAB] OR 

controlled clinical trial OR systematic[sb] OR medline[TIAB])) 

OR 

(("Endometriosis"[Mesh] OR "Endometriosis"[tiab]) AND ("Contraceptives, Oral"[Mesh] OR (contracep* AND 

(oral OR combin* OR pill))) AND ("2009/11/01"[PDat] : "2013/01/07"[PDat]) AND (randomized controlled trial 

OR random*[TIAB] OR controlled clinical trial OR systematic[sb] OR medline[TIAB])) 

OR 

(((“ovarian cysts”[Title/Abstract] OR "Ovarian Cysts"[Mesh]) AND functional) AND ((("Contraceptive Agents, 

Female"[Mesh] OR  contracep*) AND (patch OR ring)) OR ((progestin* OR progestogen* OR progesteron*) AND 

contracep*) OR ("Intrauterine Devices, Medicated"[Mesh] OR LNG-IUS OR mirena[TIAB] OR "levonorgestrel-

releasing intrauterine device")OR(("Medroxyprogesterone Acetate"[Mesh] OR DMPA OR (progestin OR 

progestogen)) AND (inject* OR intramusc* OR subcut*) AND contracep* ) OR ((("Contraceptive Agents, 

Female"[Mesh] OR contracep* OR etonogestrel) AND (implant* OR subderm*)) OR implanon[TIAB])) AND 

("1950"[PDat] : "2013/01/07"[PDat]) AND (randomized controlled trial OR random*[TIAB] OR controlled clinical 

trial OR systematic[sb] OR medline[TIAB])) 
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1.3. Selection procedure 
 

Inclusion criteria used to select relevant meta-analyses and systematic reviews: 

- Research question in selected publication matched research question for this literature 

review  

- Systematic search 

- Systematic reporting of results 

- Inclusion of randomised controlled trials  

- Reporting of clinically relevant outcomes 

 

Inclusion criteria for randomised controlled trials (RCTs) are mentioned in chapter 1.1. with relevant 

interventions, endpoints and study criteria.  

 

Selection of relevant references was conducted by two researchers independently. Differences of 

opinion were resolved through discussion. A first selection of references was done based on title and 

abstract. When title and abstract were insufficient to reach a decision, the full article was read to 

decide on inclusion or exclusion. 

 

Some publications were excluded for practical reasons:  

- Publications unavailable in Belgian libraries 

- Publications in languages other than Dutch, French, German and English 
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1.4. Assessing the quality of available evidence  
 

To evaluate the quality of the available evidence, the GRADE system was used. In other systems that 

use ‘levels of evidence’, a meta-analysis is often regarded as the highest level of evidence. In the 

GRADE system, however, only the quality of the original studies is assessed. Whether the results of 

original studies were pooled in a meta-analysis is of no influence to the quality of the evidence. The 

GRADE system3,4,5 assesses the following items: 

 

Study design + 4 RCT 

+ 2 Observational 

+ 1 Expert opinion 

Study quality - 1 Serious limitation to study quality 

- 2 Very serious limitation to study quality 

Consistency* - 1 Important inconsistency 

Directness** - 1 Some uncertainty about directness 

- 2 Major uncertainty about directness 

Imprecision*** - 1 Imprecise or sparse data 

Publication bias - 1 High probability of publication bias 

For 

observational 

studies 

Evidence of association 

 

+ 1 Strong evidence of assciation (RR of >2 or <0.5) 

+ 2 Very strong evidence of association (RR of >5 or <0.2) 

Dose response gradient + 1 Evidence of a dose response gradient (+1) 

Confounders 
+ 1 

All plausible confounders would have reduced the 

effect 

SUM 4 HIGH quality of evidence 

3 MODERATE quality of evidence 

2 LOW quality of evidence 

1 VERY LOW quality of evidence 

* Consistency refers to the similarity of estimates of effect across studies. if there is important 

unexplained inconsistency in the results, our confidence in the estimate of effect for that outcome 

decreases. Differences in the direction of effect, the size of the differences in effect, and the 

significance of the differences guide the (inevitably somewhat arbitrary) decision about whether 

important inconsistency exists.  

** Directness: there are two types of indirectness of evidence. The first occurs when considering, for 

example, use of one of two active drugs. Although randomised comparisons of the drugs may be 

unavailable, randomised trials may have compared one drug with placebo and the other with 

placebo. Such trials allow  indirect comparisons of the magnitude of effect of both drugs. Such 

evidence is of lower quality than would be provided by head to head comparisons of the drugs. 

The second type of indirectness of evidence includes differences between the population, 

intervention, comparator to the intervention, and outcome of interest, and those included in the 

relevant studies. 

***Imprecision: When studies include relatively few patients and few events and thus have wide 

confidence intervals, a guideline panel will judge the quality of the evidence to be lower. 

 

More information on the GRADE Working Group website:  http://www.gradeworkinggroup.org  

http://www.gradeworkinggroup.org/
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In this literature review the criterium ‘pubication bias’ and the criteria specifically intended for 

observational studies (see table above) have not been assessed. This adapted version of GRADE 

therefore evaluates the following criteria: 

 

Study design + 4 RCT 

Study quality - 1 Serious limitation to study quality 

- 2 Very serious limitation to study quality 

Consistency - 1 Important inconsistency 

Directness - 1 Some uncertainty about directness 

- 2 Major uncertainty about directness 

Imprecision - 1 Imprecise or sparse data 

SUM 4 HIGH quality of evidence 

3 MODERATE quality of evidence 

2 LOW quality of evidence 

1 VERY LOW quality of evidence 

 

In assessing the different criteria, we have applied the following rules. 

.  

Study design 

 

In this literature review, all studies are RCTs (inclusion criterium). “Study design” is therefore not 

reported specifically in this report.  

 

Study quality 

 

To assess the methodological quality of RCTs, the Jadad score was used, in combination with the 

assessment of an “intention-to-treat”(ITT) analysis (all randomized patients in efficacy analysis).  If a 

meta-analysis or a systematic review is used, quality of included studies was assessed.  It is not the 

quality of the meta-analysis or systematic review that is considered in GRADE assessment, but only 

the quality of RCTs that were included in the meta-analysis/systematic review.  

 

Jadad score: 

 

1 Was the study described as randomized (this includes the use of 

words such as randomly, random and randomization)? 

Yes 1 

No 0 

1a If the method of generating the randomization sequence was 

described, was it adequate (table of random numbers, computer-

generated, coin tossing, etc.) or inadequate (alternating, date of 

birth, hospital number, etc.)? 

Not described / NA 0 

Adequate 1 

Inadequate -1 

2 Was the study described as double-blind? Yes 1 

No 0 

2a If the method of blinding was described, was it adequate (identical 

placebo, active placebo, etc.) or inadequate (comparison of tablet vs 

injection wit hno double dummy)?. 

Not described / NA 0 

Adequate 1 

Inadequate -1 
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3 Was there a description of withdrawals and drop-outs Yes 1 

No 0 

(Table reprinted from Duke University, Center for Clinical Health Policy Research. Drug Treatments for 

the Prevention of Migraine. AHCPR February 1999.) 

 

Application in GRADE:  

The following principle was applied as a minimal rule: 1 quality point was deducted if there was a 

problem with item 3 of the Jadad score  (“was there a description of withdrawals and drop-outs”). 

Since “randomised” was an inclusion criterium, no point were deducted here, even if the method 

(item 1a and 1b of Jadad) was adequately described. Apart from Jadad, we also assessed whether an 

ITT analysis was performed. If this was not the case, a point was deducted. Points were only 

deducted for absence of ITT if follow-up was less than 80%. If follow-up percentage was not known, 

no extra point was deducted for ITT.  

Other factors that can influence the assessment: moderate drop-out in studies with low event rates, 

problems with construction of study, selective outcome reporting… 

 

Consistency 

 

- Good “consistency” means that several studies have a comparable or consistent result. If 

only one study is available, consistency cannot be judged. This will be mentioned in the 

synthesis report as “NA” (not applicable). 

 

- Consistency is judged by the literature group and the reading committee based on the 

total of available studies, whilst taking into account 

o Statistical significance 

o Direction of the effect if no statistical significance is reached. E.g. if a statistically 

significant effect was reached in 3 studies  and not reached in 2 others, but with a 

non significant result in the same direction as the other studies, these results are 

considered consistent. 

o Clinical relevance: if 3 studies find a non-significant result, whilst a 4th study does 

find a statistically significant result, that has no clinical relevance, these results 

are considered consistent.  

o For meta-analyses: statistical heterogeneity 

 

Directness 

 

Directness addresses the extent in which we can generalise the data from a study to the real 

population (external validity). If the study population, the studied intervention and the control group 

or studied endpoint are not relevant, points can be deducted here.  When indirect comparisons are 

made, a point is also deducted. 

 

Imprecision 

 

If we include systematic reviews or meta-analyses that include studies with <40 patients per study-

arm (for a cross-over study:  <40 patients in the complete study), a point is deducted for imprecision.  
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For meta-analyses and in comparisons with only one study: a point is deducted when power is 

inadequate (depends also on the sample size). 

 

 

Application of GRADE when there are many studies for 1 endpoint: 

 

Points are only deducted if the methodological problems have an important impact on the result. If 1 

smaller study of poor quality confirms the results of 2 large good quality studies, no points are 

deducted.  
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1.5. Synopsis of study results 
 

The complete report contains per research question 

 

- Evidence tables (English) of systematic reviews or RCTs on which the answers to the study 

questions are based  

- A short synopsis, consisting of a summary table and a text, with a quality assessment  

using an adjusted version of the GRADE system (English) 

 

The synopsis report contains per research question  

 

- A short synopsis, consisting of a summary table and a text, with a quality assessment  

using an adjusted version of the GRADE system. 

 

 

The conclusions have been discussed and adjusted through discussions between the authors of the 

literature search and the reading committee of the literature group.  
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2. Critical reflections of the reading committee and literature group 
 

Study design 

A lot of the studies are open label. Sometimes this is because blinding is difficult or impossible with 

certain contraceptive devices. But there are also many studies in which blinding was possible, that 

did not use blinding. We did not exclude these, simply because there would be too few studies left to 

report. An open label design decreases the reliability of the study results(1), mostly when endpoints 

are ‘subjective’.  

A good number of studies were not powered to detect differences in pregnancy rates between the 

studied contraceptives. Primary endpoints in these studies were usually bleeding patterns.  

A lot of the studies report large (early) drop-out, limiting the reliability of the results at longer term.  

 

Populations 

Studies on emergency contraception excluded women who were taking hormonal contraception.  

This is unfortunate because we expect that a lot of women requesting emergency contraception are 

on some form of hormonal contraception. No information on interaction between emergency 

hormonal contraception and the daily hormonal contraception can be obtained from these studies.  

 

Comparisons 

Despite the seeming abundance of studies comparing different combined oral contraceptives, we 

lack evidence to draw firm conclusions on most of our research questions. This is due to poor study 

quality but also because of the large number of oral contraceptives with different compositions 

(estrogen or progestogen content) that are used today.  

When two combined hormonal contraceptives are compared, it is usually unclear whether a 

difference is due to different estrogen content, different progestogen or  the use of a different 

schedule.  

There are very few studies comparing combined oral contraceptives with other forms of hormonal 

contraception.  It would for example be very interesting to have more information on the 

comparison of long-acting forms of (hormonal) contraception versus hormonal contraception that is 

taken daily.  

We could not include any study with the etonogestrel- implant,  because all published studies 

compare this implant to another progestogen-only implant that is not commercialized in Belgium. No 

studies exist comparing this implant with other forms of contraception.  

 

 

Endpoints  

Pregnancy 

Not all studies were powered to detect differences in pregnancy rates.  

Most studies reporting pregnancy use the Pearl index. Methodologically the reporting of cumulative 

incidence using life tables would be more informative: Most mistakes in contraceptive use occur at 

the beginning of the treatment: pregnancy rate in the first year (or months) of use is expected to be 

higher than in the consecutive years. 
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In the literature, a difference is usually made between treatment failure (pregnancy occurring 

despite the correct use of the contraceptive) and user failure (pregnancy occurring because of 

incorrect use of the contraceptive).  It is of course not always easy to distinguish between the two 

and the interpretation is susceptible to bias. Studies do not always report the perceived cause of the 

pregnancies that occurred. Studies sometimes exclude ‘user failure’ from the reported pregnancy 

rates. Because a lot of the studies in this literature review are reported in systematic reviews or 

meta-analyses, we do not always have information on the cause of the pregnancies that occurred in 

these studies. 

Study conditions and patients included in studies differ from a real-life situation. We can assume that 

follow-up in studies is better and that the patients are more motivated to adhere to the 

contraceptive. It is important to realize that pregnancy rates in studies do not reflect pregnancy rates 

in real life.  

 

Other endpoints 

Most studies report bleeding outcomes. However, definitions for different types of bleeding are not 

always adequately reported and  can differ from study to study.  

Other ‘frequent’ adverse events, such as headache, mood changes, libido-changes, … are too 

sparsely reported to draw any real conclusions.  

 

Observational studies – rare but serious adverse events 

Rare but serious adverse events such as VTE cannot be detected by RCTs, since the population in an 

RCT is usually too small and the duration usually too short.  

Observational studies can detect these events but have a major disadvantage: as a rule, causality 

cannot be proven and not all confounders can be corrected for. Level of evidence from observational 

studies is therefore usually lower than from RCTs. 

Older observational studies  have an additional problem: the composition and use of combined 

hormonal contraceptives has changed throughout the years: current combination pills have a lower 

estrogen content, women nowadays usually start the pill at a younger age and use it for a longer 

period of time. Caution is needed when drawing conclusions from these studies. 

 

 

 

References: 

(1) Chevalier P. Open-label versus dubbelblinde studies: is er een verschil in de resultaten? Minerva. 

2012; 11(2); p25-25 
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3. Guidelines 
 

3.1. Criteria for guideline selection 
 

In order to be included, the guideline had to be of recent date (not older than 5 years) and had to 
report levels of evidence and/or grades of recommendation. 
The following guidelines fulfilled these criteria: 

3.2. Selected guidelines  
 

Comprehensive guidelines 

Domus Medica 

2012 

 

Peremans L, van Leeuwen E, Delvaux N, Keppens K, Yilkilkan H. 
Richtlijn voor goede medische praktijkvoering: Hormonale 
anticonceptie. Huisarts Nu 2012;41:S1-S32. 

 

Method- specific guidelines 

FSRH 2012 

Combined 

Faculty of Sexual and Reproductive Health Care (Royal College of Obstetricians 
and Gynaecologists). Combined hormonal contraception. Clinical effectiveness 
unit guidance. October 2011 (Updated august 2012). 
http://www.fsrh.org/pdfs/CEUGuidanceCombinedHormonalContraception.pdf  

ACOG2011 The American College of Obstetricians and Gynecologists. Practice bulletin n° 
121. Long-acting Reversible contraception: Implants and Intrauterine Devices. 
Obstet gynecol 2011; 118: 184-96 

FSRH  2009 POP Faculty of Sexual and Reproductive Health Care (Royal College of Obstetricians 
and Gynaecologists). Progestogen-only pills. Clinical Effectiveness Unit 
Guidance. November 2008 (Updated June 2009). 
http://www.fsrh.org/pdfs/CEUGuidanceProgestogenOnlyPill09.pdf. 

FSRH 2009 POInj Faculty of Sexual and Reproductive Health Care (Royal College of Obstetricians 
and Gynaecologists).  Progestogen-only injectable contraception. Clinical 
effectiveness unit guidance. November 2008 (updated june 2009). 
http://www.fsrh.org/pdfs/CEUGuidanceProgestogenOnlyInjectables09.pdf  

FSRH 2009 POI Faculty of Sexual and Reproductive Health Care (Royal College of Obstetricians 
and Gynaecologists). Progestogen-only implants. Clinical effectiveness unit 
guidance. April 2008 (updated January 2009). 
http://www.fsrh.org/pdfs/CEUGuidanceProgestogenOnlyImplantsApril08.pdf  

 

Missed hormonal contraceptives – specific guidelines 

FSRH 2011 Faculty of Sexual and Reproductive Health Care (Royal College of Obstetricians 
and Gynaecologists). Missed pill recommendations. CEU statement. May 2011.  
http://www.fsrh.org/pdfs/CEUStatementMissedPills.pdf  

SOGC 2008 Society of Obstetricians and Gynaecologists of Canada. SOGC Clinical practice 
guideline no. 219. Missed hormonal contraceptives: new recommendations. 
http://www.sogc.org/guidelines/documents/gui219ECO0811.pdf  

 

  

http://www.fsrh.org/pdfs/CEUGuidanceCombinedHormonalContraception.pdf
http://www.fsrh.org/pdfs/CEUGuidanceProgestogenOnlyPill09.pdf
http://www.fsrh.org/pdfs/CEUGuidanceProgestogenOnlyInjectables09.pdf
http://www.fsrh.org/pdfs/CEUGuidanceProgestogenOnlyImplantsApril08.pdf
http://www.fsrh.org/pdfs/CEUStatementMissedPills.pdf
http://www.sogc.org/guidelines/documents/gui219ECO0811.pdf
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Problem-specific guidelines 

ACOG 2010 

Noncontraceptive 

The American College of Obstetricians and Gynecologists. Practice bulletin n° 
110. Noncontraceptive uses of hormonal contraceptives. Obstet gynecol 2010; 
115: 206-18 

FSRH 2012 Drug 

interactions 

Faculty of Sexual and Reproductive Health Care (Royal College of Obstetricians 
and Gynaecologists). Drug interactions with hormonal contraception. January 
2011 (Updated January 2012). 
http://www.fsrh.org/pdfs/CEUGuidanceDrugInteractionsHormonal.pdf  

FSRH 2010 Start Faculty of Sexual and Reproductive Health Care (Royal College of Obstetricians 
and Gynaecologists).  Quick starting Contraception. Clinical effectiveness unit 
guidance. September 2010. 
http://www.fsrh.org/pdfs/CEUGuidanceQuickStartingContraception.pdf  

FSRH  2010 40+ Faculty of Sexual and Reproductive Health Care (Royal College of Obstetricians 
and Gynaecologists). Contraception for women aged over 40 years. Clinical 
Effectiveness Unit Guidance. July 2010. 
http://www.fsrh.org/pdfs/ContraceptionOver40July10.pdf 

FSRH 2010 Young Faculty of Sexual and Reproductive Health Care (Royal College of Obstetricians 
and Gynaecologists). Contraceptive choices for young people. March 2010. 
http://www.fsrh.org/pdfs/ceuGuidanceYoungPeople2010.pdf  

RCOG 2010 Royal College of Obstetricians and Gynaecologists. Green-top Guideline no. 
40. Venous thromboembolism and hormonal contraception. July 2010. 
http://www.rcog.org.uk/files/rcog-
corp/GTG40VenousThromboEmbolism0910.pdf  

SOGC 2010 Society of Obstetricians and Gynaecologists of Canada. SOGC Clinical practice 
guideline no. 252. Oral contraceptives and the risk of venous 
thromboembolism: an update. J. Obstet Gynaecol Can. 2010; 32:1192-204.  

 

Emergency contraception – specific guidelines 

ACOG 2010 Emergency The American College of Obstetricians and Gynecologists. Practice 
bulletin n° 112. Emergency contraception. Obstet gynecol 2010; 115: 
1100-09 

FSRH 2012 Emergency Faculty of Sexual and Reproductive Health Care (Royal College of 
Obstetricians and Gynaecologists). Emergency contraception. Clinical 
effectiveness unit guidance. August 2011 (updated January 2012) 
http://www.fsrh.org/pdfs/CEUguidanceEmergencyContraception11.pdf  

SOGC2012 Society of Obstetricians and Gynaecologists of Canada. SOGC Clinical 
practice guideline no. 280. Emergency contraception. 
http://www.sogc.org/guidelines/documents/gui280CPG1209E_000.pdf  

 

 

  

http://www.fsrh.org/pdfs/CEUGuidanceDrugInteractionsHormonal.pdf
http://www.fsrh.org/pdfs/CEUGuidanceQuickStartingContraception.pdf
http://www.fsrh.org/pdfs/ContraceptionOver40July10.pdf
http://www.fsrh.org/pdfs/ceuGuidanceYoungPeople2010.pdf
http://www.rcog.org.uk/files/rcog-corp/GTG40VenousThromboEmbolism0910.pdf
http://www.rcog.org.uk/files/rcog-corp/GTG40VenousThromboEmbolism0910.pdf
http://www.fsrh.org/pdfs/CEUguidanceEmergencyContraception11.pdf
http://www.sogc.org/guidelines/documents/gui280CPG1209E_000.pdf
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3.3. Summary of guidelines – comprehensive guidelines 
 

Domus Medica 
2012 
Hormonal 
contraception 

Grades of recommendation: 
1. strong recommendation; the benefits clearly outweigh the 

disadvantages or risks 
2. weak recommendation; there is a doubtful balance between benefits 

and risks 

Levels of evidence: 
A. good quality of evidence 
B. moderate quality of evidence 
C. low quality of evidence 

Included populations, interventions, outcomes: 
- (sexually active) women of reproductive age asking for hormonal 
contraception 
- combined oral contraceptives (COC), vaginal ring, patch, progestogen-only 
pills (POP), injection, implant, emergency contraception 
- pregnancy rate, adverse events 

Members of development group, target population: 
- general practitioners, gynecologists, pharmacologists 
- general practitioners (primary care) 

Recommendations: 
* Absolute contra indications for combined contraceptive pills are: 
- breastfeeding less than 6 weeks postpartum (Grade 1C) 
- age over 35 years and smoker (Grade 1B) 
- tromboembolism (arterial/venous) (Grade 1B/1C) 
- multiple cardiovascular risk factors 
- pulmonary hypertension 
- arterial hypertension: ≥95/160mmHg (Grade 2C) 
- use of anticoagulants for DVT (current or past) 
- major surgery with prolonged immobilization 
- coagulation disorders 
- migraine with aura (Grade 2B) 
- diabetes with nefropathy, retinopathy, neuropathy or other vascular 
complications 
- hepatitis or liver cirrhosis with elevated transaminases, some liver tumors 
(Grade 2C) 
- hormone sensitive tumors (breast cancer, estrogen sensitive carcinoma) 
- systemic lupus erythematosus (Grade 2C) 
 
* First choice contraception: 
- oral contraceptives are first choice, vaginal ring can be an alternative 
- women under 35 years: combined pill with ≤35µg ethinylestradiol plus second 
generation progestogen (30µg ethinylestradiol + levonorgestrel is most 
suitable) (Grade 1A) 
- women of 35 years or older: combined pill with ≤35µg ethinylestradiol plus 
second generation progestogen unless they smoke (Grade 1A) 
<15 cigarettes a day without cardiovascular risks: combined pills have risks 
(Grade 1B) 
≥15 cigarettes a day with or without cardiovascular risks: don’t take combined 
pills, opt for alternative contraception (Grade 1A) 
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* When should we start or stop prescribing contraceptives? 
- There is no minimum age for contraception; combined contraceptive pills can 
be prescribed from menarche onwards, before menarche advise condoms 
(Grade 2C) 
- Contraception can be prescribed as long as women are sexually active, keep 
account of individual risk factors and wishes. Women older than 55 years are 
generally not fertile anymore. 
 
* Contraception after childbirth: 
- no contraception is needed during the first 21 days after child birth (Grade 1C) 
- breastfeeding women can use LAM (lactation amenorrhea method) during the 
first six months after child birth in case of full breastfeeding (breastfeeding at 
request of baby, day and night, no supplementary feeding) and no blood loss 
(Grade 1C) 
- use of combined contraceptive pills is not recommended for breastfeeding 
women in the first six weeks after child birth (Grade 2B); progesterone based 
contraceptives do not have a negative influence on milk production (Grade 1B) 
 
* Choice of contraception for women with specific medical conditions: 
- smoking and <35 y: use POP, IUD, implant or sterilization 
- BMI >30: use POP, IUD, implant or sterilization 
- liver enzyme inducing drugs (anti epileptics, St. John’s wort, rifampicin): advise 
combined contraceptive pill with at least 50µg ethinylestradiol and additional 
barrier method (e.g. condom) until 4 weeks after stop medication 
- history of venous thrombosis: advise copper IUD 
- history of stroke or ischemic heart disease: advise POP, progesterone implant 
or IUD with levonorgestrel; progesterone injections are not recommended 
- acute or chronic liver disease: advise progesterone-only contraceptives (Grade 
2C) 
- acne: use combined contraceptive pill 
 
Sparse evidence of efficacy of hormonal contraception on dysmenorrhea and 
menorrhagia (no recommendation). A few studies report no difference 
between progestogen only contraceptives and no studies exist comparing COCs 
and NSAIDs. 
 
Watchful waiting is better than treating ovarian cysts with COCs because 
functional cysts tend to disappear spontaneously. 
 
No information on PMS, fibromyomatosis, endometriosis, mastodynia in this 
guideline. 
 
* Minor adverse events: 
- spotting: main problem with progesterone-containing contraceptives 
check for STD or gynecological disorder 
add ethinylestradiol (mono or combined) but keep in mind that spotting is also 
possible with COCs, especially in case of smoking and poor adherence 
- weight changes: no evidence for COCs, weight gain is possible with 
progesterone injections, not implants 
- headache: no evidence for progesterone contraceptives 
- mood changes: no evidence for COCs or progesterone-containing 
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contraceptives 
 
* Missed pills (>12h): recommendations only based on consensus 
- 1 missed pill: take missed pill , if >24h take 2 pills at once, no backup 
contraception needed 
- 2 missed pills: 
day 1-7: if coitus <5d ago: emergency contraception (condom use during 7d), if 
not take last missed pill and continue taking pills but sexual abstinence or 
condom use in the next 7d 
day 8-14: take last missed pill and continue taking pills but abstain from sexual 
intercourse or use condom in the next 7d 
day 15-21: take last missed pill and finish the pack, miss out the break and 
immediately start new pack OR stop one week (start counting from first missed 
pill) and start new pack 
 
* Emergency contraception: 
First choice is levonorgestrel 1.5mg, within 72h postcoitus. 
Consider copper IUD if unprotected coitus took place 6d before and 4d after 
probable ovulation, or within 120h postcoitus (IUD can be inserted up to 5d 
after probable ovulation) 
If woman does not wish an IUD, ullipristal can be an alternative, also within 
120h postcoitus 
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3.4. Summary of guidelines – method-specific guidelines 
 

FSRH 2012 
Combined 
Hormonal 
Contraception 

Grades of recommendation: 
A. Based on RCTs 
B. Based on other robust experimental or observational studies 
C. Based on limited evidence but the advice relies on expert opinion and 

has the endorsement of respected authorities 
Good Practice Point: where no evidence exists but where best practice is 
based on the clinical experience of the multidisciplinary group 

Levels of evidence: 
I.a. Evidence obtained from meta-analysis of randomized trials 
I.b. Evidence obtained from at least one RCT 
II.a. Evidence obtained from at least one well-designed controlled study, 
without randomisation  
II.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study 
III. Evidence obtained from well-designed non-experimental descriptive 
studies, correlation studies and case studies 
IV. Evidence obtained from expert committee reports or opinions and/or 
clinical experience of respected authorities 

Included populations, interventions, outcomes: 
- women seeking contraception 
- combined hormonal contraception (CHC) 
- efficacy, drug interactions, risks, non-contraceptive benefits, side effects 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

Recommendations: 
 
* Efficacy: 
- Women can be informed that the efficacy of all CHCs is generally similar. 
(Grade B) 
 
* Initial assessments: 
- Health professionals should take a detailed history from women requesting 
CHC and should recheck the history at least annually. The history should include 
medical conditions such as migraine, drug use, family medical history, and 
lifestyle factors such as smoking. (Good Practice Point) 
- A blood pressure recording should be documented for all women prior to first 
prescription of CHC. (Grade C) 
- Body mass index (BMI) should be documented for all women prior to first 
prescription of CHC. (Good Practice Point) 
 
* Drug interactions: 
- Additional contraceptive precautions are not required when antibiotics that 
do not induce enzymes are used in conjunction with combined hormonal 
contraceptives (CHCs). (Grade C) 
- Women who do not wish to change from a combined method while on short-
term treatment with an enzyme-inducing drug (and for 28 days after stopping 
treatment) may opt to continue using a combined oral contraceptive (COC) 
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containing at least 30 μg ethinylestradiol (EE), the patch or ring along with 
additional contraception. An extended or tricycling regimen should be used and 
the hormone-free interval shortened to 4 days. Additional contraception should 
be continued for 28 days after stopping the enzyme-inducing drug. (Good 
Practice Point) 
- With the exception of the very potent enzyme inducers rifampicin and 
rifabutin, women who are taking an enzyme-inducing drug and who do not 
wish to change from COC or use additional precautions may increase the dose 
of COC to at least 50 μg EE (maximum 70 μg EE) and use an extended or 
tricycling regimen with a pill-free interval of 4 days. (Good Practice Point) 
- Women taking lamotrigine (except in combination with sodium valproate) 
should be advised that due to the risk of reduced seizure control whilst on CHC, 
and the potential for toxicity in the CHC-free week, the risks of using CHC may 
outweigh the benefits. (Grade C) 
- Women should be advised that ulipristal acetate (UPA) has the potential to 
reduce the efficacy of hormonal contraception. Additional precautions are 
advised for 14 days after taking UPA (9 days if using or starting the 
progestogen-only pill, 16 days for the estradiol valerate/dienogest pill) (outside 
product license) (Good Practice Point) 
 
* Risks, non-contraceptive health benefits and side effects: 
- Health professionals should be aware that compared to non-users, the risk of 
venous thromboembolism (VTE) with use of CHC is approximately doubled but 
that the absolute risk is still very low. (Grade B) 
- Health professionals prescribing CHCs should be guided by the individual’s 
own personal preference, risk of VTE, any contraindications, possible non-
contraceptive benefits and experience with other contraceptive formulations. 
(Grade B) 
- A personal history of VTE or a known thrombogenic mutation are conditions 
that represent an unacceptable health risk if CHC is used. (Grade C) 
- For women with a family history of VTE, a negative thrombophilia screen does 
not necessarily exclude all thrombogenic mutations. A thrombophilia screen is 
not recommended routinely before prescribing CHC. (Grade C) 
- Use of CHC in women aged ≥35 years who smoke is not recommended. (Grade 
B) 
- Health professionals should be aware that there may be a very small increase 
in the absolute risk of ischemic stroke associated with CHC use. (Grade B) 
- The risks of using CHC in women with properly taken blood pressure (BP) 
which is consistently elevated generally outweigh the advantages. Systolic BP 
≥160 mmHg or diastolic BP ≥95 mmHg is a condition that represents an 
unacceptable health risk if CHC is used. (Grade C) 
- The risk of using CHC in women with a BMI ≥35kg/m2 usually outweighs the 
benefits. (Grade B) 
- Migraine with aura is a condition for which the use of CHC presents an 
unacceptable health risk. (Grade B) 
- Health professionals should be aware that any risk of breast cancer associated 
with CHC use is likely to be small, and will reduce with time after stopping. 
(Grade B) 
- Health professionals should be aware that CHC use may be associated with a 
small increase in the risk of cervical cancer which is related to duration of use. 
(Grade B) 
- Health professionals should check that women coming for CHC are up to date 
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with cervical cytology screening in accordance with screening 
recommendations. (Good Practice Point) 
- Women can be advised that CHC use does not appear to have a negative 
effect on overall mortality. (Grade B) 
- Use of COC is associated with a reduced risk of ovarian and endometrial 
cancer that continues for several decades after stopping. (Grade B) 
Data also suggest a reduction in the incidence of ovarian cysts and benign 
ovarian tumours amongst women using COCs 
- Health professionals should be aware that CHC may help to improve acne. 
(Grade A) 
- Health professionals should be aware that COC use is associated with a 
reduction in the risk of colorectal cancer and this may also apply to other CHCs. 
(Grade B) 
- Health professionals should be aware that use of CHC may help to reduce 
menstrual pain and bleeding. (Grade C) 
Low-dose COC could possibly be used to treat pain associated with 
endometriosis. 
- Women can be advised that CHC may reduce menopausal symptoms. (Grade 
C) 
- Before starting CHC women should be advised about expected bleeding 
patterns both initially and in the longer term. (Good Practice Point) 
- Women can be advised that CHC may be associated with mood changes but 
there is no evidence that it causes depression. (Grade C) 
- Women can be advised that the current evidence does not support a causal 
association between CHC and weight gain. (Grade C) 
- Women taking CHC should be advised about reducing periods of immobility 
during flights over 3 hours. (Good Practice Point) 
- Women trekking to altitudes of >4500 m for periods of more than 1 week may 
be advised to consider switching to an alternative method. (Good Practice 
Point) 

 

 

ACOG 2011 
Long-acting 
reversible 
contraception 

Grades of recommendation: 
A. Based on good and consistent scientific evidence 
B. Based on limited or inconsistent scientific evidence 
C. Based primarily on consensus and expert opinion 

Levels of evidence: 
I. Evidence obtained from at least one properly designed RCT 

II. 1. Evidence obtained from well-designed controlled trial without 
randomization 
2. Evidence obtained from well-designed cohort or case-control 
analytic studies, preferably from more than one center or research 
group 
3. Evidence obtained from multiple time series with or without 
intervention 

III. Opinions of respected authorities, based on clinical experience, 
descriptive studies, or reports of expert committees 
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Included populations, interventions, outcomes: 
- (sexually active) women of reproductive age seeking (hormonal) 
contraception 
- implants and intrauterine devices 
- pregnancy rate, adverse events 

Members of development group, target population: 
- gynecologists, obstetricians 
- gynecologists, obstetricians 

Recommendations: 
 
* Level A: 
- routine antibiotic prophylaxis to prevent PID is not recommended before IUD 
insertion 
- insertion of a copper IUD is the most effective method of postcoital 
contraception when inserted up to 5 days after unprotected intercourse 
 
* Level B: 
- intrauterine devices may be offered to women with a history of ectopic 
pregnancy 
- insertion of the implant is safe at any time in non-breastfeeding women after 
childbirth 
- implants may be offered to women who are breastfeeding and more than 4 
weeks after childbirth 
- insertion of an IUD or implant immediately after abortion or miscarriage is 
safe and effective 
 
* Level C: 
- theoretic concerns regarding milk production and infant growth and 
development exist with placement of an implant in breastfeeding women less 
than 4 weeks after childbirth 
- nulliparous women can be offered IUDs 
- for women at high risk for STDs (≤25y or multiple sex partners), it is 
reasonable to screen for STDs and place IUD when test results are available 
 
* Special conditions: 
- Heavy menstrual bleeding and spotting: long-term copper IUD users are more 
likely to discontinue the device because of menorrhagia and dysmenorrhea, 
whereas levonorgestrel intrauterine system users are more likely to discontinue 
the device because of amenorrhea and spotting. 
Patients should be adviced that menstrual bleeding and cramping may initially 
increase with use of the copper IUD (no level of recommendation). 
- Acne: is a commonly reported adverse effect of progesterone-only 
contraceptives. Overall, most women using the implant have either no change 
or an improvement in reports of acne and about one tenth of users experience 
a worsening of symptoms. 
- No information on functional ovarian cysts, fibromyomatosis, endometriosis, 
premenstrual syndrome or mastodynia in this guideline. 
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FSRH 2009 
Progestogen-
only pills 

Grades of recommendation: 
A. Based on RCTs 
B. Based on other robust experimental or observational studies 
C. Based on limited evidence but the advice relies on expert opinion and 

has the endorsement of respected authorities 
Good Practice Point: where no evidence exists but where best practice is 
based on the clinical experience of the multidisciplinary group 

Levels of evidence: 
I.a. Evidence obtained from meta-analysis of randomized trials 
I.b. Evidence obtained from at least one RCT 
II.a. Evidence obtained from at least one well-designed controlled study, 
without randomisation  
II.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study 
III. Evidence obtained from well-designed non-experimental descriptive 
studies, correlation studies and case studies 
IV. Evidence obtained from expert committee reports or opinions and/or 
clinical experience of respected authorities 

Included populations, interventions, outcomes: 
- women seeking contraception 
- progestogen-only pills (POPs) 
- contraceptive efficacy, return of fertility, medical eligibility criteria, side 
effects, drug interactions, follow-up 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

*UKMEC: 
Health professionals should be familiar with the UK Medical Eligibility Criteria 
for progestogen-only pills. (Good Practice Point) 
 
- UKMEC Category 3 “the risks may outweigh the advantages but use of a POP 
may be considered (decision about use required clinical judgement and/or 
referral to a specialist contraceptive provider”: 
The initiation of a POP in women with: 
° A history of breast cancer (no evidence of disease in the last 5 years) 
° Gestational trophoblastic neoplasia (abnormal serum hCG) 
° Active viral hepatitis 
° Severe decompensated cirrhosis 
° Liver tumours (benign and malignant) 
° Use of liver enzyme-inducing medication 
The continuation of a POP by women with: 
° The occurrence of new symptoms or having a new diagnosis of ischaemic 
heart disease, stroke, or migraine with aura. 
 
- UKMEC Category 4 “poses an unacceptable health risk and a POP should not 
be used”: 
° Current breast cancer 
 
Remark: uterine fibroids, benign ovarian tumours and cysts and endometriosis 
are specific conditions for which there is no restriction for the use of POPs 
(UKMEC 1). 
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* Contraceptive efficacy: 
- Traditional progestogen-only pills work by altering cervical mucus to prevent 
sperm penetration and for some women ovulation is also inhibited. (Grade C) 
- The primary mode of action of the desogestrel-only pill is inhibition of 
ovulation. (Grade C) 
- If taken consistently and correctly POPs are more than 99% effective in 
preventing pregnancy. Failure rates for traditional POPs vary but are lower for 
women aged over 40 years compared to younger women. (Grade C) 
- Women should be advised to take one progestogen-only pill at or around the 
same time every day and without a pill-free interval. (Grade C) 
- There are no data to suggest that some progestogen-only pills are better at 
preventing pregnancy than others. (Grade B) 
- There is no evidence that the efficacy of progestogen-only pills (traditional or 
desogestrel-only) is reduced in women weighing >70kg and therefore the 
licensed use of one pill per day is recommended. (Grade B) 
 
* Missed pills: 
- Women may be advised that if a traditional progestogen-only pill is more than 
3 hours late or a desogestrel-only pill is more than 12 hours late, they should: 
(i) take the late or missed pill now, (ii) continue pill taking as usual (this may 
mean taking two pills at the same time) and (iii) use condoms or abstain from 
sex for 48 hours after the pill is taken. (Grade C) 
- Some women may consider that the desogestrel-only pill, with the 12-hour 
window, will improve pill taking and they should be supported in this choice. 
(Good Practice Point) 
- If a woman vomits within 2 hours of pill taking, another pill should be taken as 
soon as possible. (Grade C) 
 
* Return of fertility: 
- There is no delay in return of fertility following discontinuation of a 
progestogen-only pill and therefore if pregnancy is not desired, then another 
effective method of contraception should be used. (Grade C) 
 
* Drug interactions: 
- Women using liver enzyme-inducing medications short term should be 
advised to use condoms in addition to progestogen-only pills and for at least 4 
weeks after the liver enzyme-inducer is stopped. (Grade C) 
- Women using liver enzyme-inducing medications long term should be advised 
that the efficacy of progestogen-only pills is reduced and an alternative 
contraceptive method should be considered. (Grade C) 
- Women may be advised that the efficacy of progestogen-only pills is not 
reduced by use of non-liver enzyme-inducing antibiotics and additional 
contraceptive protection is not required. (Grade C) 
 
* Side effects: 
- Changes in bleeding patterns with progestogen-only pill use are common: 2 in 
10 women have no bleeding, 4 in 10 women have regular bleeding and 4 in 10 
women have irregular bleeding. (Grade C) 
- There is no evidence of a causal association between progestogen-only pill use 
and weight change. (Grade C) 
- Mood change can occur with progestogen-only pill use but there is no 
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evidence of a causal association for depression. (Grade C) 
- There is no evidence of a causal association between the use of a 
progestogen-only pill and headache. (Good Practice Point) 
- Women of any age with a history of migraine (with or without aura) may 
safely use progestogen-only pills. (Grade C) 
- Women who develop new symptoms of migraine with aura while using 
progestogen-only pills should be advised to seek medical advice, as 
investigation may be appropriate. Continued use may be considered. (Grade C) 
- There is no causal association between progestogen-only pill use and 
cardiovascular disease (MI, VTE and stroke) or breast cancer. (Grade B) 
 
* Post partum / Following abortion: 
- Progestogen-only pills can be started up to and including day 5 of the normal 
menstrual cycle to provide immediate contraceptive protection. If started after 
this time condoms or abstinence are advised for 48 hours. (Grade C) 
- Progestogen-only pills can be started up to and including day 21 postpartum 
(no additional contraceptive protection is required). If started after this time 
condoms or abstinence are advised for 48 hours. (Grade C) 
- Progestogen-only pills can be started at the time of abortion or miscarriage 
(<24 weeks’ gestation) or within 5 days. If started after this time condoms are 
required for the next 48 hours. (Grade C) 
 
* Follow-up: 
- In the absence of special problems, women may be given up to 12 months’ 
supply of progestogen-only pills at their first and follow-up visits. Follow up 
should be tailored to the individual woman, who should be advised to return at 
any time if problems arise. (Grade C) 
- Women may be advised that a progestogen-only pill can be continued until 
the age of 55 years when natural loss of fertility can be assumed. Alternatively 
they can continue using a POP and have FSH concentrations checked on two 
occasions 1–2 months apart. If both FSH measurements are >30 IU/l this is 
suggestive of ovarian failure and they may continue with a progestogen-only 
pill or barrier contraception for one further year (or 2 years if aged <50 years). 
(Good Practice Point) 
- Women who have a change in bleeding pattern when using a progestogen-
only pill need to be assessed and the risk of STIs, pregnancy or gynaecological 
pathology considered. (Good Practice Point) 
- There is no evidence that changing the type and dose of progestogen will 
improve bleeding but this may help some individuals. If, after exclusion 
of other causes, bleeding patterns are still unacceptable then an alternative 
contraceptive method may need to be considered. (Good Practice Point) 

 

FSRH 2009 
Progestogen-
only injectable 
contraception 

Grades of recommendation: 
A. Based on RCTs 
B. Based on other robust experimental or observational studies 
C. Based on limited evidence but the advice relies on expert opinion and 

has the endorsement of respected authorities 
Good Practice Point: where no evidence exists but where best practice is 
based on the clinical experience of the multidisciplinary group 

Levels of evidence: 
I.a. Evidence obtained from meta-analysis of randomized trials 



41 
 

I.b. Evidence obtained from at least one RCT 
II.a. Evidence obtained from at least one well-designed controlled study, 
without randomisation  
II.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study 
III. Evidence obtained from well-designed non-experimental descriptive 
studies, correlation studies and case studies 
IV. Evidence obtained from expert committee reports or opinions and/or 
clinical experience of respected authorities 

Included populations, interventions, outcomes: 
- women seeking contraception 
- progestogen-only injectable contraception 
- contraceptive efficacy: failure rates, return of fertility, side effects, 
discontinuation, drug interactions, health concerns 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

* Contraceptive efficacy: 
- The failure rate with the progestogen-only injectable given within license 
every 12 weeks is low: <4 in 1000 over 2 years. (Grade A) 
- There can be a delay of up to 1 year in the return of fertility after 
discontinuation of progestogen-only injectable contraception. (Grade C) 
- Women who do not wish to conceive should be advised to start another 
contraceptive method before or at the time of the next scheduled injection 
even if amenorrheic. (Good Practice Point) 
 
* Side effects: 
- Bleeding changes: 
Women should be informed about the altered bleeding patterns that usually 
occur with the use of a progestogen-only injectable contraceptive. (Good 
Practice Point) 
Spotting or light bleeding is common during progestogen-only injectable use, 
particularly in the first injection cycle. 
Up to 70% of DMPA users are amenorrheic at 1 year of use. (Grade B) 
- Weight change: 
Women should be advised that there is an association between DMPA use and 
weight gain. (Grade C) 
- Mood change, libido and headache: 
There is no evidence of a causal association between the use of progestogen-
only injectable contraceptives and mood change, libido or headache. (Grade C) 
* Discontinuation: 
- Up to 50% of progestogen-only injectable contraceptive users will discontinue 
by 1 year, the most common reason for discontinuation is changes to bleeding 
pattern. (Grade B) 
- Women should be informed about the main reasons for discontinuation of 
progestogen-only injectable contraception and be given appropriate oral and 
written advice. (Grade A) 
- Women should be advised to return if they experience any signs of symptoms 
of infection at the site of injection. (Good Practice Point) 
 
* Health concerns: 
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- Women should be informed that progestogen-only injectable contraceptive 
use is associated with a small loss of BMD, which is usually recovered after 
discontinuation. (Grade B) 
- Women should be advised that there is no available evidence on the effect of 
DMPA on long-term fracture risk. (Good Practice Point) 
- In women aged under 18 years DMPA can be used as first-line contraception 
after consideration of other methods. (Grade C) 
- Women using DMPA who wish to continue use should be reviewed every 2 
years to assess individual situations and discuss the benefits and potential risks, 
and be supported in their choice of whether or not to continue. Use may 
continue to age 50 years. (Good Practice Point) 
Remark: uterine fibroids, benign ovarian tumours and cysts and endometriosis 
are specific conditions for which there is no restriction for the use of POPs 
(UKMEC 1). 
 
* Drug interactions: 
- Women should be informed that the efficacy of progestogen-only injectable 
contraception is not reduced with concurrent use of medication (including 
antibiotics and liver enzyme-inducing drugs) and the injection intervals do not 
need to be reduced. (Grade C) 
 
* Postpartum / following abortion or miscarriage: 
- Women can start a progestogen-only injectable contraceptive up to Day 21 
postpartum to provide immediate contraceptive protection. If started after that 
time another method of contraception or abstinence is required for 7 days. 
(Grade C) 
- Progestogen-only injectable contraception can be safely used by women who 
are breastfeeding. (Grade B) 
- Progestogen-only injectable contraception may be given following surgical 
abortion (or second part of) medical abortion or miscarriage. If administered 
within 5 days after the abortion or miscarriage then additional contraceptive 
protection or abstinence is not required. (Grade C) 
 

 

FSRH 2009 
Progestogen-
only implants 

Grades of recommendation: 
A. Based on RCTs 
B. Based on other robust experimental or observational studies 
C. Based on limited evidence but the advice relies on expert opinion and 

has the endorsement of respected authorities 
Good Practice Point: where no evidence exists but where best practice is 
based on the clinical experience of the multidisciplinary group 

Levels of evidence: 
I.a. Evidence obtained from meta-analysis of randomized trials 
I.b. Evidence obtained from at least one RCT 
II.a. Evidence obtained from at least one well-designed controlled study, 
without randomisation  
II.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study 
III. Evidence obtained from well-designed non-experimental descriptive 
studies, correlation studies and case studies 
II. IV. Evidence obtained from expert committee reports or opinions 
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and/or clinical experience of respected authorities 

Included populations, interventions, outcomes: 
- women seeking contraception 
- progestogen-only implants 
- contraceptive efficacy, adverse events 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

Recommendations: 
 
* Contraceptive efficacy: 
- The pregnancy rate associated with the use of a progestogen-only implant is 
very low (<1 in 1000 over 3 y) (Grade B) 
- The overall risk of ectopic pregnancy is reduced when using progestogen-only 
implants when compared to using no contraception (Grade B) 
- Women with a BMI >30kg/m2 can use a progestogen-only implant without 
restriction and without a reduction in contraceptive efficacy for the duration of 
the licensed use (Grade C) 
- There is no evidence of a delay in return of fertility following removal of a 
progestogen-only implant (Grade B) 
 
* Adverse events: 
- 20% of users will have no bleeding, while almost 50% will have infrequent, 
frequent or prolonged bleeding and the bleeding patterns are likely to remain 
irregular (Grade C) 
- There is no evidence of a causal association between use of a progestogen-
only implant and weight change, mood change or loss of libido (Grade C) 
- Acne may improve, occur or worsen during the use of a progestogen-only 
implant (Grade C) 
- There is no evidence of a causal association between use of a progestogen-
only implant and headache (Grade C) 
- Women of any age with a history of migraine (with or without aura) may use 
progestogen-only implants. If they develop new symptoms of migraine with 
aura while using progestogen-only implants, they should be advised to seek 
medical advice as investigation may be appropriate. (Grade C) 
- Clinicians should be aware that early discontinuation (up to 43% within 3 
years) of progestogen-only implants is common (Grade C) 
- There is little or no increase in risk of venous thromboembolism associated 
with the use of a progestogen-only implant (Grade C) 
- Women using liver enzyme-inducing drugs short term (<3w) may choose to 
continue with a progestogen-only implant. Additional contraceptive protection 
such as condoms should be used and until 4 weeks after the drug has been 
stopped. Information should be given on the use of alternative contraception if 
liver enzyme-inducing drugs are to be used long term (Good Practice Point). 
 
* Non-contraceptive benefits: 
In common with other methods which suppress ovulation, progestogen-only 
implants may improve dysmenorrhea and the symptoms of endometriosis. 
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3.5. Summary of guidelines: Missed hormonal contraceptives  
 

FSRH 2011 
Missed pill 
recommendations 

Grades of recommendation: 
None; this is a statement of the Clinical Effectiveness Unit of the Faculty 
of Sexual and Reproductive Healthcare 

Levels of evidence: 
none 

Included populations, interventions, outcomes: 
- women who have missed (more than 24 hours late) one or more 
contraception pills (or who started a pack late) and who had unprotected 
sexual intercourse 
- combined oral contraception (COC) 
- recommendations 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

* Starting the pill: 
You can start the pill any time in your menstrual cycle if you are sure you are 
not pregnant. 
If you start the pill on the first day of your period you will be protected from 
pregnancy immediately. 
You can also start the pill up to, and including, the fifth day of your period and 
you will be protected from pregnancy immediately. 
If you start the pill at any other time in your menstrual cycle you will need to 
use additional contraception, such as condoms, for the first 7 days of pill 
taking. 
 
* If you forget to take a pill or start a pack late: 
Missing pills or starting the pack late may make your pill less effective. The 
chance of pregnancy after missing pills depends on when pills are missed and 
how many pills are missed. A pill is late when you have forgotten to take it at 
the usual time. A pill has been missed when it is more than 24 hours since the 
time you should have taken it. 
If you miss one pill anywhere in your pack or start the new pack 1 day late, 
you will still have contraceptive cover. 
However, missing two or more pills or starting the pack two or more days late 
(more than 48 hours late) may affect your contraceptive cover. As soon as you 
realise you have missed any pills, take the last pill you missed immediately. In 
particular, during the 7-day pill-free break your ovaries are not getting any 
effects from the pill. If you make this pill-free break longer by forgetting two 
or more pills, your ovaries might release an egg and there is a real risk of 
becoming pregnant. 
Follow the advice below. If you are not sure what to do, continue to take your 
pill and use additional contraception, such as condoms, and seek advice as 
soon as possible. 
If you have missed one pill, anywhere in the pack: 
- Take the last pill you missed now even if it means taking two pills in one day 
- Continue taking the rest of the pack as usual 
- No additional contraception needed 
- Take your 7-day break as normal. 
If you have missed two or more pills (i.e. more than 48 hours late), anywhere 



45 
 

in the pack: 
- Take the last pill you missed now even if it means taking two pills in one day 
- Leave any earlier missed pills 
- Continue taking the rest of the pack as usual and use an extra method of 
contraception for the next 7 days 
- You may need emergency contraception (see below) 
- You may need to start the next pack of pills without a break (see below). 
 
* Emergency contraception: 
If you have had unprotected sex in the previous 7 days and you have missed 
two or more pills (i.e. more than 48 hours late) in the first week of a pack, you 
may need emergency contraception. Get advice from your contraception 
clinic, family doctor or a pharmacist about this. 
 
* Starting the next pack after missing two or more pills (more than 48 hours 
late): 
If seven or more pills are left in the pack after the last missed pill: 
- Finish the pack 
- Have the usual 7-day break. 
If less than seven pills are left in the pack after the missed pill: 
- Finish the pack and begin a new one the next day (this means missing out 
the break). 

 

SOGC 2008 
Missed 
hormonal 
contraceptives 

Grades of recommendation: 
A. There is good evidence to recommend the clinical preventive action 
B. There is fair evidence to recommend the clinical preventive action 
C. The existing evidence is conflicting and does not allow to make a 

recommendation for or against use of the clinical preventive action; 
however, other factors may influence decision-making 

D. There is fair evidence to recommend against the clinical preventive 
action 

E. There is fair evidence to recommend against the clinical preventive 
action 

L. There is insufficient evidence (in quantity or quality) to make a 
recommendation; however, other factors may influence decision-
making 

Levels of evidence: 
I: Evidence obtained from at least one properly randomized controlled trial 
II-1: Evidence from well-designed controlled trials without randomization 
II-2: Evidence from well-designed cohort (prospective or retrospective) or case-
control studies, preferably from more than one center or research group 
II-3: Evidence obtained from comparisons between times or places with or 
without the intervention. Dramatic results in uncontrolled experiments (such as 
the results of treatment with penicillin in the 1940s) could also be included in 
this category 
III: Opinions of respected authorities, based on clinical experience, descriptive 
studies, or reports of expert committees 

Included populations, interventions, outcomes: 
- women who failed to take hormonal contraception as directed 
- hormonal contraceptives 
- ovulation suppression, emergency and back-up contraception use, compliance 
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Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

- Instructions for what women should do when they miss hormonal 
contraception have been complex and women do not understand them 
correctly. (I) 
- The highest risk of ovulation occurs when the hormone-free interval is 
prolonged for more than seven days, either by delaying the start of combined 
hormonal contraceptives or by missing active hormone doses during the first or 
third weeks of combined oral contraceptives. (II) 
- Ovulation rarely occurs after seven consecutive days of combined oral 
contraceptive use. (II) 
 
Recommendations: 
- Health care providers should give clear, simple instructions, both written and 
oral, on missed hormonal contraceptive pills as part of contraceptive 
counseling. (III-A) 
- Health care providers should provide women with telephone/electronic 
resources for reference in the event of missed or delayed hormonal 
contraceptives. (III-A) 
- In order to avoid an increased risk of unintended pregnancy, the hormone-
free interval should not exceed seven days in combined hormonal 
contraceptive users. (II-A) 
- Back-up contraception should be used after one missed dose in the first week 
of hormones until seven consecutive days of correct hormone use are 
established. In the case of missed combined hormonal contraceptives in the 
second or third week of hormones, the hormone-free interval should be 
eliminated for that cycle. (III-A) 
- Emergency contraception and back-up contraception may be required in 
some instances of missed hormonal contraceptives, in particular when the 
hormone-free interval has been extended for more than seven days. (III-A) 
- Back-up contraception should be used when three or more consecutive 
doses/days of combined hormonal contraceptives are missed in the second and 
third week until seven consecutive days of correct hormone use are 
established. For practical reasons, the scheduled hormone-free interval should 
be eliminated in these cases. (II-A) 
- Emergency contraception is rarely indicated for missed combined hormonal 
contraceptives in the second or third week of the cycle unless there are 
repeated omissions or failure to institute back-up contraception after the 
missed doses. In cases of repeated omissions of combined hormonal 
contraceptives, emergency contraception may be required, and back-up 
contraception should be used. Health care professionals should counsel women 
in these situations on alternative methods of contraception that do not 
demand such stringent compliance. (III-A) 

 

 

 

 

 

  



47 
 

3.6. Summary of guidelines: Problem-specific guidelines 
 

ACOG 2010 
Non-
contraceptive 
uses of 
hormonal 
contraceptives 

Grades of recommendation: 
A. Based on good and consistent scientific evidence 
B. Based on limited or inconsistent scientific evidence 
C. Based primarily on consensus and expert opinion 

Levels of evidence: 
I. Evidence obtained from at least one properly designed RCT 
II. 1. Evidence obtained from well-designed controlled trial without 

randomization 
2. Evidence obtained from well-designed cohort or case-control 
analytic studies, preferably from more than one center or research 
group 
3. Evidence obtained from multiple time series with or without 
intervention 

III. Opinions of respected authorities, based on clinical experience, 
descriptive studies, or reports of expert committees 

Included populations, interventions, outcomes: 
- women having menstrual irregularities or other specific conditions such as 
acne, migraine, leiomyomas, endometriosis 
- combined oral contraceptives (COC), vaginal ring, patch, progestogen-only 
pills (POP), injections and implants 
- effect on cycle control and specific conditions such as acne symptoms, 
bleeding, pain 

Members of development group, target population: 
- gynecologists, obstetricians 
- gynecologists, obstetricians 

Recommendations: 
 
* Level A: 
- Combined OCs should not be used to treat existing functional ovarian cysts. 
- Use of combined hormonal contraception has been shown to decrease the 
risk of endometrial and ovarian cancer. 
- Combined OCs have been shown to regulate and reduce menstrual bleeding, 
treat dysmenorrhea, reduce premenstrual dysphoric disorder symptoms, and 
ameliorate acne. 
- Continuous combined hormonal contraception, DMPA, and the levonorgestrel 
intrauterine system may be considered for long-term menstrual suppression. 
 
* Level B: 
- Based on the limited data available it appears overall that combined OCs do 
not increase the risk of development of uterine leiomyomas. 
- Hormonal contraception should be considered for the treatment of 
menorrhagia in women who may desire further pregnancies. 
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FSRH 2012 
Drug 
interactions 
with hormonal 
contraception 

Grades of recommendation: 
A. Based on RCTs 
B. Based on other robust experimental or observational studies 
C. Based on limited evidence but the advice relies on expert opinion and 

has the endorsement of respected authorities 
Good Practice Point: where no evidence exists but where best practice is 
based on the clinical experience of the multidisciplinary group 

Levels of evidence: 
I.a. Evidence obtained from meta-analysis of randomized trials 
I.b. Evidence obtained from at least one RCT 
II.a. Evidence obtained from at least one well-designed controlled study, 
without randomisation  
II.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study 
III. Evidence obtained from well-designed non-experimental descriptive 
studies, correlation studies and case studies 
II. IV. Evidence obtained from expert committee reports or opinions 

and/or clinical experience of respected authorities 

Included populations, interventions, outcomes: 
- women seeking contraception 
- combined hormonal contraception (COC), progestogen-only contraception, 
emergency contraception 
- drug interactions with hormonal contraception 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

Recommendations: 
 
- All women starting enzyme-inducing drugs should be advised to use a reliable 
contraceptive method unaffected by enzyme inducers (e.g. progestogen-only 
injectable, copper-bearing intrauterine devices (Cu-IUDs) or the levonorgestrel-
containing intrauterine system. (Grade C) 
- With the exception of the very potent enzyme inducers rifampicin and 
rifabutin, women who are on an enzyme-inducing drug and who do not wish to 
change from COC may increase the dose of COC to at least 50 μg EE (maximum 
70 μg) and use an extended or tricycling regimen with a pill-free interval of 4 
days. (Good Practice Point) 
- Women who request oral emergency contraception while using enzyme-
inducing drugs or within 28 days of stopping them, should be advised to take a 
total of 3 mg levonorgestrel (two 1.5 mg tablets) as a single dose as soon as 
possible and within 120 hours of unprotected sexual intercourse (use of 
levonorgestrel >72 hours after unprotected sexual intercourse and double dose 
are outside the product license). (Grade C) 
- Ulipristal acetate is not advised in women using enzyme-inducing drugs or 
who have taken them within the last 28 days. (Grade C) 
- Women using drugs that affect gastric pH (e.g. antacids, H2 antagonists and 
proton pump inhibitors) and who require emergency contraception should be 
offered a Cu-IUD or levonorgestrel as the efficacy of ulipristal may be reduced. 
(Good Practice Point) 
- Women on lamotrigine monotherapy should be advised that due to the risk of 
reduced seizure control whilst on combined hormonal contraception (CHC), and 
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the potential for toxicity in the CHC-free week, the risks of using CHC may 
outweigh the benefits. (Grade C) 

 

 

FSRH 2010 
Quick starting 
Contraception 

Grades of recommendation: 
A. Based on RCTs 
B. Based on other robust experimental or observational studies 
C. Based on limited evidence but the advice relies on expert opinion and 

has the endorsement of respected authorities 
Good Practice Point: where no evidence exists but where best practice is 
based on the clinical experience of the multidisciplinary group 

Levels of evidence: 
I.a. Evidence obtained from meta-analysis of randomized trials 
I.b. Evidence obtained from at least one RCT 
II.a. Evidence obtained from at least one well-designed controlled study, 
without randomisation  
II.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study 
III. Evidence obtained from well-designed non-experimental descriptive 
studies, correlation studies and case studies 
IV. Evidence obtained from expert committee reports or opinions and/or 
clinical experience of respected authorities 

Included populations, interventions, outcomes: 
- women starting (emergency) contraception; quick starting means not waiting 
for the next menstrual cycle 
- combined oral contraception (COC), Qlaira (=sequential combined pill 
containing estradiol and dienogest), combined vaginal ring, transdermal patch, 
progestogen-only pills (POP), implants or injectables, levonorgestrel-releasing 
intrauterine system, copper-bearing intrauterine device 
- unintended pregnancy, benefits and disadvantages of quick starting 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

* Benefits: 
Starting contraception immediately, rather than waiting for the next menses, 
may theoretically reduce the time a woman is at risk of pregnancy; prevent her 
forgetting information on correct use of the method; prevent waning 
enthusiasm for the method and use of a less reliable alternative method; avoid 
patient costs and barriers to returning for contraception (e.g. transport, time, 
childcare) and reduce health care costs by reducing the number of 
appointments. 
Women who have taken emergency contraception or who have irregular cycles 
may have an even longer wait for their next menses. It has been shown that 
there is a two- to three-fold higher risk of pregnancy in women who go on to 
have other episodes of sex in the same cycle that emergency contraception has 
been given compared to those who abstain. 
The quick start method might, therefore, be expected to reduce unintended 
pregnancy rates by improving initiation and continuation of contraceptives 
compared to conventional start methods. A Cochrane review has found limited 
evidence that immediate (‘quick’) start of hormonal contraception reduces 
unintended pregnancies or improves continuation rates. 
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* Disadvantages: 
- Effects of fetal exposure to steroid hormones 
Inadvertent fetal exposure to contraceptive hormones is common, with a USA 
study estimating that approximately 70 000 fetuses are exposed to oral 
contraceptives annually. Most of the data on fetal outcomes relate to COC. The 
FSRH found no studies that specifically assessed exposure through quick 
starting contraception. Studies are often limited by their observational nature, 
potential confounding factors and small sample size. Reassuringly there have 
been no consistent findings of specific fetal abnormalities. 
- Bleeding patterns 
It has been suggested that quick starting contraception may be associated with 
more disruption to a woman’s usual bleeding pattern than when initiating 
contraception at the beginning of the menstrual cycle. However, studies 
comparing quick start and conventional start of COC have demonstrated no 
significant difference in bleeding patterns. 
- Insertion of intrauterine contraceptives 
Contrary to previously held beliefs that the cervical canal is wider during 
menses and that this is the optimal time to insert an intrauterine method, there 
is no evidence that the cervix dilates during menses or that insertion of an 
intrauterine contraceptive is easier at this time. 
 
* Recommendations: 
- If a health professional is reasonably sure that a woman is not pregnant or at 
risk of pregnancy from recent unprotected sexual intercourse, contraception 
can be started immediately unless the woman prefers to wait until her next 
period. Such practice may be outside the product license/device instructions. 
(Good Practice Point) 
- If a health professional is reasonably sure that a woman is not pregnant but 
her preferred contraceptive method is not available, CHC, the POP or the 
progestogen-only injectable can be used as a bridging method. (Good Practice 
Point) 
- When starting intrauterine methods or co-cyprindiol (Dianette®, Clairette®) 
health professionals should take particular care to exclude pregnancy or risk of 
pregnancy from recent unprotected sexual intercourse. If pregnancy cannot be 
excluded, the Cu-IUD may only be started immediately if the criteria for use as 
emergency contraception are met; insertion of the levonorgestrel intrauterine 
system or initiation of co-cyprindiol should be delayed until pregnancy can be 
excluded. (Good Practice Point) 
- If pregnancy cannot be excluded (e.g. following administration of emergency 
contraception) but a woman is likely to continue to be at risk of pregnancy or 
has expressed a preference to start contraception without delay, immediate 
quick starting of CHC, the POP or progestogen-only implant may be considered. 
The woman should be informed of the potential risks and the need to have a 
pregnancy test at the appropriate time. (Good Practice Point) 
- Women requesting the progestogen-only injectable should ideally be offered 
a bridging method if pregnancy cannot be excluded, but immediate start is 
acceptable if other methods are not appropriate or acceptable. (Good Practice 
Point) 
- If contraception is quick started in a woman for whom pregnancy cannot be 
excluded, a pregnancy test should be advised no sooner than 3 weeks after the 
last episode of unprotected sexual intercourse. (Good Practice Point) 
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- If pregnancy cannot be excluded and the woman’s preferred method is not 
available or appropriate, CHC or POP may be used as bridging methods; the 
progestogen-only injectable should only be considered as a bridging method if 
other methods are not appropriate or acceptable. (Good Practice Point) 
- If starting hormonal contraception immediately after progesterone-only 
emergency contraception, condoms or avoidance of sex should be advised for 7 
days (2 days for POP, 9 days for Qlaira). (Grade C) 
- If starting hormonal contraception immediately after ulipristal emergency 
contraception, we recommend condoms or avoidance of sex for 14 days (9 days 
if starting POP, 16 days for Qlaira) (outside product license). (Good Practice 
Point) 
- If pregnancy is diagnosed after starting contraception and the woman wishes 
to continue with pregnancy, the method should usually be stopped or 
removed. Intrauterine contraceptives should not be removed if pregnancy is 
diagnosed after 12 weeks’ gestation. 

 

FSRH 2010 
Contraception 
for women 
aged over 40y 

Grades of recommendation: 
A. Based on RCTs 
B. Based on other robust experimental or observational studies 
C. Based on limited evidence but the advice relies on expert opinion and 

has the endorsement of respected authorities 
Good Practice Point: where no evidence exists but where best practice is 
based on the clinical experience of the multidisciplinary group 

Levels of evidence: 
I.a. Evidence obtained from meta-analysis of randomized trials 
I.b. Evidence obtained from at least one RCT 
II.a. Evidence obtained from at least one well-designed controlled study, 
without randomisation  
II.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study 
III. Evidence obtained from well-designed non-experimental descriptive 
studies, correlation studies and case studies 
IV. Evidence obtained from expert committee reports or opinions and/or 
clinical experience of respected authorities 

Included populations, interventions, outcomes: 
- ≥40y-old women seeking contraception 
- combined hormonal contraception (CHC), long-acting reversible 
contraception, progestogen-only contraception, non-hormonal methods of 
contraception, emergency contraception 
- fertility/pregnancy, health benefits and risks 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

* Sexual and reproductive health in 40+ year old women: 
- Fertility: women should be informed that although a natural decline in fertility 
occurs form their mid-30s, effective contraception is required to prevent 
unintended pregnancy. (Grade B) 
- Pregnancy: women should be informed that the risks of chromosomal 
abnormalities, miscarriage, pregnancy complications and of maternal morbidity 
and mortality increase for women aged over 40 years. (Grade B) 
- For most women, the 40s and 50s are a time when they move from normal 
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ovulatory menstrual cycles to the cessation of ovulation and menstruation. 
During this time, intermittent ovulation and anovulation occur and women will 
experience shortening and/or lengthening of their menstrual cycle. 
 
Recommendations: 
No contraceptive method is contraindicated by age alone. (Grade C) 
The four most commonly reported contraceptive methods in 2008/2009 in the 
UK for women aged 40-49 years were sterilization (either own or partner), the 
pill, male condoms and intrauterine methods. 
 
* Long-acting reversible methods of contraception: 
- Women and their partners should be advised that very long-acting reversible 
contraception can be as effective as sterilization. (Grade C) 
- Return of fertility can be delayed for up to 1 year after discontinuation of 
pregestogen-only injectable contraception. (Grade C) 
* Combined hormonal contraception (CHC): 
- Dysmenorrhea and cycle control -> Use of CHC may help to reduce menstrual 
pain and bleeding (Grade C) There is a lack of data on which to draw firm 
conclusions about the role of progestogens in the treatment of pain associated 
with endometriosis. Both DMPA and levonorgestrel-IUS are acknowledged as 
possible treatments in the RCOG guideline on the investigation and 
management of endometriosis. 
- Menopausal symptoms -> women can be advised that in clinical practice CHC 
may reduce menopausal symptoms. (Grade C) 
- Ovarian and endometrial cancer -> CHC use provides a protective effect 
against ovarian and endometrial cancer that continues for 15 years or more 
after stopping CHC. (Grade B) Data also suggest a reduction in the incidence of 
ovarian cysts and benign ovarian tumours amongst women using COCs. 
- Benign breast disease -> there may be a reduction in the incidence of benign 
breast disease with CHC use. (Grade B) 
- Colorectal cancer -> there may be a reduction in the risk of colorectal cancer 
with CHC use. (Grade B) 
- Breast cancer -> there may be a small additional risk of breast cancer with 
CHC use, which reduces to no risk 10 years after stopping CHC. (Grade B) 
- Cardiovascular and cerebrovascular disease 
Women who are aged 35 years or over and smoke should be advised that the 
risks of using CHC usually outweigh the benefits. (Grade B) 
Clinicians should be aware that there may be a very small increased risk of 
ischemic stroke with CHC use. (Grade B) 
Women with cardiovascular disease, stroke or migraine with aura should be 
advised against the use of CHC. (Grade C) 
Hypertension may increase the risk of stroke and MI in those using CHC. (Grade 
B) 
Blood pressure should be checked before and at least 6 months after initiating 
a woman aged over 40 years on a CHC method and monitored at least annually 
thereafter. (Grade C) 
 
* Progestogen-only contraception (POC): 
- There is no conclusive evidence of a link between progestogen-only methods 
and breast cancer. (Grade B) 
- Progestogen-only methods may help to alleviate dysmenorrhea. (Grade C) 
- Women should be advised that altered bleeding patterns are common with 
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use of POC. (Good Practice Point) 
- Women should be advised that the levonorgestrel-intrauterine system can be 
used for the treatment of heavy menstrual bleeding once pathology has been 
excluded. (Grade B) 
- Although data are limited, POC does not appear to increase the risk of stroke 
of or MI, and there is little or no increase in VTE risk. (Grade B) 
- Caution is required when prescribing depot medroxyprogesterone acetate to 
women with cardiovascular risk factors due to the effects of progestogens on 
lipids. (Grade C) 
 
* Non-hormonal contraception: 
- Women should be informed that spotting, heavier or prolonged bleeding and 
pain are common in the first 3-6 months of Cu-IUD use. (Grade C) 
- Men and women can be advised that when used consistently and correctly, 
male and female condoms are –respectively- up to 98% and 95% effective at 
preventing pregnancy. (Grade C) 
- Women can be advised that when used consistently and correctly with 
spermicide, diaphragm and caps are –respectively- estimated to be between 
92% and 96% effective at preventing pregnancy. (Grade C) 
- When using lubricant with latex condoms a non-oil-based preparation is 
recommended. (Grade B) 
 
* Stopping contraception: 
- Women using non-hormonal methods of contraception can be advised to stop 
contraception after 1 year of amenorrhea if aged over 50 years, or 2 years if the 
woman is aged under 50 years. (Good Practice Point) 
- After counseling (about declining fertility, risks associated with insertion, and 
contraceptive efficacy), women who have a Cu-IUD containing ≥300mm2 
copper, inserted at or over the age of 40 years, can retain the device until the 
menopause or until contraception is no longer required. (Grade C) 
- Women using exogenous hormones should be advised that amenorrhea is not 
reliable indicator of ovarian failure. (Good Practice Point) 
- In women using contraceptive hormones, FSH levels may be used to help 
diagnose the menopause, but should be restricted to women over the age of 50 
years and to those using progestogen-only methods. (Good Practice Point) 
- FSH is not a reliable indicator of ovarian failure in women using combined 
hormones, even if measured during the hormone-free interval. (Good Practice 
Point) 
- Women over the age of 50 years who are amenorrheic and wish to stop POC 
can have their FSH levels checked. If the level is ≥30IU/L contraception can be 
stopped after 1 year. (Good Practice Point) 
- Women who have their levonorgestrel-intrauterine system inserted for 
contraception at the age of 45 years or over can use the device for 7 years (off 
license) or if amenorrheic until the menopause, after which the device should 
be removed. (Good Practice Point) 
 
* Hormone replacement therapy and contraception: 
- Women using HRT should be advised not to rely on this as contraception. 
(Grade C) 
- Women can be advised that a POP can be used with HRT to provide effective 
contraception but the HRT must include progestogen in addition to estrogen. 
(Good Practice Point) 
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- Women using estrogen replacement therapy may use the levonorgestrel-
intrauterine device to provide endometrial protection. When used as the 
progestogen component of HRT, the levonorgestrel intrauterine device should 
be changed no later than 5 years after insertion (the license states 4 years), 
irrespective of age at insertion. (Grade A) 

 

FSRH 2010 
Contraceptive 
choices for 
young people 

Grades of recommendation: 
A. Based on RCTs 
B. Based on other robust experimental or observational studies 
C. Based on limited evidence but the advice relies on expert opinion and 

has the endorsement of respected authorities 
Good Practice Point: where no evidence exists but where best practice is 
based on the clinical experience of the multidisciplinary group 

Levels of evidence: 
I.a. Evidence obtained from meta-analysis of randomized trials 
I.b. Evidence obtained from at least one RCT 
II.a. Evidence obtained from at least one well-designed controlled study, 
without randomisation  
II.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study 
III. Evidence obtained from well-designed non-experimental descriptive 
studies, correlation studies and case studies 
IV. Evidence obtained from expert committee reports or opinions and/or 
clinical experience of respected authorities 

Included populations, interventions, outcomes: 
- young people seeking contraception 
- combined hormonal contraception (CHC), long-acting reversible 
contraception, progestogen-only contraception, non-hormonal methods of 
contraception, emergency contraception 
- failure rates, non-adherence and discontinuation, health benefits, concerns 
and risks 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

* Legal and ethical framework: 
- Practitioners may wish to inform a young person of the law in relation to 
sexual activity. (Good Practice Point) 
- A clinician should assess a young person’s competence to consent to 
treatment by their ability to understand information provided, to weigh up the 
risks and benefits, and to express their own wishes. (Grade C) 
- Competence to consent to treatment should be assessed and documented at 
each visit where relevant (e.g. for under-16-year-olds). (Grade C) 
- Health professionals may wish to use checklists (e.g. Fraser Guidelines) to 
assess competence and risk when providing contraceptive advice or treatment 
to young people. (Good Practice Point) 
- Young people should always be made aware of the confidentiality policies for 
the service they are attending, including the circumstances in which 
confidentiality may need to be breached. (Grade C) 
- All sexual and reproductive health care services should have a named person 
identified as the local lead for child protection. (Grade C) 
- All staff involved in contraceptive services for young people should receive 
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appropriate training to alert them to the possibility of exploitation or coercion. 
(Grade C) 
- Staff should know who they can contact for advice and how to act on child 
protection issues in accordance with local policy and procedures. (Grade C) 
 
* Contraceptive options for young people: 
- Young people should be informed about all methods of contraception, 
highlighting the benefits of long-acting reversible contraception (LARC). (Good 
Practice Point) 
- Young people may be advised to return for follow-up within 3 months of 
starting hormonal contraception. This allows side effects or other concerns to 
be addressed and helps ensure correct use of the method. (Good Practice 
Point) 
- Young people should be encouraged to return at any time if they develop 
problems with contraception. (Grade C) 
- Age alone should not limit contraceptive choices, including intrauterine 
methods. (Grade C) 
- Young people should be made aware of the different types of emergency 
contraception (EC) available, when they can be used and how they can be 
accessed. (Good Practice Point) 
- Even if presenting for EC within 72 hours of unprotected sexual intercourse 
(UPSI), women of all ages should be offered the copper-bearing intrauterine 
device or advised how they can access it. (Good Practice Point) 
 
* Young people’s health concerns and risks: 
- Weight gain: 
Young people may be advised that there is no evidence of weight gain with 
combined hormonal contraception (CHC) use. (Grade B) 
Young people may be advised that weight gain can occur with depot 
medroxyprogesterone acetate (DPMA) use but there is little evidence of a 
causal association between other progestogen-only methods and weight gain. 
(Grade C) 
- Acne: 
Young people may be advised that combined oral contraception (COC) use can 
improve acne. (Grade B) 
Young women whose acne fails to improve with COC may wish to consider 
switching to a COC containing a less androgenic progestogen or one with a 
higher estrogen content. (Good Practice Point) 
Co-cyprindiol (Dianette®) is indicated to treat severe acne that has not 
responded to oral antibiotics. In those with less severe symptoms it should be 
withdrawn 3-4 months after the condition has resolved. For women with 
known hyperandrogenism, longer use with specialist review may be warranted. 
(Grade C) 
Young people should be advised that the progestogen-only implant may be 
associated with improvement, worsening or onset of acne. (Grade C) 
- Mood changes: 
Young people may be advised that hormonal contraception may be associated 
with mood changes but there is no evidence that hormonal contraceptives 
cause depression. (Grade C) 
- Fertility: 
Individuals should be advised that there is no delay in return of fertility 
following discontinuation of the progestogen-only pill or CHC. (Grade C) 
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Individuals should be advised that there is no delay in return of fertility after 
discontinuation of intrauterine contraception or the progestogen-only implant. 
(Grade B) 
Individuals should be advised that there can be a delay of up to 1 year in the 
return of fertility after discontinuation of DMPA. (Grade C) 
- Bleeding patterns and dysmenorrhea: 
Individuals should be informed that altered bleeding patterns can occur with 
hormonal contraception use. (Grade C) 
Primary dysmenorrhea may improve with use of CHC. (Grade B) 
- Thrombosis: 
Young people may be informed that although the risk of venous 
thromboembolism is increased with CHC, the absolute risk is very small. (Grade 
B) 
- Cancer: 
Young people may be advised that COC use is not associated with an overall 
increased risk of cancer. (Grade B) 
Young people may be advised that COC use reduces the risk of ovarian cancer 
and that the protective benefit continues for 15 or more years after stopping. 
(Grade B) 
Young people may be advised that any increase in breast cancer with hormonal 
contraception use is likely to be small and to reduce after stopping. (Grade B) 
Young people may be advised that there may be a very small increase in the 
risk of cervical cancer with prolonged COC use. (Grade B) 
 
* Sexually transmitted infections and young people: 
- The correct and consistent use of condoms should be advised to reduce the 
risk of transmission of sexually transmitted infections (STIs). (Grade B) 
- When advising condom use, young people should be informed about correct 
use of condoms and lubricants, different sizes, types and shapes of condoms, 
and how to access further supplies, STI screening and emergency 
contraception. (Good Practice Point) 
- Young people should be advised to have STI tests 2 and 12 weeks after an 
incident of unprotected sexual intercourse. (Grade C) 
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RCOG 2010 
Venous 
thromboembolism 
and hormonal 
contraception 

Grades of recommendation: 
A. At least one meta-analysis, systematic reviews or randomised 

controlled trial rated as 1++ and directly applicable to the target 
population; or 
A systematic review of randomised controlled trials or a body of 
evidence consisting principally of studies rated as 1+, directly 
applicable to the target population and demonstrating overall 
consistency of results 

B. A body of evidence including studies rated as 2++ directly applicable 
to the target population and demonstrating overall consistency of 
results; or 
Extrapolated evidence from studies rated as 1++ or 1+ 

C. A body of evidence including studies rated as 2+ directly applicable to 
the target population and demonstrating overall consistency of 
results; or 
Extrapolated evidence from studies rated as 2++ 

D. Evidence level 3 or 4; or 
Extrapolated evidence from studies rated as 2+ 

Good practice point: Recommended best practice based on the clinical 
experience of the guideline development group 

Levels of evidence: 
1++ High-quality meta-analyses, systematic reviews of randomised controlled 
trials or randomised controlled trials with a very low risk of bias 
1+ Well-conducted meta-analyses, systematic reviews of randomised 
controlled trials or randomised controlled trials with a low risk of bias 
1– Meta-analyses, systematic reviews of randomised controlled trials or 
randomised controlled trials with a high risk of bias 
2++ High-quality systematic reviews of case–control or cohort studies or high 
quality case–control or cohort studies with a very low risk of confounding, 
bias or chance and a high probability that the relationship is causal 
2+ Well-conducted case–control or cohort studies with a low risk of 
confounding, bias or chance and a moderate probability that the relationship 
is causal 
2– Case–control or cohort studies with a high risk of confounding, bias or 
chance and a significant risk that the relationship is not causal 
3 Non-analytical studies; e.g. case reports, case series 
4 Expert opinion 

Included populations, interventions, outcomes: 
- women with a history of venous thromboembolism (deep vein thrombosis, 
pulmonary embolism and cerebral venous sinus thrombosis) seeking 
contraception 
- hormonal contraception: combined hormonal contraceptives such as pills, 
patch and vaginal ring, progestogen-only methods such as POP, injectable, 
implant and intrauterine system 
- risks of venous thromboembolism, risk factors of VTE, screening 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

* Combined hormonal methods of contraception: 
- The relative risk of venous thromboembolism is increased with all combined 
hormonal contraceptives (pills, patch and vaginal ring). Nevertheless, the 
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rarity of venous thromboembolism in women of reproductive age means that 
the absolute risk remains small. (B) 
- The relative risk of venous thromboembolism increases in the first few 
months after initiating combined hormonal contraception. This risk reduces 
with increasing duration of use but it remains above the background risk until 
the combined hormonal contraceptive is stopped. (B) 
 
* Progestogen-only methods of contraception: 
Progestogen-only pills, injectable, implants and the levonorgestrel-releasing 
intrauterine system do not appear to be associated with an increased risk of 
venous thromboembolism. (B) 
 
* Risk factors: 
- The United Kingdom Medical Eligibility Criteria for Contraceptive Use 
provides consensus-based recommendation for the use of contraception. A 
clinical history should be taken to identify any relevant medical conditions 
which may influence contraceptive choice. (Good practice point) 
 
- Women with current venous thromboembolism or previous venous 
thromboembolism should be advised against the use of combined hormonal 
contraception as this poses an unacceptable health risk. (C) 
- For women with current venous thromboembolism on anticoagulants or 
previous venous thromboembolism the use of progestogen-only 
contraception is safe. (C) 
- The use of combined hormonal contraception by women with a family 
history of VTE in a first-degree relative aged under the age of 45 years is not 
recommended. (C) 
- For women with a known thrombogenic mutation the use of combined 
hormonal contraception poses an unacceptable health risk. (C) 
 
-For women who are postpartum and not breastfeeding, combined hormonal 
contraception (pill, patch or vaginal ring) should not be initiated before day 
21 postpartum. (Grade C) 
All hormonal contraception can be safely initiated immediately following a 
first- or second-trimester termination of pregnancy. (Grade C) 
 
- For women aged over 35 years who are current smokers or who have 
stopped smoking less than 1 year ago, the use of combined hormonal 
contraception is not recommended. (Grade C) 
 
- For women with a body mass index of 35 kg/m2 or greater, the risks of 
combined hormonal contraception may outweigh the benefits. (Grade B) 
 
- Combined hormonal contraception should be discontinued and an 
alternative estrogen-free method used at least 4 weeks before major elective 
surgery where immobilisation is expected but does not need to be 
discontinued before minor surgery without immobilisation. (Grade B) 
 
- For women with medical conditions which may predispose to venous 
thromboembolism, the risks associated with use of combined hormonal 
contraceptives must be weighed against the benefits, including pregnancy 
prevention. (Good practice point) 
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- Routine thrombophilia screening prior to hormonal contraceptive use is not 
recommended. (Grade C) 

 

SOGC 2010  
Oral 
contraceptives 
and the risk of 
venous 
thrombo-
embolism 

Grades of recommendation: 
A. There is good evidence to recommend the clinical preventive action 
B. There is fair evidence to recommend the clinical preventive action 
C. The existing evidence is conflicting and does not allow to make a 

recommendation for or against use of the clinical preventive action; 
however, other factors may influence decision-making 

D. There is fair evidence to recommend against the clinical preventive 
action 

E. There is fair evidence to recommend against the clinical preventive 
action 

L. There is insufficient evidence (in quantity or quality) to make a 
recommendation; however, other factors may influence decision-
making 

Levels of evidence: 
I: Evidence obtained from at least one properly randomized controlled trial 
II-1: Evidence from well-designed controlled trials without randomization 
II-2: Evidence from well-designed cohort (prospective or retrospective) or case-
control studies, preferably from more than one center or research group 
II-3: Evidence obtained from comparisons between times or places with or 
without the intervention. Dramatic results in uncontrolled experiments (such as 
the results of treatment with penicillin in the 1940s) could also be included in 
this category 
III: Opinions of respected authorities, based on clinical experience, descriptive 
studies, or reports of expert committees 

Included populations, interventions, outcomes: 
- women seeking contraception 
- oral contraceptives 
- efficacy, risk of venous thromboembolism 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

* Efficacy: 
- Modern oral contraceptives offer highly effective contraception and a range 
of non-contraceptive benefits. (I) 
 
* Risk of venous thromboembolism: 
- Venous thromboembolism, although rare, remains one of the serious adverse 
consequences of hormonal contraception. Best evidence indicates that venous 
thromboembolism rates in non-users of reproductive age approximate 4–5/10 
000 women per year; rates in oral contraceptive users are in the range of 9–
10/10 000 women per year. For comparison, venous thromboembolism rates in 
pregnancy approach 29/10 000 overall and may reach 300–400/10 000 in the 
immediate postpartum period. (II-1) 
- Research demonstrates that oral contraceptives with ≤35 μg of ethinyl 
estradiol carry a lower risk of venous thromboembolism than oral 
contraceptives with 50 μg. (II-2) Although preliminary data suggest a possible 
further reduction in venous thromboembolism with oral contraceptives with 
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<35 μg ethinyl estradiol, robust data to support this conclusion are presently 
lacking. 
- Recent contradictory evidence and the ensuing media coverage of the venous 
thromboembolism risk attributed to the progestin component of certain newer 
oral contraceptive products have led to fear and confusion about the safety of 
oral contraceptives in general and drospirenone-containing oral contraceptives 
in particular. “Pill scares” of this nature have occurred in the past, with panic 
stopping of the pill, increased rates of unplanned pregnancy, and no 
subsequent decrease in venous thromboembolism rates. (II-3) 
- Two high quality research studies that addressed the venous 
thromboembolism risk associated with various oral contraceptives found 
comparable venous thromboembolism rates with drospirenone-containing oral 
contraceptives and other approved products. (II-1) 
- Two reports suggesting an increased risk of venous thromboembolism with 
drospirenone-containing oral contraceptives have significant methodological 
flaws that render their conclusions suspect. It seems likely that residual 
confounding could have distorted both the results and the conclusions of these 
reports. (II-3) 
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3.7. Summary of guidelines - Emergency contraception only 
 

ACOG 2010 
Emergency 
contraception 

Grades of recommendation: 
A. Based on good and consistent scientific evidence 
B. Based on limited or inconsistent scientific evidence 
C. Based primarily on consensus and expert opinion 

Levels of evidence: 
I. Evidence obtained from at least one properly designed RCT 
II. 1. Evidence obtained from well-designed controlled trial without 

randomization 
2. Evidence obtained from well-designed cohort or case-control 
analytic studies, preferably from more than one center or research 
group 
3. Evidence obtained from multiple time series with or without 
intervention 

III. Opinions of respected authorities, based on clinical experience, 
descriptive studies, or reports of expert committees 

Included populations, interventions, outcomes: 
- women seeking emergency contraception after unprotected sexual 
intercourse 
- combined estrogen-progestin regimens, levonorgestrel-only regimen, 
ulipristal 
- pregnancy rate, adverse events 

Members of development group, target population: 
- gynecologists, obstetricians 
- gynecologists, obstetricians 

Recommendations: 
 
* Level A: 
- levonorgestrel-only regimen is more effective and is associated with less 
nausea and vomiting 
- the two 0.75mg doses of the levonorgestrel-only regimen are equally effective 
if taken 12-24h apart 
- the single-dose 1.5mg levonorgestrel-only regimen is as effective as the two-
dose regimen taken 12h apart 
- to reduce the chance of nausea with the combined estrogen-progestin 
regimen, an antiemetic agent may be taken 1h before the first emergency 
contraception dose 
 
* Level B: 
- treatment with emergency contraception should be initiated as soon as 
possible after unprotected intercourse to maximize efficacy 
- emergency contraception should be made available to patients who request it 
up to 5 days after unprotected intercourse 
- no clinician examination or pregnancy testing is necessary before provision or 
prescription of emergency contraception 
 
* Level C: 
- emergency contraception should be offered or made available to women who 
have had unprotected or inadequately protected sexual intercourse and who 
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do not desire pregnancy 
- emergency contraception may be made available to women with 
contraindications to the use of conventional oral contraceptive preparations 
- clinical evaluation is indicated for women who have used emergency 
contraception if menses are delayed by a week or more after the expected time 
or if lower abdominal pain or persistent irregular bleeding develops 
- information regarding effective long-term contraceptive methods should be 
made available whenever a woman requests emergency contraception 
- the copper IUD is appropriate for use as emergency contraception for women 
who desire long-acting contraception 
- emergency contraception may be used more than once, even within the same 
menstrual cycle 
- to maximize effectiveness, women should be educated about the availability 
of emergency contraception 
 
* Special conditions: 
- Irregular bleeding: after emergency contraception use, the menstrual period 
usually occurs within one week before or after the expected time. Some 
patients experience irregular bleeding or spotting in the week or month after 
treatment. Irregular bleeding associated with emergency contraception 
resolves without treatment. (No level of recommendation.) 
- Emergency contraception is not used to treat other specific conditions such as 
functional ovarian cysts, dysmenorrhea or menorrhagia, premenstrual 
syndrome, fibromyomatosis, endometriosis, mastodynia, acne,… 
This type of contraception is only used to prevent pregnancy after an 
unprotected or inadequately protected act of sexual intercourse. 

 

FSRH 2012 
Emergency 
contraception 

Grades of recommendation: 
A. Based on RCTs 
B. Based on other robust experimental or observational studies 
C. Based on limited evidence but the advice relies on expert opinion and 

has the endorsement of respected authorities 
Good Practice Point: where no evidence exists but where best practice is 
based on the clinical experience of the multidisciplinary group 

Levels of evidence: 
I.a. Evidence obtained from meta-analysis of randomized trials 
I.b. Evidence obtained from at least one RCT 
II.a. Evidence obtained from at least one well-designed controlled study, 
without randomisation 
II.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study 
III. Evidence obtained from well-designed non-experimental descriptive 
studies, correlation studies and case studies 
IV. Evidence obtained from expert committee reports or opinions and/or 
clinical experience of respected authorities 

Included populations, interventions, outcomes: 
- women seeking emergency contraception after unprotected sexual 
intercourse 
- copper-bearing intrauterine device (Cu-IUD), levonorgestrel, ulipristal acetate 
- drug interactions, side effects, future contraception 



63 
 

Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

* Emergency contraception methods: 
- The copper-bearing intrauterine device (Cu-IUD) can be inserted up to 120 
hours after the first episode of unprotected sexual intercourse or within 5 days 
of the earliest expected date of ovulation. (Grade C) 
- All eligible women presenting between 0 and 120 hours of unprotected sexual 
intercourse or within 5 days of expected ovulation should be offered a Cu-IUD 
because of the low documented failure rate. (Grade B) 
- The efficacy of ulipristal acetate has been demonstrated up to 120 hours and 
can be offered to all eligible women requesting emergency contraception 
during this time period. It is the only oral emergency contraception licensed for 
use between 72 and 120 hours. (Grade A) 
- Levonorgestrel can be used more than once in a cycle or for a recent 
indication even if there has been an earlier episode of UPSI outside the 
treatment window (>120 hours). (Grade C) 
- The efficacy of levonorgestrel has been demonstrated up to 96 hours; 
between 96 and 120 hours efficacy is unknown. Use of levonorgestrel beyond 
72 hours is outside the product license. (Grade A) 
 
* Future/ongoing contraception: 
- Women should be advised that oral emergency contraception methods do not 
provide contraceptive cover for subsequent unprotected sexual intercourse 
and that they will need to use contraception or refrain from sex to avoid 
further risk of pregnancy. (Grade B) 
- If a woman is likely to continue to be at risk of pregnancy or has expressed a 
preference to start contraception immediately after emergency contraception, 
a health professional may ‘quick start’ combined hormonal contraception 
(excluding co-cyprindiol), the progestogen-only pill (POP) or implant, providing 
the woman has been appropriately informed and advised to have a pregnancy 
test in ≥3 weeks. (Good Practice Point) 
- Women requesting the progestogen-only injectable after emergency 
contraception should ideally be offered an alternative method until pregnancy 
can be excluded. The injectable should be started immediately only if other 
methods are not appropriate or acceptable and the woman has been 
appropriately informed and advised to have a pregnancy test in ≥3 weeks. 
(Good Practice Point) 
- Following administration of levonorgestrel, women continuing to use a 
hormonal method of contraception should be advised to use additional 
contraceptive precautions for 7 days (2 days for POP, 9 days for Qlaira®). 
(Grade C) 
- Following administration of ulipristal, women continuing to use a hormonal 
method of contraception should be advised to use additional contraceptive 
precautions for 14 days (9 days for POP, 16 days for Qlaira). 
 
* Drug interactions: 
- Women taking liver enzyme-inducing drugs (or who have stopped taking this 
medication within the last 28 days) should be advised that a Cu-IUD is the only 
method of emergency contraception not affected by these drugs. (Grade A) 
- Women taking liver enzyme-inducing drugs, including post-exposure HIV 
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prophylaxis after sexual exposure (or who have stopped within the last 28 
days), and who decline or are not eligible for a Cu-IUD, should be advised to 
take a dose of 3 mg levonorgestrel (two Levonelle® tablets) as soon as possible 
within 120 hours of UPSI (outside the product license). The efficacy of 
levonorgestrel after 96 hours is uncertain. (Grade C) 
- Women taking liver enzyme-inducing drugs should be advised not to use 
ulipristal during or within 28 days of stopping taking this medication. (Grade C) 
- Women should be advised not to use ulipristal if they are currently taking 
drugs that increase gastric pH (e.g. antacids, histamine H2 antagonists and 
proton pump inhibitors). (Grade C) 
 
* Side effects: 
- Women should be advised to seek medical advice if they vomit within 2 hours 
of taking levonorgestrel or 3 hours of ulipristal administration. A repeat dose of 
the same method or a Cu-IUD may be offered if appropriate.(Good Practice 
Point) 
- Women should be advised about menstrual disturbances after oral EC use. If 
there is any doubt about whether menstruation has occurred, a pregnancy test 
should be performed ≥3 weeks after UPSI has occurred. (Good Practice Point) 

 

SOGC 2012 
Emergency 
contraception 

Grades of recommendation: 
A. There is good evidence to recommend the clinical preventive action 
B. There is fair evidence to recommend the clinical preventive action 
C. The existing evidence is conflicting and does not allow to make a 
recommendation for or against use of the clinical preventive action; 
however, other factors may influence decision-making 
D. There is fair evidence to recommend against the clinical preventive 
action 
E. There is fair evidence to recommend against the clinical preventive 
action 
L. There is insufficient evidence (in quantity or quality) to make a 
recommendation; however, other factors may influence decision-making 

Levels of evidence: 
I: Evidence obtained from at least one properly randomized controlled trial 
II-1: Evidence from well-designed controlled trials without randomization 
II-2: Evidence from well-designed cohort (prospective or retrospective) or case-
control studies, preferably from more than one center or research group 
II-3: Evidence obtained from comparisons between times or places with or 
without the intervention. Dramatic results in uncontrolled experiments (such as 
the results of treatment with penicillin in the 1940s) could also be included in 
this category 
III: Opinions of respected authorities, based on clinical experience, descriptive 
studies, or reports of expert committees 

Included populations, interventions, outcomes: 
- women who seek emergency contraception after unprotected sexual 
intercourse 
- emergency contraceptive pills, post-coital insertion of copper IUD 
- efficacy, pregnancy rate, return of menstruation, side effects 
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Members of development group, target population: 
- gynecologists, obstetricians 
- health professionals 

Summary statements: 
- Hormonal emergency contraception may be effective if used up to 5 days 
after unprotected intercourse. (II-2) 
- The earlier hormonal emergency contraception is used, the more effective it 
is. (II-2) 
- A copper IUD can be effective emergency contraception if used within 7 days 
after intercourse. (II-2) 
- Levonorgestrel emergency contraception regimens are more effective and 
cause fewer side effects than the Yuzpe regimen. (I) 
- Levonorgestrel emergency contraception single dose (1.5mg) and the 2-dose 
levonorgestrel regimen (0.75mg 12h apart) have similar efficacy with no 
difference in side effects. (I) 
- Of the hormonal emergency contraception regimens available in Canada 
(same availability in Belgium), levonorgestrel is the drug of choice. (I) 
- A pregnancy that results from failure of emergency contraception need not be 
terminated. (I) 
 
Recommendations: 
- Emergency contraception should be used as soon as possible after 
unprotected sexual intercourse. (A) 
- Emergency contraception should be offered to women if unprotected 
intercourse has occurred within the time it is known to be effective (5d for 
hormonal methods and up to 7d for a Cu-IUD). (B) 
- Women should be evaluated for pregnancy if menses have not begun within 
21 days following emergency contraception treatment. (A) 
- During physician visits for periodic health examinations or reproductive health 
concerns, any woman in the reproductive age group who has not been 
sterilized may be counseled about emergency contraception in advance with 
detailed information about how and when to use it. (C) 
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3.8. Conclusions from guidelines 
 

3.8.1. Conclusions – Practical considerations  

 

First choice among combined hormonal contraceptives? 

Only one guideline makes an actual recommendation as to a first choice of combined hormonal 

contraceptive (Domus Medica 2012). They advise a combined pill with ≤35µg ethinylestradiol plus 

second generation progestogen (30µg ethinylestradiol + levonorgestrel most suitable).  

 

Quick starting contraception 

Two guidelines give recommendations on quick starting contraception. One guideline on emergency 

contraception advises to have a pregnancy test in ≥3 weeks after the start of contraception 

immediately after emergency contraception (FSRH 2012 Emergency). Another specific guideline on 

quick starting contraception (FSRH 2010 Start) agrees upon this. It also states that health 

professionals can start contraception immediately instead of waiting until the next period if the 

health professional is reasonably sure that a woman is not pregnant or at risk of pregnancy from 

recent unprotected sexual intercourse. If the preferred method of contraception is not available, 

combined hormonal contraception, progesterone-only pill or injectable can be used as a bridging 

method. When starting intrauterine methods health professionals should take particular care to 

exclude pregnancy. If starting hormonal contraception immediately after progesterone-only 

emergency contraception, condoms or avoidance of sex should be advised for 7 days (2 days for 

POPs, 9 days for Qlaira). If starting contraception immediately after ulipristal, condoms or avoidance 

of sex are recommended for 14 days (9 days if starting POP, 16 days for Qlaira). 

 

Missed pill recommendations 

There is no consensus between several “Missed pill guidelines”. 

The SOGC 2008 guideline recommends that back-up contraception should be used after one missed 

pill in the first week of hormones until 7 consecutive days of correct hormone use are established. In 

the case of missed combined hormonal contraceptives in the second or third week of hormones, the 

hormone-free interval should be eliminated for that cycle. When three or more consecutive doses of 

combined hormonal contraceptives are missed in the second or third week, back-up contraception 

should be used until 7 consecutive days of correct hormone use are established. For practical 

reasons, the scheduled hormone-free interval should be eliminated in these cases. The FSRH 2011 

guideline on missed pills and the Domus Medica 2012 guideline on hormonal contraception give 

similar recommendations on missed pills. If you miss one pill, you will still have contraceptive cover. 

However, if you miss two or more pills, you should use an extra method of contraception for the next 

7 days; you may need emergency contraception or need to start the next pack of pills without a 

break. 

The FSRH 2011 missed pill recommendations consider a pill has been missed when it is more than 24 

hours since the time you should have taken it. Domus Medica considers a pill missed if taken more 

than 12 hours late. 

The FSRH 2009 guideline on progestogen-only pills (FSRH 2009 POP) consider a missed pill if a 

traditional POP is more than 3 hours late or a desogestrel-only pill is more than 12 hours late. Then 

condoms (or abstinence from sex) should be used for 48 hours after the pill is taken. 

If a woman vomits within 2 hours of pill taking, another pill should be taken as soon as possible. 
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Age: when to start or stop hormonal contraception? 

In the guidelines addressing this subject, it is agreed that age alone should not limit contraceptive 

choices. Domus Medica 2012 (Hormonal contraception) advises to use condoms before menarche, 

combined contraceptive pills can be prescribed from menarche onwards. Contraception can be 

prescribed as long as women are sexually active but individual risk factors and wishes should be 

taken into account. Women older than 55 years are generally not fertile anymore. FSRH 2010- 

Contraceptive choices for young people (FSRH 2010 Young)  states that even intrauterine 

contraceptive methods can be used in young people. Young people should be encouraged to return 

to a health professional at any time if they develop problems with contraception e.g. side effects or 

other concerns. 

The FSRH 2010 guidelines on Contraception for women over 40y old (FSRH 2010 40+), give several 

recommendations on different types of contraception. Women using non-hormonal methods can be 

advised to stop contraception after 1 year of amenorrhea if aged over 50 years, or 2 years if the 

woman is aged under 50 years. In women using contraceptive hormones, FSH levels may be used to 

help diagnose the menopause but should be restricted to women over the age of 50 years and to 

those using progestogen-only methods. Women who have a copper intrauterine device inserted at or 

over the age of 40 years, can retain the device until menopause or until contraception is no longer 

required. In the case of the levonorgestrel-intrauterine system, inserted at the age of 45 years or 

over, it can be used for 7 years (off license) or until menopause. 

 

Drug interactions 

Six guidelines mention drug interactions with hormonal contraception. Generally they correspond on 

recommendations although there are some inconsistencies in which dose of COCs should be used 

when taking enzyme-inducing drugs. Domus Medica 2012 recommends using a COC containing at 

least 30 µg ethinylestradiol along with additional contraception, while the specific Drug interactions 

guideline of FSRH (FSRH 2010 Drugs) advises to increase the dose of COC to at least 50 µg 

ethinylestradiol (maximum 70 µg) and use an extended or tricycling regimen with a pill-free interval 

of 4 days. 

The efficacy of progestogen-only contraceptives is not reduced with concurrent use of medication 

(including antibiotics and liver enzyme-inducing drugs). 

Women on lamotrigine therapy should be advised that due to the risk of reduced seizure control 

whilst on COCs, and the potential for toxicity in the hormone-free week, the risks of using combined 

hormonal contraception may outweigh the benefits. 

Ulipristal is not advised in women using enzyme-inducing drugs or drugs that increase the gastric pH, 

or who have taken them within the last 28 days. (They should be advised to take 3 mg levonorgestrel 

or even better: use a copper-IUD as emergency contraception.) Ulipristal also has the potential to 

reduce the efficacy of hormonal contraception. Additional precautions are advised for 14 days after 

taking ulipristal (9 days if using POPs, 16 days for the estradiol valerate/dienogest pill). 
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3.8.2. Conclusions - Non-contraceptive benefits 

 

- Dysmenorrhea and menorrhagia: six guidelines (Domus Medica 2012, ACOG 2011, ACOG 2010 

Noncontraceptive, FSRH 2009 POI, FSRH 2010 Young  and FSRH 2010 40+) are inconclusive about 

which contraception to use in case of painful or heavy menstrual bleeding. Combined hormonal or 

progestogen-only contraception may improve these conditions. 

- Functional ovarian cysts: there is inconsistency in the recommendations on which contraception to 

use when women have ovarian cysts. Two guidelines (Domus Medica 2012, ACOG 2010 

Noncontraceptive) claim that combined oral contraception should not be used to treat existing 

functional ovarian cysts; two other guidelines (FSRH 2012 combined, FSRH 2010 40+) suggest a 

reduction in the incidence of ovarian cysts in women using combined oral contraceptives. Yet two 

other guidelines (FSRH 2009 POP, FSRH 2009 POInj) regard ovarian cysts not as a restriction for the 

use of progestogen-only contraception. 

- Premenstrual syndrome: only one guideline (ACOG 2010 Noncontraceptive) mentions this 

condition and reports that combined oral contraceptives have been shown to reduce premenstrual 

dysphoric disorder symptoms. 

- Fibromyomatosis: three guidelines declare that combined oral contraceptives or progestogen-only 

contraception do not increase the risk of development of uterine fibroids and that there is no 

restriction in the use of hormonal contraception in case of such fibroids. (FSRH 2009 POP, FSRH 2009 

POInj, ACOG 2010 Noncontraceptive) 

- Endometriosis: five guidelines mention endometriosis but there is a lack of data on which to draw 

firm conclusions. Progestogen-only contraceptives or low-dose COCs can improve the pain associated 

with endometriosis. (FSRH 2009 POP, FSRH 2009 POInj, FSRH 2009 POI, FSRH 2010 40+, FSRH 2012 

combined) 

- Mastodynia: there is no information on breast pain in the guidelines. 

- Acne: four guidelines recommend the use of combined oral contraception for acne. (Domus Medica 

2012, ACOG 2010 Noncontraceptive, FSRH 2012 Combined, FSRH 2010 Young) Two guidelines 

mention acne as a common side effect of progestogen-only contraception. With this kind of 

contraception, acne may improve, occur or worsen. (ACOG 2011, FSRH 2009 POI) 

- Cycle control: one guideline (FSRH 2012 Combined) says that COCs usually reduce menstrual 

bleeding. Four guidelines inform progestogen-only users that the bleeding pattern may alter: they 

can experience infrequent, frequent or prolonged bleeding. Spotting is common during progestogen-

only injectable use but most women become amenorrheic within the first year of use.(FSRH 2009 

POP, FSRH 2009 POInj, FSRH 2009 POI, FSRH 2010 40+) 
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3.8.3. Conclusions - Special situations 

 

- Post-partum: three guidelines mention post-partum situation (Domus Medica 2012, FSRH 2009 

POInj, RCOG 2010) and they all agree on the recommendation that in the first 21 days after child 

birth no contraception is needed. After that time, combined oral contraception or any other form of 

contraception should be initiated in non-breastfeeding women. In breastfeeding women, COCs are 

not recommended in the first six weeks after child birth. POPs however, have no negative influence 

on milk production and can be used safely. 

- Post-abortum: three guidelines mention situation after miscarriage or abortion (FSRH 2009 POP, 

FSRH 2009 POInj, ACOG 2011) and they agree to start contraception immediately, or at least within 5 

days post-abortum. 

- Diabetes: only one guideline (Domus Medica 2012) mentions women with diabetes; diabetics with 

nefropathy, retinopathy, neuropathy or other vascular complications is an absolute contra indication 

for combined contraceptive pills.  

- Migraine: five guidelines agree that migraine with aura is a condition for which the use of combined 

hormonal contraception presents an unacceptable health risk. (Domus Medica 2012, FSRH 2012 

Combined, FSRH 2009 POP, FSRH 200p POI, FSRH 2010 40+) Progesterone-only contraception can be 

safely used by migraine patients with aura.  

- Smoking: three guidelines recommend (strongly) against taking combined hormonal contraception 

in women aged ≥35 years who are smoking (or have stopped smoking less than one year ago). In 

smokers younger than 35 years POPs, IUD, implant or sterilisation can be used as contraception. 

(Domus Medica 2012, FSRH 2012 Combined, FSRH 2010 40+)  

- Surgery: two guidelines (Domus Medica 2012, RCOG 2010) give recommendations for patients who 

need surgery. For major surgery combined hormonal contraception should be discontinued at least 4 

weeks before surgery where immobilization is expected but not in the case of minor surgery.  

- Coagulopathy/VTE: two guidelines (Domus Medica 2012, RCOG 2010) state that coagulation 

disorders and current or past arterial or venous thromboembolism are absolute contra indications 

for COCs. Progesterone-only contraception is safe to use in such conditions. 

- Cardiovascular diseases:  

Two guidelines (Domus Medica 2012, FSRH 2012 Combined) regard arterial hypertension 

≥90/160mmHg as an absolute contraindication for COCs. Progestogen-only contraception does not 

appear to increase the risk of stroke or myocardial infarct (FSRH 2010 40+) yet Domus Medica does 

not recommend progesterone injections in women with a history of stroke or ischemic heart disease. 

All guidelines advise against the use of combined hormonal contraception in women with 

cardiovascular disease, stroke or migraine with aura. 
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3.8.4. Conclusions - Emergency contraception 

 

Three guidelines (Domus Medica 2012, ACOG 2010 Emergency and SOGC 2012) recommend 

levonorgestrel 1.5 mg as first choice emergency contraception (within 3 days postcoitus). 

Alternatives are the copper-bearing intrauterine device and ulipristal acetate (within 5 days 

postcoitus). 

The time frame differs in a few guidelines: SOGC 2012 Emergency contraception says that a copper-

IUD can be effective emergency contraception if used within 7 days after unprotected sexual 

intercourse, whereas the other guidelines (Domus Medica 2012, ACOG 2010 Emergency, FSRH 2012 

Emergency) state that it can be inserted up to 5 days postcoitus. 

The FSRH 2012 guideline on Emergency contraception advises women continuing to use a hormonal 

method of contraception following administration of levonorgestrel, to use additional contraceptive 

precautions for 7 days (2 days for POP, 9 days for Qlaira). In the case of ulipristal , the additional 

contraceptives should be taken for 14 days (9 days for POP, 16 days for Qlaira). 
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4. Evidence tables and conclusions:          

Hormonal contraception: efficacy and safety 
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4.1. Combined hormonal contraception 

4.1.1. Combined oral contraception: comparison of different progestogens: Evidence tables 

4.1.1.1.Combined oral contraceptive with Gestodene vs combined oral contraceptive with Levonorgestrel (monophasic) 

Ref N/n Comparison Outcomes  

* 
Lawrie 2011 
 
Design: SR 
+/- MA 
 
N= 30 
n= 13923 
 
Search date: 
March  2011 

N=2 
n=849 

COC Gestodene vs COC 
Levonorgestrel (monophasic) 

Pregnancy 
(N=2 : Loudon, 1990 ; Rabe, 1989) 

0/405 (GSD) vs 0/412 (LNG) 
RR=0.00 (95% CI 0.0, 0.0) 
NS  

Discontinuation 
(N=2 : Loudon, 1990 ; Rabe, 1989) 

40/405 (GSD) vs 61/412 (LNG) 
RR= 0.66 (95% CI 0.41, 1.05) 
NS p=0.078 

Reasons for discontinuation 
(N=1; Loudon, 1990) 

side-effects (other than cycle disturbances) 
16/229 (GSD) vs 18/227 (LNG)  
RR= 0.88 (95% CI 0.46, 1.68) 
NS p=0.70 

other medical reasons 
4/229 (GSD) vs 5/227 (LNG)  
RR= 0.79 (95% CI 0.22, 2.92) 
NS p=0.73 

lost to follow-up 
4/229 (GSD) vs 5/227 (LNG)  
RR= 0.79 (95% CI 0.22, 2.92) 
NS p=0.73 

method unrelated 
4/229 (GSD) vs 7/227 (LNG)  
RR= 0.57 (95% CI 0.17, 1.91) 
NS p=0.57 

Cycle control 
(N=2 : Loudon, 1990 ; Rabe, 1989) 

intermenstrual bleeding (Loudon, 1990) 
70/229 (GSD) vs 98/227 (LNG)  
RR= 0.71 (95% CI 0.55, 0.91) 
SS in favour of gestodene p=0.0059 

Spotting (Loudon, 1990) 
47/229 (GSD) vs 42/227 (LNG)  
RR= 1.11 (95% CI 0.76, 1.61) 
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NS p=0.59 

breakthrough bleeding (Loudon, 1990) 
12/229 (GSD) vs 18/227 (LNG)  
RR= 0.66 (95% CI 0.33, 1.34) 
NS p=0.25 

absence of withdrawal bleed (Loudon, 1990 ; Rabe, 1989) 
12/405 (GSD) vs 18/412 (LNG)  
RR= 0.78 (95% CI 0.38, 1.59) 
NS p=0.49 

abnormal cycles (Loudon, 1990) 
90/229 (GSD) vs 102/227 (LNG)  
RR= 0.87 (95% CI 0.70, 1.09) 
NS p=0.22 

* Characteristics of included studies: see under 
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Ref + design n Population Duration Comparison Methodology  

Loudon 1990  
 
Randomized double blind 
trial 
 
 

488 Women (UK) 
-aged 16-35 years  
-requesting oral contraception studied over 6 
cycles,  
-standard contraindications being applied.  
 
Post-partum women excluded unless 
menstruation established for at least 2 cycles. 
54% reported past OC use in each group. 
Exclusion criteria: women less than 16 years, 
DBP > 90 mm, amenorrhoea, medical 
contraindications to OC use. 

6 cycles Monophasic gestodene 75mcg / 
EE 30mcg vs monophasic 
levonorgestrel 150mcg /EE 
30mcg 
 
28-day cycles with 21 
active pills and 7 days of no tablet 
taking  

- Jadad score: 3/5 
- FU: 80.5% completed the study 
and 1.97% lost to FU 
 
- ITT:no 
 
Other important methodological 
remarks: 
- Allocation concealment  not 
described 
 
Sponsor: Not stated 

Rabe 1989 
 
Open randomized trial 
 
 
 
 

361 Characteristics of participants, inclusion and 
exclusion criteria not mentioned.  
(across 5 European countries) 
 

6 cycles Monophasic gestodene 75mcg / 
EE 30mcg vs monophasic 
levonorgestrel 150mcg /EE 
30mcg 
 
 

- Jadad score: 2/5 
- FU: 89.5% completed the study 
(and 10.5% lost to FU) 
 
- ITT: yes 
 
Other important methodological 
remarks: 
- Allocation concealment  not 
described 
- Data for spotting and break 
through bleeding is presented 
according to cycles 
 
Sponsor: SCHERING AG 
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4.1.1.2. Combined oral contraceptive containing Desogestrel vs combined oral contraceptive containing Levonorgestrel (monophasic) 

 

Ref N/n Comparison Outcomes  

* 
Lawrie 2011 
Design:  
SR +/- MA 
 
N= 30 
n= 13923 
 
Search date: 
March  2011 

N=1 
n=1027 

COC Desogestrel vs COC 
Levonorgestrel (monophasic) 
(N=1 ; Winkler 2004) 
 

Pregnancy 1/500 (DSG) vs 1/498 (LNG) 
RR=1.00 (95% CI 0.06, 15.88) 
NS p=1.0 

Discontinuation 96/500 (DSG) vs 114/498 (LNG) 
RR=0.84 (95% CI 0.66, 1.07) 
NS p=0.15 

Reasons for discontinuation Pregnancy or desire for pregnancy 
1/500 (DSG) vs 1/498 (LNG) 
RR=1.00 (95% CI 0.06, 15.88) 
NS p=1.0 

loss to follow-up 
0/500 (DSG) vs 3/498 (LNG) 
RR=0.14 (95% CI 0.01, 2.75) 
NS p=0.20 

side effects (including cycle disturbance) 
10/500 (DSG) vs 25/498 (LNG) 
RR=0.40 (95% CI 0.19, 0.82) 
SS in favour of DSG p=0.013  

cycle disturbance 
3/500 (DSG) vs 10/498 (LNG) 
RR=0.30 (95% CI 0.08, 1.08) 
NS p=0.065 

Side-effects Breast  tenderness 
1/500 (DSG) vs 3/498 (LNG) 
RR=0.33 (95% CI 0.03, 3.18) 
NS p=0.34 

Headache 
33/500 (DSG) vs 22/498 (LNG) 
RR=1.49 (95% CI 0.88, 2.53) 
NS p=0.13 

Migraine 
1/500 (DSG) vs 2/498 (LNG) 
RR=0.50 (95% CI 0.05, 5.47) 
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NS p=0.57 

nausea/vomiting 
0/500 (DSG) vs 1/498 (LNG) 
RR=0.33 (95% CI 0.01, 8.13) 
NS p=0.50 

* Characteristics of included studies: see under 
 
 

Ref + design n Population Duration Comparison Methodology  

Winkler 2004 
 
Open randomised clinical 
trial  
 
 

1027 healthy women  (Germany and the 
Netherlands) 
-aged 18-45  
-BMI between 18 and 29kg/m2. 
 
 Excluded if: 
menses <24 days or >35 days; >35 and a 
smoker; use of concomitant or addictive 
drugs; 
mental disorder including depression; use 
of OC, IUD or implant within 1 month or 
depot injection within 6 months of 
enrolment.  
 
Overall, more pill switchers (59%) than 
pill starters (41%) 

6 cycles. 
 
 
Washout 
period 
of one 
cycle 

Monophasic DSG 
150μg/EE20μg vs. 
monophasic LNG/EE 
100μg/EE 20μg  

- Jadad score:3/5 
- FU: 76.7% completed the study  
 
- ITT: not clear 
 
Other important methodological remarks: 
-Allocation concealment  not described 
- Published data and unpublished 
data/information obtained from authors. 
-Incomplete outcome cycle control data; 
more than 20% of cycle control data is 
missing ==> not included in Cochrane 
analysis  
- Possible selective reporting of reasons for 
discontinuation. 210/998 women 
discontinued the 
trial, only 35 of these women discontinued 
due to side effects, 54 were ’not willing to 
continue’, eleven discontinued due to ’poor 
compliance’ and 83 women discontinued 
for ’other’ reasons. This lack of detail 
suggests selective or under-reporting of 
side-effects. 
 
Sponsor: NV ORGANON 
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4.1.1.3. Combined oral contraceptive containing Gestodene (Triphasic) vs combined oral contraceptive containing Norethindrone (= 

norethisterone) (triphasic) 

Ref N/n Comparison Outcomes  

* 
Lawrie 2011 
Design: SR 
+/- MA 
 
N= 30 
n= 13923 
 
 
Search date: 
March  2011 

N=1 
n= 254 

COC Gestodene vs COC 
Norethindrone (triphasic) 
(N=1 ; Weber-Diehl 1993) 

Pregnancy 0/114 (GSD) vs 0/115 (NET) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 

Discontinuation 16/114 (GSD) vs 27/115 (NET) 
RR=0.60 (95% CI 0.34, 1.05) 
NS p= 0.072 

Cycle control Spotting 
18/114 (GSD) vs 31/115 (NET) 
RR=0.59 (95% CI 0.35, 0.99) 
SS in favor of GSD p= 0.044 

breakthrough bleeding 
22/114 (GSD) vs 34/115 (NET) 
RR=0.65 (95% CI 0.41, 1.04 
NS p= 0.075 

* Characteristics of included studies: see under 
 
 

Ref + design n Population Duration Comparison Methodology  

Weber-Diehl 1993 
 
Open  randomised clinical 
trial  
 
 
 

254 Women ( Germany) 
-aged 16 to 50 years.  
Inclusion, exclusion 
criteria not mentioned. 

12 cycles Triphasic Gestodene 
50/70/100mcg+EE 30/40/30mcg vs 
triphasic Norethindrone 
500/750/1000 mcg+ EE 35/35/35 
mcg. 

- Jadad score:2-3/5 
- FU: 71.7% completed the study and 9.8% 
lost to FU 
 
- ITT: no 
 
Other important methodological remarks: 
-Allocation concealment  not described 
- Figures for side-effects given as % in graphic 
form. 
Sponsor: Schering AG 
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4.1.1.4.. Combined oral contraceptive containing Gestodene vs combined oral contraceptive containing Desogestrel (monophasic) 

Ref N/n Comparison Outcomes  

* 
Lawrie 2011 
 
Design: SR 
+/- MA 
 
N= 30 
n= 13923 
 
 
 
Search date: 
March  2011 

N=7 
n=5634 

 COC Gestodene vs COC 
Desogestrel (monophasic) 
(N=7) 

Pregnancy (N=7) 10/2802 (GSD) vs 5/2822 (DSG) 
RR=1.85 (95% CI 0.64, 5.32) 
NS p=0.26 

Discontinuation (N=7) 534/2802 (GSD) vs 477/2822 (DSG) 
RR=1.11 (95% CI 1.00, 1.24) 
NS p=0.052 

Reasons for discontinuation cycle disturbances (N=5) 
17/1509 (GSD) vs 19/1536 (DSG) 
RR=0.93 (95% CI 0.48, 1.81) 
NS p=0.83 

Pregnancy (N=5) 
7/1756 (GSD) vs 4/1778 (DSG) 
RR=1.77 (95% CI 0.51, 6.09) 
NS p=0.37 

side-effects (other than cycle disturbances) (N=5) 
101/1756 (GSD) vs 60/1778 (DSG) 
RR=1.81 (95% CI 1.01, 3.23) 
SS p=0.045 in favor of DSG 

other medical reasons (N=5) 
37/1509 (GSD) vs 26/1536 (DSG) 
RR=1.28 (95% CI 0.48, 3.39) 
NS p=0.62 

lost to follow-up (N=4) 
39/1383 (GSD) vs 45/1421 (DSG) 
RR=0.90 (95% CI 0.59, 1.37) 
NS p=0.61 

method unrelated (N=5) 
58/1509 (GSD) vs 53/1536 (DSG) 
RR=1.01 (95% CI 0.76, 1.59) 
NS p=0.60 

Cycle control spotting EE< 30mcg (N=1) 
231/786 (GSD) vs 258/777 (DSG) 
RR=0.89 (95% CI 0.76, 1.03) 
NS p=0.10 
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spotting EE = 30mcg (N=2) 
28/565 (GSD) vs 43/570 (DSG) 
RR=0.70 (95% CI 0.37, 1.32) 
NS p=0.27 

breakthrough bleeding EE < 30 mcg(N=1) 
46/786 (GSD) vs 56/777(DSG) 
RR=0.81 (95% CI 0.56, 1.18) 
NS p=0.28 

breakthrough bleeding EE = 30mcg (N=2) 
15/565 (GSD) vs 20/570 (DSG) 
RR=0.76 (95% CI 0.39, 1.47) 
NS p=0.41 

absence of withdrawal bleed EE = 30mcg (N=1) 
3/126 (GSD) vs 1/115 (DSG) 
RR=2.74 (95% CI 0.29, 25.95) 
NS p=0.38 

other menstrual problems (dysmenorrhoea) (N=2) 
100/1325 (GSD) vs 97/1312(DSG) 
RR=1.08 (95% CI 0.64, 1.83) 
NS p=0.77 

Side-effects breast tenderness (N=4) 
149/1890(GSD) vs 167/1882(DSG) 
RR=0.77 (95% CI 0.50, 1.18) 
NS p=0.23 

Headache  (N=3) 
327/1714(GSD) vs 296/1706(DSG) 
RR=1.09 (95% CI 0.95, 1.25) 
NS p=0.24 

nausea/vomiting (N=4) 
195/1890(GSD) vs 193/1882(DSG) 
RR=1.00 (95% CI 0.83, 1.21) 
NS p=0.98 

Nervousness (N=1) 
28/786GSD) vs 36/777(DSG) 
RR=0.77(95% CI 0.47, 1.25) 
NS p=0.29 
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others (vaginal discharge) (N=1) 
6/176(GSD) vs 7/176(DSG) 
RR=0.86 (95% CI 0.29, 2.50) 
NS p=0.78 

Side-effects leading to 
discontinuation 

breast tenderness (N=2) 
8/665(GSD) vs 5/650(DSG) 
RR=1.19 (95% CI 0.01, 186.49) 
NS p=0.95 

Headache  (N=3) 
9/841(GSD) vs 11/826(DSG) 
RR=0.82 (95% CI 0.32, 2.10) 
NS p=0.69 

Migraine (N=1) 
1/176(GSD) vs 0/176(DSG) 
RR=3.00 (95% CI 0.12, 73.14) 
NS p=0.67 

nausea/vomiting (N=3) 
10/841(GSD) vs 7/826(DSG) 
RR=1.36 (95% CI 0.21, 9.03) 
NS p=0.75 

Nervousness (N=1) 
2/176(GSD) vs 1/176(DSG) 
RR=2.00 (95% CI 0.18, 21.86) 
NS p=0.57 

Acne (N=2) 
2/302(GSD) vs 0/291(DSG) 
RR=2.87 (95% CI 0.30, 27.40) 
NS p=0.36 

Weight gain (N=1) 
1/176(GSD) vs 0/176(DSG) 
RR=3.00 (95% CI 0.12, 73.14) 
NS p=0.50 

* Characteristics of included studies: see under 
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Ref + design n Population Duration Comparison Methodology  

Endrikat 1999 1563 Women (123 centres across 6 European 
countries) 
-18 to 35 years  
-willing for contraception for at least 12 
months. 
 
Exclusion criteria: previous use 
of DSG/EE in this dose; known contraindication 
to OC use; use of injectables with in 6 months; 
genital pathology, bleeding not diagnosed, and 
migraine with menses and 
specific concomitant pathology 

12 cycles Monophasic gestodene 75 
mcg+EE20 mcg  
versus  
monophasic desogestrel 150 
mcg+EE20 mcg; 

- Jadad score: 2/5 
- FU: 71.3%  completed the study and 
unclear lost to FU 
- ITT: yes 
 
Other important methodological 
remarks: 
-Technique of allocation concealment  
unclear 
-Random sequence generation unclear 
 
Sponsor:    SCHERING AG 

GSD Group 1999 
 

1074 Healthy women  (61 centres in Europe) 
-aged >18 years,  
-menstruating regularly  
-and not breast feeding  
 
Exclusion Criteria: smokers>36 years, history of 
thromboembolic disease, cardiovascular or 
cerebrovascular disease, abnormal pap 
smear,breast feeding and using concomitant 
medication which would interfere with study. 
There were comparable number of starters and 
switchers in each group. T 
here is no 
mention of a washout period. 
Work up at admission involved medical, 
obstetric and gynaecological history and 
examination,and pap smear testing 

6 cycles Monophasic gestodene 60 
mcg/EE15 mcg given for 24 days 
versus  
 monophasic 
desogestrel 150mcg/ EE20mcg 
given for 21 days. 
 
In this trial the oestrogen dose 
was 15 μg in GSD and 20 μg in the 
DSG group and so the data for 
cycle 
disturbances were not included in 
the meta-analysis. 
 

- Jadad score: 2/5 
- FU: 89.3% ended and 1.86% lost to 
FU 
- ITT:yes 
 
Other important methodological 
remarks: 
-Technique of allocation concealment  
unclear 
 
Sponsor:     WYETH AYERST 

Halbe 1998 
 
 

595 women  (Brazil) 
-at reproductive age  
-with regular menstrual cycles. 
 
Study setting is not mentioned.  
 

6 cycles Monophasic desogestrel 150 
mcg+EE 30 mcg  
vs  
monophasic gestodene 
75mcg+EE30 mcg 

- Jadad score:2/5 
- FU: 84,2%  completed the study and 
2.68% lost to FU 
- ITT: yes 
 
Other important methodological 
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Exclusion criteria: Contraindication 
OC use, complete breast feeding and women 
on medication known to interact with 
OCs. 
 
Both starters (65%) and switchers(35%) were 
included No period of washout was given for 
the switchers 

remarks: 
-Technique of allocation concealment  
unclear 
-The data on cycle control is expressed 
as subjects per cycle, rather than as 
overall subjects 
experiencing menstrual irregularities; 
therefore these data has not been 
included 
 
Sponsor:   ORGANON NV 

Koetsawang 
1995 

783 Healthy women  (Thailand) 
-mean age of 26 years 
- regular menstrual cycles of 
at least 24 days.  
 
Exclusion criteria: known contraindications to 
OC use, use of medication and currently breast 
feeding.  
Work up included detailed medical history and 
physical exam.  
 

6 cycles. Monophasic desogestrel 150 
mcg+EE 30 mcg  
versus  
monophasic gestodene 75 
mcg+EE 30 mcg. 

- Jadad score: 2/5 
- FU:  86.8%  completed the study and 
5.5% lost to FU 
- ITT: not clear 
 
Other important methodological 
remarks: 
-Technique of allocation concealment  
unclear 
-Random sequence generation unclear 
 
Sponsor:   ORGANON NV 

L. America 1994 352 Women (Argentina, Brazil, Chile, Columbia, 
Venezuela) 
-age group 18-41 years seeking contraception, -
sexually active,  
-non-nursing, 
12 women in the gestodene group and 24 in 
the desogestrel group were switchers from 
other OCs. 
Exclusion criteria: women with thrombo-
embolic disease, liver disease, oestrogen 
dependant neoplasia, disorders of lipid 
metabolism, other known contraindication to 
OCs 

6 cycles  monophasic gestodene 75mcg / 
EE 30 mcg  
vs  
monophasic desogestrel 150mcg/ 
EE 30 mcg. 

- Jadad score: 2/5 
- FU: 91.8%  completed the study and 
unclear % lost to FU 
- ITT: yes 
 
Other important methodological 
remarks: 
-Technique of allocation concealment  
unclear 
 
 
 
Sponsor:    WYETH-AYERST 
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Serfaty 1998 1026 healthy women  (52 centres in France ) 
-aged 18-45,  
-sexually active  
-with regular cycles,  
-with normal lipid, and carbohydrate profiles 
-BMI within 18 to 29.  
 
Exclusion criteria: known contraindication 
to OC use, smokers >35 years, less than 2 
months postpartum, use of injectable 
contraceptive within 6 months prior to study. 
Both starters and switchers were included.  

6 cycles monophasic desogestrel 150 
mcg/ EE20mcg  
vs  
monophasic gestodene 75 mcg/ 
EE20mcg 

- Jadad score: 2/5 
- FU: 81.3%  completed the study and 
unclear% lost to FU 
- ITT: no 
 
Other important methodological 
remarks: 
-Technique of allocation concealment  
unclear 
- Data on cycle control in graphical 
format from which it is not possible to 
deduce figures 
 
Sponsor:   ORGANON NV 

Zichella 1999 241 women (5 centres in Italy) 
-aged 18 to 40 
- regular cycles  
-with no contraindication to OC use.  
All women were starters.  
 
Exclusion Criteria: history of thromboembolic 
disease, thrombophlebitis, jaundice in 
pregnancy, oestrogen dependant carcinomas, 
Diabetes Mellitus or impaired 
glucose tolerance, breast feeding and no 
history of OC use in preceding 3 months. 
A baseline history and medical examination 
was performed.  
All women were starters 

6 cycles Monophasic desogestrel 150 
mcg/EE30mcg  
versus   
monophasic gestodene 
75 mcg/EE30mcg 

- Jadad score: 1-2/5 
- FU: 84.2%  completed the study and 
unclear% lost to FU 
- ITT: yes 
 
Other important methodological 
remarks: 
-Technique of allocation concealment  
unclear 
-Data on cycle control given in 
graphical form. Similarly the side 
effects are reported 
as percentages for cycles 1, 3 and 6 
and have not been included in review. 
 
Sponsor:   ORGANON NV 
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4.1.1.5. Combined oral contraceptive containing Gestodene vs combined oral contraceptive containing Norgestimate (monophasic) 

Ref N/n Comparison Outcomes  

* 
Lawrie 2011 
Design:  
SR +/- MA 
 
N= 30 
n= 13923 
 
Search date: 
March  2011 

N=1 
n=189 

COC Gestodene vs COC 
Norgestimate (monophasic) 
(N=1; Affinito 1993) 

Pregnancy 0/91 (GSD) vs 0/83 (NGM) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 

Discontinuation 6/91 (GSD) vs 9/83 (NGM) 
RR=0.61 (95% CI 0.23, 1.64) 
NS p=0.32 

Reasons for discontinuation. cycle disturbances 
0/91 (GSD) vs 0/83 (NGM) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 

Pregnancy 
0/91 (GSD) vs 0/83 (NGM) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 

side-effects (other than cycle disturbances) 
3/91 (GSD) vs 2/83 (NGM) 
RR=1.37 (95% CI 0.23, 7.99) 
NS p=0.73 

lost to follow-up 
0/91 (GSD) vs 0/83 (NGM) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 

other medical reasons 
0/91 (GSD) vs 0/83 (NGM) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 

method unrelated 
3/91 (GSD) vs 6/83 (NGM) 
RR=0.46 (95% CI 0.12, 1.77) 
NS p=0.26 

Side-effects breast tenderness 
3/91 (GSD) vs 8/83 (NGM) 
RR=0.34 (95% CI 0.09, 1.25) 
NS p=0.10 
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Headache 
5/91 (GSD) vs 2/83 (NGM) 
RR=2.28 (95% CI 0.45, 11.44) 
NS p=0.32 

nausea/vomiting 
4/91 (GSD) vs 2/83 (NGM) 
RR=1.82 (95% CI 0.34, 9.70) 
NS p=0.48 

other minor 
5/91 (GSD) vs 8/83 (NGM) 
RR=0.46 (95% CI 0.19, 1.67) 
NS p=0.31 

* Characteristics of included studies: see under 
 

Ref + design n Population Duration Comparison Methodology  

Affinito 1993 189 Women (Italy) 
-in the age group 16 to 38 (if smokers then 
less than 35 years) using standard inclusion 
criteria,  
-history of at least 3 regular cycles,  
 
Exclusion criteria: excessive alcohol 
consumption, PAP smear > grade 3, SBP > 140 
mmHg, DBP > 90, drug abuse, abnormal 
blood tests. Work-up at admission included 
gynaecological history, breast and cervical 
smear examination, medical and 
gynaecological examination 

6 cycles Monophasic gestodene 75 mcg+ 
EE 30 mcg  
versus   
monophasic norgestimate 250 
mcg+ EE 35 mcg. 

- Jadad score: 2/5 
- FU: 91.4%  completed the study 
and 7.93% lost to FU 
- ITT: not clear 
 
Other important methodological 
remarks: 
-Cycle control analysis is not 
included in the review as it uses 
the number of cycles in the 
denominator. 
 
Sponsor:    WYETH-AYERST 
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4.1.1.6. Combined oral contraceptive containing Drospirenone vs combined oral contraceptive containing Levonorgestrel (monophasic) 

Ref N/n Comparison Outcomes  

* 
Lawrie 2011 
Design:  
SR +/- MA 
 
N= 30 
n= 13923 
 
 
Search date: 
March  2011 

N=3 
n= 648 

COC Drospirenone vs COC 
Levonorgestrel (monophasic), 

Pregnancy 
(N=1 ; Suthipongse2004) 

0/58 (DRSP) vs 0/57 (LNG) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 

Discontinuation  
(N=2 ; Kelly 2010 ; Suthipongse2004) 

91/342 (DRSP) vs 58/202 (LNG) 
RR=0.81 (95% CI 0.62, 1.06) 
NS p=0.12 

Reasons for discontinuation. 
(N=2 ; Kelly 2010 ; Suthipongse 2004) 

Pregnancy or desire for pregnancy (N=1; Suthipongse2004) 
0/58 (DRSP) vs 1/58 (LNG) 
RR=0.33 (95% CI 0.01, 8.02) 
NS p=0.50 

Loss to follow-up (N=2 ; Kelly 2010 ; Suthipongse 2004) 
16/342 (DRSP) vs 15/202 (LNG) 
RR=0.59(95% CI 0.30, 1.16) 
NS p=0.12 

side effects (including cycle disturbance) (N=1 ; Kelly 2010) 
14/282(DRSP) vs 13/142 (LNG) 
RR=0.54 (95% CI 0.26, 1.12) 
NS p=0.099 

Cycle control. 
(N=1 ; Kelly 2010) 

intermenstrual bleeding 
33/282(DRSP) vs 19/142 (LNG) 
RR=0.87 (95% CI 0.52, 1.48) 
NS p=0.62 

Side-effects 
(N=1 ; Kelly 2010) 

breast tenderness 
0/282(DRSP) vs 0/142 (LNG) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 

Headache 
35/282(DRSP) vs 15/142 (LNG) 
RR=1.17(95% CI 0.66, 2.08) 
NS p=0.58 

Migraine 
8/282(DRSP) vs 5/142 (LNG) 
RR=0.81(95% CI 0.27,2.42) 
NS p=0.70 
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nausea/vomiting 
12/282(DRSP) vs 4/142 (LNG) 
RR=1.51(95% CI 0.50, 4.60) 
NS p=0.47 

Total 
55/1128(DRSP) vs 24/568 (LNG) 
RR=1.15(95% CI 0.72, 1.82) 
NS p=0.56 

* Characteristics of included studies: see under 
 

Ref + design n Population Duration Comparison Methodology 

Kelly 2010 424 women  
-aged 16-40 (35yrs maximum for smokers)  
-having regular cycles and  
-requesting contraception; on no other 
hormonal treatment during the study (except 
for thyroxin and insulin).  
 
 
Excluded if there were contraindications to 
COC including a history of herpes, obesity or 
concurrent treatment with hepatic enzyme-
inducing drugs. 
Two thirds of participants were COC 
switchers Baseline characteristics similar 

7 cycles Monophasic DRSP 3mg/EE 30μg 
versus  
monophasic LNG 150μg/EE 30μg 

- Jadad score: 3-4/5 
- FU: 66% ended the study and 
6,4% lost to FU (high drop-out 
rate) 
- ITT: yes 
 
Other important methodological 
remarks: 
- Allocation concealed with the 
use of envelopes but not from 
the principle investigator 
- Report fails to include key cycle 
control data. Limited unpublished 
cycle control data obtained from 
authors 
 
Sponsor:    BAYER-SCHERING AG 

Suthipongse 2004 120 Women (Thailand) 
-aged 16-35  
-requesting contraception.  
-no injectables or OCs within 6 months of 

7 cycles Monophasic DRSP 3mg/EE 30μg 
versus  
monophasic LNG 150μg/EE 30μg 
 

- Jadad score: 2/5 
- FU: 95.8% ended the study and 
3.3%% lost to FU 
- ITT: no 
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study;  
-minimum of three normal regular cycles 
following implant or IUD removal or abortion 
or delivery.  
 
Excluded if suspected pregnancy; 
breastfeeding or contraindication to COCs.  
All pill starters, no switchers.  
Started on the first day of menses. 

 
 
 
Little data to contribute. 
Unpublished information 
requested fromauthors 
but not obtained 

 
Other important methodological 
remarks: 
-Technique of allocation 
concealment  unclear 
 
Sponsor:    No sponsor declared. 
No conflict of interests declared. 

Sangthawan 2005 104 Women (Bangkok, Thailand) 
-18-35 years  
-requesting COC for at least 6 months, 
 -regular cycles lasting 21-35 days,  
-no injectables within 6 months and no OCs 
within 3 months of the study, 3 consecutive 
normal periods after the removal of 
contraceptive implant or IUD or 
post-abortion or delivery.  
 
Excluded if pregnancy or suspected 
pregnancy, breastfeeding,smokers, and if 
contraindications according to WHO 
categories 2, 3, 4 

6 cycles Monophasic DRSP 3mg/EE 30μg 
versus 
monophasic LNG/EE 30μg 
 
 
 
 
 
OnlyPremenstrual symptoms. 
 
Little usable data. Additional 
unpublished information sought 
but not obtained 

- Jadad score: 2/5 
- FU: unclear, 2.9% Lost to FU 
- ITT: unclear 
 
Other important methodological 
remarks: 
-Technique of allocation 
concealment  unclear 
 
 
 
Sponsor:    No sponsor declared. 
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4.1.1.7. Combined oral contraceptive containing Drospirenone vs combined oral contraceptive containing Desogestrel (monophasic) 

Ref N/n Comparison Outcomes  

* 
Lawrie 2011 
 
Design: 
 SR +/- MA 
 
N= 30 
n= 13923 
 
 
Search date: 
March  2011 

N=6 
n=4742 

COC Drospirenone vs COC 
Desogestrel (monophasic), 

Pregnancy 
(N=6) 

18/3013 (DRSP) vs 10/1402 (DSG) 
RR=0.95 (95% CI 0.39, 2.33) 
NS p=0.91 

Discontinuation  
(N=6) 

632/3174 (DRSP) vs 294/1531 (DSG) 
RR=1.06 (95% CI 0.93, 1.20) 
NS p=0.40 

Reasons for discontinuation. cycle disturbances (N=3 ; Anttila 2009, Foidart 2000, Gruber 
2006) 
16/891 (DRSP) vs 15/886 (DSG) 
RR=1.05 (95% CI 0.52, 2.14) 
NS p=0.89 

Pregnancy or desire for pregnancy (N=4; Anttila 2009, Gruber 
2006, Guang-Sheng 2010, Huber 2000) 
48/2702 (DRSP) vs 15/1055 (DSG) 
RR=0.94 (95% CI 0.51, 1.70) 
NS p=0.83 

Loss to follow-up (N=4; Anttila 2009, Gruber 2006, Guang-
Sheng 2010, Huber 2000) 
54/2703 (DRSP) vs 20/1057 (DSG) 
RR=1.14 (95% CI 0.66, 1.98) 
NS p=0.63 

method unrelated (N=2; Huber 2000; Kriplani 2010 ) 
154/1710 (DRSP) vs 38/448 (DSG) 
RR=1.02 (95% CI 0.73, 1.44) 
NS p=0.90 

side effects (including cycle disturbance) (N=5; Anttila 2009, 
Gruber 2006, Guang-Sheng 2010, Huber 2000; Kriplani 2010) 
222/2732(DRSP) vs 65/1086 (DSG) 
RR=1.24(95% CI 0.87, 1.76) 
NS p=0.23 

Reason not specified (N=3; Anttila 2009, Gruber 2006, Guang-
Sheng 2010) 
15/1022(DRSP) vs 24/638 (DSG) 
RR=0.51 (95% CI 0.26, 0.99) 
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SS in favor of DRSP p=0.048 

Cycle control. intermenstrual bleeding(N=2; Gruber 2006, Huber 2000) 
523/1900 (DRSP) vs 142/639 (DSG) 
RR=0.97 (95% CI 0.83, 1.14) 
NS p=0.71 

Side-effects breast tenderness (N=5; Anttila 2009, Foidart 2000, Guang-
Sheng 2010, Huber 2000; Kriplani 2010) 
174/2953 (DRSP) vs 63/1305 (DSG) 
RR=1.39 (95% CI 1.04, 1.86) 
SS in favor of DSG p=0.028 

Headache (N=5; Anttila 2009, Foidart 2000, Guang-Sheng 2010, 
Huber 2000; Kriplani 2010) 
229/2400(DRSP) vs 108/1334 (DSG) 
RR=1.48 (95% CI 0.68, 3.22) 
NS  p=0.32 

Migraine (N=3; Foidart 2000, Gruber 2006, Huber 2000;) 
45/2342(DRSP) vs 19/1084 (DSG) 
RR=0.95 (95% CI 0.55, 1.64) 
NS  p=0.86 

nausea/vomiting (N=6) 
122/3173(DRSP) vs 40/1528(DSG) 
RR=1.46 (95% CI 0.96, 2.21) 
NS  p=0.074 

other minor (abdominal pain) (N=4; Foidart 2000, Guang-Sheng 
2010, Huber 2000, Kriplani 2010) 
60/2724(DRSP) vs 31/1087(DSG) 
RR=0.91 (95% CI 0.58, 1.44) 
NS  p=0.68 

Depression (N=2; Foidart 2000, Gruber 2006) 
7/662(DRSP) vs 7/666(DSG) 
RR=0.96 (95% CI 0.25, 3.73) 
NS  p=0.95 

Alopecia (N=1; Gruber 2006) 
3/220(DRSP) vs 1/221(DSG) 
RR=3.01 (95% CI 0.32, 28.75) 
NS  p=0.34 
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Dizziness (N=1 Guang-Sheng 2010) 
7/573(DRSP) vs 2/195(DSG) 
RR=1.19 (95% CI 0.25, 5.69) 
NS  p=0.83 

* Characteristics of included studies: see under 
 

Ref + design n Population Duration Comparison Methodology  

Anttila 2009 453 Healthy women  (from centres in Austria, 
Finland, Lithuania and Estonia) 
-aged 18-35 years (30 years for smokers) 
 
 
Excluded criteria were:  
contraindication to COC use, 
pregnancy, BMI>30, lactation or abortion 
within 3 months, hypersensitivity to study 
drug, suspicious cervical smear within 
6months, use of DSG,DRSP or IUS/IUD within 
1 cycle of treatment, use of depot 
contraception within last 6 cycles before start 
of treatment.  
 
Approximately 55% were switchers. 
 

7 cycles Monophasic DRSP 3mg/EE 20μg 
(24 active tablets and 4 placebos) 
versus  
monophasic DSG 150μg/EE 20μg 
(21 active /7 placebos)  
 
 
 

- Jadad score: 2-3/5 
- FU: 86.5% completed the study 
and 1.1% lost to FU 
- ITT: yes 
 
Other important methodological 
remarks: 
-Technique of allocation 
concealment  unclear 
-Denominators of data reported 
not clear. (attrition bias) 
-Discontinuation data not 
reported. Cycle control data 
presented in such a way that 
comparisons cannot be 
made and so were not used for 
this review 
 
Sponsor:    BAYER-SCHERING AG 

Foidart 2000 900 Healthy women (Europe : Belgium, Germany, 
NL). 
-between 18 to 35 years, ,  
-menstruating and seeking OC use.  
 
Exclusion Criteria: obesity, liver, vascular and 

26 
months 
 

Monophasic drospirenone 3 
mg+EE30 mcg (Yasmin) versus 
monophasic desogestrel 
150 mcg +EE30 mcg for 21 days 

- Jadad score: 2/5 
- FU: 69.2%  completed the study 
- ITT: no 
 
Other important methodological 
remarks: 
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metabolic disease, genital infection, use of 
diuretics or drugs known to affect hepatic 
enzymes.  
 
Both starters and switchers were included. 
 
Regular follow-up during study and for 3 
months after completion 

-Technique of allocation 
concealment  unclear 
- Cycle control is given in terms of 
cycles rather than subjects and 
has therefore not been 
included. 
 
Sponsor:   SCHERING 

Gruber 2006 445 Healthy women (Italy, Belgium, 
the Czech Republic and the United Kingdom) 
-aged 15-35 years (excluding smokers over 30 
years)  
 
Excluded if there were contraindications 
to COC use, use if depot contraceptives 
within 6 months of study, use of DSG or DRSP 
OC within one cycle of study; childbirth, 
abortion or lactation within three cycles of 
study or a suspicious cervical smear result 

7 cycles Monophasic DRSP 3mg/EE 20μg 
versus monophasic DSG150μg/EE 
20μg. 
 
Treatment started on first day of 
menses or withdrawal bleed.  
Both had 21 active tablets and 7 
Placebos 
 
Weight decreased in the DRSP 
group (-0.22kg (SD 2.25) vs 
+0.45kg (2.94) in the 
DSG group. 

- Jadad score: 2-3/5 
- FU: 86.7% completed the study 
and 2.9% lost to FU 
- ITT: yes 
 
Other important methodological 
remarks: 
-No allocation concealment   
-> 20% of cycle control data 
missing and so 
is not included in this review. 
-Data on side-effects not 
published but obtained 
after contacting the authors 
 
Sponsor:   SCHERING 

Guang-Sheng 2010 786 Healthy women (China)  
-aged 20 to 35 years.  
-three normal cycles before 
study;  
-willingness to use no other forms of 
hormonal treatment;  
-normal smear;  
-normal breast and gynaecological 
examination;  
-at least 3 normal cycles since abortion or 
delivery; 
-no systemic diseases.  

13 cycles Monophasic DRSP 3mg/EE 30μg 
vs.monophasicDSG150μg/EE 
30μg over 13 cycles. 
Both treatments had 21 active 
days and 7 placebos.  
 
Started on first day of menses 
 
 
Satisfaction reported: 478/573 
(83.4%) 
DRSP participants satisfied vs. 

- Jadad score: 2-3/5 
- FU: 86.5% completed the study 
and 4.7% lost to FU 
- ITT: no 
 
Other important methodological 
remarks: 
-Technique of allocation 
concealment  unclear 
- Cycle control data reported as 
mean (SD) for pre-specified 90 
day reference periods. 
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Included first time users or past COC user 
with wash-out of 3 months 
 

130/195 (66.7%) DSG 
participants. 

 
Sponsor:    BAYER 

Huber 2000 2098 Women( Europe) 
-aged 18 to 35 years  
 
 Exclusion criteria: pregnancy, lactation, liver 
disease, metabolic or vascular 
diseases, tumours, genital infections, 
drug/alcohol abuse, on medication such as 
diuretics or those causing interaction with 
OCs. 
Both starters and switchers were included 
with switchers being given one cycle of wash 
out 

13 cycles Monophasic drospirenone 3 
mg/EE30 mcg (n=1680) versus 
monophasic desogestrel 
150 mcg/EE30 mcg (n=418)  
 
Pills were given in 28 day 
packs.  
 
There is no information on day of 
pill start 

- Jadad score: 2-3/5 
- FU: 77.6%  completed the study 
and 0.9% lost to FU 
- ITT: yes 
 
Other important methodological 
remarks: 
-Technique of allocation 
concealment  unclear 
 
Sponsor:    SCHERING AG 

Kriplani 2010 60 Women (India) 
- with Polycystic Ovarian Syndrome  (PCOS)  
defined by the presence of any two of the 
following: oligomenorrhoea and/or 
anovulation, clinical or biochemical signs of 
hyperandrogenism, PCO morphology on 
ultrasound (12 or more follicles in each ovary 
or increased ovarian volume>10ml),  
-and requesting contraception.  
 
Excluded if they had hypothyroidism, 
hyperprolactinaemia, hormonal treatment 
within 6 months, smoking, alcohol, recent 
surgery for PCOS, contraindications to COC or 
adrenal insufficiency on ACE inhibitors or 
ATII blockers.  

6 cycles Monophasic DRSP 3mg/EE 30μg 
versus monophasic DSG150μg/EE 
30μg  
 
Baseline difference in weight was 
68.3kg [±12.4 SD] in the DRSP 
group vs. 60.44kg 
[±7.56 SD] (p=0.04) in the DSG 
group. At 6months, the DRSP 
group had mean weight 
loss of -1.25 kg vs mean weight 
gain in the DSG group of +1.11kg 
no SDs given).  
More acne experienced in the 
DSG group. 
 

- Jadad score: 2-3/5 
- FU: 96.7% completed the study 
- ITT: yes 
 
Other important methodological 
remarks: 
-Technique of allocation 
concealment  adequate 
-Unpublished data 
provided by primary author 
 
No funding/conflict of interest 
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4.1.1.8. Combined oral contraception: comparison of different progestogens: Authors’ conclusions 

 
Women using COCs containing second-generation progestogens may be less likely to discontinue than those using COCs containing 
first-generation progestogens. Based on one small double-blind trial, third-generation progestogens may be preferable to secondgeneration 
preparations with regard to bleeding patterns but further evidence is needed. Without blinding as to treatment group, 
comparisons between the various “generations” of progestogens used in COCs cannot be made. Until this widespread methodological 
flaw is overcome in better trials conducted according to CONSORT guidelines and internationally accepted definitions, no further 
conclusions can be drawn. 
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4.1.1.bis. Combined oral contraception: comparison of different progestogens: Summary 

and conclusions 

Monophasic gestodene 75mcg / EE 30mcg vs monophasic levonorgestrel 150mcg /EE 30mcg  
(N=2;Loudon 1990, Rabe 1989) 
Monophasic desogestrel 150μg/EE20μg vs. monophasic levonorgestrel /EE 100μg/EE 20μg (N=1;Winkler 2004) 
Triphasic Gestodene 50/70/100mcg+EE 30/40/30mcg vs triphasic Norethindrone 500/750/1000 mcg+ EE 
35/35/35 mcg. (N=1; Weber-Diehl 1993) 
Monophasic gestodene 75 mcg+EE20 mcg versus monophasic desogestrel 150 mcg+EE20 mcg ( N=7;Endrikat 
1999, GSD Group 1999, Halbe 1998, Koetsawang 1995, L. America 1994, Serfaty 1998, Zichella 1999) 
Monophasic gestodene 75 mcg+ EE 30 mcg versus  monophasic norgestimate 250 mcg+ EE 35 mcg. (N=1; 
Affinito 1993) 
Monophasic Drospirenone 3mg/EE 30μg versus monophasic levonorgestrel 150μg/EE 30μg 
 (N=3 ; Kelly 2010 ; Suthipongse 2004 Sangthawan 2005) 
Monophasic Drospirenone 3mg/EE 20μg (24 active tablets and 4 placebos) versus monophasic desogestrel 
150μg/EE 20μg (21 active /7 placebos) (N=6; Anttila 2009, Foidart 2000, Gruber 2006, Guang-Sheng 2010, 
Huber 2000, Kriplani 2010) 
(All studies from Lawrie 2011) 

N/n Duration Comparison Results 

N= 21 
n= 
13296 
 

6 -26 cycles Monophasic 
gestodene 
75mcg / EE 
30mcg vs 
monophasic 
levonorgestrel 
150mcg /EE 
30mcg 
(N=2;Loudon 
1990, Rabe 1989) 
 
6 cycles 

Pregnancy 
(N=2) 

RR=0.00 (95% CI 0.0, 0.0) 
NS 

Discontinuation 
(N=2) 

RR= 0.66 (95% CI 0.41, 1.05) 
NS p=0.078 

Absence of 
withdrawal bleed 
(N=2) 

RR= 0.78 (95% CI 0.38, 1.59) 
NS p=0.49 

 Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Population 

Healthy 
women 
Age: 15-50 

Grade assessment: moderate quality of evidence 

Intermenstrual 
bleeding (Loudon, 
1990) 

70/229 (GSD) vs 98/227 (LNG)  
RR= 0.71 (95% CI 0.55, 0.91) 
SS in favour of gestodene p=0.0059 

Spotting (Loudon, 
1990) 
 

47/229 (GSD) vs 42/227 (LNG)  
RR= 1.11 (95% CI 0.76, 1.61) 
NS p=0.59 

Breakthrough 
bleeding (Loudon, 
1990) 

12/229 (GSD) vs 18/227 (LNG)  
RR= 0.66 (95% CI 0.33, 1.34) 
NS p=0.25 

 Quality 
OK 

Consistency 
NA (N=1) 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

Monophasic 
desogestrel 
150μg/EE20μg 
vs. monophasic 
levonorgestrel 
/EE 100μg/EE 
20μg 
(N=1;Winkler 2004) 
 
6 cycles 

Pregnancy 1/500 (DSG) vs 1/498 (LNG) 
RR=1.00 (95% CI 0.06, 15.88) 
NS p=1.0 

Total 
Discontinuation 

96/500 (DSG) vs 114/498 (LNG) 
RR=0.84 (95% CI 0.66, 1.07) 
NS p=0.15 

Discontinuation due 
to side effects 
(including cycle 
disturbance) 

10/500 (DSG) vs 25/498 (LNG) 
RR=0.40 (95% CI 0.19, 0.82) 
SS in favour of DSG p=0.013 

 Quality 
-1 (FU<80%, 

open label) 

Consistency 
NA  

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 
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Triphasic 
Gestodene 
50/70/100mcg
+EE 
30/40/30mcg 
vs triphasic 
Norethindrone 
500/750/1000 
mcg+ EE 
35/35/35 mcg.  
 
(N=1; Weber-Diehl 
1993) 

 
 12 cycles 

Pregnancy 0/114 (GSD) vs 0/115 (NE) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 

Discontinuation 16/114 (GSD) vs 27/115 (NE) 
RR=0.60 (95% CI 0.34, 1.05) 
NS p= 0.072 

Spotting 18/114 (GSD) vs 31/115 (NE) 
RR=0.59 (95% CI 0.35, 0.99) 
SS; less spotting with GSD p= 0.044 

Breakthrough 
bleeding 

22/114 (GSD) vs 34/115 (NE) 
RR=0.65 (95% CI 0.41, 1.04 
NS p= 0.075 

 Quality 
-1 (no ITT, 

FU<80%,o
pen) 

Consistency 
NA  

Directness 
-1 
(population 
not 
described) 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Monophasic 
gestodene 75 
mcg+EE20 mcg 
versus 
monophasic 
desogestrel 
150 
mcg+EE20 mcg 
 
( N=7;Endrikat 
1999, GSD Group 
1999, Halbe 1998, 
Koetsawang 
1995, L. America 
1994, Serfaty 1998, 
Zichella 1999) 
 

6 -12 cycles  
 

 

Pregnancy 
(N=7) 

RR=1.85 (95% CI 0.64, 5.32) 
NS p=0.26 

Discontinuation 
(N=7) 

RR=1.11 (95% CI 1.00, 1.24) 
NS p=0.052 

 Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation  
due to side effects 
(other than cycle 
disturbance) 
(N=5; Endrikat 1999, 
Halbe 1998, Koetsawang 
1995, L. America 1994, 
Zichella 1999) 

RR=1.81 (95% CI 1.01, 3.23) 
SS; less discontinuation with DSG p=0.045  

 Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation  
due to cycle 
disturbance) 
(N=5; GSD Group 1999, 
Halbe 1998, Koetsawang 
1995, L. America 1994, 
Zichella 1999) 

RR=0.93 (95% CI 0.48, 1.81) 
NS p=0.83 

 Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Monophasic 
gestodene 75 
mcg+ EE 30 
mcg  
versus  
monophasic 
norgestimate 
250 
mcg+ EE 35 

Pregnancy 0/91 (GSD) vs 0/83 (NGM) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 

Discontinuation 6/91 (GSD) vs 9/83 (NGM) 
RR=0.61 (95% CI 0.23, 1.64) 
NS p=0.32 

Discontinuation due 
to cycle disturbances 
 

0/91 (GSD) vs 0/83 (NGM) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 
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mcg.  
(N=1; Affinito 1993) 

 
6 cycles 

Discontinuation due 
to side effects (other 
than cycle 
disturbances)  

3/91 (GSD) vs 2/83 (NGM) 
RR=1.37 (95% CI 0.23, 7.99) 
NS p=0.73 

 Quality 
-1(low 

Jadad, 
ITT?) 

Consistency 
 NA  

Directness 
OK 

Imprecision 
OK  

Grade assessment: moderate quality of evidence 

Monophasic 
Drospirenone 
3mg/EE 30μg 
versus 
monophasic 
levonorgestrel 
150μg/EE 30μg 
 
 (N=3 ;  
Kelly 2010 ; 
Suthipongse 2004 
Sangthawan 
2005) 
 

6-7 cycles 

Pregnancy 
(N=1 ; Suthipongse2004) 

0/58 (DRSP) vs 0/57 (LNG) 
RR=0.00 (95% CI 0.0, 0.0) 
NS 

 Quality 
-1(low 

Jadad, 
ITT?) 

Consistency 
NA (N=1) 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation  
(N=2 ; Kelly 2010 ; 
Suthipongse 2004) 

RR=0.81 (95% CI 0.62, 1.06) 
NS p=0.12 

 Quality 
-1 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation due 
to side effects 
(including cycle 
disturbance)  
(N=1 ; Kelly 2010) 

14/282(DRSP) vs 13/142 (LNG) 
RR=0.54 (95% CI 0.26, 1.12) 
NS p=0.099 

Intermenstrual 
bleeding 
(N=1 ; Kelly 2010) 

33/282(DRSP) vs 19/142 (LNG) 
RR=0.87 (95% CI 0.52, 1.48) 
NS p=0.62 

 Quality 
-1 (FU<80%) 

Consistency 
NA (N=1) 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Monophasic 
Drospirenone 
3mg/EE 20μg 
(24 active 
tablets and 4 
placebos) 
versus 
monophasic 
desogestrel 
150μg/EE 20μg 
(21 active /7 
placebos)  
(N=6; Anttila 2009, 
Foidart 2000, 
Gruber 2006, 
Guang-Sheng 2010, 
Huber 2000, 
Kriplani 2010) 
 

6cycles -26 
months 

Pregnancy 
(N=6) 

RR=0.95 (95% CI 0.39, 2.33) 
NS p=0.91 

Discontinuation  
(N=6) 

RR=1.06 (95% CI 0.93, 1.20) 
NS p=0.40 

nausea/vomiting 
(N=6) 
 

122/3173(DRSP) vs 40/1528(DSG) 
RR=1.46 (95% CI 0.96, 2.21) 
NS  p=0.074 

 Quality 
-1 (low 
jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation  
due to side effects 
(including cycle 
disturbance)  
(N=5; Anttila 2009, Gruber 
2006, Guang-Sheng 2010, 
Huber 2000; Kriplani 
2010) 

RR=1.24(95% CI 0.87, 1.76) 
NS p=0.23 

 Quality 
-1 (low 
jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1  

Grade assessment: moderate quality of evidence 

Discontinuation  RR=1.05 (95% CI 0.52, 2.14) 
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due to cycle 
disturbances  
(N=3 ; Anttila 2009, 
Foidart 2000, Gruber 
2006) 

NS p=0.89 

 Quality 
-1 (low 

jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

intermenstrual 
bleeding  
(N=2; Gruber 2006, Huber 
2000) 

RR=0.97 (95% CI 0.83, 1.14) 
NS p=0.71 
 

 Quality 
-1 (low 

jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

breast tenderness 
(N=5; Anttila 2009, Foidart 
2000, Guang-Sheng 2010, 
Huber 2000; Kriplani 
2010) 

RR=1.39 (95% CI 1.04, 1.86) 
SS ; less breast tenderness with DSG p=0.028 
 

 Quality 
-1 (low 

jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

 

A Cochrane review (Lawrie, 2011) including 30 studies with 13923 women has compared oestroprogestin 
contraceptive pills containing different types of progestins in terms of efficacy and adverse events.  
We have selected only the studies (N=21; n=13296) involving contraceptive pills available in Belgium. Seven 
comparisons were therefore considered.  
Overall, the quality of the studies was low and most of the studies were sponsored by the pharmaceutical 
industry (17/21). 
 
We report the most significant data for each comparison below: 
 
Monophasic gestodene 75mcg/EE 30mcg vs. monophasic levonorgestrel 150mcg/EE 30mcg  
There is no statistically significant difference in terms of efficacy and discontinuation between the monophasic 
pills containing gestodene and levonorgestrel. With regard to cycle control, less intermenstrual bleeding was 
observed with pills containing gestodene.  
GRADE: moderate to high quality of evidence 
 
Monophasic desogestrel 150μg/EE20μg vs. monophasic levonorgestrel /EE 100μg/EE 20μg  
There is no statistically significant difference in terms of efficacy between the monophasic pills containing 
desogestrel and levonorgestrel.  In terms of discontinuation, a statistically significant difference was observed, 
with less discontinuation related to adverse events (including cycle irregularities) with pills containing 
desogestrel, but no  difference with regard to the discontinuation figures (all causes combined).   
GRADE: moderate quality of evidence 
 
Triphasic Gestodene 50/70/100 mcg + EE 30/40/30mcg vs. triphasic Norethindrone 500/750/1000 mcg+ EE 
35/35/35 mcg.  
There is no statistically significant difference in terms of efficacy and discontinuation between the triphasic pills 
containing gestodene and norethisterone. With regard to cycle control, however, less spotting was observed 
with pills containing gestodene.  
GRADE: low quality of evidence 
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Monophasic gestodene 75 mcg + EE20 mcg versus monophasic desogestrel 150 mcg + EE20 mcg  
There is no statistically significant difference in terms of efficacy between the monophasic pills containing 
gestodene and desogestrel.  In terms of discontinuation, a statistically significant difference was observed, with 
less discontinuation related to adverse events (other than cycle irregularities) with pills containing desogestrel, 
but no difference with regard to the discontinuation figures (all causes combined).   
GRADE: moderate quality of evidence 
 
Monophasic gestodene 75 mcg+ EE 30 mcg versus monophasic norgestimate 250mcg+ EE 35 mcg.  
There is no statistically significant difference in terms of efficacy, discontinuation and adverse events between 
the monophasic pills containing gestodene and norgestimate. 
GRADE: moderate quality of evidence 
 
Monophasic Drospirenone 3mg/EE 30μg versus monophasic levonorgestrel 150μg/EE 30μg 
There is no statistically significant difference in terms of efficacy, discontinuation and adverse events between 
the monophasic pills containing drospirenone and levonorgestrel. 
GRADE: moderate quality of evidence 
 
Monophasic Drospirenone 3mg/EE 20μg (24 active tablets and 4 placebos) versus monophasic desogestrel 
150μg/EE 20μg (21 active/7 placebos)  
Compared to monophasic pills containing desogestrel, there is no statistically significant difference in terms of 
efficacy and discontinuation with the monophasic pills containing drospirenone. However, in terms of adverse 
events, complaints of breast tenderness and nausea are more common in the drospirenone group.  
GRADE: moderate quality of evidence 
 
In conclusion, few differences were observed among the various progestins.  
All these results remain to be confirmed in double-blind studies of better quality 
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4.1.2. Combined oral contraception containing ethinylestradiol 20µg versus >20µg: Evidence tables 

4.1.2.1. Combined oral contraceptives containing desogestrel 150µg : EE 20 μg versus EE 30 μg  

Ref N/n Comparison Outcomes  

* 
Gallo  2011a 
Design: 
SR+/- MA 
 
N= 21 
n= 13882 
 
 
Search date: 
Nov 2010 

N=2 
n=1058 

EE 20 μg and desogestrel 150 
μg  
versus  
EE 30 μg and desogestrel 150 
μg 

Pregnancy per woman 
(N=1; Akerlund, 1993) 

2/485 (EE20DSG) vs 3/497 (EE30DSG) 
OR=0.69 (95% CI 0.12, 3.97) 
NS p = 0.67 

Discontinuation – overall 
(N=1; Akerlund, 1993) 

174/500 (EE20DSG) vs 154/500 (EE30DSG) 
OR=1.20 (95% CI 0.92, 1.56) 
NS p = 0.18 

Discontinuation - mood changes 
(N=1; Akerlund, 1993) 

15/500 (EE20DSG) vs 10/500 (EE30DSG) 
OR=1.51 (95% CI 0.68, 3.33) 
NS p = 0.31 

Discontinuation - irregular bleeding 
(N=1; Akerlund, 1993) 

27/500 (EE20DSG) vs 10/500 (EE30DSG) 
OR=2.59 (95% CI 1.35, 5.00) 
SS in favor of EE30DSG p = 0.0044 

Discontinuation – nausea 
(N=1 ; Basdevant, 1993) 

1/33 (EE20DSG) vs 1/25 (EE30DSG) 
OR=0.75 (95% CI 0.04, 12.64) 
NS p = 0.84 

Amenorrhea - cycle 6 
(N=1; Akerlund, 1993) 

15/354 (EE20DSG) vs 11/367(EE30DSG) 
OR=1.43 (95% CI 0.65, 3.12) 
NS p = 0.37 

Irregular bleeding - cycle 3 
(N=1; Akerlund, 1993) 

94/383(EE20DSG) vs 68/395 (EE30DSG) 
OR=1.56 (95% CI 1.10, 2.20) 
SS in favor of EE30DSG p = 0.012 

Duration of irregular bleeding in days - 
cycle 3 
(N=1; Akerlund, 1993) 

4.4 ±3.1(EE20DSG) vs 3.7±2.5 (EE30DSG) 
Mean difference= 0.70 (95% CI 0.30, 1.10 ) 
SS in favor of EE30DSG p = 0.00054 

Duration of irregular bleeding in days - 
cycle 6 
(N=1; Akerlund, 1993) 

3.8 ±2.3(EE20DSG) vs 3.9±2.6 (EE30DSG) 
Mean difference= -0.10 (95% CI -0.46, 0.26 ) 
NS p = 0.58 

Dizziness 
(N=1; Akerlund, 1993) 

6/485 (EE20DSG) vs 0/497 (EE30DSG) 
OR=7.65 (95% CI 1.54, 38.08) 
SS in favor of EE30DSG  p = 0.013 

Dysmenorrhea 17/485 (EE20DSG) vs 12/497 (EE30DSG) 
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(N=1; Akerlund, 1993) OR=1.46 (95% CI 0.70, 3.06) 
NS p = 0.31 

Headache 
(N=1; Akerlund, 1993) 

28/485 (EE20DSG) vs 17/497 (EE30DSG) 
OR=1.71 (95% CI 0.94, 3.11) 
NS p = 0.078 

Increased weight 
(N=1; Akerlund, 1993) 

15/485 (EE20DSG) vs 6/497 (EE30DSG) 
OR=2.46 (95% CI 1.04, 5.84) 
SS in favor of EE30DSG  p = 0.041 

Irregular bleeding 
(N=1; Akerlund, 1993) 

48/485 (EE20DSG) vs 30/497 (EE30DSG) 
OR=1.69 (95% CI 1.07, 2.69) 
SS in favor of EE30DSG  p = 0.025 

Mood change 
(N=1; Akerlund, 1993) 

28/485 (EE20DSG) vs 15/497 (EE30DSG) 
OR=1.93 (95% CI 1.05, 3.56) 
SS in favor of EE30DSG  p = 0.035 

Nausea, diarrhea, vomiting 
(N=1; Akerlund, 1993) 

22/485 (EE20DSG) vs 16/497 (EE30DSG) 
OR=1.42 (95% CI 0.74, 2.72) 
NS p = 0.29 

Prolonged withdrawal bleeding 
(N=1; Akerlund, 1993) 

25/485 (EE20DSG) vs 13/497 (EE30DSG) 
OR=1.98 (95% CI 1.03, 3.78) 
SS in favor of EE30DSG  p = 0.039 

* Characteristics of included studies: see under 
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Ref + design n Population Duration Comparison Methodology  

Akerlund 1993 1000 Women  
-aged 18 to 35 (Norway sites) or 18 to 40 
(Sweden and Denmark sites) years. 
 
Excluded heavy smoking among women 35 
years of age; risk factors for or history of 
certain diseases; lactation; and certain 
antibiotics 

12 cycles EE 20 μg and desogestrel 150 μg 
(N=500) versus EE 30 μg and 
desogestrel 150 μg (N=500) 
 
’Withdrawal’ bleeding defined as 
bleeding that began within the 
pill-free period and did not 
exceed eight days.  
’Irregular’ bleeding defined as 
any other bleeding 

- Jadad score:  4/5 
- FU: 67% completed the study 
- ITT: no (per protocol analysis) 
 
Other important methodological 
remarks: 
-Technique of allocation 
concealment not reported.  
 
Sponsor: Pharmaceutical 
company 

Basdevant 1993 58 Healthy women  
-with regular menses  
-non-obese 
 
Excluded lactation; recent birth or abortion; 
recent steroid treatment; venous or arterial 
disease; diabetes; hyperlipidemia; eating 
disorders; smokers; hypertension; 
gynecological tumors; cancer; and certain 
drugs 

6 cycles EE 20 μg and desogestrel 150 μg 
(N=33) versus EE 30 μg and 
desogestrel 150 μg (N=25) 
 
 

- Jadad score: 2-3/5 
- FU: 76% completed study 
- ITT: no 
 
Other important methodological 
remarks: 
-Technique of allocation 
concealment not reported.  
 
Sponsor: NR 
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4.1.2.2. Combined oral contraceptives : EE 20 μg and desogestrel 150 μg versus EE 30 μg and gestodene 75 μg 

Ref N/n Comparison Outcomes  

* 
Gallo  2011a 
Design:  
 
SR +/- MA 
 
N= 21 
n= 13882 
 
 
Search date: 
Nov 2010 

N=3 
n= 3925 

EE 20 μg and desogestrel 150 
μg  
versus  
EE 30 μg and gestodene 75 μg 

Pregnancy per woman 
(N=2 ; Bruni 2000, Teichmann 1995) 

3/1014 (EE20DSG) vs 3/1013 (EE30GSD) 
OR=1.00 (95% CI 0.20, 4.96) 
NS p = 1.0 

Discontinuation – overall 
(N=3 ; Bruni 2000, Kirkman 1994, 
Teichmann 1995) 

235/1515 (EE20DSG) vs 229/1518 (EE30GSD) 
OR=1.03 (95% CI 0.85, 1.26) 
NS p = 0.76 

Discontinuation - abdominal pain 
(N=1 ;  Teichmann 1995) 

6/209 (EE20DSG) vs 4/207 (EE30GSD) 
OR=1.49 (95% CI 0.43, 5.22) 
NS p = 0.53 

Discontinuation - adverse event 
(N=3 ; Bruni 2000, Kirkman 1994, 
Teichmann 1995) 

126/1515 (EE20DSG) vs 100/1518 (EE30GSD) 
OR=1.28 (95% CI 0.98, 1.68) 
NS p = 0.070 

Discontinuation - breast tension 
(N=1 ;  Teichmann 1995) 

1/209(EE20DSG) vs 2/207(EE30GSD) 
OR=0.51 (95% CI 0.05, 4.90) 
NS p = 0.56 

Discontinuation – colpitis 
(N=1 ;  Teichmann 1995) 

1/209(EE20DSG) vs 1/207(EE30GSD) 
OR=0.99 (95% CI 0.06, 15.89) 
NS p = 0.99 

Discontinuation - depressive mood 
(N=1 ;  Teichmann 1995) 

1/209(EE20DSG) vs 2/207(EE30GSD) 
OR=0.51 (95% CI 0.05, 4.90) 
NS p = 0.56 

Discontinuation – dizziness 
(N=1 ;  Teichmann 1995) 

4/209(EE20DSG) vs 0/207(EE30GSD) 
OR=7.43 (95% CI 1.04, 53.09) 
SS in favor of EE30GSD p = 0.046 

Discontinuation – headache 
(N=1 ;  Teichmann 1995) 

5/209(EE20DSG) vs 4/207(EE30GSD) 
OR=1.24 (95% CI 0.33, 4.65) 
NS p = 0.75 

Discontinuation – hypertension 
(N=1 ;  Teichmann 1995) 

1/209(EE20DSG) vs 0/207(EE30GSD) 
OR=7.32 (95% CI 0.15, 368.86) 
NS p = 0.32 

Discontinuation - hypomenorrhea.  
(N=1; Kirkman 1994) 

2/501(EE20DSG) vs 0/505(EE30GSD) 
OR=7.46 (95% CI 0.47, 119.49) 
NS p = 0.16 

Discontinuation - intermenstrual bleeding  3/209(EE20DSG) vs 4/207(EE30GSD) 
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(N=1 ;  Teichmann 1995) OR=0.74 (95% CI 0.17, 3.30) 
NS p = 0.69 

Discontinuation – menorrhagia 
(N=1; Kirkman 1994) 

2/501(EE20DSG) vs 2/505(EE30GSD) 
OR=1.01 (95% CI 0.14, 7.18) 
NS p = 0.99 

Discontinuation - menstrual disorder 
(N=1; Kirkman 1994) 
 

1/501(EE20DSG) vs 2/505(EE30GSD) 
OR=0.52 (95% CI 0.05, 4.98) 
NS p = 0.57 

Discontinuation - metrorrhagia. 
(N=3 ; Bruni 2000, Kirkman 1994) 

22/1306(EE20DSG) vs 9/1311(EE30GSD) 
OR=2.35 (95% CI 1.16, 4.77) 
SS in favor of EE30GSD p = 0.018 

Discontinuation – nausea 
(N=1 ; Teichmann 1995) 

4/209(EE20DSG) vs 4/207(EE30GSD) 
OR=0.99 (95% CI 0.24, 4.01) 
NS p = 0.99 

Discontinuation - nervousness. 
(N=1 ; Teichmann 1995) 

3/209(EE20DSG) vs 0/207(EE30GSD) 
OR=7.39 (95% CI 0.76, 71.43) 
NS p = 0.084 

Discontinuation - pruritus. 
(N=1 ; Teichmann 1995) 

1/209(EE20DSG) vs 0/207(EE30GSD) 
OR=7.32 (95% CI 0.15, 368.86) 
NS p = 0.32 

Discontinuation – vomiting 
(N=1 ; Teichmann 1995) 
 

5/209(EE20DSG) vs 1/207(EE30GSD) 
OR=3.82 (95% CI 0.76, 19.10) 
NS p = 0.10 

Irregular bleeding - cycle 3 
(N=1; Kirkman 1994) 

104/456(EE20DSG) vs 46/454(EE30GSD) 
OR=2.51 (95% CI 1.77, 3.56) 
SS in favor of EE30GSD p <0.00001 

Irregular bleeding - cycle 6 
(N=1; Kirkman 1994) 

69/411(EE20DSG) vs 43/412(EE30GSD) 
OR=1.72 (95% CI 1.15, 2.55) 
SS in favor of EE30GSD p=0.0079 

Amenorrhea - cycle 3 
(N=1; Kirkman 1994) 
 

10/456(EE20DSG) vs 4/454(EE30GSD) 
OR=2.38 (95% CI 0.83, 6.82) 
NS p =0.11 

Amenorrhea - cycle 6 
(N=1; Kirkman 1994) 
 

2/411(EE20DSG) vs 6/412(EE30GSD) 
OR=0.37 (95% CI 0.09, 1.47) 
NS p =0.16 

Abdominal pain 32/805 (EE20DSG) vs 27/806(EE30GSD) 
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(N=1 ; Bruni 2000) 
 

OR=1.19 (95% CI 0.71, 2.01) 
NS p =0.50 

Acne 
(N=1 ; Bruni 2000) 
 

15/805 (EE20DSG) vs 16/806(EE30GSD) 
OR=0.94 (95% CI 0.46, 1.91) 
NS p =0.86 

Breast pain 
(N=1 ; Bruni 2000) 
 

42/805 (EE20DSG) vs 49/806(EE30GSD) 
OR=0.85 (95% CI 0.56, 1.30) 
NS p =0.45 

Decreased libido 
(N=1 ; Bruni 2000) 
 

7/805 (EE20DSG) vs 11/806(EE30GSD) 
OR=0.64 (95% CI 0.25, 1.62) 
NS p =0.34 

Depression 
(N=1 ; Bruni 2000) 
 

16/805 (EE20DSG) vs 21/806(EE30GSD) 
OR=0.76 (95% CI 0.40, 1.46) 
NS p =0.41 

Dizziness 
(N=1 ; Bruni 2000) 
 

6/805 (EE20DSG) vs 10/806(EE30GSD) 
OR=0.60 (95% CI 0.23, 1.62) 
NS p =0.32 

Dysmenorrhea 
(N=1 ; Bruni 2000) 

17/805 (EE20DSG) vs 18/806(EE30GSD) 
OR=0.94 (95% CI 0.48, 1.85) 
NS p =0.87 

Emotional lability 
(N=1 ; Bruni 2000) 

16/805 (EE20DSG) vs 22/806(EE30GSD) 
OR=0.72 (95% CI 0.38, 1.38) 
NS p =0.33 

Flatulence 
(N=1 ; Bruni 2000) 
 

7/805 (EE20DSG) vs 12/806(EE30GSD) 
OR=0.59 (95% CI 0.24, 1.45) 
NS p =0.25 

Headache 
(N=1 ; Bruni 2000) 
 

118/805 (EE20DSG) vs 111/806(EE30GSD) 
OR=1.08 (95% CI 0.81, 1.42) 
NS p =0.61 

Menstrual disorder 
(N=1 ; Bruni 2000) 
 

10/805 (EE20DSG) vs 10/806(EE30GSD) 
OR=1.00 (95% CI 0.41, 2.42) 
NS p =1.0 

Metrorrhagia 
(N=1 ; Bruni 2000) 
 

46/805 (EE20DSG) vs 28/806(EE30GSD) 
OR=1.67 (95% CI 1.05, 2.66) 
SS in favor of EE30GSD p =0.032 

Migraine 10/805 (EE20DSG) vs 4/806(EE30GSD) 
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(N=1 ; Bruni 2000) 
 

OR=2.38 (95% CI 0.83, 6.80) 
NS p =0.11 

Nausea 
(N=1 ; Bruni 2000) 
 

31/805 (EE20DSG) vs 27/806(EE30GSD) 
OR=1.16 (95% CI 0.68, 1.95) 
NS p =0.59 

Pain  
(N=1 ; Bruni 2000) 
 

15/805 (EE20DSG) vs 11/806(EE30GSD) 
OR=1.37 (95% CI 0.63, 2.97) 
NS p =0.43 

Vaginal moniliasis  
(N=1 ; Bruni 2000) 
 

13/805 (EE20DSG) vs 9/806(EE30GSD) 
OR=1.45 (95% CI 0.62, 3.36) 
NS p =0.39 

Vomiting 
(N=1 ; Bruni 2000) 
 

16/805 (EE20DSG) vs 13/806(EE30GSD) 
OR=0.48 (95% CI 0.19, 1.17) 
NS p =0.11 

Weight gain 
(N=1 ; Bruni 2000) 
 

13/805 (EE20DSG) vs 19/806(EE30GSD) 
OR=0.68 (95% CI 0.34, 1.38) 
NS p =0.29 

Weight gain in kg 
(N=1; Kirkman 1994) 
 

0.4±2 (EE20DSG) vs 0.6±0.2 (EE30GSD) 
Mean difference= -0.20 (95% CI -0.40, 0.00 ) 
SS in favor of EE20DSG p = 0.045 

* Characteristics of included studies: see under 
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Ref + design n Population Duration Comparison Methodology  

Bruni 2000 2419 Women  
-’over the legal age of consent’ and  
-less than 42 years of age  
-with regular menses. 
 
Excluded estrogen or progestogen 
hypersensitivity; pregnancy; lactation; and 
certain disorders 

13 cycles 
 

EE 20 μg and desogestrel 150 μg 
(N=805)  
versus  
EE 30 μg and gestodene 75 μg 
(N=806)  
versus 
 EE 30-40-30 μg and gestodene 
50-70-100 μg (N=808) 
 
Bleeding terms not defined. 

- Jadad score:2 /5 
- FU: 71% completed study 
- ITT: unclear 
Other important methodological 
remarks: 
-Technique of allocation 
concealment not reported.  
 
Sponsor: Pharmaceutical 
company 

Kirkman 1994 1006 Healthy women (Denmark, Italy, New 
Zealand and the UK.) 
-over 30 years of age with regular menses. 
 
Excluded smokers over 34 years of age, 
select drug use, and lactation 

6 cycles. EE 20 μg and desogestrel 150 μg 
(N=501) versus EE 30 μg and 
gestodene 75 μg (N=505) 
 
’Withdrawal’ bleeding episode 
was defined as a sequence of 
one or more days of bleeding or 
spotting that began during the 
pill-free period and was bounded 
by two consecutive days without 
bleeding. Results, 
though, were reported for 
’irregular’ bleeding’, which was 
never defined 

- Jadad score: 3/5 
- FU: 87% completed study. 
 
- ITT: unclear 
 
Other important methodological 
remarks: 
 
-Technique of allocation 
concealment not reported.  

 
Sponsor: Pharmaceutical 
company 
 

Teichmann 1995 500 Healthy women (Poland) 
-normal-weight,  
-sexually active  
-aged 19 to 40 years  
-seeking oral contraception  
-with regular menses. 
 
Excluded recent hormonal medication and 
certain other drugs; smokers; and 
contraindications to oral contraception 

2 
pretreatment 
and 12  
treatment 
cycles 

EE 20 μg and desogestrel 150 μg 
versus EE 30 μg and gestodene 
75 μg. 
 
 
Bleeding terms not defined. 

- Jadad score:3/5 
- FU: 63% completed study 
- ITT: unclear 
 
Other important methodological 
remarks: 
-Technique of allocation 
concealment not reported.  
 
Sponsor: ? 
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4.1.2.3. Combined oral contraceptives: EE20 μg and desogestrel 150 μg versus EE 30-40-30 μg and gestodene 50-70-100 μg 

 

Ref N/n Comparison Outcomes  

* 
Gallo  2011a 
Design: 
meta-
analysis 
 
N= 21 
n= 13882 
 
 
Search date: 
Nov 2010 

N=1 
n=2419 

EE 20 μg and desogestrel 150 
μg versus EE 30-40-30 μg and 
gestodene 50-70-100 μg 
(N=1 ; Bruni) 

Pregnancy per woman 2/805 (EE20DSG) vs 2/808(EE30-40-30/GSD50-70-100) 
OR=1.00(95% CI 0.14, 7.14) 
NS p =1.0 

Discontinuation - overall 132/805 (EE20DSG) vs 125/808(EE30-40-30/GSD50-70-100) 
OR=1.07(95% CI 0.82, 1.40) 
NS p =0.61 

Discontinuation - adverse reaction 62/805 (EE20DSG) vs 47/808(EE30-40-30/GSD50-70-100) 
OR=1.35(95% CI 0.91, 1.99) 
NS p =0.13 

Discontinuation – metrorrhagia 10/805 (EE20DSG) vs 3/808(EE30-40-30/GSD50-70-100) 
OR=2.97(95% CI 1.00, 8.85) 
NS p =0.051 

Abdominal pain 32/805 (EE20DSG) vs 27/808(EE30-40-30/GSD50-70-100) 
OR=1.20(95% CI 0.71, 2.01) 
NS p =0.50 

Acne 15/805 (EE20DSG) vs 20/808(EE30-40-30/GSD50-70-100) 
OR=0.75(95% CI 0.38, 1.46) 
NS p =0.40 

Breast pain 42/805 (EE20DSG) vs 59/808(EE30-40-30/GSD50-70-100) 
OR=0.70(95% CI 0.47, 1.05) 
NS p =0.084 

Decreased libido 7/805 (EE20DSG) vs 7/808(EE30-40-30/GSD50-70-100) 
OR=1.00(95% CI 0.35, 2.87) 
NS p =0.99 

Depression 16/805 (EE20DSG) vs 15/808(EE30-40-30/GSD50-70-100) 
OR=1.07(95% CI 0.53, 2.18) 
NS p =0.85 

Dizziness 6/805 (EE20DSG) vs 16/808(EE30-40-30/GSD50-70-100) 
OR=0.40(95% CI 0.17, 0.93) 
NS p =0.033 

Dysmenorrhea 17/805 (EE20DSG) vs 14/808(EE30-40-30/GSD50-70-100) 
OR=1.22 (95% CI 0.60, 2.49) 
NS p =0.58 
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Emotional lability.  16/805 (EE20DSG) vs 18/808(EE30-40-30/GSD50-70-100) 
OR=0.89 (95% CI 0.45, 1.76) 
NS p =0.74 

Flatulence 7/805 (EE20DSG) vs 6/808(EE30-40-30/GSD50-70-100) 
OR=1.17(95% CI 0.39, 3.49) 
NS p =0.78 

Headache 118/805 (EE20DSG) vs 115/808(EE30-40-30/GSD50-70-100) 
OR=1.04(95% CI 0.78, 1.37) 
NS p =0.81 

Menstrual disorder 10/805 (EE20DSG) vs 7/808(EE30-40-30/GSD50-70-100) 
OR=1.43(95% CI 0.55, 3.73) 
NS p =0.46 

Metrorrhagia 46/805 (EE20DSG) vs 20/808(EE30-40-30/GSD50-70-100) 
OR=2.28(95% CI 1.39, 3.73) 
SS in favor of EE30-40-30/GSD50-70-100 p =0.0010 

Migraine 10/805 (EE20DSG) vs 12/808(EE30-40-30/GSD50-70-100) 
OR=0.83(95% CI 0.36, 1.94) 
NS p =0.67 

Nausea 31/805 (EE20DSG) vs 42/808(EE30-40-30/GSD50-70-100) 
OR=0.73(95% CI 0.46, 1.17) 
NS p =0.19 

Pain 15/805 (EE20DSG) vs 7/808(EE30-40-30/GSD50-70-100) 
OR=2.10(95% CI 0.90, 4.86) 
NS p =0.084 

Vaginal moniliasis 13/0805 (EE20DSG) vs 6/808(EE30-40-30/GSD50-70-100) 
OR=2.11(95% CI 0.86, 5.22) 
NS p =0.10 

Vomiting 6/805 (EE20DSG) vs 7/808(EE30-40-30/GSD50-70-100) 
OR=0.86(95% CI 0.29, 2.56) 
NS p =0.79 

Weight gain 13/805 (EE20DSG) vs 21/808(EE30-40-30/GSD50-70-100) 
OR=0.62(95% CI 0.31, 1.22) 
NS p =0.17 

* Characteristics of included studies: see under 
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Ref + design n Population Duration Comparison Methodology  

Bruni 2000 2419 Women  
-’over the legal age of consent’ and  
-less than 42 years of age  
-with regular menses. 
 
Excluded estrogen or progestogen 
hypersensitivity; pregnancy; lactation; and 
certain disorders 

13 cycles 
 

EE 20 μg and desogestrel 150 μg 
(N=805)  
versus  
EE 30 μg and gestodene 75 μg 
(N=806)  
versus  
EE 30-40-30 μg and gestodene 
50-70-100 μg (N=808) 
 
Bleeding terms not defined. 

- Jadad score:2 /5 
- FU: 71% completed study 
- ITT: unclear 
Other important methodological 
remarks: 
-Technique of allocation 
concealment not reported.  
 
Sponsor: Pharmaceutical 
company 
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4.1.2.4. Combined oral contraceptives : EE 20 μg and gestodene 75 μg versus EE 30 μg and gestodene 75 μg 

 

Ref N/n Comparison Outcomes  

* 
Gallo  2011a 
Design:  
 
SR +/- MA 
 
N= 21 
n= 13882 
 
Search date: 
Nov 2010 

N=4 
n= 903 

EE 20 μg and gestodene 75 μg 
versus  
EE 30 μg and gestodene 75 μg 
 

Pregnancy per woman  
(N=2; Endrikat 1997, Taneepanichskul 
2002) 

1/504 (EE20GSD) vs 2/295(EE30GSD) 
OR=0.23(95% CI 0.02, 2.55) 
NS p =0.23 

Discontinuation - overall  
(N=2; Endrikat 1997, Taneepanichskul 
2002) 

110/504 (EE20GSD) vs 59/295(EE30GSD) 
OR=1.14(95% CI 0.80, 1.63) 
/NS p =0.46 

Discontinuation - adverse event  
(N=3; Brill 1996, Endrikat 1997, Winkler 
1996) 

48/480 (EE20GSD) vs 19/273(EE30GSD) 
OR=1.46(95% CI 0.86, 2.46) 
NS p =0.16 

D iscontinuation – intermenstrual 
Bleeding 
(N=1; Brill 1996) 

0/32 (EE20GSD) vs 0/32(EE30GSD) 
OR=0.0(95% CI 0.0, 0.0) 
NS  

Discontinuation - metrorrhagia  
(N=1; Winkler 1996)  

0/20(EE20GSD) vs 1/20(EE30GSD) 
OR=0.14(95% CI 0.0, 6.82) 
NS p=0.32 

Breakthrough bleeding - cycle 3 
(N=1; Taneepanichskul 2002) 

1/59(EE20GSD) vs 0/55(EE30GSD) 
OR=6.90(95% CI 0.14, 348.82) 
NS p=0.33 

Breakthrough bleeding - cycle 6 
(N=1; Taneepanichskul 2002) 

0/59(EE20GSD) vs 1/55(EE30GSD) 
OR=0.13(95% CI 0.00, 6.36) 
NS p=0.30 

Spotting - cycle 3 
(N=1; Taneepanichskul 2002) 

2/59(EE20GSD) vs 3/55(EE30GSD) 
OR=0.61(95% CI 0.10, 3.66) 
NS p=0.59 

Spotting - cycle 6 
(N=1; Taneepanichskul 2002) 

1/59(EE20GSD) vs 1/55(EE30GSD) 
OR=0.93(95% CI 0.06, 15.10) 
NS p=0.96 

Acne 
(N=2; Brill 1996, Endrikat 1997) 

18/459(EE20GSD) vs 8/248(EE30GSD) 
OR=1.35(95% CI 0.60, 3.08) 
NS p=0.47 

Breast tension or tenderness  
(N=3; Brill 1996, Endrikat 1997, 
Taneepanichskul 2002) 

40/518(EE20GSD) vs 20/303(EE30GSD) 
OR=1.18(95% CI 0.68, 2.05) 
NS p=0.56 



115 
 

Change in libido 
(N=1; Endrikat 1997) 

14/428(EE20GSD) vs 4/221(EE30GSD) 
OR=1.72(95% CI 0.64, 4.61) 
NS p=0.28 

Chloasma  
(N=1; Taneepanichskul 2002) 
 

2/59(EE20GSD) vs 2/55(EE30GSD) 
OR=0.93(95% CI 0.13, 6.79) 
NS p=0.94 

Depressive moods  
(N=2; Brill 1996, Endrikat 1997) 

14/459(EE20GSD) vs 4/248(EE30GSD) 
OR=2.12(95% CI 0.80, 5.66) 
NS p=0.13 

Diarrhea 
(N=1; Taneepanichskul 2002) 
 

1/59(EE20GSD) vs 3/55(EE30GSD) 
OR=0.33(95% CI 0.05, 2.43) 
NS p=0.28 

Dizziness  
(N=2; Endrikat 1997, Taneepanichskul 
2002) 

13/487(EE20GSD) vs 5/276(EE30GSD) 
OR=1.52(95% CI 0.57, 4.02) 
NS p=0.40 

Edema  
(N=1; Endrikat 1997) 

3/428(EE20GSD) vs 3/221(EE30GSD) 
OR=0.41(95% CI 0.09, 2.66) 
NS p=0.41 

Headache 
(N=2; Brill 1996, Endrikat 1997) 

54/459(EE20GSD) vs 33/248(EE30GSD) 
OR=0.98(95% CI 0.60, 1.59) 
NS p=0.93 

Nausea 
(N=2; Brill 1996, Endrikat 1997) 

29/459(EE20GSD) vs 15/248(EE30GSD) 
OR=1.27(95% CI 0.66 2.45) 
NS p=0.48 

Nausea and vomiting 
(N=1; Taneepanichskul 2002) 

2/59(EE20GSD) vs 1/55(EE30GSD) 
OR=1.84(95% CI 0.19, 18.04) 
NS p=0.60 

Nervousness  
(N=1; Endrikat 1997) 

15/428(EE20GSD) vs 5/221(EE30GSD) 
OR=1.51(95% CI 0.59, 3.87) 
NS p=0.39 

Varicose conditions  
(N=1; Endrikat 1997) 

5/428(EE20GSD) vs 3/221(EE30GSD) 
OR=0.86(95% CI 0.20, 3.72) 
NS p=0.84 

Vomiting  
(N=2; Brill 1996, Endrikat 1997) 
 

6/459(EE20GSD) vs 6/248(EE30GSD) 
OR=0.68(95% CI 0.20 2.25) 
NS p=0.53 
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Weight gain >2 kg 
(N=1; Endrikat 1997) 

48/296(EE20GSD) vs 24/156(EE30GSD) 
OR=1.06(95% CI 0.63 1.81) 
NS p=0.82 

Weight gain in kg 
(N=1; Taneepanichskul 2002) 

50.6 ±6.5(EE20GSD) vs 52.1±8.2 (EE30GSD) 
Mean difference= -1.5(95% CI -4.23, 1.23 ) 
NS p = 0.28 

* Characteristics of included studies: see under 
 
 

Ref + design n Population Duration Comparison Methodology  

Brill 1996 64 Women (unreported location) 
-aged 18 to 35 years  
-with regular menses. 
 
Excluded smokers over 30 years of age; 
pregnancy; certain diseases; certain drugs; 
intrauterine device use; overweight or 
dieting; and heavy alcohol use 

13 cycles. EE 20 μg and gestodene 75 μg 
(N=32) versus EE 30 μg and 
gestodene 75 μg (N=32) 

- Jadad score: 1/5 
- FU:  NR 
- ITT: no 
Other important methodological 
remarks: 
-Technique of allocation 
concealment not reported.  
-Did not report bleeding 
outcomes. 
 
Sponsor: Pharmaceutical 
company 

Endrikat 1997 649 Healthy  women  
-aged 18 to 39 years 
- sexually active  
-who wanted contraception for at least 12 
months. 
 
Excluded recent depot-contraceptives; 
certain diseases; and contraindications for 
oral contraceptive use 

12 
treatment 
cycles 

EE 20 μg and gestodene 75 μg 
(N=428) versus EE 30 μg and 
gestodene 75 μg (N=221) 
 
’Intermenstrual’ bleeding was 
defined as either spotting or 
breakthrough bleeding. The 
definition for 
’intermenstrual’ bleeding did not 
specify cycle days 

- Jadad score: 3/5 
- FU: 75% (488/649) completed 
study. 
- ITT: no 
 
Other important methodological 
remarks: 
-Technique of allocation 
concealment not reported.  
 
Sponsor: Pharmaceutical 
company 

Taneepanichskul 2002 150 Women (one site in Thailand) 
-aged 18 to 35 years,  

12 
treatment 

EE 20 μg and gestodene 75 μg 
(N=76) versus EE 30 μg and 

- Jadad score: 2/5 
- FU: 76% (114/150) completed 
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-willing to use contraception for over 12 
complete cycles with at least a three month 
washout period. 
 
Excluded contraindications to OCuse; liver, 
vascular or metabolic diseases; tumor; 
pregnancy; unclassified and genital bleeding 

cycles 
 
Three-
month 
wash-out 
period for 
OC users. 

gestodene 75 μg (N=74) 
 
 
’Regular’ cycle was defined as 
periodic withdrawal bleeding 
every 28±7days. 
’Breakthrough bleeding’ was 
defined as intermenstrual 
bleeding that did not require 
sanitary protection 

study. 
- ITT: yes 
 
Other important methodological 
remarks: 
-Technique of allocation 
concealment not reported.  
 
Sponsor: Pharmaceutical 
company 

Winkler 1996 40 Healthy women (unreported location) 
-aged 18 to 30  
-with regular menses. 
 
Excluded contraindications to oral 
contraceptive use; smoking; and certain 
drugs 

6 
treatment 
cycles, 

EE 20 μg and gestodene 75 μg 
(N=20) versus EE 30 μg and 
gestodene 75 μg (N=20) 
 
Did not report bleeding 
outcomes. 

 

- Jadad score: 1/5 
- FU:  NR 
- ITT: no  
 
Other important methodological 
remarks: 
-Technique of allocation 
concealment not reported.  
 
 
Sponsor: Pharmaceutical 
company 

 
 
 

4.1.2.5. Combined oral contraception containing ethinylestradiol 20µg versus >20µg: Authors’ conclusions 

 
While COCs containing 20 μg EE may be theoretically safer, this review did not focus on the rare events required to assess this 
hypothesis. Data from existing randomized controlled trials are inadequate to detect possible differences in contraceptive effectiveness. 
Low-dose estrogen COCs resulted in higher rates of bleeding pattern disruptions. However, most trials compared COCs containing 
different progestin types, and changes in bleeding patterns could be related to progestin type as well as estrogen dose. Higher followup 
rates are essential for meaningful interpretation of results. 

 





119 
 

4.1.2.bis. Combined oral contraception containing ethinylestradiol 20µg versus >20µg: 

Summary and conclusions 

 

Ethinyl estradiol 20µg and desogestrel 150µg versus ethinyl estradiol 30µg and desogestrel 150µg. (Basdevant 
1993, Akerlund 1993 from Gallo 2011a) 

N/n Duration Population Results 

N=2, 
n= 
1058 

6-12 
cycles 

-women 18-40y 
-exclusion of CV 
disease and risk 
factors 
 
-Basdevant: 
Healthy women 
with regular 
menses, non-
obese.  
 

Pregnancy 
N=1  
(Akerlund 1993) 

  

2/485 vs 3/497 
OR: 0.69 (0.12-3.97)  
NS 

Quality 
-1 no ITT 

and low FU 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation 
overall 
N=1  
(Akerlund 1993) 

 

174/500 vs 154/500:  
OR: 1.20 (0.92-1.56)  
NS 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation 
due to irregular 
bleeding 
N=1  
(Akerlund 1993) 

 

27/500  vs 10/500  
OR=2.59 (95% CI 1.35, 5.00) 
SS in favor of EE30DSG p = 0.0044 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Dysmenorrhea 
N=1  
(Akerlund 1993) 

 

17/485 vs 12/497  
OR=1.46 (95% CI 0.70, 3.06)  
NS 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Increased weight 
N=1  
(Akerlund 1993) 

 

15/485 (EE20DSG) vs 6/497 (EE30DSG) 
OR=2.46 (95% CI 1.04, 5.84) 
SS in favor of EE30DSG  p = 0.041 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 
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- From A Cochrane review we selected two studies for comparison of ethinyl estradiol 20µg with desogestrel 
150µg versus ethinyl estradiol 30µg and desogestrel 150µg. The study of Akerlund is the most important of 
these. The authors report that the studies have insufficient power to demonstrate a difference in the number 
of pregnancies.  
 
No difference in the number of unwanted pregnancies can be demonstrated.  
 
GRADE: moderate quality of evidence 
 
Overall, there is no difference in the number of women who discontinue the contraception. More women (OR 
2.59) in the group with 20µg EE stop due to irregular bleeding.  
 
GRADE: moderate quality of evidence 
 
No difference could be demonstrated at the dysmenorrhoea endpoint. 
 
GRADE: moderate quality of evidence 
 
In this study, there was more weight gain in women who took the pill with 20µg.  
 
GRADE: moderate quality of evidence 
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Ethinyl estradiol 20µg and desogestrel 150µg versus ethinyl estradiol 30µg and gestodene 75µg. (Bruni 2000, 
Kirkman 1994, Teichmann 1995; from Gallo 2011a).  

N/n Duration Population Results 

N=3, 
n= 
3925 

6-13 
cycles 

-healthy 
women 18-42y 
-1 study: >30y 
-regular 
menses  
-exclusion of CV 
disease and risk 
factors 
  

Pregnancy 
 
N=2 (Bruni 2000, 
Teichmann 1995) 

  

3/1014 vs 3/1013  
OR=1.00 (95% CI 0.20, 4.96)  
NS p = 1.0 

Quality 
-1 for no 

blinding  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuatio
n overall 
N=3  
 

235/1515 vs 229/1518  
OR=1.03 (95% CI 0.85, 1.26) 
NS p = 0.76 

Quality 
-1 for no 

blinding  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Irregular 
bleeding 
 
N=1 (Kirkman 
1994) 

 

At cycle 3: 104/456 vs 46/454  
OR=2.51 (95% CI 1.77, 3.56)  
SS in favor of EE30GSD p <0.00001 
At cycle 6: 69/411 vs 43/412  
OR=1.72 (95% CI 1.15, 2.55) 
SS in favor of EE30GSD p=0.0079 

Quality 
-1 for no 

blinding  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Metrorrhagia 
 
N=1 (Bruni 2000) 

46/805  vs 28/806  
OR=1.67 (95% CI 1.05, 2.66) 
SS in favor of EE30GSD p =0.032 

Quality 
-1 for no 

blinding  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Dysmenorrhea 
 
N=1 (Bruni 2000) 

17/805 vs 18/806  
OR=0.94 (95% CI 0.48, 1.85) 
NS p =0.87 

Quality 
-1 for no 

blinding  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Weight gain in 
kg  
N=1 (Kirkman 
1994) 

0.4±2  vs 0.6±0.2  
Mean difference= -0.20 (95% CI -0.40, 0.00 )  
SS in favor of EE20DSG p = 0.045 

Quality 
-1 for no 

blinding  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 
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- From a Cochrane review we selected three studies for comparison of ethinyl estradiol 20µg with desogestrel 
150µg versus ethinyl estradiol 30µg and gestodene 75µg. The studies are underpowered to demonstrate a 
difference in the number of pregnancies. In addition, it is difficult to compare bleeding due to lack of uniformity 
in recording.  
 
No difference can be demonstrated in the number of unwanted pregnancies.  
GRADE: moderate quality of evidence 
 
Overall, there is no difference in the number of women who discontinue the contraception.  
GRADE: moderate quality of evidence 
 
In the group with 20µg EE and desogestrel 150µg there are more women with irregular bleeding and with 
metrorrhagia.  
GRADE: moderate quality of evidence 
 
In this study there was less weight gain in women who took the pill with 20µg. This difference amounted to 
barely 200 grams after 6 cycles.  
GRADE: moderate quality of evidence 
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Ethinyl estradiol 20 μg and desogestrel 150 μg versus ethinyl estradiol 30-40-30 μg and gestodene 50-70-100 
μg. (Bruni 2000 from Gallo 2011a).  

N/n Duration Population Results 

N=1, 
n= 
2419 

13 cycles -healthy 
women <42y 
-regular 
menses  
-exclusion of CV 
disease and risk 
factors 
  

Pregnancy 
 

2/805  vs 2/808  
OR=1.00(95% CI 0.14, 7.14) 
NS p =1.0 

Quality 
-2 for no 

blinding, no 
ITT and low 
FU 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: Low quality of evidence 

Discontinuation 
overall 
 

132/805 vs 125/808  
OR=1.07(95% CI 0.82, 1.40) 
NS p =0.61 

Quality 
-2  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: Low quality of evidence 

Metrorrhagia 46/805  vs 20/808  
OR=2.28(95% CI 1.39, 3.73) 
SS in favor of EE30-40-30/GSD50-70-100 p =0.0010 

Quality 
-2  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: Low quality of evidence 

Dysmenorrhea 17/805 vs 14/808  
OR=1.22 (95% CI 0.60, 2.49) 
NS p =0.58 

Quality 
-2  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: Low quality of evidence 

Menstrual 
disorder 
 

10/805  vs 7/808  
OR=1.43(95% CI 0.55, 3.73) 
NS p =0.46 

Quality 
-2  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: Moderate quality of evidence 

 
- A study selected from a Cochrane review investigated the comparison of ethinyl estradiol 20µg with 
desogestrel 150µg versus ethinyl estradiol 30-40-30µg and gestodene 50-70-100µg.  
 
No difference can be demonstrated in the number of unwanted pregnancies.  
 
GRADE: low quality of evidence 
 
Overall, there is no difference in the number of women who discontinue the contraception.  
 
GRADE: low quality of evidence 
 
There are more women with metrorrhagia in the group with 20µg EE and desogestrel 150µg.  
 
GRADE: Low quality of evidence 
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Ethinyl estradiol 20 μg and gestodene 75 μg versus ethinyl estradiol 30μg and gestodene 75μg. (Brill 1996 (a), 
Winkler 1996 (b), Endrikat 1997 (c), Taneepanichskul (d) 2002  from Gallo 2011a).  

N/n Duration Population Results 

N=4, 
n= 903 

6-13 
cycles 

-healthy 
women 18-
39y 
-regular 
menses  
-exclusion of 
CV disease 
and risk 
factors 
  

Pregnancy 
N=2  
(Endrikat 1997, 
Taneepanichskul 
2002) 

1/504 vs 2/295  
OR=0.23(95% CI 0.02, 2.55) 
NS p =0.23 

Quality 
-2 incomplete 

reporting, no 
ITT and low FU 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Discontinuation 
overall 
N=2  
(Endrikat 1997, 
Taneepanichskul 
2002) 

110/504 vs 59/295  
OR=1.14(95% CI 0.80, 1.63) 
NS p =0.46 

Quality 
-2  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Discontinuation 
due to 
metrorrhagia 
 
N=1 (Winkler 1996) 

0/20 vs 1/20  
OR=0.14(95% CI 0.0, 6.82) 
NS p=0.32 

Quality 
-2 incomplete 

reporting, no 
ITT and low FU 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 

Grade assessment: very low quality of evidence 

Breakthrough 
bleeding 
N=1 
(Taneepanichskul 
2002) 

At cycle 3: 1/59vs 0/55  
OR=6.90(95% CI 0.14, 348.82) 
NS p=0.33 
At cycle 6: 0/59 vs 1/55  
OR=0.13(95% CI 0.00, 6.36) 
NS p=0.30 

Quality 
-2  

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 

Grade assessment: very low quality of evidence 

Weight gain in 
kg 
N=1 
(Taneepanichskul 
2002) 

50.6 ±6.5 vs 52.1±8.2  
Mean difference= -1.5(95% CI -4.23, 1.23 )  
NS p = 0.28 

Quality 
-2  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

 
- From a Cochrane review we selected four studies for the comparison of ethinyl estradiol 20µg with gestodene 
75µg versus ethinyl estradiol 30µg and gestodene 75µg. There is insufficient power to demonstrate a 
difference in the number of pregnancies. In addition, it is difficult to compare bleeding due to the lack of 
uniformity in recording.  
 
No difference can be demonstrated in the number of unwanted pregnancies.  
GRADE: low quality of evidence 
 
Overall, there is no difference in the number of women who discontinue the contraception.  
GRADE: low quality of evidence 
 
Neither can a difference in weight or a difference in breakthrough bleeding be demonstrated.  
GRADE: low quality of evidence 
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4.1.3. Combined oral contraception: triphasic vs monophasic. Evidence tables.  

 

4.1.3.1. Triphasic combined oral contraceptive containing levonorgestrel versus monophasic combined oral contraceptives 

 

Ref N/n Comparison Outcomes  

* 
Van Vliet 
2011a 
Design:  
 
Systematic 
review and 
meta-
analysis 
 
Search date: 
Aug 2011 
 
 
N= 23 
n= 20818 
 

N= 8 Triphasic LNG 50-75-125 μg 
and EE 30-40-30 μg  
versus  
monophasic LNG 150 
μg and EE 30 μg 
 

Pregnancy per woman within 6 cycles 
(N=2; Chen,1987 ; Zador,1979) 

2/350 (Tri) vs 3/328(Mono) 
OR=0.64 (95% CI 0.10, 3.91) 
NS p = 0.63 

Pregnancy per woman within 12 cycles 
(N=5: Carlborg, 1983; Dunson, 1993; 
Engebretsen, 1987 ; Ramos, 1989 ; 
Saxena, 1992 ) 

3/2094(Tri) vs 2/2051 (Mono) 
OR= 1.35 (95% CI 0.25, 7.22) 
NS p = 0.72 

Proportion of cycles with spotting within 6 
cycles 
(N=2; Carlborg, 1983; Zador, 1979) 

254/3682(Tri) vs 415/3608 (Mono) 
OR= 0.57 (95% CI 0.48, 0.67) 
SS in favor of triphasic p <0.00001 

Proportion of cycles with breakthrough 
bleeding within 6 cycles 
(N=2; Carlborg, 1983; Zador, 1979) 

125/3682(Tri) vs 190/3608 (Mono) 
OR= 0.63 (95% CI 0.50, 0.80) 
SS in favor of triphasic p <0.00011 

Proportion of cycles with spotting within 
12 cycles 
(N=1; Carlborg, 1983) 

192/3197(Tri) vs 318/3275 (Mono) 
OR= 0.59 (95% CI 0.49, 0.72) 
SS in favor of triphasic p <0.00001 

Proportion of cycles with breakthrough 
bleeding within 12 cycles 
(N=1; Carlborg, 1983) 

86/3197(Tri) vs 147/3275 (Mono) 
OR= 0.59 (95% CI 0.45, 0.77) 
SS in favor of triphasic p =0.00012 

Proportion of women with intermenstrual 
bleeding within 12 cycles 
(N=1; Dunson ,1993) 

38/495(Tri) vs 44/484(Mono) 
OR= 0.83 (95% CI 0.53, 1.31) 
NS p = 0.43 

Proportion of women with spotting at 
cycle 6 
(N=1; Ramos, 1989) 

1/523(Tri) vs 4/509(Mono) 
OR= 0.24 (95% CI 0.03, 2.17) 
NS p = 0.20 

Proportion of women with breakthrough 
bleeding at cycle 6 
(N=1; Ramos, 1989) 

5/523(Tri) vs 2/509(Mono) 
OR= 2.45 (95% CI 0.47, 12.67) 
NS p = 0.29 

Proportion of women with spotting at 1/440(Tri) vs 1/456(Mono) 
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cycle 12 
(N=1; Ramos, 1989) 

OR= 1.04 (95% CI 0.06, 16.62) 
NS p = 0.98 

Proportion of women with breakthrough 
bleeding at cycle 12 
(N=1; Ramos, 1989) 

1/440(Tri) vs 2/456(Mono) 
OR= 0.52(95% CI 0.05, 5.72) 
NS p = 0.59 

Proportion of cycles with amenorrhea 
within 6 cycles 
(N=1;Zador ,1979) 

13/1440(Tri) vs 21/1337(Mono) 
OR= 0.57(95% CI 0.28, 1.14) 
NS p = 0.11 

Proportion of cycles with amenorrhea 
within 12 cycles 
(N=1; Carlborg, 1983) 

20/3197(Tri) vs 74/3275 (Mono) 
OR= 0.27 (95% CI 0.17, 0.45) 
SS in favor of triphasic p <0.00001 

Proportion of women with amenorrhea 
within 12 cycles 
(N=1; Dunson, 1993) 
 

3/495(Tri) vs 2/484(Mono) 
OR= 1.47(95% CI 0.24, 8.83) 
NS p = 0.67 

Total discontinuation within 6 cycles 
(N=4 : Carlborg, 1983; Chen, 1987 ; 
Kashanian, 2010 ; Zador, 1979) 
  

120/922(Tri) vs 114/907(Mono) 
OR= 1.04(95% CI 0.78, 1.37) 
NS p = 0.80 

Total discontinuation within 12 cycles 
(N=4; Dunson, 1993; Engebretsen, 1987 ; 
Ramos, 1989 ; Saxena, 1992 ) 

884/1677(Tri) vs 818/1633(Mono) 
OR= 1.13(95% CI 0.97, 1.31) 
NS p = 0.13 

Discontinuation due to medical reasons 
within 12 cycles 
(N=3; Dunson, 1993; Ramos, 1989; 
Saxena, 1992) 

131/1527 (Tri) vs 119/1483(Mono) 
OR= 1.12(95% CI 0.71, 1.76) 
NS p = 0.64 

Discontinuation due to cycle disturbances 
within 12 cycles 
(N=3; Dunson, 1993; Engebretsen, 1987; 
Saxena, 1992) 

19/1076 (Tri) vs 16/1033(Mono) 
OR= 1.11(95% CI 0.56, 2.21) 
NS p = 0.77 

Discontinuation due to intermenstrual 
bleeding within 12 cycles 
(N=1: Ramos, 1989) 

7/601 (Tri) vs 5/600(Mono) 
OR= 1.40(95% CI 0.44, 4.44) 
NS p = 0.57 
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 N=3 Triphasic LNG 50-75-125 μg 
and EE 30-40-30 μg  
versus  
monophasic DSG 150 
μg and EE 30 μg 

Pregnancy per woman within 6 cycles 
(N=1;  Lachnit-Fixson, 1984) 

1/278 (Tri) vs 0/277(Mono) 
OR= 3.00(95% CI 0.12, 73.96) 
NS p = 0.50 

Pregnancy per woman within 12 cycles 
(N=2; Dieben ,1984 ;Ismail, 1991) 

6/571 (Tri) vs 0/575(Mono) 
OR= 7.22(95% CI 0.88, 59.00) 
NS p = 0.065 

Proportion of cycles with spotting within 6 
cycles 
(N=1; Dieben ,1984) 

251/2617 (Tri) vs 218/2618(Mono) 
OR= 1.17(95% CI 0.97, 1.41) 
NS p = 0.11 

Proportion of cycles with spotting within 6 
cycles 
(N=1; Lachnit-Fixson, 1984) 

98/1536 (Tri) vs 252/1524(Mono) 
OR= 0.34(95% CI 0.27, 0.44) 
SS in favor of triphasic p < 0.00001 

Proportion of cycles with breakthrough 
bleeding within 6 cycles 
(N=1; Dieben ,1984) 
 

251/2617 (Tri) vs 218/2618(Mono) 
OR= 1.17(95% CI 0.97, 1.41) 
NS p = 0.11 

Proportion of cycles with breakthrough 
bleeding within 6 cycles 
(N=1;  Lachnit-Fixson, 1984) 

18/1536 (Tri) vs 43/1524(Mono) 
OR= 0.41(95% CI 0.23, 0.71) 
SS in favor of triphasic p < 0.0016 

Proportion of cycles with spotting and 
breakthrough bleeding within 6 cycles 
(N=2; Dieben ,1984 ; Lachnit-Fixson, 1984) 

20/4153 (Tri) vs 40/4142(Mono) 
OR= 0.50(95% CI 0.29, 0.86) 
SS in favor of triphasic p < 0.013 

Proportion of cycles with spotting within 
12 cycles 
(N=1; Dieben ,1984) 

257/2709 (Tri) vs 224/2769(Mono) 
OR= 1.19(95% CI 0.99, 1.44) 
NS p = 0.11 

Proportion of cycles with breakthrough 
bleeding within 12 cycles 
(N=1; Dieben ,1984) 

178/2709 (Tri) vs 168/2769(Mono) 
OR= 1.09(95% CI 0.88, 1.35) 
NS p = 0.44 

Proportion of cycles with spotting and 
breakthrough bleeding within 12 cycles 
(N=1; Dieben ,1984) 

15/2709 (Tri) vs 24/2769(Mono) 
OR= 0.64 (95% CI 0.33, 1.22) 
NS p = 0.17 

Proportion of women with 
staining/spotting within 12 cycles 
(N=1; Ismail, 1991) 

6/98 (Tri) vs 4/99(Mono) 
OR= 1.55 (95% CI 0.42, 5.67) 
NS p = 0.51 

Proportion of women with moderate flow 
intermenstrual bleeding within 12 cycles 

5/98 (Tri) vs 2/99 (Mono) 
OR= 2.61 (95% CI 0.49, 13.77) 
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(N=1; Ismail, 1991) NS p = 0.26 

Proportion of women with spotting at 
cycle 6 
(N=1; Dieben ,1984) 

21/399 (Tri) vs 16/398 (Mono) 
OR= 1.33 (95% CI 0.68, 2.58) 
NS p = 0.41 

Proportion of women with breakthrough 
bleeding at cycle 6 
(N=1; Dieben ,1984) 

24/399 (Tri) vs 16/398 (Mono) 
OR= 1.53 (95% CI 0.80, 2.92) 
NS p = 0.20 

Proportion of women with spotting and 
breakthrough bleeding at cycle 6 
(N=1; Dieben ,1984) 

1/399 (Tri) vs 2/398 (Mono) 
OR= 0.50 (95% CI 0.04, 5.51) 
NS p = 0.57 

Proportion of cycles with amenorrhea 
within 6 cycles 
(N=1; Dieben ,1984) 

206/2617 (Tri) vs 194/2618(Mono) 
OR= 1.07(95% CI 0.87, 1.31) 
NS p = 0.53 

Proportion of cycles with amenorrhea 
within 6 cycles 
(N=1;  Lachnit-Fixson, 1984) 

3/1536 (Tri) vs 14/1524(Mono) 
OR= 0.21(95% CI 0.06, 0.74) 
SS in favor of triphasic p < 0.015 

Proportion of cycles with amenorrhea 
within 12 cycles 
(N=1; Dieben ,1984) 

210/2709 (Tri) vs 205/2769(Mono) 
OR= 1.05(95% CI 0.86, 1.28) 
NS p = 0.63 

Proportion of women with amenorrhea 
within 12 cycles 
(N=1; Ismail, 1991) 

3/98 (Tri) vs 2/99(Mono) 
OR= 1.53 (95% CI 0.25, 9.37) 
NS p = 0.64 

Proportion of women with amenorrhea at 
cycle 6 
(N=1; Dieben ,1984) 

28/399 (Tri) vs 21/398 (Mono) 
OR= 1.35 (95% CI 0.76, 2.43) 
NS p = 0.31 

Total discontinuation within 6 cycles  
(N=2; Dieben ,1984 ; Lachnit-Fixson, 1984) 

110/751 (Tri) vs 110/752 (Mono) 
OR= 1.00 (95% CI 0.75, 1.33) 
NS p = 0.99 

Discontinuation due to medical reasons 
within 6 cycles 
(N=2; Dieben ,1984 ; Lachnit-Fixson, 1984) 

69/751 (Tri) vs 86/752 (Mono) 
OR= 0.71 (95% CI 0.36, 1.43) 
NS p = 0.34 

Discontinuation due to cycle disturbances 
within 6 cycles 
(N=1; Dieben ,1984) 

23/473 (Tri) vs 22/475 (Mono) 
OR= 1.05 (95% CI 0.58, 1.92 
NS p = 0.87 

Total discontinuation within 12 cycles 
(N=1; Ismail, 1991) 

41/98 (Tri) vs 33/99(Mono) 
OR= 1.44 (95% CI 0.81, 2.57) 
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NS p = 0.22 

Discontinuation due to medical reasons 
within 12 cycles 
(N=1; Ismail, 1991) 

7/98 (Tri) vs 5/99(Mono) 
OR= 1.45 (95% CI 0.44, 4.72) 
NS p = 0.54 

Discontinuation due to cycle disturbances 
within 12 cycles 
(N=1; Ismail, 1991) 

3/98 (Tri) vs 0/99(Mono) 
OR= 7.29 (95% CI 0.37, 143.08) 
NS p = 0.19 

 

 N=1 Triphasic LNG 50-75-125 μg 
and EE 30-40-30 μg  
versus  
monophasic NET 1000 
μg and EE 35 μg 

Proportion of women with intermenstrual 
bleeding within 12 cycles 
(N=1; Reiter, 1990) 

15/132 (Tri) vs 23/128(Mono) 
OR= 0.59 (95% CI 0.29, 1.18) 
NS p = 0.13 

Proportion of women with amenorrhea 
within 12 cycles 
(N=1; Reiter, 1990) 

0/132 (Tri) vs 16/128(Mono) 
OR= 0.03 (95% CI 0.00, 0.43) 
SS in favor of triphasic p = 0.011 

* Characteristics of included studies: see under 
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Ref + design n Population Duration Comparison Methodology  

Chen 1987 
 
Double-blind, randomized 
controlled trial.  
(in China) 
 
  

279 women  
-aged 23-34 years 
 -ability to record menstrual cycle 
on a diary  
-have normal physical 
examination and PAP smear.  
 
Exclusion criteria were diabetes 
mellitus, heart, liver, kidney or 
nervous system disease, cancer, 
hypertension, use of hormones 2 
months prior to the study, use of 
injectable contraceptives 6 months 
prior to the study 

6 cycles. Triphasic LNG 50-75-125 
μg  
and EE 30-40-30 μg  
(n= 96)  
versus  
monophasic LNG 150 
μg and EE 30 μg (n=93) 
versus 
versus monophasic NET 
600 μg and EE 35 μg 
 
 

- Jadad score:4/5 
- FU: 82% 
- ITT:No 
 
Other important methodological remarks: 
- Allocation concealment not described 
-The report does not provide an a priori 
hypothesis or a sample size or power 
calculation. 
 
“Sponsor”: the World Health Organization 

Zador 1979 
 
Randomized controlled trial 
without blinding.  
(sites in Sweden, Great Britain 
and Germany) 

489 women  
-had to meet the requirements for 
the prescription of oral 
contraceptives in accordance with 
established medical practice.  
Limited information about baseline 
demographics. 
The paper does not report if 
switchers were included in the 
study 

6 cycles. Triphasic LNG 50-75-125 
μg and EE 30-40-30 μg 
(6/5/10 regimen)  
versus monophasic  
LNG 150 μg and EE 30 μg 
(21 days) 
 
 

- Jadad score: 1-2/5 
- FU: 85.3% 
- ITT:unclear, yes by cochrane 
 
Other important methodological remarks: 
-Method of allocation concealment not 
described 
-The report does not provide an a priori 
hypothesis or a sample size or power 
calculation. 
- Breakthrough bleeding was defined as 
intermenstrual bleeding that required the 
use of sanitary protection and spotting as all 
other cases including slight brownish 
discharge 
 
Sponsor:  Schering 
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Carlborg 1983 
Randomized controlled trial 
(12 sites in Sweden) 
 
  

862 women  
 -had to fulfill the current 
recommendations for oral 
contraceptive use.  
Limited information on baseline 
characteristics. 
Switchers were included in the 
study 
 
Data on side effects were recorded 
if reported spontaneously 

6 and 12 
cycles 
 
 

Three arms: 
Triphasic LNG 50-75-125 
μg and EE 30-40-30 μg 
(n=210 for 6 cycles of 
whom n=89 continued for 
an additional 6 
cycles)  
versus  
Triphasic LNG 50-75-125 
μg and EE 30-40-30 μg 
, (n=207 for 6 cycles of 
whom n=93 continued for 
an additional 6 cycles)  
versus 
monophasic LNG 150 
μg and EE 30 μg (n= 
418 for 6 cycles of whom 
n=189 continued for an 
additional 6 cycles)  
 

- Jadad score:4 /5 
- FU: 82.1% (6 first cycles) 
- ITT:No 
 
Other important methodological remarks: 
-Report does not mention the use of 
allocation concealment. Communication with 
the 
author indicated allocation concealment by 
numbered pharmacy packages 
-The report does not provide an a priori 
hypothesis or a sample size or power 
calculation. 
- Breakthrough bleeding was defined as 
intermenstrual bleeding which required the 
use of sanitary protection and spotting as all 
other cases. 
Sponsor:  Schering 

Dunson, 1993 
 
Randomized controlled trial 
without blinding.  
 
(5 sites in Sudan, Sri Lanka, 
Chile, Ecuador and 
Dominican Republic) 

1088 healthy women  
-aged 18 to 35 years 
- sexually active  
-at least one normal menstrual 
period since the last pregnancy or 
the last use of a steroidal 
contraceptive.  
 
Exclusion criteria were 
contraindications to 
oral contraceptive use, termination 
of pregnancy less than 42 days prior 
to admission if not breastfeeding or 
termination of pregnancy less than 
4 months prior to admission if 
breastfeeding.  
Switchers were included in the 

12 cycles Triphasic LNG 50-75-125 
μg and EE 30-40-30 μg   
versus  
monophasic LNG 150 
μg and EE 30 μg  
 
 
 
 
 

- Jadad score:2/5 
- FU: 23%(39% lost to FU, 38% early 
discontinuation) 
- ITT: yes 
Other important methodological remarks: 
-Allocation concealment not described in 
report. Communication with the authors 
indicated allocation concealment 
by use of sequentially-numbered, 
opaque, sealed envelopes. 
-The report does not provide an a priori 
hypothesis or a sample size calculation.  
- Outcome measures cycle control and side 
effects 
differ between the various sites 
- The report does not describe the definitions 
of breakthrough bleeding and spotting.  
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study.  
 

 
Sponsor:  
Family Health International 

Engebretsen 1987 
 
Randomized controlled trial 
without blinding.   
 
(5 sites in Norway) 

300 women  
-aged 15 to 35 years  
-who did not use oral 
contraceptives in the month prior 
to the study at.  
The participants group had a high 
rate of abortus provocatus. 
Exclusion criteria were a history of 
thrombosis or thrombophlebitis, 
liver-disease, cancer, 
history of herpes gestationis, 
pregnancy, hypertension and oral 
contraceptive use in the 
month prior to the study 

12cycles. Triphasic LNG 50-75-125 
μg and EE 30-40-30 μg 
(6/5/10 days regimen) 
versus  
monophasic LNG 150 
μg and EE 30 μg (21 days) 
 
 

- Jadad score: 1-2/5 
- FU: 70,3% 
- ITT:no, yes by cochrane 
Other important methodological remarks: 
-No information on allocation concealment  
- Limited information on outcome measures 
- The report does not provide an a priori 
hypothesis or a sample size or power 
calculation. 
- The report does not describe the definitions 
of spotting and breakthrough bleeding. 
- unclear whether 
the pregnancies were caused by method 
failures solely 
or by both method and user failures  
 
Sponsor:  no information on support 

Ramos 1989 
Randomized controlled trial 
with blinding of investigators 
and participants. 
 
(18 sites in the Philippines) 
 
 

1800 The report does not  describe the 
inclusion and exclusion criteria for 
the study.  
Switchers were included in the 
study. 27% to 32% of the 
participating women lactated at the 
time of admission 

12 cycles Triphasic LNG 50-75-125 
μg and EE 30-40-30 μg 
(6/5/10 days regimen) 
(n=601)  
versus  
monophasic LNG 150 
μg and EE 30 μg (21 days) 
(n=600) 
 
Breakthrough bleeding 
was defined as 
intermenstrual bleeding 
that required the use of 
sanitary protection, and 
spotting as intermenstrual 
bleeding which required 

- Jadad score:4 /5 
- FU: 73,7% 
- ITT: no 
Other important methodological remarks: 
-The report does not provide an a priori 
hypothesis or a sample size or power 
calculation. 
 
Sponsor:  United Nations Population Fund 
and by  
 (Wyeth-Ayerst) (Pascual Laboratories) 
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no use of pads 

Saxena 1992 
Open randomized controlled 
trial. 
 
(11 sites in India) 

721 women  
-in reproductive age exposed to the 
risk of pregnancy 
 
Exclusion criteria were 
contraindications 
for oral contraceptive use. The 
paper does not report if switchers 
were included 

12 cycles Triphasic LNG 50-75-125 
μg and EE 30-40-30 μg 
(6/5/10 days regimen and 
7 days of placebo tablets) 
versus monophasic LNG 
150 
μg and EE 30 μg (21 days 
and 
7 days of placebo tablets) 
 
Bleeding pattern was 
analyzed according to the 
recommendations by 
Rodriguez 1976 
 

- Jadad score: 3 /5 
- FU: 36,5% (large early discontinuation) 
- ITT: no, yes by Cochrane 
 
Other important methodological remarks: 
-The report does not provide an a priori 
hypothesis or a sample size or power 
calculation. 
 - unclear whether 
the pregnancies were caused by method 
failures solely 
or by both method and user failures  
 
Sponsor: Indian Council of Medical Research 

Dieben 1984 
Open Randomized controlled 
trial 
(sites in 6 European countries) 
  

948 Healthy, women  
-fertile 
-with a regular cycle  
-and normally exposed to the risk of 
pregnancy. 
 
Exclusion criteria were history of 
thromboembolic disease, 
thrombophlebitis, disturbance of 
liver function, jaundice or a history 
of jaundice in pregnancy, mammary 
carcinoma,estrogen-dependent 
tumor, undiagnosed genital 
bleeding, sickle-cell anemia, 
porphyria cutanea 
tarda, cardiovascular disease, 
treatment with rifampicin, 
tetracyclines, phenylhydantoin 
and phenobarbitone, no 
spontaneous menstruation 

6 and 12 
cycles 

Triphasic LNG 50-75-125 
μg and EE 30-40-30 μg  
N=473 for 6 cycles of 
whom N=38 continued for 
an additional 6 cycles) 
 
versus  
monophasic DSG 150 
μg and EE 30 μg (21 days)  
N=475 
for 6 cycles of whom N=54 
continued for an 
additional 6 cycles) 
 
 
 
 
 

- Jadad score: 1/5 
- FU: 84,9% 
- ITT: No; yes by Cochrane 
 
Other important methodological remarks: 
-Report describes outcome measures 
unclearly. 
- The report does not provide an a priori 
hypothesis or a sample size or power 
calculation. 
- no concealment of 
the allocation sequence 
- Withdrawal bleeding 
was defined as bleeding which begins in the 
tablet-free period; spotting as scanty 
bleeding 
outside the tablet-free period that does not 
require any hygienic measures or at most 
one 
sanitary pad per day; and breakthrough 
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postpartum or postabortal, 
breastfeeding 

bleeding as bleeding that is not spotting and 
which 
cannot be considered as withdrawal 
bleeding. 
 
Sponsor: Organon (manufacturer of the 
studied monophasic DSG/EE pill) 

Ismail 1991 
Open Randomized controlled 
trial 
(Malaysia) 

200 Healthy women  
-aged 18 to 35 years  
 -sexually active, 
-willing to rely exclusively upon the 
pills as the only method of 
contraception  
-and had at least one menstrual 
period since the last pregnancy.  
 
Exclusion criteria were 
contraindications to oral 
contraceptives, termination of 
pregnancy less than 42 days prior to 
admission and breastfeeding.  
 
Switchers were included in the 
study 

12 cycles Triphasic LNG 50-75-125 
μg and EE 30-40-30 μg 
(6/5/10 days regimen) 
versus monophasic DSG 
150 
μg and EE 30 μg (21 days)  
 
The report does not 
describe the definitions of 
breakthrough bleeding 
and spotting 

- Jadad score: 2-3/5 
- FU: 50% (mainly early discontinuation) 
- ITT:No 
 
Other important methodological remarks: 
-The method of collecting the data on cycle 
control and side 
effects is unclear 
-The report does not provide an a priori 
hypothesis or a sample size or power 
calculation. 
 
 
Sponsor:  Family 
Health International 

Lachnit-Fixson 1984 
Randomized controlled trial. 
(sites in Austria, Germany, the 
Netherlands and the United 
Kingdom) 

555 The report does not provide 
inclusion/exclusion criteria for the 
study. Little information about 
baseline demographics. The paper 
does not report if switchers were 
included in the study 

6 cycles. Triphasic LNG 50-75-125 
μg and EE 30-40-30 μg 
(6/5/10 days regimen)  
versus 
 monophasic DSG 150μg 
and EE 30 μg (21 days)  
 
 
 

- Jadad score: 1/5 
- FU: 84.5%? 
- ITT:unclear. yes by Cochrane 
Other important methodological remarks: 
-No information on allocation concealment  
- The report does not provide an a priori 
hypothesis. Report states a sample size, yet 
the 
sample size calculation is unclear. 
- Data on side effects were recorded if 
reported spontaneously. 
- The report does not describe the 
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definitions of breakthrough bleeding and 
spotting 
 
Sponsor:  Schering  (manufacturer of the 
studied triphasic 
levonorgestrel/ethinylestradiol pill) 

Reiter 1990 
Open randomized controlled 
trial  
(sites in the U.S.A.) 
 
Three arms study 
 
 

477 Women  
-aged 18 years or older. 
 
Exclusion criteria were 
contraindications to oral 
contraceptive use. Little 
information about baseline 
demographics. All participants were 
first-time oral contraceptive users 

12 cycles.  
Triphasic NET 500-750-
1000 μg and EE 35 μg  
(n= 117)  
versus 
Triphasic LNG 50-75-125 
μg and EE 30-40-30 μg 
(n=132)  
versus 
NET 1000 μg and EE 35 μg  
(n=128) 
 
 
. 

- Jadad score:2 /5 
- FU: 79% (early discontinuation) 
- ITT:no; yes by Cochrane 
 
Other important methodological remarks: 
-  No allocation concealment  
- The report does not provide an a priori 
hypothesis or a sample size or power 
calculation. 
- The report contains no 
references to other studies. 
- Limited information on outcome measures 
- no reporting of data regarding pregnancy 
- Breakthrough bleeding was defined as any 
spotting or bleeding between menstrual 
periods, and amenorrhea as the absence of 
spotting or bleeding during the expected 
time of the menstrual period 
 
Sponsor:  Planned Parenthood Federation of 
America 

 

Remarks 

Follow up defined as postrandomisation exclusions, early discontinuation or lost to follow up 
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4.1.3.2. Triphasic combined oral contraceptive containing norethisterone versus monophasic combined oral contraceptives 

 

Ref N/n Comparison Outcomes  

* 
Van Vliet 
2011a 
Design: 
meta-
analysis 
 
N= 23 
n= 20818 
 
Search date: 
Aug 2011 

N=1 
n=477 

Triphasic NET 500-750-1000 μg 
and EE 35 μg versus 
monophasic NET 1000 
μg and EE 35 μg 

Proportion of women with intermenstrual 
bleeding within 12 cycles 
(N=1; Reiter, 1990) 

22/117 (Tri) vs 23/128(Mono) 
OR= 1.06 (95% CI 0.55, 2.02) 
NS p = 0.87 

Proportion of women with amenorrhea 
within 12 cycles 
(N=1; Reiter, 1990) 

4/117 (Tri) vs 16/128(Mono) 
OR= 0.25 (95% CI 0.08, 0.76) 
SS in favor of triphasic p = 0.015 

* Characteristics of included studies: see under 
 

Ref + design n Population Duration Comparison Methodology  

Reiter 1990 
Open randomized 
controlled trial  
(sites in the U.S.A.) 
 
 
 

477 Women  
-aged 18 years or 
older. 
 
Exclusion criteria were 
contraindications to 
oral contraceptive use. 
Little information 
about baseline 
demographics. All 
participants were first-
time oral contraceptive 
users 

12 cycles. Triphasic NET 500-750-1000 μg and EE 35 
μg  
 (n= 117) vs  
Triphasic LNG 50-75-125 μg and EE 30-40-
30 μg  
 (n=132) versus 
NET 1000 μg and EE 35 μg  (n=128) 
 
 
Breakthrough bleeding was defined as any 
spotting or bleeding between menstrual 
periods, and amenorrhea as the absence 
of spotting or bleeding during the 
expected time of the menstrual period. 

- Jadad score:2 /5 
- FU: 79% (early discontinuation) 
- ITT:no, yes by Cochrane 
 
Other important methodological remarks: 
-  No allocation concealment  
- The report does not provide an a priori 
hypothesis or a sample size or power 
calculation. 
- The report contains no 
references to other studies. 
- Limited information on outcome measures 
- no reporting of data regarding pregnancy 
 
 
Sponsor:  Planned Parenthood Federation 
ofAmerica 
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4.1.3.3. Triphasic combined oral contraceptive containing gestodene versus monophasic combined oral contraceptives 

 

Ref N/n Comparison Outcomes  

* 
Van Vliet 
2011a 
Design: 
meta-
analysis 
 
N= 23 
n= 20818 
 
Search date: 
Aug 2011 

N=2 Triphasic GTD 50-70-100 µg 
and EE 30-40-30 µg versus 
monophasic DSG 150 µg and EE 
30 µg 
 
 

Pregnancy per woman within 6 cycles 
(N=1: Andrade, 1993) 

1/250 (Tri) vs 0/230(Mono) 
OR= 2.77 (95% CI 0.11, 68.38) 
NS p = 0.53 

Pregnancy per woman within 12 cycles 
(N=1 :Agoestina, 1987) 

1/84 (Tri) vs 1/84(Mono) 
OR= 1.00 (95% CI 0.06, 16.26) 
NS p = 1.0 

Proportion of cycles with spotting within 6 
cycles 
(N=1; Andrade, 1993) 

108/1328 (Tri) vs 100/1187(Mono) 
OR= 0.96 (95% CI 0.72, 1.28) 
NS p = 0.79 

Proportion of cycles with breakthrough 
bleeding within 6 cycles 
(N=1: Andrade, 1993) 

25/1328 (Tri) vs 27/1187(Mono) 
OR= 0.82 (95% CI 0.48, 1.43) 
NS p = 0.49 

Proportion of cycles with spotting and 
breakthrough bleeding within 6 cycles 
(N=1:Andrade, 1993) 

40/1328 (Tri) vs 71/1187(Mono) 
OR= 0.49 (95% CI 0.33, 0.73) 
SS in favor of triphasic p = 0.00038 

Proportion of women with spotting at 
cycle 6 
(N=2 :Agoestina, 1987; Andrade, 1993 ) 

17/266(Tri) vs 15/244Mono) 
OR= 1.03 (95% CI 0.50, 2.12) 
NS p = 0.94 

Proportion of women with breakthrough 
bleeding at cycle 6 
(N=1 :Agoestina, 1987) 

8/79Tri) vs 8/79(Mono) 
OR= 1.00 (95% CI 0.36, 2.81) 
NS p = 1.0 

Proportion of women with breakthrough 
bleeding (with or without spotting) at 
cycle 6 
(N=1:Andrade, 1993) 

6/187 (Tri) vs 9/165(Mono) 
OR= 0.57 (95% CI 0.20, 1.65) 
NS p = 0.30 

Proportion of women with spotting at 
cycle 12 
(N=1 :Agoestina, 1987) 

6/73 (Tri) vs 4/71(Mono) 
OR= 1.50 (95% CI 0.40, 5.56) 
NS p = 0.54 

Proportion of women with breakthrough 
bleeding at cycle 12 
(N=1 :Agoestina, 1987) 

5/73 (Tri) vs 5/71(Mono) 
OR= 0.97 (95% CI 0.27, 3.51) 
NS p = 0.96 

Proportion of cycles with amenorrhea 
within 6 cycles 

4/1261 (Tri) vs 6/1142(Mono) 
OR= 0.60 (95% CI 0.17, 2.14) 
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(N=1:Andrade, 1993) 
 

NS p = 0.43 

Proportion of cycles with amenorrhea 
within 12 cycles 
(N=1:Andrade, 1993) 

5/1328 (Tri) vs 7/1187(Mono) 
OR= 0.82 (95% CI 0.48, 1.43) 
NS p = 0.49 

Proportion of women with amenorrhea at 
cycle 6 
(N=2 :Agoestina, 1987; Andrade, 1993 ) 

1/266(Tri) vs 2/244Mono) 
OR= 0.49 (95% CI 0.04, 5.56) 
NS p = 0.57 

Proportion of women with amenorrhea at 
cycle 12 
(N=2 :Agoestina, 1987; Andrade, 1993 ) 

1/73 (Tri) vs 3/71(Mono) 
OR= 0.31 (95% CI 0.03, 3.10) 
NS p = 0.32 

Total discontinuation within 6 cycles 
(N=2 :Agoestina, 1987; Andrade, 1993 ) 

54/334(Tri) vs 55/314Mono) 
OR= 0.89 (95% CI 0.59, 1.35) 
NS p = 0.58 

Discontinuation due to medical reasons 
within 6 cycles 

(N=1:Andrade, 1993) 

26/250(Tri) vs 27/230(Mono) 
OR= 0.87 (95% CI 0.49, 1.54) 
NS p = 0.64 

Discontinuation due to cycle disturbances 
within 6 cycles 
(N=1:Andrade, 1993) 

5/250(Tri) vs 6/230(Mono) 
OR= 0.76 (95% CI 0.23, 2.53) 
NS p = 0.66 

Total discontinuation within 12 cycles 
(N=1 :Agoestina, 1987) 

11/84(Tri) vs 13/84(Mono) 
OR= 0.82 (95% CI 0.35, 1.96) 
NS p = 0.66 

Discontinuation due to medical reasons 
within 12 cycles 
(N=1 :Agoestina, 1987) 

2/84(Tri) vs 1/84(Mono) 
OR= 2.02 (95% CI 0.18, 22.76) 
NS p = 0.57 

N=1 Triphasic GTD 50-70-100 μg 
and EE 30-40-30 μg versus 
monophasic DSG 150 μg and 
EE 20 μg 
 
 

Pregnancy per woman within 13 cycles 
(N=1 :Bruni, 2000) 

2/808(Tri) vs 2/805(Mono) 
OR= 1.00 (95% CI 0.14, 7.09) 
NS p = 1.0 

Total discontinuation within 13 cycles. 
(N=1 :Bruni, 2000) 

234/808(Tri) vs 219/805(Mono) 
OR= 1.09 (95% CI 0.88, 1.36) 
NS p = 0.43 

Discontinuation due to medical reasons 
within 13 cycles. 
(N=1 :Bruni, 2000) 
 

65/808(Tri) vs 75/805(Mono) 
OR= 0.85 (95% CI 0.60, 1.21) 
NS p = 0.36 
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  Triphasic GTD 50-70-100 μg 
and EE 30-40-30 μg versus 
monophasic GTD 75 μg and 
EE 30 μg 

Pregnancy per woman within 13 cycles 
(N=1 :Bruni, 2000) 

2/808(Tri) vs 3/806(Mono) 
OR= 0.66 (95% CI 0.11, 3.99) 
NS p = 0.65 

Total discontinuation within 13 cycles. 
(N=1 :Bruni, 2000) 

234/808(Tri) vs 245/806(Mono) 
OR= 0.93 (95% CI 0.75, 1.16) 
NS p = 0.53 

Discontinuation due to medical reasons 
within 13 cycles. 
(N=1 :Bruni, 2000) 

65/808(Tri) vs 59/806(Mono) 
OR= 1.11 (95% CI 0.77, 1.60) 
NS p = 0.58 

* Characteristics of included studies: see under 
 

Ref + design n Population Duration Comparison Methodology  

Agoestina 1987 
Randomized controlled 
trial. 
 
(3 sites in Indonesia) 

170 Healthy women.  
 
Exclusion criteria were contraindications to 
oral contraceptives, use of hormonal 
contraceptives within the previous 3 cycles 
before enrollment and current pregnancy.  
 
The mean age of the 2 groups of participants 
differs. 

12 cycles Triphasic GTD 50-70-100 g and EE 
30-40-30 g  ( 6/5/10 days 
regimen) versus monophasic DSG 
150 g and EE 30 g (21 days) 
 
 

- Jadad score:2 /5 
- FU: 85.7% 
- ITT:no; yes by Cochrane 
 
Other important methodological 
remarks: 
 
- The report does not provide an 
a priori hypothesis or a sample 
size or power calculation. 
-  The report does not describe 
the definitions of breakthrough 
bleeding and spotting 
 
Sponsor:  Schering ( 
manufacturer of the studied 
triphasic 
gestodene/ethinylestradiol pill) 
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Andrade 1993 
Open randomized 
controlled trial  
 
(14 study sites in Europe 
and New Zealand) 

480 Healthy women 
-Age <40 years of age who were  
-at risk of becoming pregnant and had  
-regular 21 to 35 day menstrual cycles 
 
The report does not provide exclusion criteria 
for the study. 
 
Switchers were included in the study 

6 and 12 
cycles. 

Triphasic GTD 50-70-100 g and EE 
30-40-30 g  ( 6/5/10 days 
regimen) (n=250 for 6 cycles of 
whom n=13 continued for an 
additional 6 cycles) versus 
monophasic DSG 150 g and EE 30 
g (n=230 
for 6 cycles of whom n=8 
continued for an additional 6 
cycles) (21 days) 
 
 

- Jadad score: 2/5 
- FU: 83% (mainly early 
discontinuation) 
- ITT: no; yes by Cochrane 
 
Other important methodological 
remarks: 
- No information on allocation 
concealment  
- The report does not describe an 
a priori hypothesis or sample size 
or power calculation. 
- The report does not describe 
the definitions of breakthrough 
bleeding and spotting. 
 
Sponsor:   The paper 
does not report information on 
support 

Bruni 2000 
Open randomized 
controlled trial 
(18 countries worldwide) 
 
Three arms study 

2419 Women 
-age 18 to 41 years  
-regular menstrual cycles.  
 
Exclusion criteria were hypersensitivity to 
estrogens or progestogens, 
current pregnancy, breastfeeding, disorders 
that might interfere with the study 
protocol.  
 
Little information about baseline 
demographics.  
 
The paper does not report if 
switchers were included in the study 

13 cycles. Triphasic  GTD 50-70-100 μg GTD 
and  EE 30-40-30 μg, (n=808) 
versus  
monophasic GTD 75 μg and 30 μg 
EE (for 21 days, n=806)  
versus  
monophasic 150 μg DSG and 20 
μg EE (for 21 days, n=805) 
 
  

- Jadad score: 2/5 
- FU: 58,2% (mainly early 
discontinuation) 
- ITT:no, yes by Cochrane 
 
Other important methodological 
remarks: 
-No information on allocation 
concealment  
-The report does not describe an 
a priori hypothesis or sample size 
or power calculation. 
- The report does not describe 
the definitions of breakthrough 
bleeding and spotting. 
 
Sponsor:    Wyeth-Ayerst  
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4.1.3.4. Triphasic combined oral contraceptives versus monophasic combined oral contraceptives: Authors’ conclusions 

 

The available evidence is insufficient to determine whether triphasic OCs differ from monophasic OCs in effectiveness, bleeding 
patterns or discontinuation rates. Therefore, we recommend monophasic pills as a first choice for women starting OC use. Large, high quality 
RCTs that compare triphasic and monophasic OCs with identical progestogens are needed to determine whether triphasic pills 
differ from monophasic OCs. Future studies should follow the recommendations of Belsey orMishell on recording menstrual bleeding 
patterns and the CONSORT reporting guidelines. 

 

 





143 
 

4.1.3.bis. Combined oral contraception: triphasic vs monophasic. Summary and conclusions. 

 
Triphasic levonorgestrel 50-75-125µg/ethinylestradiol 30-40-30µg  
vs Monophasic levonorgestrel 150µg/ethinylestradiol 30µg (Chen 1987, Zador 1979, Carlborg 1983, Dunson 
1993, Engebretsen 1987, Ramos 1989, Saxena 1992, Kashanian 2010 from Van Vliet 2011) 
vs Monophasic desogestrel 150µg/ethinylestradiol 30µg (Lachnit-Fixson 1984, Dieben 1984, Ismail 1991 from 
Van Vliet 2011) 
vs Monophasic norethindrone° 1000µg/ethinylestradiol 35µg (Reiter 1990 from Van Vliet 2011a) 

N/n Duration Comparison Results 

N= 12 
n= 
7719 
 

6-12 cycles Triphasic LNG 
50-75-125µg 
/EE 30-40-30µg 
vs 
 Monophasic 
LNG 150µg /EE 
30µg 

Pregnancy per 
woman within 12 
cycles 
(N=5: Carlborg, 1983; 
Dunson, 1993; 
Engebretsen, 1987; 
Ramos, 1989; Saxena, 
1992) 

OR= 1.35 (95% CI 0.25, 7.22) 
NS p = 0.72 

Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Population 

Healthy 
women 
Age: 18-35y 

Grade assessment: moderate quality of evidence 

Proportion of cycles 
with spotting within 
12 cycles 
(N=1; Carlborg, 1983) 

192/3197(Tri) vs 318/3275 (Mono) 
OR= 0.59 (95% CI 0.49, 0.72) 
SS in favour of triphasic p <0.00001 
 

Proportion of 
women with 
spotting at cycle 12 
(N=1; Ramos, 1989) 

1/440(Tri) vs 1/456(Mono) 
OR= 1.04 (95% CI 0.06, 16.62) 
NS p = 0.98 

 Quality 
OK 

Consistency 
-1 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Proportion of cycles 
with breakthrough 
bleeding within 12 
cycles 
(N=1; Carlborg, 1983) 

86/3197(Tri) vs 147/3275 (Mono) 
OR= 0.59 (95% CI 0.45, 0.77) 
SS in favour of triphasic p =0.00012 
 

Proportion of 
women with 
intermenstrual 
bleeding within 12 
cycles 
(N=1; Dunson ,1993) 

38/495(Tri) vs 44/484(Mono) 
OR= 0.83 (95% CI 0.53, 1.31) 
NS p = 0.43 

 Quality 
OK 

Consistency 
-1 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Proportion of cycles 
with amenorrhea 
within 12 cycles 
(N=1; Carlborg, 1983) 

20/3197(Tri) vs 74/3275 (Mono) 

OR= 0.27 (95% CI 0.17, 0.45) 
SS; less amenorrhea with triphasic p <0.00001 
 

Proportion of 
women with 
amenorrhea within 
12 cycles 
(N=1; Dunson, 1993) 

3/495(Tri) vs 2/484(Mono) 
OR= 1.47(95% CI 0.24, 8.83) 
NS p = 0.67 

 Quality 
OK 

Consistency 
-1 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Total discontinuation 
within 12 cycles 

OR= 1.13(95% CI 0.97, 1.31) 
NS p = 0.13 
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(N=4; Dunson, 1993; 
Engebretsen, 1987 ; 
Ramos, 1989 ; Saxena, 
1992) 

Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Triphasic LNG 
50-75-125 μg 
and EE 30-40-
30 μg  
vs 
Monophasic 
DSG 150 
μg and EE 30 μg 

Pregnancy per 
woman within 12 
cycles 
(N=2; Dieben, 
1984 ;Ismail, 1991) 

OR= 7.22(95% CI 0.88, 59.00) 
NS p = 0.065 

Quality 
-1 (low 

Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1(wide CI) 

Grade assessment: low quality of evidence 

Proportion of cycles 
with spotting within 
6 or 12 cycles 
(N=2; Dieben ,1984; 
Lachnif-Fixson 1984) 

(Dieben 1984):within 12 cycles 
OR= 1.19(95% CI 0.99, 1.44) 
NS p = 0.11 
(Lachnit-Fixson 1984): within 6 cycles 
OR= 0.34(95% CI 0.27, 0.44) 
SS in favor of triphasic p < 0.00001 

Quality 
-1 (low 

Jadad) 

Consistency 
-1 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Proportion of cycles 
with breakthrough 
bleeding within 12 
cycles 
(N=1; Dieben ,1984) 

(Dieben 1984):within 12 cycles 
OR= 1.09(95% CI 0.88, 1.35) 
NS p = 0.44 
(Lachnit-Fixson 1984): within 6 cycles 
OR= 0.41(95% CI 0.23, 0.71) 
SS in favor of triphasic p < 0.0016 

Quality 
-1 

Consistency 
-1 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Proportion of cycles 
with amenorrhea 
within 12 cycles 
(N=1; Dieben ,1984) 

OR= 1.05(95% CI 0.86, 1.28) 
NS p = 0.63 

Quality 
-2 (very 

low Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Total discontinuation 
within 12 cycles 
(N=1; Ismail, 1991) 

OR= 1.44 (95% CI 0.81, 2.57) 
NS p = 0.22 

Quality 
-1 (low 

Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Triphasic LNG 
50-75-125 μg / 
EE 30-40-30 μg 
vs 
Monophasic 
NET 1000 
μg / EE 35 μg 

Proportion of 
women with 
intermenstrual 
bleeding within 12 
cycles 
(N=1; Reiter, 1990) 

OR= 0.59 (95% CI 0.29, 1.18) 
NS p = 0.13 

Quality 
-1 (low 

Jadad, no 
ITT) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Proportion of 
women with 
amenorrhea within 
12 cycles 
(N=1; Reiter, 1990) 

OR= 0.03 (95% CI 0.00, 0.43) 
SS ; less amenorrhea with triphasic p = 0.011 

Quality 
-1 (low 

Jadad, no 
ITT) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 
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Triphasic norethindrone° 500-750-1000µg/ethinylestradiol 35µg vs Monophasic norethindrone° 1000µg/ 
ethinylestradiol 35µg (Reiter 1990 from Van Vliet 2011a) 

N/n Duration Comparison Results 

N=1, 
n=477 

12 cycles Triphasic NET 
500-750-1000 
μg / EE 35 μg 
versus 
Monophasic 
NET 1000 
μg / EE 35 μg 

Proportion of 
women with 
intermenstrual 
bleeding within 
12 cycles 
(N=1; Reiter, 1990) 

OR= 1.06 (95% CI 0.55, 2.02) 
NS p = 0.87 

Quality 
-1 (low Jadad, 

no ITT) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Proportion of 
women with 
amenorrhea 
within 12 cycles 
(N=1; Reiter, 1990) 

OR= 0.25 (95% CI 0.08, 0.76) 
SS; less amenorrhea with  triphasic p = 0.015 

Quality 
-1 (low Jadad, 

no ITT) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 
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Triphasic gestodene 50-70-100µg/ethinylestradiol 30-40-30µg  
vs Monophasic desogestrel 150µg/ ethinylestradiol 30µg (Andrade 1993, Agoestina 1987 from Van Vliet 2011a) 
vs Monophasic desogestrel 150µg/ ethinylestradiol 20µg (Bruni 2000 from Van Vliet 2011a) 
vs Monophasic gestodene 75µg/ ethinylestradiol 30µg (Bruni 2000 from Van Vliet 2011a) 

N/n Duration Comparison Results 

N= 3 
n= 
3069 
 

6-13 cycles Triphasic GTD 
50-70-100 µg 
and EE 30-40-
30 µg  
versus 
Monophasic 
DSG 150 µg and 
EE 30 µg 

 

Pregnancy per 
woman within 12 
cycles 
(N=1 :Agoestina, 
1987) 

OR= 1.00 (95% CI 0.06, 16.26) 
NS p = 1.0 

Quality 
-1 (low Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1 (small 

study) 
Population 

 
Healthy 
women 
Age: 18-41y 

Grade assessment: low quality of evidence 

Proportion of 
cycles with 
spotting and 
breakthrough 
bleeding within 6 
cycles 
(N=1:Andrade, 1993) 

OR= 0.49 (95% CI 0.33, 0.73) 
SS in favour of triphasic p = 0.00038 

Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Proportion of 
women with 
spotting at cycle 
12 
(N=1 :Agoestina, 
1987) 

OR= 1.50 (95% CI 0.40, 5.56) 
NS p = 0.54 

Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Proportion of 
women with 
breakthrough 
bleeding at cycle 
12 
(N=1 :Agoestina, 
1987) 

OR= 0.97 (95% CI 0.27, 3.51) 
NS p = 0.96 

Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1 (small study) 

Grade assessment: low quality of evidence 

Proportion of 
cycles with 
amenorrhea 
within 12 cycles 
(N=1:Andrade, 1993) 

OR= 0.82 (95% CI 0.48, 1.43) 
NS p = 0.49 

Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Total 
discontinuation 
within 12 cycles 
(N=1 :Agoestina, 
1987) 

OR= 0.82 (95% CI 0.35, 1.96) 
NS p = 0.66 

Quality 
-1 (low Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1 (small 

study) 
Grade assessment: low quality of evidence 

Triphasic GTD 
50-70-100 µg 
and EE 30-40-
30 µg  
versus 
Monophasic 
DSG 150 µg and 
EE 20 µg 
 

Pregnancy per 
woman within 13 
cycles 
(N=1; Bruni, 2000) 

OR= 1.00 (95% CI 0.14, 7.09) 
NS p = 1.0 

Quality 
-1 (low Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Total 
discontinuation 
within 13 cycles 
(N=1; Bruni, 2000) 

OR= 1.09 (95% CI 0.88, 1.36) 
NS p = 0.43 
 
 

Quality 
-1 (low Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 
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Triphasic GTD 
50-70-100 µg 
and EE 30-40-
30 µg versus 
Monophasic 
GTD 75 µg and 
EE 30 µg 
 

Pregnancy per 
woman within 13 
cycles 
(N=1; Bruni, 2000) 

OR= 0.66 (95% CI 0.11, 3.99) 
NS p = 0.65 

Quality 
-1 (low Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Total 
discontinuation 
within 13 cycles 
(N=1; Bruni, 2000) 

OR= 0.93 (95% CI 0.75, 1.16) 
NS p = 0.53 

Quality 
-1 (low Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

° norethindrone = norethisterone 
 
- A Cochrane Review (Van Vliet 2011a) of 23 studies with more than twenty thousand women compared 
various triphasic contraceptive pills to monophasic contraceptive pills. We selected only the studies with pills 
available on the Belgian market and grouped them per type of triphasic pill. There were many endpoints and 
the results of the various studies were not always consistent, partly due to the heterogeneity of the studies. 
Definitions of bleeding pattern (spotting, breakthrough bleeding) were often missing or varied from study to 
study. 
 In addition, many of these usually old studies did not apply the intention-to-treat principle, whilst the follow-
up was sometimes low. We have reported the most important data below. 
 
* Triphasic Levonorgestrel + ethinyl estradiol versus monophasic combination pills 
 
- There was no significant difference in the efficacy of the contraceptives versus the monophasic preparations.  
 
GRADE: low to moderate quality of evidence 
 
- In some studies bleeding patterns were found to be in favour of the triphasic pills, i.e. less spotting, fewer 
breakthrough bleeds, less amenorrhoea. In other studies no significant difference could be demonstrated for 
these endpoints.  
GRADE: low to moderate quality of evidence 
 
- The total number of women that stopped their treatment during the study period was not significantly 
different between the various types of combination pills. 
 
GRADE: moderate quality of evidence 
 
* Triphasic Norethisterone + ethinyl estradiol versus monophasic combination pills 
 
- There was no significant difference in the number of women with inter-menstrual bleeding between 
norethisterone in monophasic or triphasic form. 
 
GRADE: moderate quality of evidence 
 
- Significantly more women who took the monophasic combination pill for a year had amenorrhoea. 
 
GRADE: moderate quality of evidence 
 
* Triphasic Gestodene + ethinyl estradiol versus monophasic combination pills 
 
- There was no significant difference in the efficacy of the contraceptives. 
 
GRADE: low to moderate quality of evidence 
 
- Most of the studies with the triphasic gestodene combination pill reported no significant difference for 
bleeding (spotting, breakthrough bleeding, amenorrhoea) in comparison to the monophasic combination pill. 
For one combined endpoint “number of cycles with spotting and breakthrough bleeding over 6 cycles”, one 
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study of moderate quality reported a benefit of the triphasic combination pill (with gestodene) over the 
monophasic combination pill (with desogestrel). 
 
GRADE: moderate quality of evidence 
 
- There was also no significant difference between triphasic and monophasic combination pills in the various 
studies as far as discontinuation was concerned. 
 
GRADE: low to moderate quality of evidence 
 
Conclusion:  
The current data are not sufficient to evaluate whether there is a real difference between triphasic and 
monophasic combination pills, both for efficacy and for bleeding patterns.  
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4.1.4. Combined oral contraception: quadriphasic vs monophasic. Evidence tables 

 

Ref N/n Comparison Outcomes Results 

Van Vliet 
2011b* 
 
Design: SR + 
MA 
 
Search date: 
May 2011 
 
 

N= 1 
n= 846 
 

Quadriphasic dienogest/estradiol 
valerate   
vs 
monophasic levonorgestrel/ 
ethinylestradiol (LNG 100 μg and 
20 μg EE) 

Pregnancy  No of women reporting pregnancy (n=798): 
0/399 vs 1/399 
RR=0.33 (0.01 – 8.16), NS 

Withdrawal bleeding 
(PE) 

Proportion of women with withdrawal bleeding: 
At cycle 1 (n=784): 309/392 vs 351/392 
RR=0.88 (0.83 – 0.94), SS 
At cycle 2 (n=780): 304/391 vs 362/389 
RR=0.84 (0.79 – 0.89), SS 
At cycle 3 (n=773): 320/388 vs 361/385 
RR=0.88 (0.83 – 0.93), SS 
At cycle 4 (n=762): 317/381 vs 353/381 
RR=0.90 (0.85 – 0.95), SS 
At cycle 5 (n=748): 297/373 vs 346/375 
RR=0.86 (0.81 – 0.92), SS 
At cycle 6 (n=746): 307/372 vs 346/374 
RR=0.89 (0.84 – 0.94), SS 
At cycle 7 (n=743): 298/372 vs 342/371 
RR=0.87 (0.82 – 0.92), SS 

Bleeding duration Median 4.0 days vs 5.0 days (p<0.05) 

Spotting/bleeding 
(PE) 

Proportion of women with intracyclic bleeding: 
At cycle 1 (n=784): 73/392 vs 67/392 
RR=1.09 (0.81 – 1.47), NS 
At cycle 2 (n=780): 64/391 vs 46/389 
RR=1.38 (0.97 – 1.97), NS 
At cycle 3 (n=773): 50/388 vs 54/385 
RR=0.92 (0.64 – 1.31), NS 
At cycle 4 (n=762): 61/381 vs 42/381 
RR=1.45 (1.01 – 2.10), SS 
At cycle 5 (n=748): 40/373 vs 38/375 
RR=1.06 (0.70 – 1.61), NS 
At cycle 6 (n=746): 39/372 vs 37/374 
RR=1.06 (0.69 – 1.62), NS 
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At cycle 7 (n=743): 48/372 vs 38/371 
RR=1.26 (0.84 – 1.88), NS 
 
No of intracyclic bleeding episodes: 
At cycle 1 (n=784):  
Mean diff=0.0 (-0.07 – 0.07), NS 
At cycle 2 (n=780): 
Mean diff=0.10 (0.04 – 0.16), SS 
At cycle 3 (n=773): 
Mean diff=0.0 (-0.06 – 0.06), NS 
At cycle 4 (n=762): 
Mean diff=0.10 (0.04 – 0.16), SS 
At cycle 5 (n=748): 
Mean diff=0.0 (-0.06 – 0.06), NS 
At cycle 6 (n=746): 
Mean diff=0.0 (-0.05 – 0.05), NS 
At cycle 7 (n=743): 
Mean diff= 0.0 (-0.05 – 0.05), NS 
 
Mean (SD) no of bleeding/spotting days in ref. period 1 (Days 1-90) 
(n=798): 
17.3 (10.4) vs 21.5 (8.6) 
Mean Diff= -4.20 (-5.52, -2.88), SS 
 
Mean (SD) no of bleeding/spotting days in ref. period 2(Days 91-180) 
(n=798): 
13.4 (9.3) vs 15.9 (7.1) 
Mean diff= -2.50 (-3.65 – -1.35), SS 
 
Mean (SD) no of bleeding/spotting episodes in ref. period 1(Days 1-
90)  (n=798): 
3.7 (1.4) vs 4.1 (0.9) 
Mean diff= -0.40 (-0.56, -0.24), SS 
 
Mean (SD) no of bleeding/spotting episodes in ref. period 2(Days 91-
180) (n=798): 
3 (1.3) vs 3.1 (0.9) 
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Mean diff= -0.10 (-0.26 – 0.06), NS 

Discontinuation No of women discontinuing due to adverse effects (n=798): 
13/399 vs 13/399 
RR=1.0 (0.47 – 2.13), NS 

Adverse events No of women reporting adverse events (n=798): 
108/399 vs 102/399 
RR=1.06 (0.84 – 1.34), NS 

Breast pain No of women reporting breast pain (n=798): 
13/399 vs 4/399 
RR=3.25 (1.07 – 9.88), SS 

Headache No of women reporting headache (n=798): 
7/399 vs 7/399 
RR=1.0 (0.35 – 2.82), NS 

Acne No of women reporting acne (n=798): 
5/399 vs 9/399 
RR=0.56 (0.19 – 1.64), NS 

Alopecia No of women reporting alopecia (n=798): 
3/399 vs 4/399 
RR=0.75 (0.17 – 3.33), NS 

Migraine No of women reporting migraine (n=798): 
2/399 vs 5/399 
RR=0.4 (0.08 – 2.05), NS 

Increase in body weight No of women reporting increase in body weight (n=798): 
2/399 vs 4/399 
RR=0.5 (0.09 – 2.71), NS 

* Characteristics of included studies: see below 
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Ref + design N Population Duration Comparison Methodology  

Ahrendt 2009 
Double-blind RCT 

846 
randomised 

women at 34 sites in Europe 
age 18-50 years 
Exclusion criteria were pregnancy; lactation; 
fewer than 3 menstrual cycles following 
childbirth, abortion or lactation; current use 
of an IUD; BMI more than 30 kg/m2; use 
of long-acting progestins within 6 months 
prior to the study entry; hypersensitivity to 
study drug ingredients; known or suspected 
malignant or pre-malignant disease; more 
than 10 cigarettes per day when aged 18 to 
30 years or smoking when aged older than 
30 years; use of other sex steroids 
Starters and switchers were included in the 
study 

7 cycles 
 
 

Quadriphasic dienogest/estradiol 
valerate (E2V 3 mg on days 1 and 
2, DNG 2 mg and E2V 2 mg on 
days 3 to 7, DNG 3 mg and E2V 2 
mg on days 8 to 24, E2V 1 mg 
on days 25 and 26 and placebo 
on days 27 and 28)  
vs.  
monophasic levonorgestrel/ 
ethinylestradiol (LNG 100 μg and 
20 μg EE on days 1 to 21 and 
placebo on days 22 to 28) 

- Jadad score: 4/5 
- FU: 94% 
- ITT: Communication 
with the authors indicated an 
analysis according to intention-
to-treat without further 
specification 
 
Methodological remarks 
-‘ The study was descriptive in 
nature and was not 
designed to show equivalence or 
non-inferiority’ 
The report does not provide an a 
priori hypothesis. The report 
states a sample size which 
was chosen to obtain an 
acceptable estimate of the 
number of women required to 
permit acceptably precise 
comparisons between groups for 
the number of bleeding/spotting 
days per reference period.  
Post-hoc analysis for differences 
in bleeding patterns and cycle 
control outcomes. 

 

Authors’ conclusions 
The available evidence is insufficient to determine whether quadriphasic differ from monophasic oral contraceptives in contraceptive effectiveness, bleeding pattern, minor 
side effects and acceptability. Studies that compare quadriphasic and monophasic oral contraceptives with an identical progestogen and estrogen type are needed to 
determine whether the quadriphasic approach differs from the monophasic approach. Studies that compare quadriphasic pills with monophasic pills containing 30 μg 
ethinylestradiol are indicated to determine whether quadriphasic oral contraceptives have an advantage over the current, first choice oral contraceptive. Until then,we 
recommend monophasic pills containing 30 μg estrogen as the first choice for women starting oral contraceptive use. 
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4.1.4.bis. Combined oral contraception: quadriphasic vs monophasic. Summary and 

conclusions 

Quadriphasic dienogest/estradiol valerate vs Monophasic levonorgestrel 100µg/ethinylestradiol 20µg* 
(Ahrendt 2009 from Van Vliet 2011b) 

N/n Duration Population Results 

N= 1 
n= 846 
 

7 cycles Healthy 
women 
Age: 18-50y 

Pregnancy  
 
 

0/399 vs 1/399 
RR=0.33 (0.01 – 8.16), NS 

Quality 
-1 (no a priory 

hypothesis) 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 
(underpowered) 

Grade assessment: low quality of evidence 

Spotting/ 
bleeding days 
(mean n°) (PE) 

 (Days 1-90)  17.3 (10.4) vs 21.5 (8.6) 
Mean Diff= -4.20 (-5.52, -2.88), SS less with quadriphasic 
 (Days 91-180)  13.4 (9.3) vs 15.9 (7.1) 
Mean diff= -2.50 (-3.65, -1.35), SS less with quadriphasic 

Quality 
-1 (no a priory 

hypothesis) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Withdrawal 
bleeding 
(proportion of 
women with 
withdrawal 
bleeding) 

SS at all 7 cycles 
Less women with withdrawal bleeding with quadriphasic  
RR=0.79-0.90 

Quality 
-2(no power 

calculation, post 
hoc) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Spotting/ 
bleeding 
(proportion of 
women with 
spotting/bleeding) 

 
 

NS at all cycles, except for cycle 4: 
RR=1.45 
SS in favor of quadriphasic COCs 

Quality 
-2 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Discontinuation 
due to AEs 
 
 

RR=1.0 (0.47 – 2.13), NS 

Quality 
-1 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 

Grade assessment: low quality of evidence 

Breast pain 
 

RR=3.25 (1.07 – 9.88) 
SS in favor of monophasic COC 

Quality 
-1 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 

Grade assessment: low quality of evidence 

Acne RR=0.56 (0.19 – 1.64), NS 

Quality 
-1 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 

Grade assessment: low quality of evidence 

Migraine RR=0.4 (0.08 – 2.05), NS 

Quality 
-1 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 

Grade assessment: low quality of evidence 

Increase in body 
weight 

RR=0.5 (0.09 – 2.71), NS 

Quality 
-1 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 

Grade assessment: low quality of evidence 
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* Quadriphasic dienogest/estradiol valerate 

(E2V 3 mg on days 1 and 2, DNG 2 mg and E2V 2 mg on days 3 to 7, DNG 3 mg and E2V 2 mg on days 8 to 24, 
E2V 1 mg on days 25 and 26 and placebo on days 27 and 28) 
versus 
Monophasic levonorgestrel/ethinylestradiol (LNG 100 μg and 20 μg EE on days 1 to 21 and placebo on days 22 
to 28) 
 
 
- There are few studies that compare quadriphasic combination pills to monophasic COCs. Ideally, identical 
progestagen and oestrogen combinations should be compared in order to evaluate whether quadriphasic pills 
have an advantage over the monophasic variants. 
This Cochrane Review found 1 study that compares dienogest/oestradiol valerate (quadriphasic) to 
levonorgestrel 100 µg/ ethanyl estradiol 20 µg (monophasic). This was a double-blind RCT over seven cycles in 
846 healthy women of childbearing age. 
 
- There was no significant difference in the efficacy of the contraceptives. However, the study did not have 
sufficient power to demonstrate a difference. 
 
GRADE: low quality of evidence 
 
- Users of the quadriphasic pill appear to report fewer bleeding and spotting days than women on the 
monophasic pill with 100 µg LNG and 20 µg EE. The number of women experiencing withdrawal bleeding was 
significantly lower in the quadriphasic group compared to the monophasic group. However, the study set-up 
was not good enough to draw strong conclusions from this.  
 
GRADE: low quality of evidence 
 
- A comparable number of women stopped their treatment due to adverse events; the difference was not 
significant. 
- Significantly more women using the quadriphasic pill reported painful breasts compared to women using the 
monophasic pills. There was no significant difference between both groups for other adverse events such as 
weight gain, acne and migraine. 
 
GRADE: low quality of evidence 
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4.1.5. Combined hormonal contraception: contraceptive patch vs pill. Evidence tables. 

4.1.5.1. Contraceptive patch vs triphasic combined oral contraceptive containing levonorgestrel 

Ref N/n Comparison Outcomes Results 

Lopez 2010* 
 
Design: 
meta-
analysis 
 
Search date: 
December 
2009 
 

N= 2 
n= 1099 
 

Skin patch releasing 
norelgestromin 150 µg + EE 20 µg  
vs 
COC levonorgestrel 50/75/125 µg 
+ EE 30/40/30 µg 
 

Pregnancy per cycle [Âudet 2001] 
5/5240 vs 7/4167 
OR=0.57 (0.18 - 1.77), NS 
Kaplan-Meier cumulative pregnancy rates: 
6-cycle rate: 0.6 (0 – 1.2) vs 1.2 (0.2 – 2.1) 
13-cycle rate: 1.3 v(0 – 2.7) vs 1.8 (0.2 – 3.4) 

Discontinuation: overall [Audet 2001, Kluft 2008] 
OR=1.59 (1.26 – 2.00), SS 

Discontinuation: adverse events [Audet 2001, Kluft 2008] 
OR=2.28 (1.61 – 3.25), SS 

Compliance per cycle** [Audet 2001] 
OR=2.05 (1.83 – 2.29), SS 

Breakthrough bleeding or spotting [Audet 2001] 
Cycle 6:   OR=1.36 (0.93 – 1.98), NS 
Cycle 13:  OR=0.76 (0.49 – 1.18), NS 

Headache [Âudet 2001] 
OR= 0.99 (0.77 – 1.27), NS 

Breast discomfort [Âudet 2001] 
OR=3.09 (2.26 – 4.22), SS 

Dysmenorrhea [Âudet 2001] 
OR= 1.43 (1.03 – 1.99), SS 

Abdominal pain [Âudet 2001] 
OR=0.96 (0.66 – 1.41), NS 

* Characteristics of included studies: see below 
 
**Remarks 
Compliance: (regimen adherence) - Proportion of women or cycles with self-reported correct use of assigned device 
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Ref + design n Population Duration Comparison Methodology  

Audet 2001 
PG RCT 

1030 for 6 
cycles  
 
465 for 13 
cycles 
 
 

Sexually active, healthy women from the 
United States and Canada 
age 18-45y 
regular menses 

13 cycles 
 

Patch (releasing norelgestromin 
150 μg + EE 20 μg daily; n=591 for 
6 cycles and n=265 for 13 cycles) 
versus  
oral contraceptive 
(levonorgestrel 50-75-125 μg + EE 
30-40-30 μg; n=439 for 6 cycles 
and n=200 
for 13 cycles) 

- Jadad score: 3/5 
- FU: 69% ; patch 33% dropout vs. 
COC 24% dropout 
- ITT: yes 
 
The first third of women enrolled 
were to receive 13 treatment 
cycles and the remaining 
women were to receive 6 cycles 

Kluft 2008 
PG RCT 

104 Healthy non-smoking women from the 
Netherlands 
Age 18-45y 
 

6 cycles 1) Transdermal patch (containing 
norelgestromin 6 mg/ EE 0.75 
mg) (n=36) 
2) Monophasic COC (desogestrel 
150 μg/ EE 20 μg) (n=35) 
3) Triphasic COC (levonorgestrel 
50/75/125 μg/ EE 30/40/30 μg) 
(n=33) 

- Jadad score: 3/5 
- FU: 99% 
- ITT: yes 
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4.1.5.2. Contraceptive patch vs monophasic combined oral contraceptive containing desogestrel 

 

Ref N/n Comparison Outcomes Results 

Lopez 2010* 
 
Design: 
meta-
analysis 
 
Search date: 
December 
2009 

N= 2 
n=1588  
 

Skin patch releasing norelgestromin 
150 µg + EE 20 µg  
vs 
COC desogestrel 150 µg + EE 20 µg 
 
 

Pregnancy per woman [Urdl 2005] 
OR=1.49 (0.30 – 7.53) 
Kaplan- Meier cummulative pregnancy rates : 
6-cycle rate 0.5 (0 – 1) vs 0.3 (0 – 0.8) 
13-cycle rate 0.5 (0 – 1) vs 0.3 (0 – 0.8)  

Discontinuation: overall [Urdl 2005, Kluft 2008] 
OR= 1.56 (1.18 – 2.06), SS 

Discontinuation: adverse events [Urdl 2005, Kluft 2008] 
OR= 2.11 (1.44 – 3.11), S 

Compliance per cycle [Urdl 2005] 
OR= 2.76 (2.35-3.24), SS 

Breakthrough bleeding and spotting [Urdl 2005] 
Cycle 3:   OR= 0.92 (0.69 – 1.24), NS 
Cycle 13:  OR= 0.65 (0.46 – 0.92), NS  

Breast discomfort or pain [Urdl 2005] 
OR= 2.98 (2.29 – 3.90), SS 

Headache [Urdl 2005] 
OR= 0.82 (0.64 – 1.05), NS 

Abdominal pain [Urdl 2005] 
OR= 0.98 (0.71 – 1.36), NS 

Vaginitis [Urdl 2005] 
OR= 0.95 (0.62 – 1.46), NS 

Dysmenorrhea [Urdl 2005] 
OR= 1.15 (0.72 – 1.83), NS 

vomiting [Urdl 2005] 
OR=1.88 (1.12 – 3.16), SS 

* Characteristics of included studies: see below 
**Remarks 
Compliance: (regimen adherence) - Proportion of women or cycles with self-reported correct use of assigned device 
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Ref + design n Population Duration Comparison Methodology  

Urdl 2005 
PG RCT 

1517 Healthy women in 65 centers in Europe 
and South Africa 
Age 18 to 45 years 
Normal menses 
 

6 cycles 
(two thirds of 
women) 
13 cycles 
(one third of 
women) 

1) 20 cm2 patch releasing 
norelgestromin 150 μg + EE 20 μg 
daily versus 
2) COC containing desogestrel 
150 μg + EE 20 μg. 

- Jadad score: 3/5 
- FU: 81%; patch 21% dropout 
and COC 16% dropout. 
- ITT: modified intention to treat 

Kluft 2008 
PG RCT 

104 Healthy non-smoking women from the 
Netherlands 
Age 18-45y 
 

6 cycles 1) Transdermal patch (containing 
norelgestromin 6 mg/ EE 0.75 
mg) (n=36) 
2) Monophasic COC (desogestrel 
150 μg/ EE 20 μg) (n=35) 
3) Triphasic COC (levonorgestrel 
50/75/125 μg/ EE 30/40/30 μg) 
(n=33) 

- Jadad score: 3/5 
- FU: 99% 
- ITT: yes 

 

4.1.5.3.Combined hormonal contraceptives: contraceptive patch vs pill Authors’ conclusions  

(Conclusions patch and vaginal ring combined) 

Effectiveness was similar for the methods compared. The patch could lead to more discontinuation while the vaginal ring showed little difference. The patch group had 

better compliance than the COC group but more side effects. Ring users generally had fewer adverse events than COC users but more vaginal irritation and discharge. High 

losses to follow up can affect the validity of the results. 
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4.1.5.bis. Combined hormonal contraception: contraceptive patch vs pill. Summary and 

conclusions 

 
Skin patch norelgestromin 150µg + EE 20µg vs COC levonorgestrel 50-75-125µg + EE 30-40-30µg (Audet 2001, 
Kluft 2008 from Lopez 2010) 

N/n Duration Population Results 

N=2, 
n= 
1099 

6-13 
cycles 

- Healthy 
women 
- Age: 18-45y 

Pregnancy per 
cycle 
N=1 
(Audet 2001) 

5/5240 vs 7/4167 
OR=0.57 (0.18 - 1.77), NS 
Kaplan-Meier cumulative pregnancy rates: 
6-cycle rate: 0.6 (0 – 1.2) vs 1.2 (0.2 – 2.1) 
13-cycle rate: 1.3 v(0 – 2.7) vs 1.8 (0.2 – 3.4) 

Quality 
-1 (drop out) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation 
overall 
 
N=2 

OR=1.59 (1.26 – 2.00), SS in favour of COC 

Quality 
-1 (drop out) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation 
adverse events 
 
N=2 

OR=2.28 (1.61 – 3.25), SS in favour of COC 

Quality 
-1 (drop out) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Compliance per 
cycle 
 
N=1 
(Audet 2001) 

OR=2.05 (1.83 – 2.29), SS in favour of patch 

Quality 
-1 (drop out) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Breakthrough 
bleeding or 
spotting 
N=1 
(Audet 2001) 

Cycle 6:   OR=1.36 (0.93 – 1.98), NS 
Cycle 13:  OR=0.76 (0.49 – 1.18), NS 

Breast 
discomfort 
N=1 
(Audet 2001) 

OR=3.09 (2.26 – 4.22), SS in favour of COC 

Dysmenorrhea 
N=1 
(Audet 2001) 

OR= 1.43 (1.03 – 1.99), SS in favour of COC 

 Quality 
-1 (drop out) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 
Compliance (regimen adherence) - Proportion of women or cycles with self-reported correct use of assigned device 
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Skin patch norelgestromin 150µg + EE 20µg vs COC desogestrel 150µg + EE 20µg (Urdl 2005, Kluft 2008 from 
Lopez 2010) 

N/n Duration Population Results 

N=2, 
n= 
1588 

6-13 
cycles 

- Healthy 
women 
- Age: 18-45y 

Pregnancy per 
woman 
 
N=1 
(Urdl 2005) 

 

OR=1.49 (0.30 – 7.53) 
Kaplan- Meier cumulative pregnancy rates : 
6-cycle rate 0.5 (0 – 1) vs 0.3 (0 – 0.8) 
13-cycle rate 0.5 (0 – 1) vs 0.3 (0 – 0.8)  

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

Discontinuatio
n overall 
 
N=2 
 

OR= 1.56 (1.18 – 2.06), SS in favour of COC 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

Discontinuatio
n adverse 
events 
N=2 

OR= 2.11 (1.44 – 3.11), SS in favour of COC 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

Compliance 
per cycle 
 
N=1 
(Urdl 2005) 

OR=2.05 (1.83 – 2.29), SS in favour of patch 
 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

Breakthrough 
bleeding or 
spotting 
N=1 (Urdl 2005) 

Cycle 3:   OR= 0.92 (0.69 – 1.24), NS 
Cycle 13:  OR= 0.65 (0.46 – 0.92), NS  

Breast 
discomfort  

N=1 (Urdl 2005) 

OR= 2.98 (2.29 – 3.90), SS in favour of COC 

Dysmenorrhea 

N=1 (Urdl 2005) 

OR= 1.15 (0.72 – 1.83), NS 

Vomiting  

N=1 (Urdl 2005) 

OR=1.88 (1.12 – 3.16), SS in favour of COC 

 Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 
Compliance (regimen adherence) - Proportion of women or cycles with self-reported correct use of assigned device 
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- 3 RCTs from the Cochrane systematic review of Lopez 2010 compared hormonal contraception in the form of 
a skin patch with the combination pill (including one study with 3 arms).  
Two studies compared the patch with the triphasic pill with levonorgestrel. There was a high dropout rate in 
one of the larger studies (Audet 2001): one third of the patch users versus one quarter of the pill users. 
 Two studies compared the patch to the monophasic pill with desogestrel 150µg + EE 20µg.  
 
- The contraceptive efficacy was equivalent in both groups. 
 
GRADE: moderate to high quality of evidence 
 
- In all the studies the participants in the patch group stopped more, for all reasons as well as due to adverse 
events. The (self-reported) therapy compliance per cycle was however better in the patch group than in the 
oral contraception group. 
 
GRADE: moderate to high quality of evidence 
 
- Users of the patches reported significantly more breast tenderness and dysmenorrhoea in comparison to 
users of the triphasic levonorgestrel-containing pill. There was no significant difference in breakthrough 
bleeding and spotting between the patch and the aforementioned pill.  
In the comparison of the contraceptive patch and the monophasic desogestrel-containing pill, there was no 
significant difference in breakthrough bleeding, spotting or dysmenorrhoea, but there was a significant 
difference for the adverse events mastodynia and emesis. 
 
GRADE: moderate to high quality of evidence 
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4.1.6. Combined hormonal contraception: contraceptive vaginal ring vs pill. Evidence tables. 

4.1.6.1. Vaginal ring versus combined oral contraceptive containing levonorgestrel 150µg and ethinylestradiol 30µg 

Ref N/n Comparison Outcomes Results 

Lopez 
2010a* 
 
Design: 
meta-
analysis 
 
Search date: 
December 
2009 
  

N= 2 
n= 1115 
 

 
Vaginal ring releasing etonogestrel 
120 µg + EE 15 µg 
vs. 
Levonorgestrel 150 µg + EE 30 µg 
 
 

Pregnancy per woman [Duijkers 2004a, Oddsson 2005] 
OR=1.01 (0.29 – 3.51), NS 

Pregnancy per cycle [Oddsson 2005] 
OR= 1.03 (0.30 – 3.55), NS 

Discontinuation: overall (6 or 13 
cycles) 

[Duijkers 2004a, Oddsson 2005] 
OR= 1.06 (0.81 - 1.38), NS 

Discontinuation: adverse events [Duijkers 2004a, Oddsson 2005] 
OR= 1.33 (0.89 – 2.00), NS 

Compliance per cycle [Oddsson 2005] 
OR= 1.07 (0.96 – 1.20), NS 

Breakthrough bleeding [Oddsson 2005] 
Cycle 6: 
OR= 0.22 (0.05 -  0.88), SS  
Cycle 13: 
OR=0.15 (0.01 – 2.45), NS  

Breakthrough spotting [Oddsson 2005] 
Cycle 6: 
OR= 0.67 (0.36 – 1.24), NS 
Cycle 13: 
OR=1.01 (0.38 – 2.67), NS  

Breast tenderness [Oddsson 2005] 
OR=0.43 (0.09 – 2.01), NS 

Breast pain [Oddsson 2005] 
OR=2.25 (0.99 – 5.14), NS 

Abdominal pain [Duijkers 2004a, Oddsson 2005] 
OR= 1.70 (0.63 – 4.57), NS 

Headache [Duijkers 2004a, Oddsson 2005] 
OR=1.30 (0.80 – 2.10), NS 

dysmenorrhea [Oddsson 2005] 
OR= 1.86 (0.77 – 4.52), NS 

Vaginitis [Duijkers 2004a, Oddsson 2005] 
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OR= 2.84 (1.34 – 6.01), SS 

Genital pruritus [Oddsson 2005] 
OR= 4.58 (1.14 – 18.41), SS 

Leukorrhea [Duijkers 2004a, Oddsson 2005] 
OR= 6.42 (2.71 – 15.22), SS 

Weight increase [Duijkers 2004a, Oddsson 2005] 
OR=0.93 (0.41 – 2.13), NS 

Nervousness [Duijkers 2004a] 
OR= 8.24 (0.50 – 134.35), NS 

depression [Duijkers 2004a] 
OR= 0.14 (0.01 – 2.32), NS 

Libido decrease [Oddsson 2005] 
OR= 0.81 (0.32 – 2.05), NS 

Leg pain [Oddsson 2005] 
OR= 2.27 (0.65 – 7.88), NS 

Urinary tract infection [Oddsson 2005] 
OR=7.51 (0.78 – 72.32), NS 

Acne [Oddsson 2005] 
OR= 0.23 (0.08 – 0.63), SS 

* Characteristics of included studies: see below 
 

Ref + design N Population Duration Comparison Methodology  

Duijkers 2004a 
PG RCT 

85 women of 3 centers in the Netherlands, 
England an Scotland 
18 to 40 y 
 

6 
treatment 
cycles 

Vaginal ring releasing 
etonogestrel 120 μg + EE 15 μg 
daily (n=44) versus  
COC containing levonorgestrel 
150 μg + EE 30 μg (n=41) 

- Jadad score: 3/5 
- FU: 81%; ring 30% dropout and 
COC 7% dropout.  
- ITT: modified intention to treat 

Oddsson 2005 
PG RCT 

1030 Healthy women from 11 countries in Europe 
and South America 
18 y or older 
 

13 
treatment 
cycles 

Vaginal ring releasing 
etonogestrel 120 μg + EE 15 μg 
daily (n=512) versus 
COCcontaining levonorgestrel 
150 μg + EE 30 μg (n=518) 

- Jadad score: 3/5 
- FU: 68%; ring 33% dropout and 
COC 31% dropout 
- ITT: modified intention to treat 

  



165 
 

4.1.6.2. Vaginal ring versus combined oral contraceptive containing levonorgestrel 100µg and ethinylestradiol 20µg 

 

Ref N/n Comparison Outcomes Results 

Lopez 
2010a* 
 
Design: 
meta-
analysis 
 
Search date: 
December 
2009 
 

N= 3 
n= 427 
 

Vaginal ring releasing etonogestrel 
120 μg + EE 15 μg  
vs.  
COC levonorgestrel 100 μg + EE 
20 μg 
 
 

Pregnancy per woman [Sabatini 2006, Veres 2004] 
OR=0.14 (0.00 – 7.00), NS 

Discontinuation overall [Sabatini 2006, Veres 2004, Elkind-Hirsch 2007] 
OR=0.66 (0.39 – 1.11), NS 

Discontinuation: adverse events [Sabatini 2006, Veres 2004] 
OR=0.48 (0.20 – 1.11), NS 

Noncompliance per woman [Veres 2004] 
OR=3.99 (1.87 – 8.52), SS 

Early or late withdrawal bleeding [Sabatini 2006] 
Cycle 6: 
OR=0.23 (0.07 – 0.70), SS 
Cycle 12: 
OR=0.21 (0.05 – 0.86), SS 

Irregular bleeding [Sabatini 2006] 
Cycle 6: 
OR=0.36 (0.15 – 0.87), SS 
[Sabatini 2006] 
Cycle 12: 
OR=0.34 (0.12-0.94), SS 

Breakthrough bleeding [Elkind-Hirsch 2007] 
Cycle 5: 
0.07 (0.00 – 1.42), NS 

Planned to use method [Veres 2004] 
OR=2.49 (1.23 – 5.05), SS 

Headache [Sabatini 2006] 
Cycle 6: 
OR=0.80 (0.32 -2.02), NS 
Cycle 12: 
OR=0.65 (0.23 – 1.86), NS 

Breast tenderness [Sabatini 2006, Elkind-Hirsch 2007] 
Cycles 5 & 6: 
OR=0.63 (0.22 – 1.79), NS 
[Sabatini 2006] 
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Cycle 12: 
OR=0.66 (0.18 – 2.34), NS 

Irritability [Sabatini 2006] 
Cycle 6:  
OR=0.26 (0.08 – 0.88), SS 
Cycle 12: 
OR=0.28 (0.08 – 1.01), NS 
 

Depression [Sabatini 2006] 
Cycle 6: 
OR=0.31 (0.08 – 1.19), NS 
Cycle 12: 
OR=0.23 (0.05 – 1.03), NS 
 

Mood swings [Elkind-Hirsch 2007] 
Cycle 5: 
OR=0.77 (0.05 – 12.92), NS 

Vaginal dryness [Sabatini 2006] 
Cycle 6: 
OR= 0.12 (0.03 – 0.47), SS 
Cycle 12: 
OR=0.13 (0.03 – 0.65), SS 

Vaginal yeast infection/discomfort [Elkind-Hirsch 2007] 
Cycle 5: 
OR=6.02 (0.30 – 122.32), NS 
 

Hot flashes [Elkind-Hirsch 2007] 
Cycle 5: 
OR=0.25 (0.01 – 6.38), NS 

* Characteristics of included studies: see below 
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Ref + design N Population Duration Comparison Methodology  

Sabatini 2006 
PG RCT 

282 
(188 for this 
comparison) 

women with regular menstrual cycles, 
sexually active 

12 
treatment 
cycles 

Vaginal ring releasing 
etonogestrel 120 μg + EE 15 μg 
daily versus COC containing 
levonorgestrel (LNG) 
100 μg + EE 20 μg versus COC 
containing gestodene (GSD) 60 
μg + EE 15 μg 

- Jadad score: 3/5 
- FU: 78%; Loss after treatment: 
ring 12%, LNG 22%, GSD 32%. 
- ITT: no 

Veres 2004 
CO RCT 

80 Women, recruited by flyer and newspaper 
by a metropolitan university-affiliated clinic 
in the USA 
18-45y 

3 cycles 
for each 
treatment 

Vaginal ring releasing 
etonogestrel 120 μg + EE 15 μg 
daily versus COC containing 
levonorgestrel 100 
μg + EE 20 μg;  

- Jadad score: 3/5 
- FU: 80%; total loss: ring 18%, 
COC 23%  
- ITT: no 

Elkind-Hirsch 2007 
PG RCT 

65 Healthy women from Louisiana (USA) 
18-40y 

5 cycles 1) Vaginal ring (releasing 
etonogestrel 120 μg plus EE 15 
μg daily) (n=34) 
2) OC containing levonorgestrel 
100 μg plus 20 μg (n=31) 

- Jadad score: 2/5 
- FU: no losses 
reportedExclusions: 35% ring 
and 35% COC; includes women 
who never used study product 
and who discontinued early. 
- ITT: yes  
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4.1.6.3. Vaginal ring versus combined oral contraceptive containing gestodene 60µg and ethinylestradiol 15µg 

 

Ref N/n Comparison Outcomes Results 

Lopez 
2010a* 
 
Design: 
meta-
analysis 
 
Search date: 
December 
2009 
 

N= 1 
n= 282 
(n=186 for 
this 
comparison) 
 

 
Vaginal ring releasing etonogestrel 
120 μg + EE 15 μg  
vs.  
COC gestodene 60 μg + EE 15 
μg  
 

Pregnancy per woman OR=0.0 (0.0-0.0), NS 

Discontinuation: overall OR=0.32 (0.16 – 0.66), SS 

Discontinuation: adverse events OR=0.32 (0.15 – 0.70), SS 

Early or late withdrawal bleeding Cycle 6: 
OR=0.18 (0.07 – 0.46), SS 
Cycle 12: 
OR=0.19 (0.05 – 0.73), SS 

Irregular bleeding Cycle 6: 
OR=0.26 (0.11 – 0.57), SS 
Cycle 12: 
OR=0.33 (0.12 – 0.91), SS 

Headache Cycle 6: 
OR=0.87 (0.34 – 2.24), NS 
Cycle 12: 
OR=0.63 (0.22 – 1.82), NS  

Breast tenderness Cycle 6: 
OR=0.69 (0.21 – 2.20), NS 
Cycle 12: 
OR=0.64 (0.18 – 2.29), NS 

irritability Cycle 6: 
OR=0.28 (0.08 – 0.99), SS 
Cycle 12: 
OR=0.31 (0.08 – 1.16), NS 

Depression Cycle 6: 
OR=0.35 (0.08 – 1.42), NS 
Cycle 12: 
OR=0.21 (0.5 – 0.84), SS 

Vaginal dryness Cycle 6: 
OR=0.11 (0.04 – 0.32), SS 
Cycle 12: 
OR=0.12 (0.03 – 0.50), SS 

* Characteristics of included studies: see below 
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Ref + design N Population Duration Comparison Methodology (sponsor NR in 
Cochrane) 

Sabatini 2006 
PG RCT 

282 women with regular menstrual cycles, 
sexually active 

12 
treatment 
cycles 

Vaginal ring releasing 
etonogestrel 120 μg + EE 15 μg 
daily versus COC containing 
levonorgestrel (LNG) 
100 μg + EE 20 μg versus COC 
containing gestodene (GSD) 60 μg 
+ EE 15 μg 

- Jadad score: 3/5 
- FU: 78%; Loss after treatment: 
ring 12%, LNG 22%, GSD 32%. 
- ITT: no 
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4.1.6.4. Vaginal ring versus combined oral contraceptive containing drospirenone 3mg  and ethinylestradiol 30µg 

 

Ref N/n Comparison Outcomes Results 

Lopez 
2010a* 
 
Design: 
meta-
analysis 
 
Search date: 
December 
2009 
 

N= 1 
n= 1017 
 

Vaginal ring releasing etonogestrel 
120 μg + EE 15 μg  
Vs.  
COC drospirenone 3 mg + EE 30 
μg 
 
(comparison 9) 

Pregnancy per woman OR= 0.30 (0.05 – 1.76), NS 

Discontinuation: overall OR=1.19 (0.90 – 1.58), NS 

Discontinuation: adverse events OR=1.26 (0.85 – 1.88), NS 

Headache OR=0.88 (0.55 – 1.43), NS 

Vaginitis OR=2.19 (1.09 – 4.38), SS 

Leukorrhea OR=2.82 (1.19 – 6.70), SS 

Breast pain OR=0.67 (0.35 – 1.26), NS 

Breakthrough bleeding or spotting days Cycle 6: 
Mean diff = 2.00 (1.57 – 2.43), SS 
Cycle 13: 
Mean diff = -0.10 (-0.34 – 0.14), NS 

Withdrawal bleeding days Cycle 6: 
Mean diff= -0.30 (-0.50 -  -0.10), SS 
Cycle 13: 
Mean diff= -0.20 (-0.40 – 0.00), NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology (sponsor NR in 
Cochrane) 

Ahrendt 2006 
PG RCT 

1017 Women in 10 European countries  
At least 18y 

13 
treatment 
cycles 

Vaginal ring releasing 
etonogestrel 120 μg + EE 15 μg 
daily versus COC containing 
drospirenone 3 mg + EE 30 μg;  

- Jadad score: 3/5 
- FU: 70%; total loss: ring 31% and 
COC 28% 
- ITT: no 
 
Remark: doubts about validity of 
the results because of high loss to 
follow-up (30%) and no intention 
to treat analysis. 
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Ref n/Population Duration Comparison Outcomes Methodological 

Mohamed 
2011 
 
Design: 
 
OL PG RCT 
 
 
 

n= 600 
mean age: 
 
Inclusion 
17–42 y; regular 
menstrual cycles; at risk 
of becoming pregnant; 
sought contraception. 
Exclusion 
CI for contraceptive 
steroid use; use of an 
injectable hormonal 
contraceptive 6 m prior 
to study initiation; use 
of a hormone 
medicated intrauterine 
device or any other 
hormonal contraceptive 
within 2 months prior to 
the study begin; 
abortion or 
breastfeeding within 2 
months before starting 
trial medication; 
abnormal cervical smear 
diagnosed during 
screening; prolapse of 
the uterine cervix, 
cystocele; rectocele 
before or during 
screening 

12 cycles NuvaRing  
vs. 
COC (30 μg EE 
and 3mg  
Drospirenone)  

Efficacy - Jadad score 
o RANDO: 1/2 
o BLINDING: 0/2 
o ATTRITION: 1/1 

 
- FU:  80.7 % 
- ITT: no 

 
 

- Multicenter: 1 center 
in Cairo, Egypt 

- Sponsor: not 
reported 

Breakthrough bleeding NuvaRing: 11.3% 
COC:  14.7% 
P<0.05 in favour of NuvaRing 
 
<-> Table 3 “the differences between NuvaRing 
and COC were not statistically significant” 

No withdrawal bleeding NuvaRing: 2.1% 
COC:  2.9%                     NT 

Pregnancy NuvaRing:  0% 
COC:   0.7%                     NT 

Mean systolic blood pressure   B  6m 12m 
NuvaRing: 114.6 113.9 114.4 
COC:  117.3 125.6 126.2 
  NS NS NS  

Mean diastolic blood pressure   B 6m 12m 
NuvaRing: 72.4 73.2 71.8  
COC:  71.5 81.5 79.7 
  NS NS NS 

Safety 

No (%) with adverse effect  
Nausea  
Vomiting  
Leucorrhea 
Vaginitis 
Headache 
Mastalgia  
Weight increase 
Acne 
Decreased libido 
Emotional lability 
Dysmenorrhea 
Experiencing adverse effects 

NuvaRing COC   
7 (2.9)   11 (4.5)  NS 
1 (0.4)   3 (1.2)  NS 
10 (4.2)   2 (0.8)  SS 
11 (4.6)   3 (1.2)  SS 
19 (7.9)   17 (6.9)  NS 
8 (3.3)   6 (2.4)  NS 
4 (1.7)    11 (4.5)  SS 
1 (0.4)    12 (4.9)  SS 
8 (3.3)    2 (0.8)  SS 
1 (0.4)    11 (4.5)  SS 
7 (2.9)   3 (1.2)  NS 
79 (33.1)  70 (28.6) NS 
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4.1.6.5. Vaginal ring versus combined oral contraception. Cochrane authors’ conclusions  (Lopez 2010a) 

 

(conclusions for patch and vaginal ring combined) 

Effectiveness was similar for the methods compared. The patch could lead to more discontinuation while the vaginal ring showed little difference. The patch group had 

better compliance than the COC group but more side effects. Ring users generally had fewer adverse events than COC users but more vaginal irritation and discharge. High 

losses to follow up can affect the validity of the results 
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4.1.6.bis. Combined hormonal contraception: contraceptive vaginal ring vs pill. Summary 

and conclusions 

 
Vaginal ring etonogestrel 120µg + EE 15µg vs COC levonorgestrel 150µg + EE 30µg 
 (Duijkers 2004a, Oddson 2005 from Lopez 2010a) 

N/n Duration Population Results 

N= 2 

n= 

1115 

 

6-13 cycles 
 

- Healthy women 
- Age: 18-45y 

Pregnancy per 
cycle 
N=2 

OR=1.03 (0.30 – 3.55), NS 

Quality 
-1 (large drop-

out) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation 
overall (6 or 13 
cycles) 
N=2 

OR= 1.06 (0.81 - 1.38), NS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation 
adverse events 
N=2 

OR= 1.33 (0.89 – 2.00), NS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Compliance per 
cycle 
 
N=1 
(Oddsson 2005) 

OR= 1.07 (0.96 – 1.20), NS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Breakthrough 
bleeding 
 
N=1 
(Oddsson 2005) 

Cycle 6: OR= 0.22 (0.05 - 0.88), SS  
Cycle 13: OR=0.15 (0.01 – 2.45), NS  

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Breast pain 
N=1 
(Oddsson 2005) 

OR=2.25 (0.99 – 5.14), NS 

Dysmenorrhea 
N=1 
(Oddsson 2005) 

OR= 1.86 (0.77 – 4.52), NS 

Vaginitis 
N=2 

OR= 2.84 (1.34 – 6.01), SS 

Genital pruritus 
N=1 
(Oddsson 2005) 

OR= 4.58 (1.14 – 18.41), SS 

Leukorrhea 
N=2 

(Duijkers 2004a, Oddsson 2005) 
OR= 6.42 (2.71 – 15.22), SS 

Weight 
increase 
N=2 

(Duijkers 2004a, Oddsson 2005) 
OR=0.93 (0.41 – 2.13), NS 

Acne 
N=1 
(Oddsson 2005) 

OR= 0.23 (0.08 – 0.63), SS 

 Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 
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Vaginal ring etonogestrel 120µg + EE 15µg vs COC levonorgestrel 100µg + EE 20µg 
 (Sabatini 2006, Veres 2004, Elkind-Hirsch 2007 from Lopez 2010a) 

N/n Duration Population Results 

N= 3 
n= 
427 
 

6-12 cycles - Healthy women 
- Age: 18-45y 

Pregnancy per 
woman 
 
N=2 
(Sabatini 2006, 
Veres 2004) 

OR=0.14 (0.00 – 7.00), NS 

Quality 
-1 (low Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation 
overall 
 
N=3 

OR=0.66 (0.39 – 1.11), NS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision
OK 

Grade assessment: moderate quality of evidence 

Discontinuation 
adverse events 
 
N=2 
(Sabatini 2006, 
Veres 2004) 

OR=0.48 (0.20 – 1.11), NS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Noncompliance 
per woman 
 
N=1 
(Veres 2004) 

OR=3.99 (1.87 – 8.52), SS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
-1 (small 

study) 
Grade assessment: low quality of evidence 

Early or late 
withdrawal 
bleeding 
 
N=1 
(Sabatini 2006) 

Cycle 6: OR=0.23 (0.07 – 0.70), SS 
Cycle 12: OR=0.21 (0.05 – 0.86), SS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Irregular 
bleeding 
 
N=1 
(Sabatini 2006) 

Cycle 6: OR=0.36 (0.15 – 0.87), SS 
Cycle 12: OR=0.34 (0.12-0.94), SS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Breakthrough 
bleeding 
 
N=1 
(Elkind-Hirsch 
2007) 

Cycle 5: 0.07 (0.00 – 1.42), NS 

Quality 
-1 (low Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1 (small 

study) 
Grade assessment: low quality of evidence 

Vaginal dryness 
 
N=1 
(Sabatini 2006) 

 

Cycle 6: OR= 0.12 (0.03 – 0.47), SS 
Cycle 12: OR=0.13 (0.03 – 0.65), SS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Vaginal yeast 
infection / 
discomfort 
 
N=1 
(Elkind-Hirsch 
2007) 

Cycle 5: OR=6.02 (0.30 – 122.32), SS 
 

Quality 
-1 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1  

Grade assessment: low quality of evidence 
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Vaginal ring etonogestrel 120µg + EE 15µg vs COC  gestodene 60µg + EE 15µg 
 (Sabatini 2006 from Lopez 2010a) 

N/n Duration Population Results 

N= 1 

n=186 

12 cycles women with 
regular menstrual 
cycles, sexually 
active 

Pregnancy per 
woman 

OR=0.0 (0.0-0.0), NS 

Quality 
-1 (low Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1 (small 

study) 
Grade assessment: low quality of evidence 

Discontinuation 
overall 

OR=0.32 (0.16 – 0.66), SS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
-1  

Grade assessment: low quality of evidence 

Discontinuation 
adverse events 

OR=0.32 (0.15 – 0.70), SS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
-1  

Grade assessment: low quality of evidence 

Early or late 
withdrawal 
bleeding 

Cycle 6: OR=0.18 (0.07 – 0.46), SS 
Cycle 12: OR=0.19 (0.05 – 0.73), SS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
-1  

Grade assessment: low quality of evidence 

Irregular 
bleeding 

Cycle 6: OR=0.26 (0.11 – 0.57), SS 
Cycle 12: OR=0.33 (0.12 – 0.91), SS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
-1  

Grade assessment: low quality of evidence 

Vaginal dryness Cycle 6:OR=0.11 (0.04 – 0.32), SS 
Cycle 12:OR=0.12 (0.03 – 0.50), SS 

Quality 
-1  

Consistency 
OK 

Directness 
OK 

Imprecision 
-1  

Grade assessment: low quality of evidence 
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Vaginal ring etonogestrel 120µg + EE 15µg vs COC drospirenone 3mg + EE 30µg  
(Ahrendt 2006 from Lopez 2010a) and Mohamed 2011 

N/n Duration Population Results 

N= 2 

n= 

1617 

 

13 cycles Healthy sexually 
active women 
At least 17y 

Pregnancy per 
woman (Ahrendt 

2006, Mohamed 
2011) 

Ahrendt 2006: OR= 0.30 (0.05 – 1.76), NS 
Mohamed 2011: ring 0% vs COC 0.7%, NT 
 

Quality 
-1 (low FU, no 

ITT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation: 
overall (Ahrendt 

2006) 

OR=1.19 (0.90 – 1.58), NS 

Quality 
-1 (low FU, no 

ITT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation: 
adverse events 
(Ahrendt 2006) 

OR=1.26 (0.85 – 1.88), NS 

Quality 
-1 (low FU, no 

ITT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Breakthrough 
bleeding or 
spotting days 
(Ahrendt 2006, 
Mohamed 2011) 

Ahrendt 2006: 
Cycle 6: Mean diff = 2.00 (1.57 – 2.43), SS 
Cycle 13: Mean diff = -0.10 (-0.34 – 0.14), NS 
Mohamed 2011: 
Cycle 12: Ring 11.3% vs COC 14.7%, SS in favour of 
ring 

Quality 
-1 (low FU, no 

ITT) 

Consistency 
-1 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Withdrawal 
bleeding days 
(Ahrendt 2006) 

Cycle 6: Mean diff= -0.30 (-0.50 -  -0.10), SS 
Cycle 13: Mean diff= -0.20 (-0.40 – 0.00), NS 

Quality 
-1 (low FU, no 

ITT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Vaginitis (Ahrendt 

2006, Mohamed 
2011) 

Ahrendt 2006: OR=2.19 (1.09 – 4.38), SS 
Mohamed 2011: ring 4.6% vs COC 1.2%, SS 

Leukorrhea 
(Ahrendt 2006, 
Mohamed 2011) 

Ahrendt 2006: OR=2.82 (1.19 – 6.70), SS 
Mohamed 2011: ring 4.2% vs COC 0.8%, SS 

Breast pain 
(Ahrendt 2006, 
Mohamed 2011) 

Ahrendt 2006: OR=0.67 (0.35 – 1.26), NS 
Mohamed 2011: ring 3.3% vs COC 2.4%, NS 

Weight gain 
(Mohamed 2011) 

Ring 1.7% vs COC 4.5%, SS 

Acne (Mohamed 

2011) 
Ring 0.4% vs COC 4.9%, SS 

 Quality 
-1 (low FU, no 

ITT) 

Consistency 
OK 

Directnes
s 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 
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- Six RCTs from the meta-analysis of Lopez 2010 and one RCT (Mohamed 2011) compared hormonal 
contraception in the form of a vaginal ring with various combination pills (levonorgestrel 100-150µg – EE 20-
30µg, gestodene 60µg – EE 15µg, drospirenone 3µg – EE 30µg). Some studies include fewer than 100 
participants in total. There was also often a high dropout rate, approximately one third in each treatment 
group. 
 
- The difference in the number of pregnancies between the two groups was not significant. 
 
GRADE: low to moderate quality of evidence 
 
- An equivalent number of participants discontinued their treatment in both groups in the studies. Ring users 
were less therapy-compliant than pill users in one (small) study, but there was no significant difference 
between the groups in other studies. The general conclusion in the Cochrane review is that there are 
contradictory data. 
 
GRADE: low to moderate quality of evidence 
 
- Users of the vaginal ring had significantly more vaginitis and leucorrhoea compared to users of the 
combination pill, although they had less difficulty with vaginal dryness. 
Ring users reported in two studies less acne and in one study less weight gain than pill users. 
Cycle control is often significantly better in treatment with the vaginal ring than with the combination pill. 
 
GRADE: low to moderate quality of evidence 
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4.1.7. Combined oral contraception containing nomegestrol acetate v drospirenone. Evidence tables. 

 

Ref n/Population Duration Comparison Outcomes Methodological 

115_westhoff_2012 
 
Design: 
 
RCT (OL) (PG) 
 
 
 

n= 2281 
mean age: 27.7y 
(85% 18-35y) 
 
 
Inclusion 
- 18-50y women 

at risk for 
pregnancy (no 
condoms) and 
in need of 
contraception 

- BMI 17-35 
Exclusion 
- WHO Medical 

Eligibility 
Criteria 

13 cycles 
(=1 
woman-
year) 

Nomegestrol 
acetate + 17β–
estradiol 
(24-4d regimen) 
 
Vs 
 
Drospirenone + 
ethinyl estradiol 
(21-7d regimen) 

Efficacy - Jadad score 
o RANDO: 2/2 
o BLINDING: 0/2 
o ATTRITION: 1/1 

 
- FU: 97% received 

treatment, 61% completed 
treatment (12% lost to 
follow-up) 

- ITT: ‘yes’, all women who 
completed at least 1 cycle 
 

- Other important 
methodological remarks: 
Approximately 41% and 
38% of recipients in the 
respective groups 
discontinued treatment 
before the end of the trial 

- Sponsor: Merck & Co Inc. 

Pearl Index 18-35y (PE) Nomac 1.27 (95% CI: 0.66-2.22) 
Drsp 1.89 (95% CI: 0.69-4.11) 
Difference between groups NS 

Pregnancy rate (1-y cumulative) 
Life table analysis 

Nomac 1.22 (95% CI: 0.69-2.16) 
Drsp 1.82 (95% CI: 0.81-4.05) 

Scheduled bleeding (mean 
number of days) 

Nomac 5.9 -> 4.1 
Drsp 9.8 -> 11.6 
SS difference between groups (p<0.001) 

Spotting (mean number of days) Nomac 8.9 -> 5.4 
Drsp 7.9 -> 7.7 
SS difference between groups (p<0.05) 

 

Safety 

Acne Nomac 16.4% vs Drsp 8.7% 

Weight gain Nomac 9.5% vs Drsp 5.2% 

Irregular withdrawal bleeding Nomac 9.1% vs Drsp 0.5% 

Metrorrhagia Nomac 5.8% vs Drsp 2.7% 

Serious adverse events Nomac 1.8% vs Drsp 0.9% 

- The mean number of bleeding days was substantially lower for all reference periods in the nomegestrol acetate and 17β-estradiol group compared with drospirenone and 
ethinyl estradiol (p<0.001). 
- The mean number of spotting days was significantly lower with nomegestrol acetate and 17β-estradiol for reference period 3 and 4 (end of study). Treatment groups were 
similar with regard to spotting in the first two reference periods (start of study). 
- There was no significant difference in contraceptive efficacy between treatment groups. 
- In the investigational group (nomegestrol acetate and 17β-estradiol) the most frequently reported adverse events were acne (16.4%), weight gain (9.5%) and irregular 
bleeding (9.1%). 
 
Author’s conclusion: 
Nomegestrol acetate and 17β-estradiol were well tolerated and provided excellent contraceptive efficacy and acceptable cycle control. 
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Ref n/Population Duration Comparison Outcomes Methodological 

245_mansour_2011 
 
Design: 
 
RCT (OL) (PG) 
 
 
 

n= 2152 
mean age: 28y 
(83% 18-35y) 
 
 
Inclusion 
- 18-50y women at 

risk for 
pregnancy  and 
in need of 
contraception 

- BMI 17-35 
Exclusion 
- Contraindications 

for contraceptive 
steroids 

- Abnormal 
cervical smear 

- Abnormal 
laboratory tests 

- Injectable 
hormonal 
contraceptive in 
past 4-6m 

- Use of enzyme-
inducing or 
inhibiting drugs 

13 cycles 
(=1 
woman-
year) 

Nomegestrol 
acetate + 17β–
estradiol 
(24-4d regimen) 
 
Vs 
 
Drospirenone + 
ethinyl estradiol 
(21-7d regimen) 

Efficacy - Jadad score 
o RANDO: 2/2 
o BLINDING: 0/2 
o ATTRITION: 1/1 

 
- FU: 99% received 

treatment (n=2126), 74% 
completed treatment 
(n=1552), 28% 
discontinued prematurely, 
3% lost to follow-up 

- ITT: ‘yes’, all women who 
took at least one dose of 
trial medication 

 

- Multicenter: in Europe, 
Asia and Australia 

- Sponsor: MSD 

Pearl Index 18-35y (PE) Nomac 0.38 (95% CI: 0.10-0.97) 
Drsp 0.81 (95% CI: 0.17-2.35) 
Difference between groups NS 

Pregnancy rate 18-35y (1-y 
cumulative) 
Life table analysis 

Nomac 0.40 (95% CI: 0.15-1.06) 
Drsp 0.77 (95% CI: 0.25-2.39) 
Difference between groups NS 

Vaginal bleeding/spotting (mean 
number of days) 

Nomac 14.9 -> 10.6* 
Drsp 18.5 -> 19.2 
TNR 

Acne (SE) Improvement: 
Nomac 15.9% vs Drsp 20.1%      NT 

Worsening: 
Nomac 9.9% vs Drsp 4.01%         NT 

 

Safety 

Acne (newly developed) Nomac 11.1% vs Drsp 5.1% 
NT 

Weight gain (mean) Nomac 63.4kg -> 64.4kg 
Drsp 63.7kg -> 64.0kg 
SS difference between groups (p=0.001) 

Irregular withdrawal bleeding Nomac 11.7% vs Drsp 0.4%        NT 

Headache Nomac 6.6% vs Drsp 6.2%           NT 

Serious adverse events (number 
of patients) 

Nomac 1 (0.06%) vs Drsp 2 (0.4%)        NT 

* The data showed a lower mean number of bleeding/spotting days in the nomegestrol acetate and 17β-estradiol group compared with drospirenone and ethinyl estradiol 
group across the reference periods. For nomegestrol acetate and 17β-estradiol the number of bleeding-spotting days declined, while for drospirenone and ethinyl estradiol 
the numbers remained the same over time. The difference between the two treatments increased with time to about 8.6 days per reference period, and was largely caused 
by an excess of bleeding days with drospirenone and ethinyl estradiol as compared to nomegestrol acetate and 17β-estradiol. 
- Scheduled withdrawal bleedings were shorter and lighter among users of nomegestrol acetate and 17β-estradiol and were sometimes absent altogether. Intracyclic 
bleeding/spotting was infrequent in both groups, and decreased over time. 
- Type and frequence of adverse events were similar to those typically reported for combined oral contraceptives. 
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4.1.7.bis. Combined oral contraception containing nomegestrol acetate v drospirenone. 

Summary and conclusions 

 
Nomegestrol acetate + 17β–estradiol vs Drospirenone + ethinyl estradiol (a. Westhoff 2012, b. Mansour 2011) 

N/n Duration Population Results 

N=2, 
n= 
4433 

1 woman-
year (13 
cycles) 

- Age: 18-50y 
(>80% 18-
35y) women 
at risk for 
pregnancy, in 
need of 
contraception 

- BMI 17-35 

 

Pregnancy 
(PE) 
in 18-35y old 
 
 

Reported in 2/2 studies 
a. Pearl Index 18-35y (PE): Nomac 1.27 vs Drsp 1.89 
Difference between groups NS 
b. Pearl Index 18-35y (PE): Nomac 0.38 vs Drsp 0.81 
Difference between groups NS 

Quality 
OK 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

Scheduled 
bleeding 
(mean 
number of 
days) 

Reported in 1/2 studies 
a. Nomac 5.9 -> 4.1 vs Drsp 9.8 -> 11.6 
SS difference between groups (p<0.001) 

Quality 
-1 (OL, early 

drop-out high) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Spotting 
(mean 
number of 
days) 

Reported in 1/2 studies 
a. Nomac 8.9 -> 5.4 vs Drsp 7.9 -> 7.7 
SS difference between groups (p<0.05) 

Quality 
-1 (OL, early 

drop-out high) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Vaginal 
bleeding/spot
ting (mean 
number of 
days) 

Reported in 1/2 studies 
b. Nomac 14.9 -> 10.6 vs Drsp 18.5 -> 19.2 
TNR 
“Scheduled withdrawal bleedings were shorter and lighter among users 
of nomegestrol acetate and 17β-estradiol and were sometimes absent 
altogether. Intracyclic bleeding/spotting was infrequent in both groups, 
and decreased over time.” 

Grade assessment: NA 

Acne 
 

Reported in 2/2 studies 
a. Nomac 16.4% vs Drsp 8.7% 
b. Nomac 11.1% vs Drsp 5.1% 
NT 

Grade assessment: NA 

Weight gain Reported in 2/2 studies 
a. Nomac 9.5% vs Drsp 5.2% NT 
b. Nomac 63.4kg -> 64.4kg vs Drsp 63.7kg -> 64.0kg 
SS difference between groups (p=0.001) 

Quality 
-1 (OL, NT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 
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- Two randomised studies compared nomegestrol acetate + 17β–estradiol with drospirenone + ethinyl estradiol 
in more than four thousand fertile women. 
There was no significant difference in Pearl index between the two combination pills; the contraceptive efficacy 
was equivalent. 
 
GRADE: high quality of evidence 
 
- According to one study, the difference in days with bleeding or spotting between the nomegestrol pill and the 
drospirenone pill is significant; in the other study, statistical significance was not reported. 
 
GRADE: moderate quality of evidence 
 
- The most common adverse events with both combination pills were acne and weight gain. The ‘acne’ 
endpoint was not examined statistically. 
 
GRADE: NA 
 
- Weight gain was significantly greater in the group that used nomegestrol. 
 
GRADE: moderate quality of evidence 
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4.1.8. Combined hormonal contraception: continuous vs cyclic use. Evidence tables  

4.1.8.1. Systematic review 

Ref N/n Comparison Outcomes  

* 
Edelman 
2010 
Design: 
meta-
analysis 
 
N= 8 
n=2745 
 
Search date: 
sept 2009 
 

N=1 30 ug ethinyl estradiol and 150 
ug levonorgestrel, 28-day 
versus 91-day cycles for one 
year 
 

Pregnancy 4/456 (continuous) vs 3/226 (cyclic) 
OR= 0.64 ( 95%CI 0.13, 3.12 ) 
NS p=0.58 

Mean total bleeding days (bleeding + 
spotting) for entire study period (364 
days) 

48.2±44(continuous)  vs 50.8±27 (cyclic) 
Mean difference=-2.60 ( 95%CI-8.03, 2.83) 
NS p=0.35 

Mean bleeding days only for entire study 
period (364 days) 

22.7±22.8(continuous)  vs 37 ±19.6 (cyclic) 
Mean difference=-14.30 ( 95%CI-17.65, -10.95) 
SS in favor of continuous regimen p=0.00001 

Symptoms: Headache 96/456 (continuous) vs 63/226 (cyclic) 
OR= 0.69 ( 95%CI 0.48, 1.00 ) 
SS* in favor of continuousregimen p=0.048 
*reported as SS by Cochrane authors  

Overall adherence based on self reported 
diary 

21/456 (continuous) vs 15/226 (cyclic) 
OR= 0.68 ( 95%CI 0.34,1.34 ) 
NS p=0.27 

Discontinuation for bleeding reasons 35/456 (continuous) vs 4/226 (cyclic) 
OR= 2.99 ( 95%CI 1.50,5.93 ) 
SS in favor of cyclic regimen p=0.0018 

Overall Discontinuation 185/456 (continuous) vs 65/226 (cyclic) 
OR= 1.66 ( 95%CI 1.19, 2.31 ) 
SS in favor of cyclic regimen p=0.0026 

N=1 30 ug ethinyl estradiol and 150 
ug desogestrel, 28-day versus 
70-day cycles for one year 
 

Pregnancy 0/198 (continuous) vs 0/96 (cyclic) 

Discontinuation for bleeding reasons 26/198(continuous) vs 2/96 (cyclic) 
OR= 3.59 ( 95%CI 1.57,8.22 ) 
SS in favor of cyclic regimen p=0.0025 

Overall discontinuation 83/198 (continuous) vs 32/96 (cyclic) 
OR= 1.43 ( 95%CI 0.87,2.36 ) 
NS p=0.16 

 N=1 15 μg ethinyl estradiol and 120 Pregnancy, 28-day versus 91-day 1/105 (91-day cycle) vs 0/108 (cyclic) 
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μg etonogestrel, 28-day versus 
49-day versus 364-day cycle. 
(Contraceptive ring) 
 

OR= 3.11 ( 95%CI 0.13, 77.33 ) 
NS p=0.49 

Total bleeding days, 28-day versus 49-day 8/49(49-day cycle) vs 5/28 (cyclic) 
OR= 0.9 ( 95%CI 0.26, 3.07) 
NS p=0.86 

Total Bleeding Days, 28-day versus 91-day 19/91 (91-day cycle) vs 5/28 (cyclic) 
OR= 1.21 ( 95%CI 0.41, 3.61 ) 
NS p=0.73 

Total bleeding days, 28-day versus 364-
day 

89/364(364-day cycle) vs 5/28 (cyclic) 
OR= 1.49( 95%CI 0.55, 4.03 ) 
NS p=0.43 

Adherence to a 7-day hormone free 
interval, 28-day versus 49-day 

2/107 (49-day cycle) vs 3/108 (cyclic) 
OR= 0.67 ( 95%CI 0.11, 4.07 ) 
NS p=0.66 

Adherence to a 7-day hormone free 
interval, 28-day versus 91-day 

3/105 (91-day cycle) vs 3/108 (cyclic) 
OR= 1.03 ( 95%CI 0.20, 5.22 ) 
NS p=0.97 

Discontinuation for bleeding reasons, 28-
days versus 49-days 

5/107 (49-day cycle) vs 0/108 (cyclic) 
OR= 7.75 ( 95%CI 1.32, 45.48 ) 
SS in favor of cyclic p=0.023 

Discontinuation for bleeding reasons, 28-
day versus 91-day 

13/105 (91-day cycle) vs 0/108 (cyclic) 
OR= 8.59 ( 95%CI 2.80, 26.30 ) 
SS in favor of cyclic p=0.00017 

Discontinuation for bleeding reasons, 28-
day versus 364-day 

20/109 (364-day cycle) vs 0/108 (cyclic) 
OR= 8.87 ( 95%CI 3.54, 22.21) 
SS in favor of cyclic p=0.00001 

Overall discontinuation, 28-day versus 49-
day 

30/107 (49-day cycle) vs 25/108 (cyclic) 
OR= 1.29 ( 95%CI 0.7, 2.38 ) 
NS p=0.41 

Overall discontinuation, 28-day versus 91-
day 

40/105 (91-day cycle) vs 25/108 (cyclic) 
OR= 2.02 ( 95%CI 1.13, 3.61 ) 
SS in favor of cyclic p=0.018 

Overall discontinuation, 28-day versus 
364-day 

45/109 (364-day cycle) vs 25/108 (cyclic) 
OR= 2.28 ( 95%CI 1.29, 4.03 ) 
SS in favor of cyclic p=0.0044 

* Characteristics of included studies: see under  
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Ref + design n Population Duration Comparison Methodology  

Anderson 2003 
Randomized clinical trial. 
Open label.  
Multicentered trial (47 
U.S. sites) 

682 Age: 18-40 years old. 
At risk for pregnancy. 
No COC contraindications 

1y 30 ug ethinyl estradiol and 150 ug 
levonorgestrel, 28-day versus 91-
day cycles for one year 

- Jadad score: 2/5 
- FU: 63.3% 
- ITT: yes, but this study excluded 
patients from Pearl index  calculations 
who were noncompliant with their 
assigned pill-dosing regimen 
- Sponsor: Barr 
 

Cachrimanidou 1993 
Randomized clinical trial 

294 Age: 18-39 years old. 
At risk for pregnancy. 
No COC contraindications 

1y 30 ug ethinyl estradiol and 150 ug 
desogestrel, 28-day versus 70-day 
cycles for one year 

- Jadad score:1/5 
- FU: 60.9% 
- ITT: unclear 
 
Other important methodological 
remarks: 
- method of randomization not reported 
- inclusion and exclusion criteria unclear 
- allocation concealment unclear 

 
- Sponsor: Organon 
 

Miller 2005 
Randomized controlled 
trial.  
Multicentered (10 
European and 10 US sites) 

429 Age: premenopausal and 18 years 
old or older 
Regular menstrual cycles 
Not breastfeeding or postpartum, 
or postabortion within last month 
No COC contraindications 
No use of drugs that interfere with 
contraceptive steroids 
No abnormal pap 

1y 15 μg ethinyl estradiol and 120 μg 
etonogestrel, 28-day versus 49-day 
versus 364-day cycle. 
(Contraceptive ring) 

- Jadad score: 3/5 
- FU: 67.4% 
- ITT: yes 
 
Other important methodological 
remarks: 
- Adequate allocation concealment 
- Computer-generated randomization 
- Centralized automated assignment 
system 
 
Sponsor: Organon 
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Remarks 

Once allocation to treatment groups had occured, actual treatment was unblinded for both participants and investigators in all of the studies.  

 
Several authors evaluated bleeding using definitions adapted from the World Health Organization (WHO) (Suvisaari 1996). The WHO bleeding definitions state that spotting 
is bloody vaginal discharge that does not require protection and bleeding requires protection. Cachrimandou (Cachrimanidou 1993) and Miller (Miller 2005) defined 
’spotting’ as requiring no or at most one sanitary napkin per day and ’bleeding’ as requiring at least two sanitary pads per day. 
 
Only one trial (Cachrimanidou 1993) consistently had higher numbers of bleeding and spotting days for continuous cycles, but the authors did not include any of the 
withdrawal bleeding/spotting days in these calculations, which would have then demonstrated less bleeding/spotting days for the continuous cycle group.==> data not 
shown in MA 
 

Authors’ conclusions 
Evidence from existing randomized control trials comparing CHCs given continuously (greater than 28 days of active combined hormones) to traditional monthly cyclic 
dosing (21 days of active hormone and 7 days of placebo) is of good quality. However, the variations in type of hormones and time length for continuous dosing make a 
formal meta-analysis impossible. Future studies should choose a previously described type of CHC and dosing regimen. More attention needs to be directed towards 
participant satisfaction and menstruation-associated symptoms. 
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4.1.8.2. RCT. Flexible extended vs fixed extended vs conventional regimen (Drospirenone 3mg + ethinyl estradiol 20µg) 

 

Ref n/Population Duration Comparison Outcomes Methodological 

Klipping 2012a 
Klipping 2012b 
 
 
Design: 
 
RCT (OL) (PG) 
 
 
 

n= 1166 
(n= 783 in 
extension phase°) 
mean age: 24.8y 
 
 
Inclusion 
- Women 18-35y 
- Requesting 

contraceptive 
protection 

- Good general 
health 

- Normal cervical 
smear in prior 
6m 

Exclusion 
- >30y-old 

smokers 
- Using other 

contraceptive 
methods 

- Sterilization 
- Pregnant or 

lactating 
- BMI <18 or >30 
- Any vascular 

disease or 
coagulation 
disorder 

- Known 
hypersensitivity 
to study drugs 

1y 
+1y 
extension 

Drospirenone 
3mg + ethinyl 
estradiol 20µg 
 
Flexible 
extended 
Vs 
Fixed extended 
Vs 
Conventional 
regimen* 
 

Efficacy - Jadad score 
o RANDO: 2/2 
o BLINDING: 0/2 
o ATTRITION: 1/1 

 
- FU: 81% completed 

treatment (91% of 
subjects entering safety 
extension completed extra 
year) 

- ITT: full analysis set was 
defined as all women who 
received at least one dose 
of study medication and 
for whom at least one 
clinical observation was 
available 
 

 

- Multicenter: 37 centers in 
3 countries (Canada, 
Germany, The 
Netherlands) 

- Sponsor: Bayer 

Bleeding/spotting days (mean 
number of days during 1 
year) (PE) 

Flex: 41.0d (95%CI: 38.8-43.3) 
Fix: 60.9d (95%CI: 53.9-67.9) 
Con: 65.8 (95%CI: 62.2-69.4) 
Between group difference Flex-Con 
SS in favour of flexible extended regimen 
(p<0.0001) 
Between group difference Fix-Con NT 

Pearl index (PE) with flexible 
extended regimen during 2 
years 

Flex: 0.64 (95%CI: 0.28-1.26) 
NR for Fix and Con 

Cumulative pregnancy rate 
up to 2 years (PE) 

Flex: 1.28% (95%CI: 0.62-2.66) 
NR for Fix and Con 

Withdrawal bleeding (mean 
length of episodes) (SE) 

Flex: 7.5-14.2d 
Fix: 2.0-10.5d 
Con: 4.4-5.2d 

Intracyclic bleeding/spotting 
(max. length of episodes) (SE) 

Flex: 4.1d 
Fix: 16.5d 
Con: 5.8d 

 

Safety 

At least one AE Flex: 64.6% 
Fix: 71.8% 
Con: 69.4% 
NT 

Flex: 53.9% 
Fix: 51.3% 
Con: 67.1% 
NT 

Treatment withdrawn due to 
AE 

Flex: 4.0% 
Fix: 4.8% 
Con: 2.5% 
NT 

Flex: 1.0% 
Fix: 0% 
Con: 2.4% 
NT 

Headache Flex: 12.8% 
Fix: 17.7% 
Con: 17.1% 

Flex: 5.5% 
Fix: 6.7% 
Con: 12.9% 
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NT NT 

Dysmenorrhea Flex: 4.5% 
Fix: 4.3% 
Con: 6.5% 
NT 

Vomiting Flex: 4.4% 
Fix: 5.3% 
Con: 3.2% 
NT 

Breast pain Flex: 3.1% 
Fix: 3.3% 
Con: 3.2% 
NT 

Body weight Remained stable in 
all three regimens 

Mean weight gain 
(+1kg) in all regimens 

Mortality No deaths reported in this study 

Serious AE Flex: 3.0% 
Fix: 3.3% 
Con: 1.4% 
NT 

Endometrial thickness Flex: 3.69mm 
Fix: 4.10mm 
Con: 3.37mm 
NT 

Endometrial characteristics No abnormal findings were identified, 
including no hyperplasia, carcinomas, 
sarcomas, carcinomatous or other types of 
metaplasia or cervical carcinomas 

Ovarian morphology No abnormal findings 
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4.1.8.bis. Combined hormonal contraception: continuous vs cyclic use. Summary and 

conclusions  

 
Combined hormonal contraception* cyclical use (28d)  vs extended cycle (70d vs 91d vs 120d vs 364d) 
(From Edelman 2005: a. Anderson 2003, b. Cachrimanidou 1993, c. Miller 2005), (d. Klipping 2012a and 2010b) 

N/n Duration Population Results 
N= 4 
n=2571 

1 year Age: 18-40y 
Healthy 
females 
At risk for 
pregnancy 
No COC 
contra- 
indications 

Pregnancy 
N=4 

(a. Anderson 2003, 
 b. Cachrimanidou 
1993,  
c. Miller 2005, 

 d. Klipping 2012) 

 (a) 4/456 (continuous 91d) vs 3/226 (cyclic 28d) -> NS 
(b) 0/198 (continuous 70d) vs 0/96 (cyclic 28d) -> NT 
(c) 1/105 (91-day cycle 364d) vs 0/108 (cyclic 28d) -> NS 
(d) Pearl-index : 0.64 (flexible regimen 24-120d), NR for other 
regimens -> NT 

Quality 
-2 (low Jadad, 

low FU) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Total bleeding days 
(bleeding + 
spotting) during 1y 
N=3 

(a. Anderson 2003, 
 b. Cachrimanidou 
1993,  

 d. Klipping 2012) 

 (a) 48d (continuous 91d) vs 51d (cyclic 28d) -> NS 

(c) 82d (continuous 91d) vs 65d (cyclic 28d) -> NS 
     89d (continuous 364d) vs 65d (cyclic 28d) -> NS 
(d) 41d (flexible 24-120d) vs 66d (cyclic 28d) -> SS (p<0.0001) 
     61d (fixed 120d) vs 66d (cyclic 28d) -> NT 
Quality 
-1 (low Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Intracyclic 
bleeding/spotting 
(max. length of 
episodes) 
N=1 

(Klipping 2012) 

 4.1d (flexible 24-120d continuous) vs 16.5d (fixed 120d 
continuous) vs 5.8d (cyclic 28d) 

Quality 
-1 (low Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuation 
due to bleeding 

N=3 

(a. Anderson 2003, 
 b. Cachrimanidou 
1993,  
c. Miller 2005) 

 

 (a) 35/456 (continuous 91d) vs 4/226 (cyclic 28d) 
OR= 2.99 ( 95%CI 1.50,5.93 ) 
SS in favor of cyclic regimen p=0.0018 
(b) 26/198(continuous 70d) vs 2/96 (cyclic 28d) 
OR= 3.59 ( 95%CI 1.57,8.22 ) 
SS in favor of cyclic regimen p=0.0025 
(c) 13/105 (continuous 91d) vs 0/108 (cyclic 28d) 
OR= 8.59 ( 95%CI 2.80, 26.30 ) 
SS in favor of cyclic p=0.00017 
20/109 (continuous 364d) vs 0/108 (cyclic 28d) 
OR= 8.87 ( 95%CI 3.54, 22.21) 
SS in favor of cyclic p=0.00001 

Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1 (low FU) 

Grade assessment: moderate quality of evidence 

*Combined hormonal contraception: 
(a) 30 µg ethinyl estradiol and 150 µg levonorgestrel, 28-day versus 91-day cycles 
(b) 30 µg ethinyl estradiol and 150 µg desogestrel, 28-day versus 70-day cycles 
(c) 15 μg ethinyl estradiol and 120 μg etonogestrel, 28-day versus 91-day versus 364-day cycle (contraceptive ring) 
(d) 3 mg drospirenone + 20 µg ethinyl estradiol 28-day (24d active +4d hormone-free) versus fixed extended 120-day versus 
flexible extended 24-120-day where women could choose the length of continuous intake, they were advised to have a 4-
day tablet-free interval if bleeding and/or spotting occurred for three consecutive days 
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- We selected from a Cochrane review three studies in which continuous intake of the combination pill (and in 
one study also the vaginal ring with oestroprogestagens) for three or more cycles was compared with standard 
intake (21d hormone intake + 7d hormone-free interval, or in the case of drospirenone, 24d + 4d). A more 
recent RCT also studied the drospirenone-containing combination pill in a flexible regimen of 24 to 120 days of 
hormone intake to reduce intracyclic bleeding. 
 
- These studies had insufficient power to demonstrate differences in contraceptive reliability. In some studies 
no pregnancies occurred in one or more arms. Meta-analysis was not conducted due to the different hormone 
compositions of the contraceptives compared and the different duration of continuous intake. In the individual 
studies there appeared to be no difference in contraceptive reliability for the two strategies. 
 
GRADE: low quality of evidence 
 
- There proved to be no significant difference in the total number of days of bleeding between the various fixed 
regimens. One study with drospirenone did report significantly fewer days of bleeding in the flexible regimen in 
which women could choose how many days in a row they took the pill, between 24 and 120 days, in 
comparison to the standard 28d cycle regimen. In almost all the studies, a significant difference in 
discontinuation of the treatment due to bleeding was reported in favour of cyclic pill intake compared to 
continuous intake. 
 
GRADE: moderate quality of evidence 
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4.1.9. Combined hormonal contraception: effect on weight. Evidence tables. 

4.1.9.1. Levonorgestrel 100 μg and EE 20 μg versus placebo: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 

N= 1 
n= 721 
 

Levonorgestrel 100 μg and EE 20 
μg versus placebo 

Mean weight change in kg 
(cycle 6) 

Mean diff= 0.30 (-0.23 – 0.83), NS 

* Characteristics of included studies: see below 
 

Ref + design N Population Duration Comparison Methodology  

Coney 2001   
DB PG RCT 

721 32 sites in USA, Canada and Australia. 
Healthy women age ≥ 14 with regular 
menses and moderate facial acne. 
Excluded: recent abnormal cervical 
cytology; pregnancy; willing to use non-
hormonal contraception if at risk of 
pregnancy; contraindications to oral 
contraceptive use; recent 
oral or injectable hormones; recent use 
of certain drugs 

6 cycles Levonorgestrel 100 μg and EE 20 
μg (n=359) versus placebo 
(n=362) 

- Jadad score: 4/5 
- FU: 60,3% 
- ITT: no 
 
-Methodological remarks: high 
dropout rate and no ITT 
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4.1.9.2. Skin patch versus placebo: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 
 

N= 1 
n= 136 
 

Skin patch norelgestromin 150 μg 
and EE 20 μg versus placebo 

Gained >5% baseline weight (cycle 9) OR=0.95 (0.30 – 2.98), NS 

Lost >5% baseline 
weight (cycle 9) 

OR=0.27 (0.04 – 1.82), NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology  

Sibai 2001 
DB PG RCT 

136 Study location not described 
Inclusion and exclusion criteria not 
described 

9 cycles Contraceptive skin patch releasing 
norelgestromin 150 μg and EE 20 
μg daily (n=92) 
versus placebo (n=44). 

- Jadad score: 2/5 
- FU:  NR 
- ITT: ? 
- Methodological remarks: initial 
number assigned to each study 
group not reported; loss to FU not 
reported, unclear if the number of 
participants with weight outcomes 
was the number of women 
randomized 
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4.1.9.3. Desogestrel 150 μg and EE 20 μg versus gestodene 75 μg and EE 20 μg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 
 

N= 2 
n= 2.589 
 

Desogestrel 150 μg and EE 20 μg 
versus gestodene 75 μg and EE 20 
μg 

Gained >2 kg  [Serfaty 1998]  
Cycle 6: OR=0.84 (0.58 – 1.22), NS 
[Endrikat 1999] 
Cycle 12: OR=1.13 (0.85 – 1.49), NS 

Lost >2 kg  [Serfaty 1998]  
Cycle 6: OR=1.65 (1.13 – 2.41), SS in favor of gestodene 
[Endrikat 1999] 
Cycle 12: OR=0.95 (0.68 – 1.33), NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology  

Serfaty 1998 
OL PG RCT 

1.026 52 sites in Paris, France 
Healthy, normal-weight women age 18 to 45 
years (18 to 35 years for smokers) with 
regular menses and normal plasma lipid and 
carbohydrate levels. 
Excluded:contraindications to oral 
contraception; recent injectable, implant, or 
intrauterine contraceptive use; recent birth or 
abortion; use of certain drugs 

6 cycles Desogestrel 150 μg and EE 20 
μg (n=515) versus gestodene 
75 μg and EE 20 μg (n=511) 

- Jadad score: 3/5 
- FU: 81.3% 
- ITT: no 

Endrikat 1999 
OL PG RCT 

1.563 123 sites in France, Austria, the UK, The 
Netherlands, Switzerland and Italy. 
Healthy women age 18 to 35 years with 
regular menses. 
Excluded: current use of oral contraceptive 
containing 150 μg desogestrel and 20 μg EE; 
contraindications to oral contraceptive use; 
recent depot-contraceptives use; unclassified 
genital bleeding; excessive smoking 

12 cycles Gestodene 75 μg and EE 20 μg 
(n=786) versus desogestrel 
150 μg and EE 20 μg (n=777) 
 

- Jadad score: 2/5 
- FU: 65.7% 
- ITT: no (87 women were 
excluded from analysis for 
prototol violations) 
-Methodological remarks: high 
dropout rate (34.3%);  
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4.1.9.4. Desogestrel 150 μg and EE 30 μg versus levonorgestrel 50-75-125 μg and EE 30-40-30 μg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 
 

N= 1 
n= 555 
 

Desogestrel 150 μg and EE 30 μg 
versus levonorgestrel 50-75-125 μg 
and EE 30-40-30 μg 

Gained >2 kg (cycle 6) OR=3.29 (1.84 – 5.88), SS in favor of levonorgestrel 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology  

Lachnit-Fixxson 1984 
PG RCT (blinding NR) 

555 Multicenter trial in Austria, Germany, 
The Netherlands and the UK. 
Inclusion and exclusion criteria not 
described. 

6 cycles Desogestrel 150 μg and EE 30 μg 
(n=277) versus triphasic: 
levonorgestrel 50-75-125 
μg and EE 30-40-30 μg (n=278) 

- Jadad score: 2/5 
- FU: 84.5% 
- ITT: no 
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4.1.9.5. Prolongued Desogestrel 150 μg and EE 30 μg versus standard desogestrel 150µg and EE 30µg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 
 

N= 1 
n= 294 
 

Prolonged desogestrel and EE 
regimen versus standard 
desogestrel and EE regimen 

Mean weight change in kg (cycle 12) Mean diff=0.57 (-0.42 – 1.56) , NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology (sponsor NR in 
Cochrane) 

Cachrimanidou 1993 
PG RCT 
(blinding NR) 

294 Three sites in Sweden 
Healthy women age 18 to 39 years at 
risk of pregnancy. 
Excluded “generally accepted” 
contraindications of OC use. 

12 cycles Prolonged regimen (desogestrel 
150 μg and EE 30 μg; nine pill 
weeks and one pill-free 
week;n=198) versus standard 
regimen (desogestrel 150 μg and 
EE 30 μg; three pill weeks 
and one pill-free week; n=96) 

- Jadad score: 1/5 
- FU: loss to FU not reported; 115 
women discontinued early 
- ITT: no 
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4.1.9.6. Drospirenone 3 mg and EE 20 μg versus desogestrel 150 μg and EE 20 μg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 

N=1  
n= 445 
 

Drospirenone 3 mg and EE 20 μg 
versus desogestrel 150 μg and EE 
20 μg 

Mean weight change in kg (cycle 7) Mean diff= -0.67 (-1.16 - -0.18), SS in favor of 
drospirenone 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology (sponsor NR in 
Cochrane) 

Gruber 2006 
OL PG RCT 

445 25 centers in 4 countries (Italy, UK, 
Czech Republic, and Belgium). 
Healthy women aged 18 to 35 years, 
except for smokers over 30 years. 
Exclusion: contraindications for COC use; 
use of DMPA in past 6 months or OC 
with 
desogestrel or  drospirenone in last 
cycle; childbirth, abortion, or lactation in 
last 3 cycles; 
suspect cervical smear 

7 cycles Drospirenone 3 mg and EE 20 μg 
(n=222) versus desogestrel 150 μg 
and EE 20 μg (n= 
223) 

- Jadad score: 3/5 
- FU: 97% 
- ITT: no 
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4.1.9.7. Gestodene 75 μg and EE 20 μg versus gestodene 75 μg and EE 30 μg effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 

N= 1 
n= 649 
 

Gestodene 75 μg and EE 20 μg 
versus gestodene 75 μg and EE 30 
μg 

Gained >2 kg (cycle 12) [Endrikat 1997] 
OR=1.06 (0.63 – 1.81), NS 

Lost >2 kg (cycle 12) [Endrikat 1997] 
OR=1.13 (0.63 - 2.03), NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology (sponsor NR in 
Cochrane) 

Endrikat 1997 
DB PG RCT 

649 10 sites in Germany. 
Healthy, sexually active women age 18 
to 39 years. 
Excluded recent depot-contraceptive 
use; pregnancy; liver, vascular, and 
metabolic diseases; 
tumors; unclassified genital bleeding 

12 cycles Gestodene 75 μg and EE 20 μg 
(n=428) versus gestodene 75 μg 
and EE 30 μg (n=221) 

- Jadad score: 2/5 
- FU: loss to follow-up not 
reported, 24.8% discontinued 
early or excluded by the sponsor 
- ITT: no 
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4.1.9.8. Gestodene 75 μg and EE 30 μg versus desogestrel 150 μg and EE 20 μg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 
 

N= 2 
n= 1.056 
 

Gestodene 75 μg and EE 30 μg 
versus desogestrel 150 μg and EE 
20 μg 

Mean body mass percentage change 
(cycle 6)  

[Coenen 1996] 
Mean diff=0.70 (-1.32 – 2.72), NS 

Mean weight change in kg (cycle 6) [Kirkman 1994] 
mean diff= 0.20 (0.00 – 0.40), NS 
 

* Characteristics of included studies: see below 
 

Ref + design N Population Duration Comparison Methodology  

Coenen 1996 
OL PG RCT 
 

100 (50 for this 
comparison)  

Unspecified location. 
Healthy women age 18 to 38 years 
with regular menses. 
Excluded: obesity; pregnancy; 
recent pregnancy; lactation; 
contraindications to oral 
contraceptives; 
certain medications; heavy smoking 

One pre-
treatment cycle 
and 6  treatment 
cycles. 

Norgestimate 250 μg and EE 
35 μg (n=25) versus 
gestodene 75 μg and EE 30 μg 
(n= 
25) versus desogestrel 150 μg 
and EE 30 μg (n=25) versus 
desogestrel 150 μg and EE 
20 μg (n=25) 

- Jadad score: 2/5 
- FU: loss to FU not reported; 
3 women in gestodene group 
and 4 in the desogestrel 20 μg 
discontinued early (14%) 
- ITT: no 

Kirkman 1994 
OL PG RCT 

1.006 66 sites in Denmark, Italy, New 
Zealand and the United Kingdom 
Healthy women over age 30 years. 
Excluded:  irregular menses; 
smoking among those over age 34 
years; lactation; high blood 
pressure; certain drug use 

6 cycles Gestodene 75 μg and EE 30 
μg (n=505) versus desogestrel 
150 μg and EE 20 μg (n= 
501) 

- Jadad score: 3/5 
- FU:  89% 
- ITT: no 
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4.1.9.9. Gestodene 75 μg and EE 30 μg versus desogestrel 150 μg and EE 20 μg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 

N= 4 
n= 1.838 
 

Gestodene 75 μg and EE 30 μg 
versus desogestrel 150 μg and EE 
30 μg 

Gained >2 kg (cycle 6) [Brill 1991, Halbe 1998, Koetsawang 1995] 
OR=1.18 (0.87 – 1.60), NS 

Mean body mass percentage change (cycle 6) [Coenen 1996] 
Mean diff= 0.8 (-1.18 – 2.78), NS 

* Characteristics of included studies: see below 
 

Ref + design N Population Duration Comparison Methodology  

Brill 1991 
PG RCT (no 
information on 
blinding) 

605 (410 for 
this comp.) 

Multicenter trial in Germany 
Healthy, sexually-active women age 16 
to 45 years with regular menses. 
Excluded: contraindications to oral 
contraceptive use; recent oral 
contraceptive use; certain 
drug use; abnormal Pap smear 
 

6 cycles Gestodene 75 μg and EE 30 μg 
(n=209) versus desogestrel 150 μg 
and EE 30 μg (n=201) versus 
norgestimate 250 μg and EE 35 μg 
(n=195) 

- Jadad score: 2/5 
- FU: 87.4% 
- ITT: no 

Halbe 1998 
OL PG RCT 

595 8 sites in Brazil 
Healthy, reproductive-age women with 
regular menses and at risk for 
pregnancy. 
Excluded: contraindications to oral 
contraceptive use, lactation, certain 
drugs, malnutrition 

6  cycles Desogestrel 150 μg and EE 30 μg 
(n=316) versus gestodene 75 μg 
and EE 30 μg (n=279) 

- Jadad score: 2/5 
- FU: 84.2% 
- ITT: no 

Koetsawang 1995 
OL PG RCT 

783 6 cites in Thailand 
Healthy women of fertile age with 
regular menses. 
Excluded: contraindications to oral 
contraceptive use; lactation; certain 
drugs 

6 cycles Desogestrel 150 μg and EE 30 μg 
(n=394) versus gestodene 75 μg 
and EE 30 μg (n=389) 

- Jadad score: 3/5 
- FU: 86.8% 
- ITT: no 

Coenen 1996 100 (50 for Unspecified location 6 cycles Norgestimate 250 μg and EE 35 μg - Jadad score: 1/5 
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OL PG RCT this comp.) Healthy women age 18 to 38 years with 
regular menses. 
Excluded obesity; pregnancy; recent 
pregnancy; lactation; contraindications 
to oral contraceptives; 
certain medications; heavy smoking 

(N=25) versus gestodene 75 μg 
and EE 30 μg (n= 
25) versus desogestrel 150 μg and 
EE 30 μg (n=25) versus 
desogestrel 150 μg and EE 
20 μg (n=25) 

- FU: ? (4 women in the 
norgestimate, 3 women in the 
gestodene, 1 woman in the 
desogestrel/EE 30 μg, and 4 
women in the desogestrel/EE 20 
μg group discontinued early; loss 
to follow up not reported. 
- ITT: no 
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4.1.9.10. Gestodene 75 μg and EE 30 μg versus norgestimate 250 μg and EE 35 μg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 

N= 1 
n= 404 
 

Gestodene 75 μg and EE 30 μg 
versus norgestimate 250 μg and EE 
35 μg 

Gained >2 kg (cycle 6) OR=1.54 (0.92 – 2.60), NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology  

Brill 1991 
PG RCT (no 
information on 
blinding) 

605 (410 for 
this comp.) 

Multicenter trial in Germany 
Healthy, sexually-active women age 16 
to 45 years with regular menses. 
Excluded: contraindications to oral 
contraceptive use; recent oral 
contraceptive use; certain drug use; 
abnormal Pap smear 
 

6 cycles Gestodene 75 μg and EE 30 μg 
(n=209) versus desogestrel 150 
μg and EE 30 μg (n=201) versus 
norgestimate 250 μg and EE 35 
μg (n=195) 

- Jadad score: 2/5 
- FU: 87.4% 
- ITT: no 
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4.1.9.11. Levonorgestrel 100 μg and EE 20 μg versus levonorgestrel 150 μg and EE 30 μg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 

N= 1 
n= 505 
 

Levonorgestrel 100 μg and EE 20 
μg versus levonorgestrel 150 μg 
and EE 30 μg 

Gained >2 kg (cycle 6) OR=1.26 (0.74 – 2.15), NS 

Lost >2 kg (cycle 6) OR=1.31 (0.70 – 2.44), NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology  

Endrikat 2001 
OL PG RCT 

760 (505 
for this 
comp) 

30 sites in Germany 
Healthy, normal weight women age 18 
to 35 years. 
Excluded: high blood pressure; heavy 
smoking; established contraindications 
to oral contraceptive use; recent depot-
contraceptive use; unexplained vaginal 
bleeding; migraine 
headaches during menstruation 

13 cycles Levonorgestrel 100 μg and EE 20 
μg (n=380) versus norethisterone 
500 μg and EE 20 
μg (n=255) versus levonorgestrel 
150 μg and EE 30 μg (n=125; 
study standard). 
 
767 women were randomized; 
however, the sum of the number 
of women assigned to 
each group totaled 760 women. 
The remaining seven women 
were not described 

- Jadad score: 3/5 
- FU: 79% 
- ITT: no 
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4.1.9.12. Levonorgestrel 150 μg and EE 30 μg versus gestodene 75 μg and EE 30 μg:  effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 

N= 1 
n= 456 
 

Levonorgestrel 150 μg and EE 30 
μg versus gestodene 75 μg and EE 
30 μg 

Mean weight change in kg (cycle 6) Mean diff=0.70 (0.14 – 1.26), NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology  

Loudon 1990 
DB PG RCT 

456 31 sites in the UK 
Women age 16 to 35 years. 
Excluded: high blood pressure; 
amenorrhea; post-partum women 
without resumption of 
menses; thrombotic disorders; history of 
sickle-cell anemia, lipid metabolism 
disorders, 
or herpes; liver diseases; abnormal 
vaginal bleeding of unknown origin; 
certain neoplasias; pregnancy; lactation 

6 months Gestodene 75 μg and EE 30 μg 
(n=229) versus levonorgestrel 150 
μg and EE 30 μg 
(n=227) 

- Jadad score: 3/5 
- FU: 80.9% 
- ITT: no 
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4.1.9.13. Levonorgestrel 50-75-125 μg and EE 30-40-30 μg versus levonorgestrel 150 μg and EE 30 μg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 

N= 1 
n= 342 
 

Levonorgestrel 50-75-125 μg and 
EE 30-40-30 μg versus 
levonorgestrel 150 μg and EE 30 μg 

Mean weight change in kg (cycle 6) Mean diff= -0.02 (-0.06 – 0.03), NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology  

Kashanian 2010 
PG RCT (blinding NR) 

342 Public health centers in Iran 
 
Women seeking contraception at public 
health centers.  
Inclusion criteria: married, 
age 17 to 40 years, regular 
menstruation, no signs or symptoms 
similar to adverse effects of pills before 
using them, no prior OCP use.  
Exclusion criteria: contraindication to 
pills, systemic disorders or drug use, 
breastfeeding, delivered < 3 weeks 
previously; use of injectable 
contraceptive in past 6 months or 
implant in past 3 months; abnormal Pap 
smear, abnormal blood cholesterol and 
triglycerides, and being illiterate, 
omitting one or more pills during the 
cycles, stopping taking pills, using other 
contraceptives along with OCPs, acute 
severe diarrhea and vomiting, and 
pregnancy 

6 cycles Levonorgestrel 150 μg and EE 30 
μg (n=171) versus levonorgestrel 
50-75-125 μg and EE 30-40-30 μg 
(n=171) 

- Jadad score: 3/5 
- FU: 91.9% 
- ITT: no 
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4.1.9.14. Norgestimate 250 μg and EE 35 μg versus desogestrel 150 μg and EE 30 μg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 

N= 1 
n= 396 
 

Norgestimate 250 μg and EE 35 μg 
versus desogestrel 150 μg and EE 
30 μg 

Gained >2 kg (cycle 6) OR= 1.15 (0.65 – 2.06), NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology  

Brill 1991 
PG RCT (blinding NR) 

605 (396 for 
this comp.) 

Multicenter trial in Germany 
Healthy, sexually-active women age 16 
to 45 years with regular menses. 
Excluded: contraindications to oral 
contraceptive use; recent oral 
contraceptive use; certain drug use; 
abnormal Pap smear 
 

6 cycles Gestodene 75 μg and EE 30 μg 
(n=209) versus desogestrel 150 
μg and EE 30 μg (n=201) versus 
norgestimate 250 μg and EE 35 
μg (n=195) 

- Jadad score: 2/5 
- FU: 87.4% 
- ITT: no 
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4.1.9.15. Vaginal ring versus levonorgestrel 150 μg and EE 30 μg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 

N= 1 
n= 1.030 
 

Vaginal ring etonogestrel 120 μg 
and EE 15 μg versus levonorgestrel 
150 μg and EE 30 μg 

Gain >=7% body weight 
(cycle 13) 

OR=0.84 (0.55 – 1.28), NS 

Lost >=7% body weight (cycle 13) OR=1.39 (0.83 – 2.32), NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology  

Oddsson 2005 
OL PG RCT 

1.030 Healthy women from 11 countries in 
Europe and South America 
18 y or older 
 
Excluded if OC contraindicated, DMPA 
use in previous 6 months, postpartum 
or 
postabortion within 2months of start, 
breastfeeding within 2months, 
abnormal cervical smear, or drugs that 
could interfere with contraceptive 
metabolism 
 

13 cycles Vaginal ring releasing 
etonogestrel 120 μg + EE 15 μg 
daily (n=512) versus 
COCcontaining levonorgestrel 
150 μg + EE 30 μg (n=518) 

- Jadad score: 3/5 
- FU: 71% 
- ITT: modified intention to treat 
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4.1.9.16. Vaginal ring versus versus drospirenone 3 mg and EE 30 μg: effect on weight 

 

Ref N/n Comparison Outcomes Result 

Gallo 2011b 
 
Design:  
MA 
 
Search date: 31 
May 2011 
 

N= 1 
n= 1.017 
 

Vaginal ring etonogestrel 120 μg 
and EE 15 μg versus drospirenone 
3 mg and EE 30 μg 

Mean weight change in kg (cycle 13 or 
last assessment) 

Mean diff=0.40 (0.03 – 0.77), SS in favor of COC 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology (sponsor NR in 
Cochrane) 

Milsom 2006 
OL PG RCT 

1.017 women, at least 18 years old, seeking 
contraception.  
Exclusion criteria: contraindication 
for hormonal contraception, abortion 
or breastfeeding in past 2months, 
injectable 
hormonal contraceptive use in past 
6months, abnormal cervical smear 
during screening, use in past 2 months 
of drugs that interfere with metabolism 
of hormonal contraceptives 

13 cycles Vaginal ring releasing 
etonogestrel 120 μg + EE 15 μg 
daily versus COC containing 
drospirenone 3 mg + EE 30 μg 

- Jadad score: 3/5 
- FU: 68% 
- ITT: modified ITT 

 

Combined hormonal contraception: effect on weight. Authors’ conclusions 
Available evidence was insufficient to determine the effect of combination contraceptives on weight, but no large effect was evident. 
Trials to evaluate the link between combination contraceptives and weight change require a placebo or non-hormonal group to control for other factors, including changes 
in weight over time. 
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4.1.9.bis. Combined hormonal contraception: effect on weight. Summary and conclusions 

 
Combined oral contraceptives  vs. placebo 
 
Levonorgestrel 100 μg + Ethinyl estradiol 20 μg vs. placebo (Coney 2001) 
( from Gallo 2011b) 

N/n Duration Population Results 

N=1, 
n= 721 

6 cycles - Healthy 
women 
- Age: ≥14y 
- regular 
menses and 
moderate facial 
acne 

Mean weight 
change in kg 
at cycle 6 
 
 

Mean diff= 0.30 (95% CI -0.23, 0.83),  
NS 

Quality 
- 1 (low FU, no 

ITT) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

 
In a 2011 Cochrane review we identified one placebo-controlled study with a combination pill that reports 
weight outcomes. The pill studied contains levonorgestrel 100 μg + ethinyl estradiol 20 μg. There is no 
significant difference between the combination pill and placebo in the average weight change after 6 cycles.  
GRADE: moderate quality of evidence 

 
 
Contraceptive patch vs. placebo 
 
Skin patch norelgestromin 150 μg + Ethinyl Estradiol 20 μg (Sibai 2001) 
(from Gallo 2011b) 

N/n Duration Population Results 

N=1, 
n= 136 

9 cycles - not described Gained >5% 
baseline 
weight at 
cycle 9 

OR=0.95 (95% CI 0.30, 2.98), NS 

Quality 
-2 (low JADAD, 

number 
randomised, FU, 
ITT, not reported) 

Consistency 
NA 

Directness 
-1 (study 

population not 
reported) 

Imprecision 
OK 

Grade assessment: very low quality of evidence 

Lost >5% 
baseline 
weight at 
cycle 9 

OR=0.27 (95% CI 0.04, 1.82), NS 

Quality 
-2  

Consistency 
NA  

Directness 
-1  

Imprecision 
OK 

Grade assessment: very low quality of evidence 

 
In a 2011 Cochrane review we identified one placebo-controlled study with a contraceptive patch that reports 
weight outcomes. The patch studied contains norelgestromin 150 μg + ethinyl estradiol 20 μg. There is no 
significant difference between this patch and placebo in the number of women with weight change of more 
than 5% after 9 cycles.  
GRADE: very low quality of evidence 
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Combined oral contraceptives vs combined oral contraceptives 
 
Desogestrel 150 μg + Ethinyl Estradiol 20 μg vs. gestodene 75 μg + Ethinyl Estradiol 20 μg (Serfaty 1998, 
Endrikat 1999) 
Desogestrel 150 μg and Ethinyl Estradiol 30 μg vs. levonorgestrel 50-75-125 μg + Ethinyl Estradiol 30-40-30 μg 
(Lachnit-Fixxson 1984) 
Prolonged regimen desogestrel 150 μg + Ethinyl Estradiol 30 μg vs. standard regimen desogestrel 150 μg + 
Ethinyl Estradiol 30 μg (Cachrimanidou 1993) 
Drospirenone 3 mg + Ethinyl Estradiol 20 μg vs. desogestrel 150 μg + Ethinyl Estradiol 20 μg (Gruber 2006) 
Gestodene 75 μg + Ethinyl Estradiol 20 μg vs. gestodene 75 μg + Ethinyl Estradiol 30 μg (Endrikat 1997) 
Gestodene 75 μg and Ethinyl Estradiol 30 μg vs. desogestrel 150 μg + Ethinyl Estradiol 20 μg (Coenen 1996, 
Kirkman 1994) 
Gestodene 75 μg + Ethinyl Estradiol 30 μg vs. desogestrel 150 μg + Ethinyl Estradiol 30 μg (Brill 1991, Halbe 
1998, Koetsawang 1995, Coenen 1996) 
Gestodene 75 μg + Ethinyl Estradiol 30 μg vs. norgestimate 250 μg + Ethinyl Estradiol 35 μg (Brill 1991) 
Levonorgestrel 100 μg + Ethinyl Estradiol 20 μg vs. levonorgestrel 150 μg + Ethinyl Estradiol 30 μg (Endrikat 
2001) 
Levonorgestrel 150 μg +Ethinyl Estradiol 30 μg vs. gestodene 75 μg + Ethinyl Estradiol 30 μg (Loudon 1990) 
Levonorgestrel 50-75-125 μg + Ethinyl Estradiol 30-40-30 μg vs. levonorgestrel 150 μg + Ethinyl Estradiol 30 μg 
(Kashanian 2010) 
Norgestimate 250 μg + Ethinyl Estradiol 35 μg vs. desogestrel 150 μg + Ethinyl Estradiol 30 μg (Brill 1991) 
 
(all from Gallo 2011b) 

N/n Duration Population Results 

N=14, 
n= 
9.179 

12 cycles - Healthy 
women 
- Age: 16 - 
45 y 
- regular 
menses  
- 4 studies 
include only 
patients 
with normal 
weight 

Gained ≥ 2 
kg  

At cycle 6:  
DSG150+EE20 vs. GSD75+EE20:  
(Serfati)  OR=0.84 (95% CI 0.58, 1.22), NS  
GSD75+EE30 vs. DSG150+EE30:  
(Brill, Halbe, Koetsawang) OR=1.18 (95% CI 0.87, 1.60), NS  
GSD75+EE30 vs. NGM250+EE35:  
(Brill) OR=1.54 (95% CI 0.92, 2.60), NS  
LNG100+EE20 vs. LNG150+EE30: 
(Endrikat 2001) OR=1.26 (95% CI 0.74, 2.15), NS 
NGM250+EE35 vs DSG150+EE30: 
(Brill) OR=1.15 (95% CI 0.65, 2.06), NS 
 
At cycle 12: 
DSG150+EE20 vs. GSD75+EE20:  
(Endrikat 1999) OR=1.13 (95% CI 0.85, 1.49), NS  
GSD75+EE20 vs GSD75+EE30:  
(Endrikat 1999) OR= 1.06 (95% CI 0.63, 1.81), NS  

Quality 
-1 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

At cycle 6: 
(Lachnit)  DSG150+EE30 vs. LNG50-75-125+EE30-40-30:  
OR=3.29 (95% CI 1.84, 5.88), SS in favor of levonorgestrel  
 

Quality Consistency Directness Imprecision 

-1 NA OK OK 

Grade assessment: moderate quality of evidence 

Lost ≥ 2 kg  DSG150+EE20 vs. GSD75+EE20 
At cycle 6 (Serfati):  OR=1.65 (95% CI 1.13, 2.41), SS  

Quality 
OK 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

 Grade assessment: high quality of evidence 
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DSG150+EE20 vs. GSD75+EE20 
At cycle 12 (Endrikat 1999): OR=0.95 (95% CI 0.68, 1.33), NS 

Quality 
-2 (low JADAD, 

low FU, no ITT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

GSD75+EE20 vs. GSD75+EE30 
At cycle 12 (Endrikat 1997): OR=1.13 (95% CI 0.63, 2.03), NS 

Quality 
-2  

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

LNG100+EE20 vs. LNG150+EE30 
At cycle 13 (Endrikat 2001) OR=1.31 (95% CI 0.70, 2.44), NS 

Quality 
OK 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

Mean 
weight 
change  

Prolonged regimen DSG150 + EE30 vs. standard regimen 
DSG150 + EE30  
At cycle 12 (Cachrimanidou 1993):  
Mean difference in weight change= 0.57 kg (95% CI -0.42, 1.56), 
NS 

Quality 
-2 (low JADAD, 

low FU, no ITT) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

DRSP 3 mg + EE20 vs. DSG150 + EE20  
At cycle 7 (Gruber 2006): 
Mean difference in weight change= -0.67 kg (95% CI -1.16, -
0.18), SS in favor of drospirenone 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

GSD75 + EE30 vs. DSG150 + EE20  
At cycle 6  
(Coenen 1996, Kirkman 1994): 
mean difference in body mass % change= 0.70 (95% CI -1.32, 
2.72), NS 
(Kirkman 1994): 
mean difference in weight change= 0.20kg (95% CI 0.00, 0.40), 
NS 
 
GSD75 + EE30 vs. DSG150 + EE30  
At cycle 6 (Coenen 1996): 
Mean difference in body mass % change= 0.8 (-1.18, 2.78), NS 

Quality 
-1 (1 study serious  

limitations, 1 study 
OK) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

LNG150 + EE30 vs. GSD75 + EE30  
At cycle 6 (Loudon 1990): 
Mean difference in weight change= 0.70 kg (95% CI 0.14, 1.26), 
NS 

Quality Consistency Directness Imprecision 
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OK NA OK OK 

Grade assessment: high quality of evidence 

LNG50-75-125 + EE30-40-30 vs. LNG150 + EE30  
At cycle 6 (Kashanian 2010): 
Mean difference in weight change= -0.02 kg (95% CI -0.06, 
0.03), NS 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

 
 
In a 2011 Cochrane Review we identified 14 studies that compared combination pills for weight outcome.  
- Six studies compare combination pills for the number of women with a weight gain of at least 2 kg: 
 
De combination desogestrel 150 μg + ethinyl estradiol 30 μg gives a weight gain of at least 2 kg after 6 cycles in 
significantly more women than the combination levonorgestrel 50-75-125 μg + ethinyl estradiol 30-40-30 μg.  
For other combination pills studied, there is no significant difference after 6 cycles or after 12 cycles. 
GRADE: moderate quality of evidence 
 
- Four studies compare combination pills for the number of women with a weight loss of at least 2 kg:  
 
After six cycles there are significantly more women with a weight loss of at least 2 kg for the combination 
desogestrel 150 μg + ethinyl estradiol 20 μg than for the combination gestodene 75 μg + ethinyl estradiol 20 
μg.  
GRADE: high quality of evidence 
 
After twelve cycles there is no significant difference between the combination desogestrel 150 μg + ethinyl 
estradiol 20 μg and the combination gestodene 75 μg + ethinyl estradiol 20 μg with regard to the number of 
women with a weight loss of at least 2 kg.  
GRADE: low quality of evidence 
 
After twelve cycles there is no significant difference between the combination gestodene 75 μg + ethinyl 
estradiol 20 μg and the combination gestodene 75 μg + ethinyl estradiol 30 μg with regard to the number of 
women with a weight loss of at least 2 kg. 
GRADE: low quality of evidence 
 
After thirteen cycles there is no significant difference between levonorgestrel 100 μg + ethinyl estradiol 20 μg 
and the combination levonorgestrel 150 μg + ethinyl estradiol 30 μg with regard to the number of women with 
a weight loss of at least 2 kg. 
GRADE: high quality of evidence 
 
- Six studies compare combination pills for the average variation in body weight: 
 
After twelve cycles there is no significant difference in weight variation between a prolonged regimen with 
desogestrel 150 μg + ethinyl estradiol 30 μg and a standard regimen with desogestrel 96 μg + ethinyl estradiol 
30 μg. 
GRADE: low quality of evidence 
 
After seven cycles there is a significant difference in weight variation between the combination drospirenone 3 
mg + ethinyl estradiol 20 μg and the combination desogestrel 150 μg + ethinyl estradiol 20 μg, in favour of the 
combination with drospirenone (weight decreased on average vs. increased on average with desogestrel). 
GRADE: high quality of evidence 
 
After six cycles there is no significant difference in weight variation between the combination gestodene 75 μg 
+ ethinyl estradiol  (20 of 30 μg) and the combination desogestrel 150 μg + ethinyl estradiol (20 or 30 μg). 
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GRADE: moderate quality of evidence 
 
After six cycles there is no significant difference in weight variation between the combination levonorgestrel 
150 μg + ethinyl estradiol 30 μg and the combination gestodene 75 μg + ethinyl estradiol 30 μg. 
GRADE: high quality of evidence 
 
After six cycles there is no significant difference in weight variation between the combination levonorgestrel 
50-75-125 μg + ethinyl estradiol 30-40-30 μg and the combination levonorgestrel 150 μg + ethinyl estradiol 30 
μg. 
GRADE: high quality of evidence 
 
It is difficult to compare the various oral contraceptive pills with each other due to their different compositions. 
In addition, the amount of data is limited to one study for most comparisons. The authors of the Cochrane 
review conclude that there is insufficient evidence to determine the effect of the various combination pills on 
weight. There is a need for comparative studies that also include a group receiving placebo or a non-hormonal 
form of contraception. 
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Vaginal ring vs. combined oral contraceptives 
 
Vaginal ring etonogestrel 120μg + Ethinyl Estradiol 15μg vs. levonorgestrel 150μg + Ethinyl Estradiol 30μg (Oddsson 2005) 
Vaginal ring etonogestrel 120μg + Ethinyl Estradiol 15μg vs. drospirenone 3mg + Ethinyl Estradiol 30μg (Milsom 2006) 
 
(from Gallo 2011b) 

N/n Duration Population Results 

N=2, 
n= 
2.047 

13 cycles - Healthy 
women 
- Age: ≥ 18y 

Gain ≥ 7% of 
body weight 
at cycle 13 

Reported in 1/2 studies (Oddsson 2005) 
OR=0.84 (95% CI 0.55, 1.28) 
NS 

Quality 
-1 (low FU and 

modified ITT) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Lost ≥ 7% of 
body weight 
at cycle 13 
 

Reported in 1/2 studies (Oddsson 2005) 
OR=1.39 (95% CI 0.83, 2.32) 
NS 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Mean weight 
change in kg 
at cycle 13 or 
last 
assessment 
 

Reported in 1/2 studies (Milsom 2006) 
Mean diff=0.40 (95% CI 0.03, 0.77) 
SS in favor of COC 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

 
 
In a 2011 Cochrane review we identified two studies that compare a vaginal ring (etonogestrel + ethinyl 
estradiol) with a combination pill for the weight outcome.  
 
- There is greater weight gain with the vaginal ring than with oral drospirenone + ethinyl estradiol after 13 
cycles, but the absolute difference in weight change is small.  
GRADE: moderate quality of evidence 
 
- There is no significant difference between the vaginal ring and oral levonorgestrel + ethinyl estradiol with 
regard to the number of women with a change in body weight of at least 7% after 13 cycles. 
GRADE: moderate quality of evidence 
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4.1.10. Combined oral contraception containing drospirenone: effect on blood pressure. Evidence tables 

 

Ref N/n Comparison Duration Outcomes  

Koltun 2008 
 

458 DRSP 3mg + EE 20µg  
Vs 
placebo 

 
6 
treatment 
cycles 
 

Blood pressure “Mean systolic and diastolic blood pressure and heart rate were comparable at 
baseline between the two treatment groups. For these three parameters, there were 
minimal changes in the means over time during the treatment phase in both 
treatment groups. In addition, there were no statistically significant differences in 
the change from baseline to end point in mean blood pressure between the two 
treatment groups” 

 

Ref N/n Comparison Duration Outcomes  

Westhof 
2012 
Mansour 
2011 
 

N=2, 
n= 4433 

NOMAC + 17β–estradiol 
(24-4d) 
vs 
DRSP 3mg + EE 30µg 
(21-7d) 

13 
cycles 

Blood pressure “Laboratory and blood pressure measurements 
showed no remarkable changes in values from baseline 
in either treatment group” 

Foidart 
2000 

900 DRSP 3 mg+EE30µg 
vs 
 DSG150 µg +EE30µg 

26 
cycles 
 

 “blood pressure was essentially unchanged” 
 

Suthipongse 
2004 

120 DRSP 3mg + EE 30µg 
vs 
LNG 150µg + EE 30 µg 

7 cycles 
 

 
 

3 mg DRSP/30 
μg EE (n = 58) 

150 μg LNG/30 
μg EE (n = 57) 

Systolic (mmHg) 103.5 ± 5.1 107.8 ± 6 

Diastolic (mmHg) 62.9 ± 4.3 66.7 ± 5.6 

Results reported as SS. No p value reported. Comparison unclear 

Mohamed 
2011 

600 Vaginal ring releasing 
etonogestrel 120 μg + 
EE 15 μg  
vs 
DRSP 3mg + EE 30 μg 

12 
cycles 

 “Differences in blood pressure, blood sugar levels, lipid profile, liver enzyme activity, 
and anticoagulant activity were not statistically significant” 
Mean BP reported, see chapter … 

 

Ahrendt 
2006 

1017 13 
cycles 

 “There were also no clinically relevant or statistically significant differences between 
treatment groups in changes from baseline for diastolic and systolic blood pressure” 
 

Characteristics of included studies: see elsewhere 
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4.1.10.bis. Combined oral contraception containing drospirenone: effect on blood 

pressure.Summary and conclusions 

 

One placebo-controlled trial and 6 comparative trials reported on blood pressure when using combined oral 

contraceptives containing drospirenone. Overall, reporting of blood pressure was poor and actual figures were 

not mentioned in most trials. 

 

The placebocontrolled trial found no significant difference in change from baseline to study end between a 

combined oral contraceptive containing 3mg drospirenone /20µg ethinylestradiol and placebo (Koltun 2008). 

 

A combined oral contraceptive containing 3mg drospirenone/30µg ethinylestradiol was compared to  

-an oral contraceptive containing nomgestrol acetate2.5mg/17beta estradiol 1.5mg (Westhof 2012, Mansour 

2011) 

-desogestrel 150µg/ethinylestradiol 30µg (Foidart 2000) 

- the vaginal ring (Mohamed 2011, Ahrendt 2006) 

No significant difference was found in change from baseline for blood pressure, but statistics were not always 

reported. 

 

A combined oral contraceptive containing 3mg drospirenone/30µg ethinylestradiol was compared to 

levonorgestrel 150µg/ethinylestradiol 30µg in one small open label trial. A significant difference was observed 

for both systolic and diastolic blood pressure at the end of the trial, but p value was not reported and it was 

unclear how the comparison was made (Suthipongse 2004) 

 

Overall, combined oral contraceptives containing drospirenone do not seem to have an effect on blood 

pressure, when compared to placebo or to other oral contraceptives. 

 

GRADE: low quality of evidence 
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4.2. Progestogen only pill 

4.2.1. Desogestrel-75µg  versus levonorgestrel-30µg. Evidence tables 

 
Ref n/Population Duration Comparison Outcomes Methodological 

 
Collaborative 
1998 
 
(from Grimes 
2010) 
 
Design: 
 
RCT -DB  
 
 
 

n= 1320 healthy sexually 
active women  
(979 using a desogestrel pop 
and 327 using a 
levonorgestrel pop ) 
mean age: 18 to 45 years 
 
Inclusion 
-breastfeeding, switchers 
(use of oral contraceptives 
within past 2months), or  
starters (not a switcher or 
breastfeeding)  
-Mean cycle length between 
24 and 35 days and 
intraindividual variation +/- 3 
days  
-Body weight between 80% 
and 130% of ideal. 

 
Exclusion 
-contraindications to steroids,  
-prior ectopic pregnancy, 
-pelvic inflammatory disease 
-symptomatic functional 
ovarian cysts 

13 treatment 
periods of 28 
days 

desogestrel 75 
μg/day versus  
levonorgestrel 
30 μg/day 

Efficacy - Jadad score 
o RANDO:2 /2 
o BLINDING: 2/2 
o ATTRITION: 1/1 

 
- FU:  98.94 % 
- ITT: no 

 
Other important 
methodological remarks  
 
This trial lacked the 
power 
to differentiate between 
pregnancy rates. 
(comment of MA 
Authors) 

 
 

- Multicenter: 44 
centers .. countries 

- Sponsor: NV Organon 

Pregnancy DSG : 3/979  
LNG : 4/327 
0.31% vs 1.22% 
RR : 0.27 [CI : 0.06, 1.19] NS 

Safety 

Discontinuation 
because of 
adverse events 

1.22 [0.81, 1.84] NS 

Discontinuation 
because of 
irregular bleeding 

1.32 [0.99, 1.78] NS 
p=0.062 

Discontinuation for 
all reasons 

1.21 [0.99, 1.47] NS  
p=0.057 
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4.2.1.bis. Desogestrel-75µg  versus levonorgestrel-30µg. Summary and conclusions 

 
Desogestrel 75µg/d vs Levonorgestrel 30µg/d (Collaborative 1998) 

N/n Duration Population Results 

N= 1, 
n= 
1320 

13 cycles - Healthy 
sexually active 
women 
- Age: 18-45y 

Pregnancy RR=0.27 (95%CI: 0.06-1.19), NS 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 
(underpowered) 

Grade assessment: moderate quality of evidence 

Discontinuation: 
AEs 

RR=1.22 (95%CI: 0.81-1.84), NS 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

Discontinuation: 
irregular 
bleeding 

RR=1.32 (95%CI: 0.99-1.78) 
p=0.062, NS 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

Discontinuation: 
total 
 

RR=1.21 (95%CI: 0.99, 1.47) 
p=0.057, NS 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

 

- A double blind RCT in more than thousand healthy sexually active women compared two kinds of POPs 
(progestogen-only pills): desogestrel 75 µg versus levonorgestrel 30 µg. 
 
No significant difference in contraceptive efficacy was reported between both pills, however the study was 
underpowered. 
 
GRADE: moderate quality of evidence 
 
There was also no significant difference in the number of women who discontinued their treatment. 
 
GRADE: high quality of evidence 
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4.2.2. Progestogen-only pill versus combined oral contraceptive. Evidence tables 

 
Ref n/Population Duration Comparison Outcomes Methodological 

Sheth 1982 
 
(from Grimes 
2010) 
Design: 
 
RCT (DB) (PG) 
 
 
 

n= 265 
 
(n= 518 for all 4 
arms) 
 
mean age:25.5 
 
2 centers: India 
and Yugoslavia 
 
Inclusion 

healthy, no CI 
for OC use 
(such as 
hypertension, 
heart disease, 
diabetes), 18-
35; >28d 
postpartum, 
menstruating, 
lactating>165d, 
no OC use 
<28d, no long 
acting 
injectable 
contraceptives 
<90d, regular 
menstrual cycle 
21d-35d 

Exclusion 
- Not stated 

 2y levonorgestrel 
150µg + 
ethinylestradiol 
30µg  (n= 137) 
vs 
Levonorgestrel 
30µg (n= 128) 
 
 
4- arm study:  
 
mestranol 50µg 
+ 
norethisterone 
1mg (n= 123) 
 
norethisterone 
350µg (n= 130) 

Efficacy - Jadad score 
o RANDO:1/2 
o BLINDING: 1/2 
o ATTRITION: 1/1 

 
- FU:   high drop-out, low 

losses to follow –up (2%) 
- ITT: unclear; Investigators 

excluded participants from 
analysis for noncompliance 
 

- Other important 
methodological remarks  

- Only half of intended 
sample size achieved 

- No power calculation 
provided, no primary 
endpoint defined 

- Poor statistics 
 

- Sponsor: WHO 

discontinuation for accidental 
pregnancy (cumulative life- table 
discontinuation rates) 

at 360 days 
EE30/LNG150: 2.7% 
LNG30: 9.5% 
no specific p-value reported 
(p= 0.077 for all 4 comparisons; NS) 
 
at 676 days 
EE30/LNG150: 4.5% 
LNG30: 9.5% 
p=0.089 for this comparison 
NS 

- for bleeding disturbances 
(cumulative life- table 
discontinuation rates) 

at 360 days 
EE30/LNG150: 9.7% 
LNG30: 26.0 
no specific p-value reported 
(p= 0.052 for all 4 comparisons); NS 

- for all gastro-intestinal 
reasons(cumulative life- table 
discontinuation rates) 

at 360 days 
EE30/LNG150: 11.1% 
LNG30: 5.7% 
no specific p-value reported 
(p=0.011 for all 4 comparisons;  
(MES/NET: 2.5%; NET35: 2.5%)) 

- for all central nervous system 
reasons(cumulative life- table 
discontinuation rates) 

at 360 days 
EE30/LNG150: 2.7% 
LNG30: 9.5% 
no specific p-value reported 
(p<0.001 for all 4 comparisons;  
(MES/NET: 13.9%; NET35 5.9%)) 

- for all causes(cumulative life- 
table discontinuation rates) 

at 360 days 
EE30/LNG150: 52.6% 
LNG30: 60.9% 
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no specific p-value reported 
(p=0.805 for all 4 comparisons) 
 
at 676 days 
EE30/LNG150: 70.5% 
LNG30: 74.2% 
no specific p-value reported 
(p=0.768 for all 4 comparisons)  
 

Safety 

frequent bleeding (% of women) 
(cycle <24days) 

at cycle 10-12 
EE30/LNG150: 14.3% 
LNG30: 42% 
no specific p-value reported 
(p<0.001) for all 4 comparisons;  
MES/NET: 22.0%; NET35 34.6%)) 

irregular bleeding (shortest cycle 
<24 d, longest cycle >35d) 

at cycle 10-12 
EE30/LNG150: 1.6% 
LNG30: 6.0% 
no specific p-value reported 
(p<0.05) for all 4 comparisons;  
MES/NET: 6.0%; NET35 5.8%)) 

 



223 
 

4.2.2.bis. Progestogen-only pill versus combined oral contraceptive. Summary and 

conclusions 

 
Levonorgestrel 150µg + ethinylestradiol 30µg  versus levonorgestrel 30µg (Sheth 1982) 

N/n Duration Population Results 

N=1 
n= 265 

2 years - Healthy 
women 
- mean age 
25.5y 

- discontinuation for 
accidental pregnancy  
(cumulative life- table 
discontinuation rates) 

at 360 days 
EE30/LNG150: 2.7% 
LNG30: 9.5% 
no specific p-value reported 
 
at 676 days 
EE30/LNG150: 4.5% 
LNG30: 9.5% 
p=0.089 for this comparison; NS 

Quality 
-1  high drop 
out, no ITT 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 unclear (no 

CI) 
Grade assessment: low quality of evidence 

- discontinuation for 
bleeding disturbances 
(cumulative life- table 
discontinuation rates) 

at 360 days 
EE30/LNG150: 9.7% 
LNG30: 26.0 
no specific p-value reported 
(p= 0.052 for all 4 comparisons); NS 

Quality 
-2 

Consistency 
 

Directness 
 

Imprecision 
-1 

Grade assessment: very low quality of evidence 

- discontinuation for 
all causes 
(cumulative life- table 
discontinuation rates) 

at 360 days 
EE30/LNG150: 52.6% 
LNG30: 60.9% 
no specific p-value reported 
(p=0.805 for all 4 comparisons) 
 
at 676 days 
EE30/LNG150: 70.5% 
LNG30: 74.2% 
no specific p-value reported 
(p=0.768 for all 4 comparisons)  

Quality 
-2 

Consistency 
 

Directness 
 

Imprecision 
-1 

Grade assessment: very low quality of evidence 

 
 
- This RCT randomised women into four groups. 1 group received a combined oral contraceptive containing 
30µg ethinylestradiol + 150µg levonorgestrel, 1 group received the progestogen-only pill containing 
levonorgestrel 30µg. The two other groups received either a combined oral contraceptive or a progestogen-
only pill that are not available in Belgium. We only consider the comparison of contraceptives available on the 
Belgian market. 
 
At 1 year and at 2 years, the cumulative pregnancy rate was lower with the combination of levonorgestrel 
150µg + ethinylestradiol 30µg than with levonorgestrel 30µg only. However, the difference did not reach 
statistical significance. A possible lack of power and a high drop-out rate limits our conclusions. 
 
GRADE: low quality of evidence 
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Discontinuation for bleeding disturbances at 1 year was lower with the combination of levonorgestrel 150µg + 
ethinylestradiol 30µg than with levonorgestrel 30µg only, however, no specific p-value was reported. P-value 
for the difference between all 4 comparisons was 0.052.  
 
GRADE: very low quality of evidence 
 
Overall discontinuation was very high in all groups. 
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4.3. Progestogen-only injectable contraception 

4.3.1. Copper intra-uterine device versus depot medroxyprogesterone acetate (or combined hormonal contraception). Evidence tables. 

 

Ref N/n Comparison Outcomes  

* 
Hofmeyr 
2010 
Design:  
SR + MA 
 
Search date: 
Feb 2010 

N= 2 
n= 967 
 

IUCD versus DMPA/OC 
 
 

Pregnancy 
 
 

16/482 (IUCD) vs 31/1455 (DMPA) 
OR=0.45 (95% CI 0.24, 0.84) 
SS in favor of IUCD   p = 0.012 

Discontinuation of allocated method 
Feldblum, 2005 
 
 
Stringer, 2007 

6/168 (IUCD) vs 36/170 (DMPA) 
OR=0.14 (95% CI 0.06, 0.34) 
SS in favor of IUCD   p = 0.000014 

146/286 (IUCD) vs 38/313 (DMPA and/or OC) 
OR=7.55 (95% CI 5.00, 11.38) 
SS in favor of mixed hormonal contraception  p <0.00001 

Pelvic inflammatory disease 
(Hagar’s criteria) 

3/481(IUCD) vs 0/456 (DMPA) 
OR=3.90 (95% CI 0.44, 34.91) 
NS p = 0.22 

 

* Characteristics of included studies: see unde 
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Ref + design n Population Duration Comparison Methodology (sponsor NR in 
Cochrane) 

Feldblum 2005 
 
(Pilot trial in family 
planning clinics in Brazil, 
Guatamala, Egypt and 
Vietnam) 

368 Women  
- sexually active,  
-requiring contraception and  
-willing to use either IUD or DMPA for a 
period of at least a year. 
 
Excluded if medical contraindications to IUD 
or DMPA; pregnancy; suspected of having a 
current STI;currently using an IUD; DMPA 
injection within the past 6 months. 

12 
months 

IUD (TCu 380A) inserted 
vs 
3-monthly injections of 150mg 
DMPA. 

 

- Jadad score:2-3 /5 
- FU: 32% 
- ITT:? 
 
Other important methodological 
remarks: 
-Sequentially numbered, sealed, 
opaque envelopes were used for 
allocation concealment 
- pilot trial 
 
Sponsor: Family Health 
International 

Stringer 2007 
 
(2 primary clinics in 
Lusaka, Zambia) 
 
 

599 HIV-infected postnatal women 
-≥16 years old. 
-desired contraception for at least two years,  
-reported two or less sexual partners in the 
previous year.  
 
Excluded if advanced HIV disease (WHO stage 
III or IV), a history of a bleeding 
disorder, a history of PID within previous 5 
years or < 16 years old. 
 

24 
months 

IUD (TCu 380A)  
vs 
 hormonal contraception (either 
DMPA (150mg) or the OCP 
offered) 
 
If OCP, 
levonorgestrel 0.03mg/d only for 
six months, then switched to the 
COCP with levonorgestrel 0.15mg 
and estradiol 0.03mg/d). 
 

- Jadad score: 2-3/5 
- FU: 27.5% 
- ITT:? 
 
Other important methodological 
remarks: 
-Sequentially numbered, sealed, 
opaque envelopes were used for 
allocation concealment 

 

Authors’ conclusions 
In the populations studied, the IUD was more effective than hormonal contraception with respect to pregnancy prevention.  
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4.3.1.bis. Copper intra-uterine device versus depot medroxyprogesterone acetate (or 

combined hormonal contraception). Summary and conclusions 

 

Cu-intrauterine device vs depot medroxyprogesterone acetate 
(Feldblum 2005 and Stringer 2007 from Hofmeyr 2010) 

N/n Duration Population Results 

N=2, 
n= 967 

12-24m a. Healthy 
sexually 
active women 
 
b. HIV+ 
postnatal 
women 

Pregnancy 
N=2 

OR=0.45 (95% CI 0.24, 0.84) 
p = 0.012, SS in favour of Cu-intrauterine device 

Quality 
-1 (low FU) 

Consistency 
OK 

Directness 
-1 (mixed 

control in 1 trial) 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Discontinuation 
N=2 

(Feldblum 2005): 
OR=0.14 (95% CI 0.06, 0.34) 
p = 0.000014, SS in favour of Cu-intrauterine device 
(Stringer 2007): 
OR=7.55 (95% CI 5.00, 11.38) 
p <0.00001, SS in favour of mixed hormonal 
contraception 

Quality 
-1  

Consistency 
-1 

Directness 
-1  

Imprecision 
OK 

Grade assessment: very low quality of evidence 

PID (pelvic 
inflammatory 
disease)  
N=2 

OR=3.90 (95% CI 0.44, 34.91) 
NS, p = 0.22 

Quality 
-1  

Consistency 
OK 

Directness 
-1  

Imprecision 
OK 

Grade assessment: low quality of evidence 

 
There are few studies of good quality that compare the contraceptive efficacy of the depot injection to that of 
the copper IUD. 
The populations of the two studies included in a Cochrane review were heterogeneous: the study by Feldblum 
examined healthy women, the study by Stringer was performed on HIV positive participants. In this latter 
study, the control group of the copper IUD was also mixed; the majority received DMPA, whilst some were 
given the combination pill. Finally, it should be noted that the follow-up for both studies was unusually low, 
namely 32 % and 27 % respectively. 
 
- The number of pregnancies was significantly lower in the group of women with a copper IUD compared to 
those using the depot injection as a contraceptive method. 
 
GRADE: low quality of evidence 
 
- The number of women that stopped their treatment was different for both studies. For Feldblum there was a 
significant difference between both groups in favour of the copper IUD; for Springer the exact opposite 
applied: in that study significantly fewer women dropped out in the group receiving the depot injection (or the 
combination pill). 
 
GRADE: very low quality of evidence 
 
- No significant difference was observed in the occurrence of “pelvic inflammatory disease” between both 
treatment groups. 
 
GRADE: low quality of evidence 
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4.3.2. Depot medroxyprogesterone acetate: Intramuscular versus subcutaneous injection. Evidence tables 

 
Ref n/Population Duration Comparison Outcomes Methodological 

Kaunitz 
2009 
 
Design: 
 
SB PG RCT 
(investigator 
blinded) 
 
 
 

n= 535 
mean age: 26 y 
Inclusion 
Women aged between 
18 and 35 years who 
were sexually active 
and who desired long-
term contraception; 
regular menstruation 
(average cycle length of 
25–35 days); negative 
urine pregnancy test; 
willingness to rely upon 
DMPA-SC or DMPA-IM 
for contraception for at 
least 2 years (eight 
doses in total). 
Exclusion 
having used oral 
contraceptives, 
contraceptive implants, 
or hormone-medicated 
intrauterine devices in 
the previous 2 months 
or having had DMPA-IM 
administered in the 10 
months before 
enrollment; lumbar 
spine or femur BMD T-
score of less than −1.0  
or a history of 
pathologic or 

2y depot 
medroxyprogesterone 
acetate subcutaneous 
injection (104 mg/ 
0.65 mL; DMPA-SC)  
(n=267) 
Vs 
depot 
medroxyprogesterone 
acetate intramuscular 
injection (150mg/mL 
once every 3 months; 
DMPA-IM) 
(n=268) 

Efficacy - Jadad score 
o RANDO: 2/2 
o BLINDING: 1/2 
o ATTRITION: 1/1 

 
- FU:   42% 
-  ITT: modified ITT (all 

participants who received 
at least one dose of study  
medication and made at 
least one visit after 
receiving the first dose) 

 
 

- Other important 
methodological remarks: 
very high dropout rate 
(DMPA-SC: n=150; DMPA-
IM: n=159) 

-  Multicenter: 36 sites in the 
United States, 9 sites in 
Canada, and 3 sites in 
Brazil  

 
-  Sponsor: Pfizer 

2y treatment failure cumulative 
pregnancy rate (life table 
method) (PE) 

a) Based on 4344 woman-cycles of 
exposure in the DMPA-SC group 
and 4281 woman-cycles of 
exposure in the DMPA-IM group: 
DMPA-SC: 0% 
DMPA-IM: 0.8% (0.00 – 2.37) 
NT  
 

b) Based on 3565 woman-cycles of 
exposure to DMPA-SC and 3442 
woman-cycles of exposure to 
DMPA-IM, excluding the months 
when barrier contraception was 
used or no intercourse occurred: 
DMPA-SC: 0% 
DMPA-IM: 0.75% 
NT 

 
- One of the 265 women in the ITT 
 efficacy cohort in the DMPA-IM group 
became pregnant within the study 
period and discontinued DMPA at the 
21-month visit.  
- None of the 263 women in the DMPA-
SC  ITT efficacy cohort became pregnant 
during the study period. 

2y Pearl index (defined as the 
number of pregnancies per 100 
woman-years of exposure) 

a) Based on 4344 woman-cycles of 
exposure in the DMPA-SC group 
and 4281 woman-cycles of 
exposure in the DMPA-IM group: 
DMPA-SC: 0  
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compression fracture; 
abnormal cervical 
cytology; undiagnosed 
abnormal genital 
bleeding; known 
or suspected 
pregnancy; history of 
breast cancer, 
thrombotic event, 
hepatic or renal 
disease, alcoholism or 
other drug abuse; 
uncontrolled 
hypertension, active 
hepatic or renal 
disease, type 1 
diabetes, or poorly 
controlled type 2 
diabetes; taking 
anticancer agent 
aminoglutethimide. 

DMPA-IM: 0.28 (0.00 – 0.83) 
NT 

 
b)  Based on 3565 woman-cycles of 

exposure to DMPA-SC and 3442 
woman-cycles of exposure to 
DMPA-IM, excluding the months 
when barrier contraception was 
used or no intercourse occurred: 
DMPA-SC: 0 
DMPA-IM: 0.35 
NT  

Mean weight increase at 2 y DMPA-SC: 3.4kg 
DMPA-IM: 3.5kg  
NT 

Safety  

No (%) of treatment-emergent 
AE occurring in >=5% of women 
in either study group: 
Weight increase  
Headache 
Nasopharyngitis 
Nausea 
Injection site reaction 
Acne 
Depression or mood changes 
Urinary tract infection 
Sinusitis 
Decreased libido 
Abdominal pain 
Intermenstrual Abnormal 
cervical smear bleeding 
Total 
 

DMPA-SC DMPA-IM 
 
 
33 (12.5)  39 (14.7) 
35 (13.3)  33 (12.4) 
25 (9.5)   34 (12.8) 
15 (5.7)   24 (9.0) 
21 (8.0)   1 (0.4) 
20 (7.6)   20 (7.5) 
20 (7.6)   19 (7.1) 
20 (7.6)   6 (2.3) 
19 (7.2)   14 (5.3) 
8 (3.0)   16 (6.0) 
6 (2.3)   16 (6.0) 
15 (5.7)   15 (5.6) 
9 (3.4)   14 (5.3) 
143 (54.4%) 149 (56%) 
NT 

Dropout due to weight increase 

Serious adverse events (not DMPA-SC: 3.8% 
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described) DMPA-IM: 2.3% 
NS (TNR) 

Amenorrheic  At year 1: 
DMPA-SC: 64.1%   
DMPA-IM: 61.1% 
NT 
 
At year 2: 
DMPA-SC: 71.0% 
DMPA-IM: 80.0% 
NT 
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4.3.2.bis. Depot medroxyprogesterone acetate: Subcutaneous versus intramuscular 

injection. Summary and conclusions 

 

DMPA subcutaneous vs DMPA intramuscular (Kaunitz 2009) 

N/n Duration Population Results 

N=1, 
n= 535 

2y - Healthy 
sexually 
active women 
- Age: 18-35y 
(mean: 26y) 
- requesting 
long-term 
hormonal 
contraception 

Pregnancy (2y 
cumulative rate, 
life table 
method) (PE) 

DMPA-SC 0% vs DMPA-IM 0.8% (0.00-2.37) 
NT 

Grade assessment: NA (not applicable) 

2y Pearl index 
 

DMPA-SC 0 vs DMPA-IM 0.35 (0.00-0.83) 
NT 

Grade assessment: NA 

Weight increase 
(mean, at 2y) 
 

DMPA-SC: 3.4kg 
DMPA-IM: 3.5kg  
NT 

Grade assessment: NA 

 
In a single-blind RCT of 535 women between the ages of 18 and 35 years, the participants were randomised 
between subcutaneous or intramuscular administration of depot medroxyprogesterone acetate. This study had 
a high drop-out in both groups, resulting in a follow-up of only 42 % after 2 years. 
One woman became pregnant in the intramuscular group, none in the subcutaneous group. The difference was 
not subjected to statistical testing. 
 
GRADE: NA (not applicable) 
 
In both DMPA groups the average body mass increased by approximately 3.5 kg, though this difference was 
also not subjected to statistical testing. 
 
GRADE: NA 
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4.4. Levonorgestrel intra-uterine system 

4.4.1. Levonorgestrel intra-uterine system versus copper –intra-uterine device (Cu >250mm2). Evidence tables 

 

Ref N/n Comparison Outcomes Result 

French 2010 
* 
 
Design: 
meta-
analysis 
 
Search date: 
July 2009 

N=2 
n= 3155 for 
this 
comparison  
 
 

LNG-IUS vs Cu-IUD>250mm2 Pregnancy At 1 year: 
[Sivin 1994, Baveja 1989] 
Life table diff= -0.16 (-0.65 – 0.34), NS 
 
[Sivin 1994] 
Rate ratio=1.01 (0.71 - 5.82), NS  
2/7680 vs 2/7740 
Single decrement life table prob (SE)=0,3 (0,2) vs 0,3 (0,2) 
 
[Baveja 1989] 
Single decrement life table prob (SE)=0.0 (0.4) vs 0.8 (0.4) 
 
At 2 years: 
[Sivin 1994] 
Rate ratio=0.30 (0.07 - 1.24), NS  
2/19644 women months vs 7/20436 women months 
 
[Baveja 1989] 
Single decrement life table prob (SE)=0.0 (0.5) vs 1.0 (0.5) 
Life table diff=-1 (-2.39 – 0.39), NS 
 
At 3 years: 
[Baveja 1989] 
Rate ratio=0.11 (0.01 - 2.12), NS  
0/10589 women months vs 4/10869 women months 
Single decrement life table prob (SE)=0.0 (0.5) vs 1.0 (0.5) 
Life table diff=-1 (-2.39 – 0.39), NS 
 
At 5 years: 
[Sivin 1994] 
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Rate ratio=0.66 (0.25 - 1.75), NS  
6/34944 women months vs 10/38268 women months 
Single decrement life table prob (SE)= 1.1 (0.5) vs 1.4 (0.4) 
Life table diff=-0.3 (-1.56 – 0.96), NS 

Planned pregnancy 
after discontinuation 

At 1 year:  
[Sivin 1994] 
39/49 vs 28/37 
OR=1.25 (0.45 - 3.48), NS  

Expulsion At 1 year: 
[Sivin 1994, Baveja 1989] 
Life table diff=0.84 (-1.19 – 2.88), NS 
 
[Sivin 1994] 
Rate ratio=1.11 (0.72 - 1.71), NS  
43/7680 women months vs 39/7740 women months 
Single decrement life table prob (SE)= 6.4 (1.0) vs 5.8 (1.9) 
 
[Baveja 1989] 
Single decrement life table prob (SE)= 6.5 (1.2) vs 5.3 (1.1) 
 
At 2 years: 
[Baveja 1989] 
Single decrement life table prob (SE)=9.2 (1.4) vs 7.1 (1.3) 
Life table diff=2.1 (-1.64 – 5.84), NS 
 
At 3 years: 
[Baveja 1989] 
Single decrement life table prob (SE)=10.6 (1.6) vs 7.6 (1.4) 
Life table diff=3 (-1.17 – 7.17), NS 
 
At 5 years: 
[Sivin 1994] 
Rate ratio=1.53 (1.13-2.07), SS  
99/34944 women months vs 71/38268 women months 
Single decrement life table prob (SE)= 11.8 (1.2) vs 7.4 (0.9) 
Life table diff=4.4 (1.46 – 7.34), SS 
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Ectopic pregnancy At 1 year: 
[Sivin 1994] 
0/7680 women months vs 0/7740 women months 
 
At 2 years: 
[Sivin 1994] 
0/19644 women months vs 0/20436 women months 
 
At 5 years: 
[Sivin 1994] 
Rate ratio=0.22 (0.01 - 4.56)  
0/34944 women months vs 2/38268 women months 

Embedded At 5 years: 
[Sivin 1994] 
Rate ratio=7.0 (0.36 – 135.52), NS 
3/34944 women months vs 0/38268 women months 

Continuation At 1 year: 
[Sivin 1994, Baveja 1989] 
Rate ratio=0.97 (0.90 - 1.06), NS  
[ 
[Baveja 1989] 
339/4809 women months vs 350/4599 women months 
 
[Sivin 1994] 
743/11892 women months vs 791/12084 women months 
life table prob (SE)=73.5 (1.4) vs 79.8 (1.3) 
Life table diff=-6.3 (-10.00 – 2.56), NS 
 
At 2 years: 
[Sivin 1994, Baveja 1989] 
Rate ratio=0.94 (0.86 - 1.04), NS  
298/34944 women months vs 335/38268 women months 
life table prob (SE)=33 (1.5) vs 40.6 (1.6) 
 
[Baveja 1989]  
257/8321 women months vs 276/8333 women months 
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[Sivin 1994] 
life table diff=-8.1 (-12.40 - -3.80), SS 
 
At 3 years: 
[Baveja 1989] 
Rate ratio=0.89 (0.71 - 1.11), NS  
150/10589 women months vs 170/10869 women months 
 
At 5 years: 
[Sivin 1994] 
Rate ratio= 0.91 (0.78 - 1.06), NS  
298/34944 women months vs 335/38268 women months 
life table prob (SE)= 33 (1.5) vs 40.6 (1.6) 
life table diff=-7.6 (-11.90 - -3.30), SS 

Amenorrhoea (events 
per total potential 
number of women at 
follow-up) 

At 3 months  
[Sivin 1994]   
41/215 vs 20/226 
OR=2.35 (1.37 - 4.04), SS  
 
At 3 years:  
[Sivin 1994] 
75/120 vs 12/139 
OR=11.08 (6.61 - 18.57), SS  
 
Total : 
[Sivin 1994]  
116/335 vs 32/365 
OR=5.29 (3.64 - 7.68), SS  

Prolonged bleeding 
(events per total 
potential number of 
women at follow-up)  

At 3 months: 
[Sivin 1994] 42/215 vs 19/226 
OR=0.88 (0.55 – 1.39), NS  
 
At 3 years:  
[Sivin 1994] 0/120 vs 4/139 
OR=0.15 (0.02 - 1.10), NS 
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Total:  
[Sivin 1994] 42/335 vs 53/365 
OR=0.80 (0.51 – 1.26), NS 

Discontinuation: all 
menstrual 

At 1 year: 
[Sivin 1994, Baveja 1989]  
Life table diff=6.91 (2.87 – 10.94), SS 
 
[Sivin 1994] 
Rate ratio=1.48 (1.02 – 2.14), SS 
 
At 2 years: 
[Baveja 1989] 
Life table diff=11.1 (6.26 – 15.94), SS 
 
At 3 years: 
[Baveja 1989] 
Life table diff=14.5 (8.78 – 20.22), SS 
 
At 5 years: 
[Sivin 1994] 
Rate ratio= 1.48 (1.23 – 1.79), SS 

Discontinuation: 
menstrual – bleeding & 
pain 

At 5 years: 
[Sivin 1994] 
Rate ratio=0.71 (0.56 – 0.89), SS 
Life table diff=-7.9 (-10.89 - -4.91), SS 

Discontinuation: 
menstrual: pain only 

At 1 year: 
[Sivin 1994] 
Rate ratio=0.80 (0.41 – 1.56), NS 
Life table diff=-0.9 (-2.86 – 1.06), NS 

Discontinuation: 
menstrual: absence of 
menstrual bleeding 

At 1 year: 
[Sivin 1994] 
Rate ratio=65.51 (4.01 – 1069.85), SS 
 
[Sivin 1994, Baveja 1989] 
Life table diff=5.04 (3.19 – 6.90), SS 
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At 2 years: 
[Baveja 1989] 
Life table diff=9.5 (6.27 – 12.73), SS 
 
At 3 years: 
[Baveja 1989] 
Life table diff=13.3 (9.30 – 17.30), SS 
 
At 5 years: 
[Sivin 1994] 
Rate ratio=48.92 (16.93 – 141.36), SS 
Life table diff=19.3 (16.14 – 22.46), SS 

Pelvic Inflammatory 
Disease (PID) 

At 1 year: 
[Sivin 1994] 
Rate ratio=1.23 (0.50 - 3.03), NS  
10/7680 women months vs 8/7740 women months 
Single decrement life table prob (SE)= 1.6 (0.5) vs 1.3 (0.4) 
Life table diff=0.3 (-0.96 – 1.56), NS 
 

Discontinuation: 
adverse event 

At 3 years: 
[Baveja 1989] 
Rate ratio=1.03 (0.18 – 5.92), NS 

* Characteristics of included studies: see below 
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Ref + design n Population Duration Comparison Methodology  

Baveja 1989 
RCT 

2118 
randomised 
 

women from family planning clinics, India 
Age 18-40y 
Proven fertility 
Regular menses 

3y LNG-20 IUS [n=475] vs 
CuT 380Ag IUD [n=434] vs 
CuT220C IUD [n=496] vs 
CuT200B IUD [n=500] 

- Jadad score: 3/5 
- neither the study nor the 
analysis was blind 
- FU: 90% 
- ITT: no 
- characteristics of women lost to 
follow up or withdrawn not 
provided 
- distinguished between user or 
method failure if pregnancy 
occurred 

Sivin 1994 
RCT 

2226 
randomised 

Women from family planning clinics in 
Singapore, Brazil, Egypt and USA 
Age 18-38y 
Parous 

7y LNG-20 IUS [n=1125] vs.  
CuT 380Ag IUD [n=1121] 

- Jadad score: 3/5 
- women blinded to method 
- FU:  
- ITT:? 
- characteristics of women lost to 
follow up or withdrawn not 
provided 
- distinguished between user or 
method failure if pregnancy 
occurred 

 

Authors’ conclusions (all comparisons) 
Evidence suggests there is no difference in pregnancy rates among LNG-20 IUS and  IUD >250mm2. The LNG- 
20 IUS more effectively prevented intrauterine and extrauterine pregnancies than IUDs <=250mm2. 
. Continuation rates for LNG- 20 IUS and  non-hormonal IUDs were similar. Lack of menstrual bleeding was the main reason for discontinuation of LNG-20 IUS. 
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4.4.1.bis. Levonorgestrel intra-uterine system versus copper –intra-uterine device (Cu 

>250mm2). Summary and conclusions 

 

LNG-IUS vs Cu-IUD>250mm2 (Sivin 1994 and Baveja 1989 from French 2010). 

N/n Duration Population Results 

N=2, 
n= 
3155 

3-7y -women from 
family 
planning 
clinics 
-18-40y 
 

Pregnancy 
N=2 
  

At 1y (N=2): life table diff: -0.16 (-0.65 – 0.34) NS 
                     rate ratio: 1.01 (0.71 – 5.82) NS 
At 3y (Baveja): rate ratio: 0.11 (0.01 – 2.12) NS 
At 5y (Sivin): rate ratio: 0.66 (0.25 – 1.75) N s 

Quality 
-1 for 

incomplete 
reporting FU 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Amenorrhoea 
 
N=1 (Sivin 1994) 

At 3 months:  
OR 2.35 (1.37 – 4.04)  
SS in favour of LNG IUS 
At 3 years:  
OR 11.08 (6.61 – 18.57) 
 SS in favour of LNG IUS 

Quality 
-1 for 

incomplete 
reporting 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuati
on due to AE 
 
N=1 (Sivin 1994) 

At 5 years:  
rate ratio 0.71 (0.56 – 0.89)  
SS in favour of LNG IUS 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

PID 
 
N=1 (Sivin 1994) 

 

At 1 year:  
rate ratio: 1.23 (0.50-3.03)  
NS 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

 
- These two studies included in a Cochrane review compared a hormone IUD (LNG –IUS) with a copper IUD 
(>250 mm2). The studies contain an adequate number of patients, but are of moderate quality. Both studies 
distinguish between failure of the treatment or failure of the user in the event of pregnancy. 
 
No difference between the two IUDs in the number of pregnancies is demonstrated. 
 
GRADE: moderate quality of evidence 
 
Women with a hormonal IUD have a greater chance of amenorrhoea. Moreover, the risk ratio increases with 
time: 2.35 after 3 months, 11.08 after 3 years. 
 
GRADE: moderate quality of evidence 
 
One study was able to demonstrate after 5 years that significantly fewer women discontinue the contraception 
in the group that received a hormonal IUD. 
 
GRADE: moderate quality of evidence 
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No significant difference appeared between the treatment groups in the occurrence of pelvic inflammatory 
disease. 
 
GRADE: Moderate quality of evidence 
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4.4.2. Levonorgestrel intra-uterine system versus copper –intra-uterine device (Cu ≤250mm2). Evidence tables 

 

Ref N/n Comparison Outcomes Result 

French 2010 
* 
 
Design: 
meta-analysis 
 
July 2009 
Search date: 
 

N= 3 
n= 5013 for 
this 
comparison 
 

LNG-IUS vs Cu-IUD<250mm2 Pregnancy At 1 year: 
[Andersson 1994, Luukkainen 1986] 
Rate ratio=0.12 (0.03 – 0.49), SS 
Evidence of heterogenity 
 
[Baveja 1989] 
Single decrement life table probabilities (SE) = 0.0 vs. CuT 220C 0.0 and vs. CuT 200B 
0.9 (0.4) 
Life table diff=-0.90 (-2.01 – 0.21), NS 
 
[Andersson 1994] 
1/18664 women months vs. 8/9326 women months 
 
[Luukkainen 1986] 
1/1654 women months vs. 4/1708 women months 
 
At 2 years: 
[Andersson 1994, Baveja 1989 
Rate ratio=0.07 (0.02 – 0.19), SS 
 
[Baveja 1989] 
Single decrement life table probabilities (SE) = 0.0 vs. CuT 220C 0.0 and vs. CuT 200B 
0.9 (0.4) 
Life table diff=-0.90 (-2.01 – 0.21), NS 
 
At 3 years: 
[Baveja 1989] 
0/10589 women months vs. 7/24225 women months (vs. CuT 220C 1/12076 women 
months and vs. CuT 
220B 6/12149 women months) 
Single decrement life table probabilities (SE) = 0.0 vs. CuT 220C 0.3 (0.3) and vs. CuT 
200B 1.6 (0.6) 
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Life table diff=-0.56 (-1.30 – 0.18), NS 
 
[Andersson 1994] 
3/46200 women months vs. 24/23568 women months 
 
At 5 years: 
[Andersson 1994] 
5/67380 women months vs. 35/33312 women months 
 
[Luukkainen 1986] 
1/5495 women months vs. 7/5176 women months 
 
[Andersson 1994, Luukkainen 1986] 
Rate ratio=0.08 (0.04 – 0.18), SS 

Continuation At 1 year: 
[Andersson 1994, Baveja 1989] 
Rate ratio 1.03 (0.96 – 1.11), NS 
Evidence of heterogenity 
 
[Andersson 1994] 
1362/18664 women months vs. 680/9326 women months 
 
[Baveja 1989] 
339/4809 women months vs. 791/9814 women months 
 
At 2 years: 
[Baveja 1989] 
257/8321 women months vs. 617/18819 women months 
Rate ratio=0.93 (0.80 – 1.07), NS 
 
At 3 years: 
[Andersson 1994, Baveja 1989] 
Rate ratio=0.98 (0.80 – 1.07), NS 
 
[Andersson 1994] 
902/46200 women months vs. 435/23568 women months 
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[Baveja 1989] 
150/10589 women months vs. 344/24255 women months 
 
At 5 years: 
[Andersson 1994, Luukkainen 1986] 
Rate ratio=1.04 (0.92 – 1.18), NS 
Evidence of heterogenity 
 
[Andersson 1994] 
67/5495 women months vs. 53/5176 women months 
 
[Luukkainen 1986] 
736/67380 women months vs. 315/33312 women months 
 
 

Expulsion At 1 year: 
[Andersson 1994] 
62/18664 women months vs. 32/9326 women months 
Rate ratio=0.71 (0.02 – 1.13), NS 
 
[Baveja 1989] 
Single decrement life table probabilities (SE) = 6.5 (1.2) vs. CuT 220C 4.8 (1.0) and vs. 
CuT 200B 4.9 (1.0) 
Life table diff=1.65 (-0.51 – 3.81), NS 
 
At 2 years: 
[Luukkainen 1986] 
1/3083 women months vs. 9/2989 women months 
Rate ratio=0.11 (0.02 – 0.6), SS 
 
[Baveja 1989] 
Single decrement life table probabilities (SE) = 9.2 (1.4) vs. CuT 220C 7.1 (1.2) and vs. 
CuT 200B 7.7 (1.3) 
Life table diff=1.81 (-0.80 – 4.41), NS 
 
At 3 years: 
[Baveja 1989] 
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Life table diff=2.2 (-0.75 – 5.14), NS 
 
At 5 years 
[Luukkainen 1986] 
2/5495 women months vs. 7/5176 women months 
Rate ratio=0.27 (0.06 – 1.13), NS 
 

Ectopic pregnancy At 1 year: 
[Andersson 1994, Luukkainen 1986] 
Rate ratio=0.72 (0.07 – 6.91), NS 
 
[Andersson 1994] 
0/18664 women months vs. 1/9326 women months 
 
[Luukainen 1986] 
1/1654 women months vs. 0/1708 women months 
 
At 3 years: 
[Andersson 1994] 
1/46200 women months vs. 5/23568 women months 
Rate ratio=0.1 (0.02 – 0.62), SS 
 
At 5 years: 
1/67380 women months vs. 7/33312 women months 
Rate ratio=0.07 (0.01 – 0.41), SS 
 

Pelvic Inflammatory 
Disease 

At 1 year: 
[Luukkainen 1986] 
0/1654 women months vs. 0/1708 women months 
 
At 2 years: 
[Luukkainen 1986] 
Rate ratio=0.4 (0.01 – 1.13), NS 

Discontinuation: all 
menstrual 

At 1 year: 
[Baveja 1989] 
Single decrement life table probabilities (SE) = 13.8 (1.7) vs. CuT 220C 6.0 (1.1) and vs. 
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CuT 200B 5.7 (1.1) 
Life table diff=7.95 (5.14 – 10.76), SS 
 
[Andersson 1994] 
153/18664 women months vs. 65/9326 women months 
Rate ratio=1.18 (0.88 – 1.57), NS 
 
At 2 years: 
[Baveja 1989] 
Single decrement life table probabilities (SE) = 21.9 (2.1) vs. CuT 220C 9.9 (1.4) and vs. 
CuT 200B 8.8 (1.4) 
Life table diff=12.55 (9.05 – 16.05), SS 
 
At 3 years: 
[Baveja 1989] 
Single decrement life table probabilities (SE) = 27.9 (2.3) vs. CuT 220C 15.4 (1.9) and 
vs. CuT 200B 14.6 (1.9) 
Lifte table diff=12.9 (8.77 – 17.03), SS 
 
At 5 years: 
[Luukkainen 1986] 
26/5495 women months vs. 21/5176 women months 
Rate ratio=1.17 (0.66 – 2.06), NS 
 

Discontinuation: 
menstrual – bleeding 
& pain 

At 5 years: 
[Luukkainen 1986] 
11/5495 women months vs. 21/5176 women months 
Rate ratio=0.49 (0.24 – 1.01), NS 

Discontinuation: 
absence of menstrual 
bleeding 

At 1 year: 
[Baveja 1989] 
Life table diff=5.07 (3.36 – 6.77), SS 
 
At 2 years: 
[Baveja 1989] 
Life table diff=9.80 (10.80 – 16.41), SS 
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At 3 years: 
[Baveja 1989] 
Life table diff=13.60 (10.80 – 16.41), SS 
 
At 5 years: 
[Luukkainen 1986] 
15/5495 women months vs. 0/5176 women months 
Rate ratio=29.2 (1.75 – 488.04), SS 

Discontinuation: 
adverse event 

At 1 year: 
[Andersson 1994] 
42/18664 women months vs. 21/9326 women months 
Rate ratio=1.0 (0.59 – 1.68), NS 
 
At 3 years: 
[Baveja 1989] 
Total: 2/10589 women months vs. 4/24225 women months (vs. CuT220C 0/12076 
women months and vs. 
CuT200B 4/12149 women months) 
rate ratio=1.14 (0.24 – 5.38), NS 
 
At 5 years: 
[Luukkainen 1986] 
5/5495 women months vs. 6/5176 women months 
Rate ratio=0.78 (0.25 – 2.44), NS 

Planned pregnancy 
after discontinuation 
of method 

At 1 year: 
[Andersson 1994] 
OR=1.24 (0.67 – 2.29), NS 
 
At 2 years: 
[Andersson 1994] 
OR= 1.29 (0.67 – 2.46), NS 
 
 

headaches At 5 years: 
[Andersson 1994] 
OR=1.62 (0.53 – 4.92), NS 
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Breast tenderness At 5 years: 
[Andersson 1994] 
OR=1.45 (0.35 – 6.07), NS 

Acne At 5 years: 
[Andersson 1994] 
OR=3.01 (0.95 – 9.51), NS 

Nausea At 5 years: 
[Andersson 1994] 
OR=4.18 (0.20 – 86.13), NS 

Ovarian cysts At 1 year: 
[Andersson 1994] 
12/18664 women months vs. 4/9326 women months 

* Characteristics of included studies: see below 
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Ref + design n Population Duration Comparison Methodology  

Andersson 1994 
RCT 

2758 
randomised 

Women from family planning clinics in 
Denmark, Finland, Hungary, Norway and 
Sweden 
Age 18-38 years 
Parous 
Not breast feeding 

5y LNG-20 IUS [n=1821] vs. Nova-T 
IUD [n=937] 

- Jadad score: 2/5 
- open label 
- FU: 91% 
- ITT: no 
 

Luukkainen 1986 
RCT 

484 
randomised 

Women from family planning clinics in 
Finland and Brazil 
Age 18-40 years 
Proven fertility 
Not breast feeding 

2 y LNG-20 and LNG-30 IUSs [n=164 
and 163, respectively] vs. Nova-T 
IUD [n=157] 

- Jadad score: 2/5 
- FU: 91% 
- ITT: not clear 

Baveja 1989 
RCT 

2118 
randomised 
 
 

Indian women 
Age 18-40y 
Proven fertility 
Regular menses 

3y LNG-20 IUS [n=475] vs 
CuT 380Ag IUD [n=434] vs 
CuT220C IUD [n=496] vs 
CuT200B IUD [n=500] 

- Jadad score: 3/5 
- neither the study nor the 
analysis was blind 
- FU: 90% 
- ITT: no 
- characteristics of women lost to 
follow up or withdrawn not 
provided 
- distinguished between user or 
method failure if pregnancy 
occurred 

 

Authors’ conclusions (all comparisons) 
Evidence suggests there is no difference in pregnancy rates among LNG-20 IUS and  IUD >250mm2. The LNG-20 IUS more effectively prevented intrauterine and 
extrauterine pregnancies than IUDs <=250mm2. 
Continuation rates for LNG- 20 IUS and  non-hormonal IUDs were similar. Lack of menstrual bleeding was the main reason for discontinuation of LNG-20 IUS. 
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4.4.2.bis. Levonorgestrel intra-uterine system versus copper –intra-uterine device (Cu 

≤250mm2). Summary and conclusions 

 

LNG-IUS vs Cu-IU<250mm2 (Andersson 1994, Luukkainen 1986 and Baveja 1989 from French 2010). 

N/n Duration Population Results 

N=3, 
n= 
5013 

2-5y -women from 
family 
planning 
clinics 
-18-40y 
 

Pregnancy 
N=3 
  

At 1y:  
life table diff (Baveja 1989):  
-0.90 (-2.01 – 0.21) NS 
rate ratio (Luukkainen 1986, Baveja 1989): 
 0.12 (0.03 – 0.49)  
SS in favour of LNG IUS 
At 3y (Baveja 1989):   
life table diff: -0.56 (-1.30 -0.18)  
NS 
At 5y (Andersson 1994, Baveja 1989):  
rate ratio: 0.08 (0.04 – 0.18)  
SS in favour of LNG-IUS 

Quality 
-1 for 

incomplete 
reporting 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Discontinuati
on due to AE 
N=3 
 

At 1 year (Andersson 1994):  
rate ratio: 1 (0.59 – 1.68) NS 
At 3 years (Baveja 1989):  
rate ratio: 1.14 (0.24 – 5.38) NS 
At 5 years (Luukkainen 1986)  
rate ratio: 0.78 (0.25-2.44) NS 

Quality 
-1 for 

incomplete 
reporting 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

PID 
N=1 (Luukkainen 
1986) 

 

At 2 years (1/3): rate ratio: 0.4 (0.01-1.13) NS 

Quality 
-1 for 

incomplete 
reporting 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

 
- These three studies included in a Cochrane review compared a hormone intra-uterine system (LNG –IUS) with 
a copper IUD(<250 mm2). In two studies (Andersson 1994 and Luukkainen 1986) the Nova-T IUD was used; in 
another study (Baveja 1989) three different copper IUDs were used:  CuT 380Ag, CuT 220C or CuT 200B. The 
studies contain more than 5000 patients in total, but are of low quality.  
 
In two of the three studies, women who received a hormonal IUS had less chance of becoming pregnant than 
women with a copper IUD <250 mm2.  
 
GRADE: moderate quality of evidence 
 
No significant difference appeared in the number of women who discontinue the contraception due to adverse 
events. 
 
GRADE: moderate quality of evidence 
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No significant difference appeared between the treatment groups in the occurrence of pelvic inflammatory 
disease. 
 
GRADE: moderate quality of evidence 
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4.4.3. Levonorgestrel intra-uterine system versus combined oral contraceptives. Evidence tables 

 

Ref N/n Comparison Outcomes Result 

French 2004 
* 
 
Design:  
SR + meta-
analysis 
 
Search date: 
 

N= 1 
n= 193 
 

LNG-IUS vs combined oral 
contraceptives 

Discontinuation: hormonal At 1 year: 
[Suhonen 2004] 
4/1128 women months vs. 9/1188 women months 
Rate ratio=1.00 (0.32 – 3.07), NS 

Discontinuation: planning pregnancy At 1 year: 
[Suhonen 2004] 
Rate ratio=0.21 (0.01 – 4.39), NS 

Discontinuation: patient choice At 1 year: 
[Suhonen 2004] 
Rate ratio=1.40 (0.48 – 4.02), NS 

headaches At 1 year: 
[Suhonen 2004] 
56/94 vs 59/99 
OR=1.00 (0.56 – 1.77), NS 

Breast tenderness At 1 year: 
[Suhonen 2004] 
34/94 vs 18/99 
OR=2.48 (1.32 – 4.68], SS 

acne At 1 year: 
[Suhonen 2004] 
55/94 vs 44/99 
OR= 1.75 (1.00 – 3.08), NS 

Absence of menstrual bleeding At 1 year: 
[Suhonen 2004] 
20/94 vs 1/99 
OR=8.00 (3.24 – 19.75), SS 

Prolonged bleeding At 1 year: 
[Suhonen 2004] 
48/94 vs 58/99 
OR=0.74 (0.42 – 1.30), NS 

* Characteristics of included studies: see below 
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Ref + design n Population Duration Comparison Methodology  

[Suhonen 2004] 200 
randomised 

Helsinki Finland, Family-planning clinics 
18-25 years 
nulliparous 

1 year LNG-IUS  
vs. oral contraceptives  

- Jadad score: 3/5 
- FU: 97% 
- ITT: no 

 

Remarks: 

In the Cochrane review, the table with characteristics of included studies states ‘randomisation technique: no mention’. However in the original publication there is the 
following remark ‘Nulliparous women aged 18–25 and seeking contraception were randomized into two equal-sized groups in blocks of eight subjects.’ This leads to an 
extra point in the Jadad score. 
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4.4.3.bis.  Levonorgestrel intra-uterine system versus combined oral contraceptives. 

Summary and conclusions 

 

LNG-IUS vs combined oral contraceptives (Suhonen 2004 from French 2010). 

N/n Duration Population Results 

N=1, 
n= 193 

1y -women from 
family planning 
clinics 
-18-25u 
-nulliparous 
 

Pregnancy 
N=1 
  

No pregnancies were observed.  
NT 

Grade assessment: NA 

Discontinuati
on (patient 
choice) 
 

At 1 year:  
rate ratio: 1.40 (0.48-4.02)  
NS 

Quality 
-1 for 

incomplete 
reporting 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Absence of 
menstrual 
bleeding  

At 1 year:  
OR: 8 (3.24-19.75)  
SS in favour of LNG-IUS 

Quality 
-1 for 

incomplete 
reporting 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Breast 
tenderness 
 

At 1 year:  
OR: 2.48 (1.32-4.68)  
SS more in LNG-IUS-group 

Quality 
-1 for 

incomplete 
reporting 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

 
- This study included in a Cochrane review compared the levonorgestrel intra-uterine system (LNG –IUS) with 
combined oral contraceptives.  
 
No pregnancy was reported in either group. No statistical evaluation was conducted. 
 
GRADE: not applicable 
 
No significant difference appeared in the number of patients who discontinued the contraception. 
 
GRADE: moderate quality of evidence 
 
Women with the hormone IUD had a greater chance of amenorrhoea and a greater chance of breast sensitivity.  
 
GRADE: moderate quality of evidence 
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4.5. Progestogen-only implant 
 

No studies met our inclusion criteria 
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4.6. Immediate start of hormonal contraception versus start at next menstrual period 
 

4.6.1. Immediate versus conventional start of combined oral contraceptives. Evidence tables 

 

Ref N/n Comparison Outcomes  

* 
Lopez 
2008 
 
Design:  
SR +/- MA 
 
N= 5 
n= 2427 
 
 
Search date: 
Sept  2010 

N=1 
n=1720 

Immediate versus conventional 
start of OCs  
 

Pregnancy per woman 66/802 (immediate) vs 72/788 (conventional) 
OR= 0.89 ( 95%CI 0.63, 1.26) 
NS p=0.52 

Pregnancy per young woman (<18 years 
old) 

17/272 (immediate) vs 28/267 (conventional) 
OR= 0.58 ( 95%CI 0.31, 1.06) 
NS p=0.076 

Serious adverse events 15/837 (immediate) vs 11/846 (conventional) 
OR= 1.38 ( 95%CI 0.64, 3.00) 
NS p=0.41 

Bleeding The study groups had similar bleeding profiles  

* Characteristics of included studies: see under 
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Ref + design n Population Duration Comparison Methodology  

Westhoff 2007 
Open label RCT 
(USA) 
 
 

1720 young women  
-requesting OCs 
-< 25 years old, 
- not pregnant,  
-sexually active,  
-no  OC in past 7 days or DMPA in 6 months, 
 -no desire for pregnancy in next 6 months,  
-no lactational amenorrhea.  
 
Exclusion criteria (IRB required): postpartum 
or postabortion if less than 18 years old 
 
 

6 months Immediate start (n=856) versus 
conventional initiation (n=864) of 
OC.  
Immediate: first pill was taken 
under direct observation. 
Conventional: instructed to take 
first pill during next period. 
 
Clinician preference determined 
OC brand and number of pill 
packs or prescriptions provided.  
 
 
 

- Jadad score:3 /5 
- FU: 84% 
- ITT: No 
 
Other important methodological 
remarks: 
-Unclear allocation concealment 
(numbered opaque envelopes.) 
-Insufficient data were reported 
for calculating method 
discontinuation. 
-Power was 63% to detect 
pregnancy decrease from 11% to 
7% 
-Medical records were used to 
identify pregnancy in 96 women 
who missed both follow ups 
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4.6.1.bis. Immediate versus conventional start of combined oral contraceptives. Summary 

and conclusions 

 
Immediate start COCs vs Conventional start COCs (Westhoff 2007 from Lopez 2008) 

N/n Duration Population Results 

N=1, 
n= 
1720 

6m - Healthy 
women 
requesting 
COCs 
- Age <25y 
- not pregnant 
- sexually active 

Pregnancy 
per woman 

OR= 0.89 ( 95%CI 0.63, 1.26) 
NS p=0.52 

Quality 
-2 (OL, no ITT, 

inadequate 
power) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Pregnancy 
per young 
woman (<18 
years old) 

OR= 0.58 ( 95%CI 0.31, 1.06) 
NS p=0.076 

Quality 
-2 (low Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Serious AEs 
 

OR= 1.38 ( 95%CI 0.64, 3.00) 
NS p=0.41 

Quality 
-1 (low Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 

Grade assessment: low quality of evidence 

 
- From a Cochrane review, we selected a large RCT with young women, which compared the immediate start of 
combination pills to the conventional method where a woman starts taking the pill on the first day of the next 
menstruation. 
There was no significant difference in the occurrence of pregnancies in both groups, nor in the sub-group of 
girls under the age of 18 years. 
 
GRADE: low quality of evidence 
 
The number of severe adverse events did not differ significantly between both treatment methods. 
 
GRADE: low quality of evidence 
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4.6.2. Immediate versus conventional start of depot medroxyprogesterone acetate IM. Evidence tables 

 

Ref N/n Comparison Outcomes  

* 
Lopez 
2008 
Design: 
 SR +/- MA 
 
N= 5 
n= 2427 
 
Search date: 
Sept  2010 

N=1 
n=333 

Immediate DMPA versus 
contraceptive bridge to DMPA  

Pregnancy per woman 3/101 (immediate DMPA) vs 25/232 (Immediate bridge) 
OR= 0.36 ( 95%CI 0.16, 0.84) 
SS  in favor of immediate DMPA p=0.018 

Discontinued method before 6 months 71/101 (immediate DMPA) vs 182/232 (Immediate bridge) 
OR= 0.64 ( 95%CI 0.37, 1.11) 
NS p=0.11 

Very satisfied with method at 6 months 57/69 (immediate DMPA) vs 109/158 (Immediate bridge) 
OR= 1.99 ( 95%CI 1.05, 3.77) 
SS  in favor of immediate DMPA p=0.034 

Adverse events 0/101 (immediate DMPA) vs 0/232 (Immediate bridge) 
 
 

* Characteristics of included studies: see under 
 

Ref + design n Population Duration Comparison Methodology (sponsor NR in 
Cochrane) 

Rickert 2007 
Open label RCT 
(USA) 
 
 

333 women  
-age 14 to 26 years who sought care at a 
family planning clinic and were interested in 
using DMPA.  
 
Exclusion criteria: currently menstruating, 
pregnant, or breastfeeding; contraindication 
to hormonal contraception; using DMPA 
(within past 14 weeks); consistently used 
birth control pills, patch, ring, or other 
prescription contraception method in past 30 
days; history of serious mental illness  
 
 

6months Immediate DMPA (depot 
medroxyprogesterone acetate) 
versus  
’bridge’ method (choice of pills, 
patch, or ring with a 21-day 
supply prior to first DMPA 
injection)   
 

- Jadad score: 3/5 
- FU: 68% 
- ITT: yes (except satisfaction) 
 
Other important methodological 
remarks: 
-Unclear allocation concealment 
(sequential sealed envelopes) 
-Sample size calculation based on 
ability to detect difference in 
continuation rates of 17% (not 
pregnancy) 
- High losses to follow up 
threaten validity  
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4.6.3. Immediate versus conventional start of contraception: Cochrane authors’ conclusions (Lopez 2008) 

 
We found limited evidence that immediate start of hormonal contraception reduces unintended pregnancies or increases method continuation. However, the pregnancy 
rate was lower with immediate start of DMPA versus another method. More studies are needed of immediate versus conventional start of the same hormonal 
contraceptive. 
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4.6.2.bis.  Immediate versus conventional start of depot medroxyprogesterone acetate IM. 

Summary and conclusions 

 
Immediate start DMPA vs Bridge method before start DMPA (Rickert 2007 from Lopez 2008) 

N/n Duration Population Results 

N=1, 
n= 333 

6m - Healthy 
women 
interested in 
using DMPA 
- Age 14-26y 
- not 
pregnant or 
breastfeeding 
- sexually 
active 

Pregnancy per 
woman 

3/101 (immediate DMPA) vs 25/232 (bridge) 
OR= 0.36 ( 95%CI 0.16, 0.84), p=0.018 
SS in favour of immediate DMPA 

Quality 
-2 (low FU, 

inadequate 
power) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Discontinuation OR= 0.64 ( 95%CI 0.37, 1.11) 
NS p=0.11 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

High satisfaction 
with method 
 

OR= 1.99 ( 95%CI 1.05, 3.77), p=0.034 
SS in favour of immediate DMPA 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

AEs 0 vs 0 

 
- A Cochrane review included an RCT that compared young women who started depot medroxyprogesterone 
acetate (DMPA) immediately with the bridging method where a woman is given another form of contraception 
before the first DMPA injection on the first day of the next menstruation. 
There were significantly fewer pregnancies in the group of women who started with DMPA treatment 
immediately compared to the group that had to wait for their first injection (OR = 0.36). 
 
GRADE: low quality of evidence 
 
- The number of women that stopped their treatment did not differ significantly between the treatment 
methods. 
 
GRADE: moderate quality of evidence 
 
- Significantly more women were very satisfied with their treatment method in the group that started with 
DMPA injections immediately compared to the group that first received another method whilst waiting for 
their first DMPA injection (OR nearly 2.0). 
 
GRADE: moderate quality of evidence 
 
- No adverse events were reported in any of the treatment groups. 
 

 





269 
 

5. Evidence tables and conclusions.          

Hormonal contraception: specific indications 
 
 
 





271 
 

5.1. Dysmenorrhoea 
 

5.1.1. Dysmenorrhoea. Combined oral contraceptives versus placebo 

No studies met our inclusion criteria 

 

5.1.2. Dysmenorrhoea. Combined oral contraceptives versus combined oral contraceptives. Evidence tables 

 

Ref N/n Comparison Outcomes Result 

Wong 2009 
 
Design:  
SR +/- MA  
N=10 
 
Search date: 
November2008 
 

N= 2 
n= 
626 
 

Ethinyl estradiol 
0.02mg, 0.075mg 
gestodene 
Vs. 
Ethinyl estradiol 
0.02mg, 0.15mg 
desogestrel 

Pain improvement 219/324 vs. 196/302 
OR=1.11 (0.79 - 1.57), NS 

Withdrawals from treatment 45/324 vs. 37/302 
OR=1.15 (0.72 – 1.83) , NS 

* Characteristics of included studies: see below 
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Ref + design n Population Duration Comparison Methodology  

Endrikat 1999 
OL PG RCT 

1563 
randomised 
which included 
women with no 
dysmenorrhoea 
 

Location: France, Austria, United 
Kingdom, the Netherlands, 
Switzerland and Italy 
Mean age: 25y 
Inclusion: aged 18 to 35 years old, 
desire for contraception for at 
least 12 months  
Exclusion: contraindications to OC 
use, various pathologies, 
unclassified genital bleeding, 
history of migraine accompanying 
menstrual bleeding, pregnancy. 

12 cycles Ethinyl estradiol 0.02mg, 
0.075mg gestodene 
vs 
Ethinyl estradiol 0.02mg, 
0.15mg desogestrel 

- Jadad score: 2/5 
- FU: total group 71.3% (228 withdrawals from 
gestodene group and 221 from desogestrel 
group),  no number reported for women with 
dysmenorrhoea only 
- ITT: no, 87 women were excluded from the 
analysis 
because of protocol violations 

Serfaty 1998 
OL PG RCT 

1016 
randomized; 
213 women 
with 
dysmenorrhoea 

Location: France  
Mean age: 26y 
Inclusion: regular menstrual cycles 
(24-35 days cycles), aged 18-45 
years old, BMI of 
18-29 kg/m2 
Exclusion: smokers, 
contraindications to OC use, drugs 
use, women who had just given 
birth or had an abortion. 
 

6 cycles Ethinyl estradiol 0.02mg, 
0.075mg gestodene 
vs 
Ethinyl estradiol 0.02mg, 
0.15mg desogestrel 

- Jadad score: 2/5 
- FU: 82,1% (85 dropouts from desogestrel 
and 97 
from gestodene group) 
- ITT: no (173/213 women with 
dysmenorrhoea analysed) 
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Ref N/n Comparison Outcomes Result 

Wong 
2009 
 
Design:  
SR+/- 
MA  
 N=10 
 
Search 
date: 
November 
2008 
 

N= 1 
n= 349 
 

Ethinyl estradiol 
0.02mg and 0.15mg 
desogestrel 
vs 
Ethinyl estradiol 
0.02mg and 0.01mg 
levonorgestrel 

Pain improvement 149/178 vs. 158/171 
OR=0.44 (0.23 – 0.84), SS in favour of desogestrel OCP 

Withdrawals from 
treatment 

13/178 vs. 3/171 
OR=4.41 (1.23 – 15.77), SS in favour of desogestrel OCP 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology (sponsor NR in Cochrane) 

Winkler 2004 
OL PG RCT 

1027 
randomised; 
349 with 
dysmenorrhoea 

Location: Germany and 
the Netherlands 
Mean age: 28y 
Inclusion: Women aged 
18 to 45 years old, BMI 
of 18 to 29 kg/m2 
Exclusion: smoking, 
concomitant medication 
or addictive drugs, 
psychiatric disorders, 
using injectable 
hormonal contraceptives 
within 6 months of 
enrolment 
 

6m Ethinyl estradiol 
0.02mg and 0.15mg 
desogestrel 
vs 
Ethinyl estradiol 
0.02mg and 0.01mg 
levonorgestrel 

- Jadad score: 3/5 
- FU:  76.7% for total group, no dropouts reported for 
women with dysmenorrhea only 
- ITT: yes 
Methodological remarks 
349 of the initial group randomised had dysmenorrhoea and 
no dropouts reported 

 

Authors’ conclusions 
There is no evidence of a difference between different OCP preparations. 
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5.1.2.bis.  Dysmenorrhoea. Combined oral contraceptives versus combined oral 

contraceptives. Summary and conclusions 

 
Gestodene 75µg + Ethinyl estradiol 20 µg vs Desogestrel 150µg + Ethinyl estradiol 20µg (Endrikat 1999 and 
Serfaty 1998 from Wong 2009) 

N/n Duration Population Results 

N=2, 
n= 626 

6-12 
cycles 

- Women with 
regular cycles 
and 
dysmenorrhea 
- Age: 18-45y 
(mean: 25.5y) 

Pain 
improvement 
 

219/324 vs 196/302 
OR=1.11 (CI: 0.79-1.57), NS 

Quality 
-1 (low Jadad, 

OL, no ITT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1 (small study, 

lot of loss to FU) 
Grade assessment: low quality of evidence 

Discontinuation 
 
 

45/324 vs 37/302 
OR=1.15 (CI: 0.72-1.83), NS 

Quality 
-1 (low Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1 (small study, 

lot of loss to FU) 
Grade assessment: low quality of evidence 

 
- In two open label RCTs performed in the late 1990s, the effect of a combination pill with gestodene was 
compared to a combination pill with desogestrel in women with dysmenorrhoea. The quality of these studies is 
low primarily due to the high drop-out and the lack of an intention-to-treat analysis. These studies also 
included women without dysmenorrhoea and did not always state how many women were included.  
No significant difference could be demonstrated in pain relief between these two combination pills. 
 
GRADE: low quality of evidence 
 
- Adverse effects were not reported, but the difference in stopping the treatment was not significantly different 
between both groups. 
 
GRADE: low quality of evidence 
 

 
 
 
Ethinyl estradiol 0.02mg and 0.15mg desogestrel vs Ethinyl estradiol 0.02mg and 0.01mg levonorgestrel 
(Winkler 2004 from Wong 2009) 

N/n Duration Population Results 

N=1, 
n= 349 
out of 
1027 

6m -Women 
requiring 
contraception, 
subgroup of 
women with 
dysmenorrhea 
- Age: 18-45y 
(mean: 28y) 

Pain 
improvement 
 

149/178 vs 158/171 
OR=0.44 (CI: 0.23-0.84), SS in favour of desogestrel 

Quality 
-2(low Jadad, 

subgroup) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Discontinuati
on 
 
 

13/178 vs 3/171 
OR=4.41 (CI: 1.23-15.77), SS in favour of desogestrel 

Quality 
-2 (low Jadad, 

subgroup) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 
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In 1 open label RCT, a combination pill with desogestrel was compared to a combination pill with 
levonorgestrel. A sub-group of 349 women had dysmenorrhoea. There was a high drop-out in the study, but 
the drop-out in the sub-group was not reported. This limits the reliability of the results.  
In the sub-group of women with dysmenorrhoea we saw that the combination pill with desogestrel provided 
significantly greater improvements in pain than the combination pill with levonorgestrel. There was a lower 
drop-out rate for the combination pill with desogestrel. 
 
GRADE: low quality of evidence 
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5.2. Heavy menstrual bleeding 

5.2.1. Heavy menstrual bleeding. Combined oral contraceptives versus placebo. Evidence tables 

 

Ref n/Population Duration Comparison Outcomes Methodological 

Fraser 
2011 
 
Design: 
 
DB PG 
RCT  
 
 
 

n= 231 
mean age: 39y 
 
Inclusion 
healthy women, aged 
18y or over, with 
idiopathic heavy, 
prolonged or 
frequent menstrual 
bleeding (confirmed 
during a 90-day run-in 
phase), normal result 
after endometrial 
biopsy or simple 
endometrial 
hyperplasia in the 6 
months prior to study 
entry 
 
Exclusion 
abnormal 
transvaginal 
ultrasound or 
abnormal values 
forlaboratory 
examination; history 
of endometrial 
ablation, undergone 
dilatation and 
curettage in the 

11 m 
(Run-in 90 
days, 
treatment 
196 days,  
FU 30 
days)  

Sequential 
(quadriphasic) 
estradiol 
valerate/dienogest 
(E2V/DNG)(n=149) 
vs. 
placebo (n=82) 
 
 
The use of 
medications 
intended to 
relieve women of 
their HMB (e.g. 
sex steroids, 
NSAIDs, 
tranexamic acid) 
was not allowed 
throughout the 
whole study. 

Efficacy - Jadad score 
o RANDO: 2/2 
o BLINDING: 2/2 
o ATTRITION: 1/1 

 
- FU:   79% 
- ITT: yes 

 
 

Multicenter: 34 centres in 
Australia and Europe (Czech 
Republic, Finland, Germany, 
Hungary, the Netherlands, 
Poland, Sweden, the UK and 
Ukraine) 
 
Sponsor: Bayer HealthCare 
Pharmaceuticals  

Patients with complete response*   
(PE, ITT population) 
 
 

E2V/DNG: 29.5% 
Placebo:  1.2% 
CI of difference NR 
SS, p<0.0001 

Reduction in mean blood loss in 

the group of subjects defined as heavy 
bleeders (>90% of ITT population) 

Reduction of 20% 50% 80% 
E2V/DNG: 94% 84% 50% 
Placebo:  40% 12% 0% 
NT 

Reduction in volume of mean 
blood loss 

ITT population: graphical presentation only, 
NT 
 
Complete responder analysis (n=168): 
E2V/DNG: -458.4ml 
Placebo:  -93.2 ml 
Mean adj diff= 373 ml (490 ml – 255 ml) 
CI of difference NR 
p<0.0001 

Reduction in the number of 
bleeding days  

Only in women with available data (n=170): 
E2V/DNG: -3.7d 
Placebo:  -2.1d 
CI of difference NR 
p=0.0186 

Reduction in the number of 
spotting days  

Only in women with available data (n=170): 
E2V/DNG: +2.1 
Placebo:  -0.2 
NT 

Safety 

Subject reported AE, n (%)  E2V/DNG (n=145)   Placebo (n=81) 

Acne   5 (3.4)   3 (3.7) 
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2 months preceding 
the study; organic 
pathology (chronic 
endometritis, 
adenomyosis, 
endometriosis, 
endometrial polyps, 
leiomyomas or 
uterine 
malignancy); 
unwilling to 
discontinue the use of 
tranexamic 
acid or NSAIDs during 
menses;  
BMI >32; women of 
35y or older who 
smoked; 
contraindications for 
the use of combined 
OCs 

Back pain  3 (2.1)   4 (4.9) 
Breast pain  8 (5.5)   0 (0.0) 
Breast tenderness 6 (4.1)   3 (3.7) 
Headache  21 (14.5) 12 (14.8) 
‘Menorrhagia’  1 (0.7)   4 (4.9) 
Vomiting  3 (2.1)   4 (4.9) 
NT 

Dropout rate due to AE E2V/DNG: 9.7% 
Placebo:  6.2% 
NT 

Serious adverse events 
 

E2V/DNG: chronic cholecystitis, n = 1; 
breast cancer in situ, n = 1  
Placebo:  vertigo and panic attack, n= 1; 
spontaneous abortion and suspicion of 
abnormal pregnancy, n= 1.  
 
The case of breast cancer in situ, a 4-cm 
lesion, was diagnosed 5 months after 
initiating treatment in a women aged 45 
years. This event was considered 
to be possibly related to treatment. 

 
*Complete response to treatment was defined as a composite of the following components: no bleeding episodes lasting more than 7 days; no more than four bleeding 
episodes overall; no bleeding episodes with a blood loss volume of 80 ml or more; no more than one bleeding episode increase from baseline; no more than 24 days of 
bleeding overall; and no increase from baseline in the total number of bleeding days.  
In addition, patients recruited because of the presence of prolonged bleeding were required to demonstrate a decrease of at least 2 days in the maximum duration of a 
bleeding episode.  
Similarly, in patients recruited because of the presence of heavy bleeding, the blood loss volume per bleeding episode had to be <80 ml and had to represent a decrease of 
at least 50% relative to the average blood loss volume per episode during the study recruitment phase (where the qualifying bleeding episodes were those with an MBL 
volume of at least 80 ml). 
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Ref n/Population Duration Comparison Outcomes Methodological 

Jensen 
2011 
 
Design: 
 
DB PG 
RCT  
 
 
 

n= 190 
mean age: 37y  
Inclusion 
≥ 18 years; heavy 
menstrual bleeding, 
prolonged menstrual  
bleeding, frequent 
menstrual bleeding, or 
any combination; 
willing to use a barrier 
method of 
contraception and to 
use (and collect) all 
sanitary protection 
items (pads and 
tampons); normal 
endometrial biopsy or, 
at most, mild simple 
endometrial hyperplasia 
during the 6 months 
before study entry. 
Women older than 40 
years had to have 
follicle-stimulating 
hormone level of less 
than 40 milli-
international units/mL. 
Exclusion 
abnormal transvaginal 
ultrasonogram or 
clinically significant 
abnormal values at 
laboratory examination; 
endometrial ablation or 
dilatation and curettage 

 7 cycles estradiol 
valerate/dienogest 
(E2V/DNG)(n=120) 
vs. 
placebo (n=70) 
 
 
The use of 
medications 
intended to relieve 
women of their 
HMB (e.g. sex 
steroids, NSAIDs, 
tranexamic acid) 
was not allowed 
throughout the 
whole study. 

Efficacy - Jadad score 
o RANDO: 2/2 
o BLINDING: 2/2 
o ATTRITION: 1/1 

 
- FU:   71%  
- ITT: yes 

 
 

Multicenter: 47 centers in 
the United States and 
Canada 
 
Sponsor: Bayer HealthCare 
Pharmaceuticals  

Proportion of patients with a 
complete response during last 
90 days of treatment (PE, ITT)* 

E2V/DNG: 29.2%  
Placebo:  2.9% 
CI NR; P<0.001 

Reduction in mean blood loss in 
the group of subjects defined 
as heavy bleeders (76% of ITT 
population) 

Reduction of 20% 50% 80% 
E2V/DNG: 91% 80% 45% 
Placebo:  51% 17% 5% 
NT 

Reduction in volume of mean 
blood loss 

Only women with data available: (n=125) 
E2V/DNG: -353ml 
Placebo:  -130ml 
Mean adj diff= -252ml (-339ml to -165ml), SS, 
p<0.001 

Reduction in the number of 
bleeding days  

Only women with data available(n=128)  
E2V/DNG:  -2.8d  
Placebo:  -2.2d 
p=0.024 

Reduction in the number of 
spotting days  

Only women with data available(n=128)  
E2V/DNG: +1.7d 
Placebo:  -0.2d 
NT 

Safety 

Subject reported AE, n (%)  E2V/DNG (n=119) Plac (n=66)  
Acne   6 (.05%)  0 (0%) 
Anemia  2 (1.7%)  4 (6.1%) 
Breast pain  5 (4.2%)  0 (0%) 
Breast tenderness 4 (3.4%) 1 (1.5%) 
Headache  5 (4.2%)  9 (13.6%) 
Metrorrhagia  6 (5.0%)  0(0%) 
Migraine 3 (2.5%)  0(0%) 
Weight increase  7 (5.9%) 0 (0%) 
Vaginal infection 3 (2.5%)  0 (0%) 
NT 

Dropout rate due to AE E2V/DNG: 9.2% 
Placebo:  6.1% 
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in the 2 months before 
the 
study; organic 
pathology; use of 
agents intended for the 
treatment of symptoms 
of abnormal uterine 
bleeding; BMI> 32; 
smoking more than 10 
cigarettes per day 
(in women>35 years); 
contraindications for the 
use of combined OCPs. 

NT 

Treatment-emergent adverse 
events 

E2V/DNG: 67.2% 
Placebo:  54.5% 
NT 

Serious adverse events 
 

E2V/DNG: 1 myocardial infarction 
Placebo: 1 hospitalization for a suicide 
attempt.  
The myocardial infarction (acute small non–ST-
elevation infarct) occurred 2 days after the last 
dose of study medication in a 46-year-old 
woman who had a history of hyperlipidemia 
and a family history of cardiovascular disease 

 
*Complete response was defined as no bleeding episodes that lasted more than 7 days, no more than four bleeding episodes overall, no bleeding episodes that involved a 
blood loss volume of 80 mL or more, no more than one bleeding episode increase from baseline, no more than 24 days of bleeding overall, and no increase from baseline in 
an individual participant’s total number of bleeding days. 
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5.2.1.bis. Heavy menstrual bleeding. Combined oral contraceptives versus no treatment. 

Summary and conclusions 

 
Estradiol valerate/dienogest vs placebo (Fraser 2011, Jensen 2011) 

N/n Duration Population Results 

N=2, 
n= 421 
(a: 231 
b: 190) 

7 cycles - Women with 
idiopathic 
heavy 
menstrual 
bleeding, 
prolonged 
menstrual 
bleeding or any 
combination 
- Age: ≥18y 
(mean: 38y) 

Proportion of 
women with 
complete 
response to 
treatment (%) 
N=2 

(Fraser 2011):  
E2V/DNG 29.5% vs Placebo 1.2% SS, p<0.0001 
(Jensen 2011):  
E2V/DNG 29.2% vs Placebo 2.9% CI NR p<0.001 

Quality 
-1 (composite 

EP) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Reduction in 
volume of mean 
blood loss 
N=2 

(Fraser 2011):  
ITT: graphical presentation only, NT 
complete responder analysis (n=168): 
E2V/DNG -458.4ml vs Placebo -93.2 ml 
Mean adj diff= 373 ml (490 ml – 255 ml) CI NR, 
p<0.0001 
(Jensen 2011):  
only women with data available (n=125): 
E2V/DNG -353ml vs Placebo -130ml 
Mean adj diff= -252ml (-339ml to -165ml), SS, p<0.001 

Quality 
-1 (unclear 

reporting) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Reduction in 
number of 
bleeding days 
N=2 

(Fraser 2011):  
only women with available data (n=170): 
E2V/DNG -3.7d vs Placebo -2.1d, CI NR, p=0.0186 
(Jensen 2011):  
only women with data available(n=128): 
E2V/DNG -2.8d vs Placebo -2.2d, p=0.024 

Quality 
-1 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK) 

Grade assessment: moderate quality of evidence 

Reduction in 
number of 
spotting days 
N=2 

(Fraser 2011):  
only in women with available data (n=170): 
E2V/DNG +2.1 vs Placebo -0.2, NT 
(Jensen 2011):  
only women with data available(n=128): 
E2V/DNG +1.7d vs Placebo -0.2d, NT 

Grade assessment: NA 

Metrorrhagia, 
self-reported 
N=1 
(Jensen 2011) 

 COC 5.0% vs pla 0%, NT 

Discontinuation 
due to AE 
N=2 

(Fraser 2011): COC 9.7% vs pla 6.2%, NT 
(Jensen 2011): COC 9.2% vs pla 6.1%, NT 

*Complete response to treatment was defined as a composite of the following components: no bleeding episodes lasting 
more than 7 days; no more than four bleeding episodes overall; no bleeding episodes with a blood loss volume of 80 ml or 
more; no more than one bleeding episode increase from baseline; no more than 24 days of bleeding overall; and no 
increase from baseline in the total number of bleeding days.  
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- Two double-blind placebo-controlled studies of each approximately 200 women with metrorrhagia examined 
the effects of the sequential combination pill (oestradiol valerate and dienogest) versus placebo over seven 
menstrual cycles. 
The proportion of participants who experienced a complete response to the treatment was significantly greater 
in the pill group than in the placebo group. The definition of a complete response was fairly complex. 
 
GRADE: moderate quality of evidence 
 
 There was a significantly greater reduction in average blood loss and in the number of bleeding days with the 
sequential combination pill compared to the placebo. 
 
GRADE: moderate quality of evidence 
 
- The safety endpoints were not subjected to statistical testing. 
 
GRADE: NA 
 
This is the only study that examined the effect of combined hormonal contraception versus placebo for heavy 
menstrual bleeding. 
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5.2.2. Heavy menstrual bleeding. Levonorgestrel intra-uterine system vesus combined oral contraceptives. Evidence tables 

 
Ref n/Population Duration Comparison Outcomes Methodological 

Shabaan 
2011 
 
Design: 
 
OL PG 
RCT 
 
 
 

n= 112 
mean age: 
39y 
 
Inclusion 
self-described 
heavy menstrual bleeding, 
20–50 years old, regular 
cycle 
Exclusion 
pregnancy,history of ectopic 
pregnancy, puerperal sepsis, 
pelvic inflammatory disease, 
evidence of defective 
coagulation, ultrasound 
abnormalities including 
fibroid, history or evidence 
of malignancy 
or hyperplasia in the 
endometrial biopsy, 
incidental adnexal 
abnormality on ultrasound, 
contraindications to 
COC, previous endometrial 
ablation or resection, 
uninvestigated 
postcoital bleeding, 
untreated abnormal cervical 
cytology 

12m Levonorgestrel-
releasing intrauterine 
system (LNG-IUS) 
vs. 
30 mcg ethinyl 
estradiol + 150 mcg 
levonorgestrel (COC) 
 

Efficacy - Jadad score 
o RANDO: 2/2 
o BLINDING: 0/2 
o ATTRITION: 0/1 

 
- FU:   85% 
- ITT: yes 

 

Single center in Egypt 
 
Sponsor: The LNG-IUS was 
provided by Bayer Schering 
Pharma AG, Bayer Healthcare 
(Germany); funding for 
laboratory work by the Assiut 
University, Egypt.  
 
Treatment failure was defined 
as the initiation of an 
alternative medical treatment 
or the need for surgery 

% of women with treatment 
failure 

LNG-IUS: 11% 
COC:  32% 
HR=0.30 (0.14 – 0.73), SS, p=0.007 

Reduction in menstrual blood 
loss by alkaline 
hematin at 12m 

LNG-IUS: 87.4% 
COC:  35.0% 
p= 0.013 

Reduction in pictorial blood 
assessment chart (PBLAC) score 
at 6m 

LNG-IUS: 89.5% 
COC:  41.6% 
p<0.001 

Reduction in PBLAC score at 
12m 

LNG-IUS: 86.6% 
COC:  2.5% 
p<0.001 

Total bleeding days per year LNG-IUS: 34.5d 
COC:  65.1d 
p<0.001 

Total spotting days per year LNG-IUS: 20.7d 
COC:  18.0d 
p=0.273 

Safety 

NR 
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5.2.2.bis. Heavy menstrual bleeding. Levonorgestrel intra-uterine system vesus combined 

oral contraceptives. Summary and conclusions 

 

Levonorgestrel-releasing intrauterine system vs ethinyl estradiol 30µg + levonorgestrel 150µg (Shabaan 2011) 

N/n Duration Population Results 

N=1, 
n= 112 

12m - Women with 
heavy 
menstrual 
bleeding (self-
reported) 
- Age: 20-50y 

Women with 
treatment 
failure (%) 
 

LNG-IUS: 11% 
COC:  32% 
HR=0.30 (0.14 – 0.73), SS, p=0.007 

Quality 
-1 (low Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 (small study) 

Grade assessment: low quality of evidence 

Reduction in 
menstrual 
blood loss by 
alkaline 
hematin at 
12m 

LNG-IUS: 87.4% 
COC:  35.0% 
p= 0.013 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
-1  

Grade assessment: low quality of evidence 

Reduction in 
pictorial 
blood 
assessment 
chart (PBLAC) 
score 

At 6m: LNG-IUS 89.5% vs COC 41.6% 
p<0.001 
At 12m: LNG-IUS 89.5% vs COC 41.6% 
p<0.001 

Quality 
-2 (low Jadad, 

subjective 
endpoint + OL) 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1  

Grade assessment: very low quality of evidence 

Total bleeding 
days per year 

LNG-IUS: 34.5d 
COC:  65.1d 
p<0.001, SS 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
-1  

Grade assessment: low quality of evidence 

Total spotting 
days per year 

LNG-IUS: 20.7d 
COC:  18.0d 
p=0.273, NS 

Quality 
-1  

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 

Grade assessment: low quality of evidence 
Treatment failure was defined as the initiation of an alternative medical treatment or the need for surgery 

 
 
- In a relatively small study, women with self-reported heavy menstrual bleeding were randomised into two 
groups – they received either a hormone IUD or a combination pill containing levonorgestrel – and were 
followed for one year. Treatment failure (defined as switching to another medical treatment or surgery) was 
seen statistically less often with the levonorgestrel IUD (HR = 0.30; 95 % CI 0.14 – 0.73). 
 
GRADE: low quality of evidence 
 
- Women with heavy menstrual bleeding experienced a greater reduction in the PBLAC score (evaluation 
method for menstrual blood loss) with a hormonal IUD than women taking the pill. A significant difference 
between both groups, in favour of the hormonal IUD, was also found with use of the standard method to 
measure blood loss (alkaline haematin test). (p = 0.013). 
 
GRADE: very low to low quality of evidence 
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- The total number of bleeding days per year was significantly greater in the pill group than in the hormonal IUD 
group, but this was not the case for the total number of days with spotting. 
 
GRADE: low quality of evidence 
 
- No endpoints were reported in relation to adverse events and safety. 
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5.3. Acne 

5.3.1. Acne. Combined hormonal contraception versus placebo. Evidence tables 

 

Ref N/n Comparison   

Arowojolu, 
2012* 
 
Design: 
meta-
analysis 
 
Search date: 
Jan 2012 
 
N= 31 
n= 12579 
 

N=2 
n=721 

LNG 100 μg / EE 20 μg versus 
placebo 
 

Mean change in total lesion 
count 

Mean difference=-9.98 (95% CI  -16.51, -3.45) 
SS in favor of treatment(LNG)  p= 0.0027 

Clinician assessment of women 
with clear or almost clear 
lesions at cycle 6 (4 point scale) 

145/280 (LNG) vs 119/291 (PLA) 
OR=1.56 (95% CI 1.13, 2.18) 
SS in favor of treatment (LNG) p = 0.0078 

Participant self-assessment of 
acne lesion improvement 

228/281(LNG) vs 193/291 (PLA) 
OR= 2.13 (95% CI 1.47, 3.09) 
SS in favor of treatment (LNG)p = 0.000064 

Discontinuation due to non-acne adverse 
event (N=1; Thiboutot) 

9/174 (LNG) vs 6/176 (PLA) 
OR=1.54 (95% CI 0.55, 4.31) 
NS p = 0.42 

Discontinuation due to lack of acne 
improvement (N=1; Thiboutot) 

7/174 (LNG) vs 8/176 (PLA) 
OR=0.88 (95% CI 0.31, 2.47) 
NS p = 0.81 

N=3 
n=1068 

DRSP 3 mg / EE 20 μg versus 
placebo 
 (data for combined 
analysis were very limited) 

Mean percent change in total lesion 
counts at cycle 6 (N=1;Bayer) 

66.79 ±31.45(DRSP) vs 37.71±118.73 (PLA) 
Mean difference= 29.08 (95% CI 3.13, 55.03 ) 
SS in favor of treatment p = 0.028 

Clear or almost clear (investigator 
assessment) at cycle 6. (N=2; Bayer-
Maloney) 

82/291(DRSP)  vs 32/284 (PLA)  
OR = 3.02 (95% CI 1.99 to 4.59) 
SS in favor of treatment (DRSP) p < 0.00001 

Participants classified (participant 
assessment) as ’improved’ at cycle 6 
(N=1;Bayer) 

75/79(DRSP) vs 62/73 (PLA) 
OR = 3.06 (95% CI 1.06 to 8.85) 
SS in favor of treatment (DRSP) p =0.039 

Discontinuation due to adverse event 
(N=3) 

37/625 (DRSP) vs 24/626 (PLA) 
OR = 1.57 (95% CI 0.94 to 2.62) 
NS p=0.087 

Discontinuation due to reason other than 
adverse event (N=1;Bayer) 

8/89 (DRSP)vs 11/90 (PLA) 
OR = 0.71(95% CI 0.28 to 1.84) 
NS p=0.48 
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N=1 
n=387 

CMA 2 mg / EE 30 μg versus 
placebo 
 

Responders (>= 50% decrease in facial 
papules and pustules) at cycle 6 

161/251 (CMA) vs 55/126 (PLA) 
OR = 2.31 (95% CI 1.50, 3.55 ) 
SS in favor of treatment (CMA) p = 0.00015 

Discontinuation due to adverse event 14/251 CMA) vs 1/126 (PLA) 
OR = 3.49 (95% CI 1.17, 10.40 )  
SS in favor of placebo p = 0.025 

* Characteristics of included studies: see under 
 
 
 
 

Ref + design n Population Duration Comparison Methodology  

Leyden 2002 
RCT Double blind 

371 healthy women  
-age ≥ 14 years  
-regular menstrual cycles  
-moderate facial acne  
- normal or low grade abnormal Papanicolaou 
smear within the past 6 months, negative 
pregnancy test and agreement to use a non-
hormonal contraceptive if at risk of pregnancy;  
Exclusion: 
 women with contraindications to OCs, 
smoking in women over 35 years old or use of sex 
hormones within 6months of enrollment 

6 treatment 
cycles 

LNG 100 μg / EE 20 μg 
versus placebo 
 

- Jadad score: 5/5 
- FU: 66.31% (246/371) 
- ITT: yes, by Cochrane  
 
Other important methodological 
remarks: No information on 
allocation concealment (selection 
bias) 
 

Thiboutot 2001 
RCT Double-blind 

350 healthy women  
-age ≥ 14 years  
-regular menstrual cycles  
-moderate facial acne   
-Washout period of 6 months for injectable 
hormones, 3 months for oral or implantable 
hormones and 2 to 6 weeks for systemic or topical 
acne treatment. 
Exclusion: 
 women with contraindications to OCs, 

6 treatment 
cycles. 

LNG 100 μg / EE 20 μg 
versus placebo 
 

- Jadad score: 5/5 
- FU: 64,57%(226/350) 
- ITT: no 
 
Other important methodological 
remarks: Allocation was 
concealed in sealed envelopes 
labeled according to the 
randomization code. Did not 
specify whether envelopes 
were opaque 
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Bayer 2011 
RCT Double-blind 
Multicenter 
In China 

179 Healthy women,  
-age 14 to 45 years 
- >1 year post-menarche  
-moderate acne vulgaris  
Exclusion: 
 women with contraindications to COCs, smoking in 
women over 30 years old pregnancy, lactation (< 3 
menstrual cycles since delivery, abortion, or 
lactation); obesity (Body Mass Index > 30 
kg/m2);hypersensitivity to ingredient of studydrug; 
any disease or condition that may worsen under 
hormonal treatment 

6 
treatment 
cycles. 

DRSP 3 mg plus EE 20 μg 
versus a placebo 

- Jadad score: 5/5 
- FU: 91,06% (163/179) 
- ITT:no: all patients who received 
at least one dose of study drug 
were analysed 
 
Sponsor: Bayer Schering Pharma 
 
Other important methodological 
remarks: No information on 
allocation concealment (selection 
bias) 
 

Koltun 2008 
RCT Double-blind 
Multicenter 
 
 

458 women,  
-age 14 to 45 years,  
-at least 1menstruation 
within last 3 months; 
-minimum of 20 inflammatory (papules or pustules) 
and 20 non-inflammatory (comedones) facial lesions. 
- negative pregnancy test and normal Pap smear and 
agreed not to use topical or systemic acne 
treatment. 
 
Exclusion:  
Women with contraindications for COC use; use of 
additional steroid hormones, heparin,warfarin, 
hydantoins, barbiturates, phenytoin, primidone, 
carbamazepine, rifampicin,griseofulvin, topiramate, 
felbamate, ritonavir and products containing St 
John’s wort,spironolactone, and continuous use of 
antibiotics; having acne and atopy, comedonal acne 
or acne conglobata, sandpaper acne or acne with 
multiple large nodes; cysts, fistular comedones,or 
abscessing fistular ducts; taking medication with 
“acne-inducing effect.” 

6 
treatment 
cycles. 

DRSP 3 mg plus EE 20 μg 
versus a placebo 

- Jadad score:5/5 
- FU: 94% 
- ITT: no 
 
Other important methodological 
remarks:  
-No information on allocation 
concealment (selection bias) 
 
-Results were presented in 
figures without actual numbers to 
use in analysis, except for 
discontinuation 
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Maloney  2008 
RCT Double-blind 
Multicenter 

431 women, age 14 to 45 years (age 14 to 30 years if 
smoked >10 cigarettes/day, 14 to 35 years if 
smoked<10 cigarettes/day, and 14 to 45 years for 
nonsmokers) 
- at least 1 menstruation within last 3 months; 
-with minimum of 20 inflammatory (papules or 
pustules)and 20 non-inflammatory (comedones) 
facial lesions classified as grade 3, 4, or 5. 
-normal Pap smear in last 6 months 
-agreed not to use topical or systemic acne 
treatment. 
Exclusion criteria:  
contraindications for COC use; use of additional 
steroid hormones, heparin,warfarin, hydantoins, 
barbiturates, phenytoin, primidone, carbamazepine, 
rifampicin,griseofulvin, topiramate, felbamate, 
ritonavir and products containing St John’s 
wort,spironolactone, and continuous use of 
antibiotics; having acne and atopy, comedonal 
acneor acne conglobata, sandpaper acne or acne 
with multiple large nodes; cysts, fistular 
comedones,or abscessing fistular ducts 

6 
treatment 
cycles. 

DRSP 3 mg plus EE 20 μg 
versus a placebo 

- Jadad score: 5/5 
- FU: 95% 
- ITT:yes 
 
Other important methodological 
remarks:  
-No information on allocation 
concealment (selection bias) 
- This study had insufficient for 
analysis in this review due 
to presenting outcome data in 
figures without absolute numbers 
or simply describing selected 
results in the text 
 

Plewig 2009 
RCT Double-blind 
Multicenter (Europe) 
 

387 women,  
-age 18 to 40 years old (smokers up to age 30) 
-moderate papulopustular acne of face.  
- instructed to use condoms  
-not allowed to take hormonal contraception or 
topical or systemic moderate acne therapy during 
the trial 
Exclusion criteria: 
 systemic moderate acne therapy (e.g., with 
’antiandrogens’ or retinoids) in past 6 months; 
hormonal combinations containing ’antiandrogens,’ 
norgestimate or desogestrel in past 3 months; oral 
antibiotic or topical moderate acne treatment in 
past 4 weeks 

6 
treatment 
cycles 

CMA 2 mg plus 
EE 30 μg versus placebo 

- Jadad score: 3/5 
- FU: 81,91% (317/387) 
- ITT:: no. all patients who 
received at least one dose of 
study drug were analysed (n= 
377) 
 
Study was sponsored by 
Grünenthal GmbH 
 
Other important methodological 
remarks:  
-No information on allocation 
concealment (selection bias) 
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5.3.1.bis.  Acne. Combined hormonal contraception versus placebo. Summary and 

conclusions 

 

Levonorgestrel 100µg + Ethinyl estradiol 20µg (Leyden 2002, Thiboutot 2001) 
Drospirenone 3mg/d + Ethinyl estradiol 20µg (Bayer 2011, Koltun 2008, Maloney 2008) 
Chlormadinone 2mg/d + Ethinyl estradiol 30µg vs placebo (Plewig 2009)  
(all from Arowojolu 2012) 

N/n Duration Population Results 

N= 6 
n= 
2176 
 

6 cycles - healthy 
women 
- age: 14-45y 
- regular 
menstrual 
cycles 
- moderate 
acne vulgaris 
- normal Pap 
smear 

Total lesion 
count (mean 
change, %) 
 

Reported in 5/6 studies 
Mean difference=-9.98 (95% CI  -16.51, -3.45) 
SS in favor of treatment (LNG) p= 0.0027 (N=2) 
Mean difference= 29.08 (95% CI 3.13, 55.03) 
SS in favor of treatment (DRSP) p= 0.028 (N=3) 

Quality 
OK 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: high quality of evidence 

Responders 
(≥50% 
improvement 
acne lesions) 
 
 

Reported in 1/6 studies 
161/251 (CMA) vs 55/126 (PLA) 
OR = 2.31 (95% CI 1.50, 3.55 ) 
SS in favor of treatment (CMA) p = 0.00015 

Quality 
-1 (low 
Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: NA 

Discontinuation 
due to AE 
 
 

Reported in 6/6 studies 
OR= 0.88 NS difference (LNG vs PLA) 
OR= 0.71 NS difference (DRSP vs PLA) 
OR=3.49 SS in favor of placebo (CMA vs PLA) 

Quality 
OK 

Consistency 
-1 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

 
 
- We identified six placebo-controlled studies with combination pills that report acne outcomes from a 2012 
Cochrane Review. Due to the differing compositions of the pills studied, no meta-analysis was conducted. The 
studied pills that are available on the Belgian market, were levonorgestrel 100µg + ethinyl estradiol 20 µg, 
drospirenone 3mg + ethinyl estradiol 20 µg and chlormadinone + ethinyl estradiol 30 µg. 
All the combination pills appeared to cause an improvement in acne lesions and were at this endpoint 
significantly better than placebo. 
 
GRADE: high quality of evidence 
 
Users of the chlormadinone-containing pills discontinued their treatment significantly more due to adverse 
events in comparison with placebo. This was not the case for pills with levonorgestrel or drospirenone. 
 
GRADE: moderate quality of evidence 
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5.3.2. Acne. Combined hormonal contraception versus combined hormonal contraception. Evidence tables.  

 

Ref N/n Comparison Outcomes  

* 
Arowojolu, 
2012 
Design: 
meta-
analysis 
 
 
Search 
date:Jan 
2012 
 
N= 31 
n= 12579 
 

N=1 
n=128 

DRSP 3mg - EE30 vs CPA 2mg EE 
35 
 

Mean percentage change in 
total acne count at cycle 9 

-37.5 ±56.2(DRSP) vs -35.0±69.9(CPA) 
Mean difference= -2.50 (95% CI -26.96, 21.96) 
NS  p = 0.84 

N=1 
n=424 

DRSP 3mg - EE30 vs LNG 150 
EE30 
 

Discontinuation due to acne deterioration 
 
no other endpoints extractable 

4/282 (DRSP) vs 11/142 (LNG) 
OR=0.16 (95% CI 0.05, 0.47 ) 
SS in favor of DRSP  p = 0.00088 

N=2 
n=355 

DSG 25-125 μg / EE 40-30  vs 
CPA 2 mg / EE 35  
 

Women with pustules or nodules at cycle 4 
N=1 Dieben 
 

  33/59 (DSG) vs 31/62 (CPA) 
OR=1.27 (95% CI 0.62, 2.58 ) 
NS p = 0.52 

Women with moderate acne at cycle 6 
N=1 Vartiainen 

  32/68 (DSG) vs 29/68 (CPA) 
OR=1.19 (95% CI 0.61, 2.34 ) 
NS p = 0.61 

Women with severe acne at cycle 6 
N=1 Vartiainen 

  4/68 (DSG) vs 2/68 (CPA) 
OR=2.00 (95% CI 0.39, 10.21) 
NS p = 0.41 

Mean change in comedone count at cycle 4 
N=1 Dieben 

-10.2 ±21.5(DSG) vs -13.9±29.1(CPA) 
Mean difference= 3.7 (95% CI -5.39, 12.79) 
NS  p = 0.42 

Mean comedone count at cycle 6 
N=1 Vartiainen 

5.7 ±10.8(DSG) vs 2.8±5.2(CPA) 
Mean difference= 2.9 (95% CI 0.05, 5.75) 
SS  in favor of CPA  p = 0.046 

Mean change in papule count at cycle 4 
N=1 Dieben 

-7.1 ±10.9(DSG) vs -6.5±8.9(CPA) 
Mean difference= -0.60 (95% CI -4.16, 2.96) 
NS  p = 0.74 

Mean papule count at cycle 6 
N=1 Vartiainen 

6  ±7.9(DSG) vs 4.2±4.8(CPA) 
Mean difference= 1.8 (95% CI -0.40, 4.00) 
NS  p = 0.11 

Mean change in pustule count at cycle 4 
N=1 Dieben 

-2.9±6.2(DSG) vs -5.2±7.5(CPA) 
Mean difference= 2.30 (95% CI -0.15, 4.75) 
NS  p = 0.065 

Mean pustule count at cycle 6 
N=1 Vartiainen 

1.2 ±4.5(DSG) vs 0.4±1.8(CPA) 
Mean difference= 0.8 (95% CI -0.35, 1.95) 



 

294 
 

NS  p = 0.17 

Discontinuation due to non-acne adverse 
event 
N=1 Vartiainen 

 6/84 (DSG) vs 4/88 (CPA) 
OR=1.60 (95% CI 0.45, 5.73 ) 
NS p = 0.47 

Discontinuation due to worsening of acne 
N=1 Vartiainen 

 1/84 (DSG) vs 1/88 (CPA) 
OR=1.05 (95% CI 0.06, 16.90 ) 
NS p = 0.97 

N=2 
n=1378 

DSG 150 μg / EE 30 μg versus 
GSD 75 μg / EE 30 μg 
 

Women without acne at cycle 6 
(N=2; Halbe, Koetsawang) 

549/619  (DSG) vs 486/561 (GSD) 
OR=1.17 (95% CI 0.82, 1.66 ) 
NS p = 0.38 

Women with mild acne at cycle 6 
(N=2; Halbe, Koetsawang) 

57/619  (DSG) vs 68/561(GSD) 
OR=0.76 (95% CI 0.52, 1.10 ) 
NS p = 0.14 

Women with moderate or severe acne at 
cycle 6  
(N=2; Halbe, Koetsawang) 

13/619 (DSG) vs 7/561(GSD) 
OR=1.78 (95% CI 0.73, 4.32 ) 
NS p = 0.20 

Discontinuation due to side effects 
(N=2; Halbe, Koetsawang) 

40/710  (DSG) vs 57/668 (GSD) 
OR=0.61 (95% CI 0.40, 0.93 ) 
SS in favor of DSG p = 0.022 

N=1 
n=199 
 

LNG 150 μg / EE 30 μg versus 
CMA 2 mg / EE 30 μg 
 

Women with >= 50% reduction in pustules 
and papules at cycle 12 

45/98  (LNG) vs 60/101 (CMA) 
OR=0.58 (95% CI 0.33, 1.02 ) 
NS p = 0.057 

Women with selfassessed 
acne improvement at cycle 12 

61/70 (LNG) vs 78/79 (CMA) 
OR=0.16 (95% CI 0.04, 0.57 ) 
SS p = 0.0049 

N=1 
n=150 
 

LNG 150 μg / EE 30 μg versus 
CPA 2 mg / EE 35 μg, 
 

Mean change in total acne lesions at cycle 6 -14.1±32.4(LNG) vs -16.6±13.5(CPA) 
Mean difference= 2.50 (95% CI -8.81, 13.81) 
NS  p = 0.66 

Women with dermatologist global ”good” 
acne assessment at cycle 6 

11/36  (LNG) vs 28/45 (CPA) 
OR=0.29 (95% CI 0.12, 0.68 ) 
SS p = 0.0049 

Women with ”good” acne self-assessment 
at cycle 6 

11/36  (LNG) vs 30/44 (CPA) 
OR=0.23 (95% CI 0.09, 0.54 ) 
SS p = 0.00087 

Discontinuation due to side effects 6/37  (LNG) vs 6/48 (CPA) 
OR=1.35 (95% CI 0.40, 4.60 ) 
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NS p = 0.63 

N=1 
n=1027 

DSG 150 μg / EE 20 μg versus 
LNG 100 μg / EE 20 μg 
 

Improvement in 
comedones at week 25. 

71/266 (DSG) vs 49/258(LNG) 
OR=1.55 (95% CI 1.03 to 2.32) 
SS in favor of DSG p = 0.036 

Improvement in 
papules at week 25 

63/266 (DSG) vs 61/258(LNG) 
OR =1.00 (95% CI 0.67, 1.50 ) 
NS p=0.99 

Improvement in pustules at week 25 46/266 (DSG) vs 32/258 (LNG) 
OR =1.47 (95% CI 0.91, 2.38) 
NS p = 0.12 

Scores for Psychological General Well-Being 
Index at week 25 

3.2 ±11.5 (DSG)  vs 2.1±10.9 (LNG) 
Mean difference= 1.10 (95% CI -0.83, 3.03 ) 
NS p = 0.26 

Adverse events related to treatment 31/500 (DSG)  vs 32/498 (LNG) 
OR= 0.96 (95% CI 0.58, 1.60 ) 
NS p = 0.88 

 N=1 
n=2152 

NOMAC 2.5 mg / E2 1.5 mg 
versus  
DRSP 3 mg / EE 30 μg 
 

Clinician assessment of worsening of acne 
after cycle 13 (all participants) 

154/1561(NOMAC) vs 21/522 (DRSP) 
OR= 2.14 (95% CI 1.49-3.05) 
SS in favour of DRSP (more worsening with NOMAC) 

Clinician assessment of improved acne after 
cycle 13 (all participants) 

248/1561 (NOMAC) vs 105/522 (DRSP) 
OR= 0.74 (95% CI 0.57-0.96) 
SS in favour of DRSP 

Clinician assessment of worsening acne 
after cycle 13 (participants with acne at 
baseline) 

37/512 (NOMAC)  vs 3/171 (DRSP) 
OR= 2.69 (95% CI 1.29-5.63) 
SS in favour of DRSP (more worsening with NOMAC) 

Clinician assessment of improved acne after 
cycle 13 (participants with acne at baseline) 

248/512 (NOMAC) vs 105/171 (DRSP) 
OR= 0.60 (95% CI 0.42-0.84) 
SS in favour of DRSP 

Discontinuation due to acne 53/1591 (NOMAC) vs 1/535 (DRSP) 
OR= 3.56 (95% CI 1.91-6.63) 
SS in favour of DRSP 

 
* Characteristics of included studies: see under  



 

296 
 

 

Ref + design n Population Duration Comparison Methodology (sponsor NR in Cochrane) 

Van Vloten 2002 
RCT 
Multicenter trial in The 
Netherlands and 
Germany. 

128 healthy women,  
-age16 to 35 years  
-mild-to-moderate facial acne (at least 8 
papulopustular lesions) and minor seborrhea 
or hair growth on upper lip, chin and chest. 
 
Excluded certain medical conditions, lack of 
least one normal menstrual cycle following 
recent birth, abortion or lactation, obesity, 
use of injectable depot contraceptives in 
prior 
6 months, severe acne (multiple large nodes, 
cysts, fistular comedos or abscessing fistular 
ducts), anti-androgenic hormone treatment 
in prior 3 months or isotretinoin treatment in 
prior 12 months 

9 treatment 
cycles 

DRSP 3mg - EE30 vs 
 CPA 2mg EE 35 
 

- Jadad score: 3/5 
- FU: 76.6% 
- ITT:no 
 
 
Other important methodological 
remarks:  
-No information on allocation 
concealment (selection bias) 
 

Kelly 2010 
RCT Double-blind 
 

424 Healthy women,  
-age 16 to 40 years (up to age 35 if smoker),  
- established menstrual cycle and requesting 
contraception 
-healthy gynecological status by exam 
and cervical smear  
-willing to not use other hormonal treatment 
(except thyroxine and insulin). 
Exclusion criteria: contraindication to 
combined OC, history of herpes, obesity, 
concurrent treatment with preparation that 
induces hepatic enzymes 

7 treatment 
cycles 

DRSP 3 mg plus EE 30 
μg (21 + 7 regimen) vs   
LNG 150 μg plus EE 30 
μg 

- Jadad score: : 3/5 
-FU: 66% discontinuation and losses 
-ITT: unclear 
 
Study was funded by Bayer Schering 
Pharma. 
 
Other important methodological 
remarks:  
-No information on allocation 
concealment (selection bias) 
-This study had insufficient for analysis 
in this review due 
to presenting outcome data in figures 
without absolute numbers 
or simply describing selected results in 
the text.  
- population: women requiring 
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contraception, (not necessarily having 
acne) 

Dieben 1994 
RCT  
Multicenter open  trial in 
4 European countries. 

183 women  
-age18 to 35 years  
-with at least 5 facial acne lesions.  
 
Excluded women with 
contraindications to COC use 

4 treatment 
cycles 

biphasic  DSG 25-125 
μg / EE 40-30  vs  
CPA 2 mg / EE 35  
 

- Jadad score: 2/5 
- FU: 74.3% (136/183) 
- ITT: No  
 
Other important methodological 
remarks:  
-Randomization list was generated by 
sponsors.  
-High risk of selection bias: no 
allocation concealment was done 
(open randomization list) 

Vartiainen 
RCT 
Multicenter, open trial in 
Belgium, Finland and the 
Netherlands. 

172 women  
-aged 16 to 35 years and weighing 45 to 85 kg 
- with acne. 
 
Excluded women with very severe acne 
needing oral antimicrobial or retinoid acid, 
use ofeither trial medications prior to the 
study, concomitant use of barbiturates, 
anticonvulsants, 
griseofulvin, phenylbutazone, rifampicin, 
penicillin, tetracycline or anti-acne 
medication 

6 treatment 
cycles 

biphasic DSG 25-125 
μg / EE 40-30  vs  
CPA 2 mg / EE 35  
 

- Jadad score: 2/5 
- FU: 79.1% (136/172) 
- ITT:No 
 
Other important methodological 
remarks:  
Methods of allocation concealment not 
described.  

Halbe 1998 
Open trial 
Multicenter Brazil 

595 healthy women  
-fertile age  
-with regular ovulatory cycles. 
 Excluded women with 
contraindications to oral contraceptives, 
breast feeding or regular use of drugs that 
impair 
the efficacy of oral contraceptives 

6 treatment 
cycles 

DSG 150 μg / EE 30 μg 
versus  
GSD 75 μg / EE 30 μg 
 

- Jadad score: 2/5 
-FU:84, 20% (501/595) 
-ITT:No ? 
 
Other important methodological 
remarks:  
-No information on allocation 
concealment (selection bias) 

Koetsawang 1995 
Multicenter, open trial in 
Thailand. 

783 healthy women  
-fertile age (No specific age range was 
reported) 

6 treatment 
cycles 

DSG 150 μg / EE 30 μg 
versus  
GSD 75 μg / EE 30 μg 

- Jadad score : 3/5 
-FU: 86,72% (679/783) 
-ITT: No? 
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 -with regular cycles. 
 
Excluded women  
with contraindications to oral contraceptives, 
complete breast feeding or 
regular use of drugs that impair oral 
contraceptives 

 efficacy sur 679 
Safety sur 783 
 
Other important methodological 
remarks:  
-No information on allocation 
concealment (selection bias) 
 

Worret 2001 
Single-blinded 
(investigator) 
Multicenter trial in 
Germany 

199 women  
-aged18 to 40 years (smokers up to 30 years) 
- mild to moderate acne on 
the face 

12 treatment 
cycles 

LNG 150 μg / EE 30 μg 
versus  
CMA 2 mg / EE 30 μg 

- Jadad score:2/5 
- FU:75.4% 
- ITT: yes by Cochrane   
Other important methodological 
remarks:  
-No information on allocation 
concealment (selection bias) 
- blinding unclear 

Carlborg 1986 
RCT 
Multicenter trial in 
Sweden. 
Three arms study 
(+ comparison with CPA 
2mg/EE50) 

160 healthy women  
-over 15 years of age  
-with at least 8 lesions on the face. 
 
 Excluded women 
with contraindications to COCs 

6 treatment 
cycles. 

LNG 150 μg / EE 30 μg 
versus  
CPA 2 mg / EE 35 μg, 
 

- Jadad score: 5/5 
- FU: 78.1% (125/160) 
- ITT:no 
 
Other important methodological 
remarks:  
-Randomization by manufacturer. -No 
information on allocation concealment.  

Winkler 2004 
Open-label, randomized 
controlled trial 

1027 Women with good physical and mental 
condition  
-age  18 to 45 years, 
-sexually active,  
-with body mass index from 18 to 29 kg/m2. 
 
Exclusion criteria: menstrual cycle < 24 days 
or > 35 days, being older than 35 years 
and smoking, taking concomitant medications 
or addictive drugs, or having a mental or 
psychiatric disorder or depression that might 
interfere with the trial, using OCs, IUD. 

6 treatment 
cycles 

DSG 150 μg / EE 20 μg 
versus  
LNG 100 μg / EE 20 μg 
 

- Jadad score:2/5 
-FU: 47,5%* 
-ITT: No 
 
Other important methodological 
remarks:  
-Report had limited data for analysis 
*“Losses were 22%inDSGGroup and 
25%for LNG group according to the 
report. However, change data for the 
main outcomes indicated losses of 47% 
and 48%, respectively” 
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Also excluded were those who had 
contraceptive implant within past month or 
injectable contraceptive within past 6 months 
  

--No information on allocation 
concealment. 
- population of women requiring 
contraception, not necessarily having 
acne 

Mansour 2011 
RCT, open label 
 

2152 Inclusion 
- 18-50y women at risk for pregnancy  and in 

need of contraception 
- BMI 17-35 
Exclusion 
- Contraindications for contraceptive steroids 
- Abnormal cervical smear 
- Abnormal laboratory tests 
- Injectable hormonal contraceptive in past 

4-6m 
Use of enzyme-inducing or inhibiting drugs 

13 cycles NOMAC 2.5mg / E2 
1.5mg vs 
DRSP 3 mg / EE 30 μg 
 

- Jadad score: 3/5 
- FU: 99% received treatment (n=2126), 
74% completed treatment (n=1552) 
- ITT: no 
 
Other important methodological 
remarks:  
- population: women requiring 
contraception, not necessarily having 
acne 

Follow up defined as excluded, discontinued early or lost to follow up  

 

 

Combined oral contraceptives for Acne. Author’s Conclusions  
COCs containing CMA or CPA seem to improve acne better than LNG; however, this finding is based on limited evidence. A DRSP-COC may be more effective than NGM or 
NOMAC/E2 but the trials used different methods to assess acne severity assessments. Comparisons between other COCs were either conflicting or showed no significant 
difference in their ability to reduce acne.How COCs compare to alternative acne treatments is unknown since only one trial addressed this issue. 
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5.3.2.bis. Acne. Combined hormonal contraception versus combined hormonal 

contraception. Summary and conclusions 

 
Drospirenone 3mg/d + Ethinyl estradiol 30µg vs Cyproterone 2mg + Ethinyl estradiol 35µg (Van Vloten 2002) 
Drospirenone 3mg/d + Ethinyl estradiol 30µg vs Levonorgestrel 150µg + Ethinyl estradiol 30µg (Kelly 2010) 
Desogestrel 25-125µg + Ethinyl estradiol 20-30µg vs Cyproterone 2mg (CPA) + Ethinyl estradiol 35µg (Dieben 

1994,  Vartiainen 2001) 

Desogestrel  150µg + Ethinyl estradiol 30µg vs Gestodene 75µg  + Ethinyl estradiol 30µg (Halbe 1998,  Koetsawang 

1995, Mango 1996) 

Levonorgestrel 150µg + Ethinyl estradiol 30µg vs Chlormadinone 2mg/d + Ethinyl estradiol 30µg (Worret 2001) 
Levonorgestrel 150µg + Ethinyl estradiol 30µg vs Cyproterone 2mg + Ethinyl estradiol 35µg (Carlborg 1986) 
Desogestrel  150µg + Ethinyl estradiol 30µg vs Levonorgestrel 100µg + Ethinyl estradiol 20µg (Winkler 2004) 
Nomegestrol acetate 2.5mg + E2 1.5 mg vs Drospirenone 3mg/d + Ethinyl estradiol 30µg (Mansour 2011)  
(all from Arowojolu 2012) 

N/n Duration Results 

N= 10 
n= 
5823 

 

6-13 cycles DRSP 3mg + EE 30 
vs  
CPA 2mg + EE 35 
N=1 (Van Vloten 2002) 

Mean 
percentage 
change in 
total acne 
count at cycle 9 

Mean difference= -2.50 (95% CI -26.96, 21.96) 
NS  p = 0.84 Population 

- healthy 
women 
- age: 14-
45y 
- regular 
menstrual 
cycles 
- mostly 
women with 
(moderate) 
acne 
vulgaris 
- normal 
Pap smear 

Quality 
-1 (low Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1 (small trial) 

Grade assessment: low quality of evidence 

DRSP 3mg + EE30 
vs 
LNG 150µg + EE 30 
N=1 (Kelly 2010) 

Discontinuation 
due to acne 
deterioration 

4/282 (DRSP) vs 11/142 (LNG) 
OR=0.16 (95% CI 0.05, 0.47 ) 
SS in favor of DRSP  p = 0.00088 

Quality 
-1 (low FU, 

ITT?) 

Consistency 
OK 

Directness 
-1 

Imprecision 
OK 

Grade assessment: low quality of evidence 

DSG 25-125 μg / EE 
40-30  
vs  
CPA 2 mg / EE 35  
N=2 
a. Dieben 1994 
b. Vartiainen 2001 

 

Women with 
moderate acne 
at cycle 6 

N=1 (b) 
OR=1.19 (95% CI 0.61, 2.34 ) 
NS p = 0.61 

Women with 
severe acne at 
cycle 6 

N=1 (b) 
OR=2.00 (95% CI 0.39, 10.21) 
NS p = 0.41 

Discontinuation 
(non-acne 
adverse event) 

N=1 (b) 
OR=1.60 (95% CI 0.45, 5.73 ) 
NS p = 0.47 

Discontinuation 
(worsening of 
acne) 

N=1 (b) 
OR=1.05 (95% CI 0.06, 16.90 ) 
NS p = 0.97 

 Quality 
-1 (low Jadad, 

no ITT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1(wide CI) 

Grade assessment: moderate quality of evidence 

DSG 150µg + EE 30 
vs  
GSD 75µg + EE 30 
μg 
N=3 
a. Halbe 1998 
b. Koetsawang 1995 
c. Mango 1996 (too 
small) 

Women 
without acne at 
cycle 6 

(N=2: a, b) 
OR=1.17 (95% CI 0.82, 1.66 ) 
NS p = 0.38 

Women with 
moderate or 
severe acne at 
cycle 6  

(N=2: a,b) 
OR=1.78 (95% CI 0.73, 4.32 ) 
NS p = 0.20 

Discontinuation 
(side effects) 
 

(N=2: a, b) 
OR=0.61 (95% CI 0.40, 0.93 ) 
SS in favor of DSG p = 0.022 

 Quality 
-1 (no ITT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 
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Grade assessment: moderate quality of evidence 

LNG 150 μg / EE 30 
vs  
CMA 2 mg / EE 30 
μg 
N=1 (Worret 2001) 
 

≥50% reduction 
pustules and 
papules cycle 
12 

OR=0.58 (95% CI 0.33, 1.02 ) 
NS p = 0.057 

self assessed 
acne improve-
ment at cycle 
12 

OR=0.16 (95% CI 0.04, 0.57 ) 
SS in favor of CMA p = 0.0049 

 Quality 
-1 (low Jadad, 

(single)blinding 
unclear) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

LNG 150 μg / EE 30 
μg vs  
CPA 2 mg / EE 35 
μg 
N=1 (Carlborg 1986) 

Mean change in 
total acne 
lesions (cycle 6) 

Mean difference= 2.50 (95% CI -8.81, 13.81) 
NS  p = 0.66 

Women with 
dermatologist 
”good” acne 
assessment 
(cycle 6) 

OR=0.29 (95% CI 0.12, 0.68 ) 
SS in favor of CPA p = 0.0049 

Women with 
”good” acne 
self-assessment 
(cycle 6) 

OR=0.23 (95% CI 0.09, 0.54 ) 
SS in favor of CPA p = 0.00087 

Discontinuation 
due to side 
effects 

OR=1.35 (95% CI 0.40, 4.60 ) 
NS p = 0.63 

 Quality 
-1 (low FU, no 

ITT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
-1 (small trial) 

Grade assessment: low quality of evidence 

DSG 150 μg / EE 20 
μg vs  
LNG 100 μg / EE 20 
μg 
N=1 (Winkler 2004) 

Improvement 
comedones 
week 25 

OR=1.55 (95% CI 1.03 to 2.32) 
SS in favor of DSG p = 0.036 

Improvement 
in papules / 
pustules week 25 

OR =1.00 (95% CI 0.67, 1.50 ) 
NS p=0.99 /  
OR =1.47 (95% CI 0.91, 2.38) 
NS p = 0.12 

Adverse events 
related to 
treatment 

OR= 0.96 (95% CI 0.58, 1.60 ) 
NS p = 0.88 

 Quality 
-1 (low FU, no 

ITT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

NOMAC 2.5 mg / 
E2 1.5 mg versus  
DRSP 3 mg / EE 30 
μg 
N=1 (Mansour 2011) 

Clinician 
assessment of 
worsening acne 
after cycle 13 
(participants with 
acne at baseline) 

37/512 (NOMAC)  vs 3/171 (DRSP) 
OR= 2.69 (95% CI 1.29-5.63) 
SS in favour of DRSP (more worsening with 
NOMAC) 

Clinician 
assessment of 
improved acne 
after cycle 13 
(participants with 

248/512 (NOMAC) vs 105/171 (DRSP) 
OR= 0.60 (95% CI 0.42-0.84) 
SS in favour of DRSP 



 

303 
 

acne at baseline) 
Discontinuation 
due to acne 

53/1591 (NOMAC) vs 1/535 (DRSP) 
OR= 3.56 (95% CI 1.91-6.63) 
SS in favour of DRSP 

 Quality 
-1 (OL, early 

dropout high) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

 
- We selected 11 studies from a 2012 Cochrane Review that compared various combination pills with regard to 
acne outcomes, although no standard method exists to assess acne severity. Because of the different 
compositions of the pills studied, no meta-analysis was conducted. The studies contraceptive pills that are 
commercialised in Belgium are drospirenone 3 mg + ethinyl estradiol 30 µg, chlormadinone 2 mg + ethinyl 
estradiol 30µg, levonorgestrel 100 or 150 µg + ethinyl estradiol 20 or 30 µg, desogestrel 25-125 µg + ethinyl 
estradiol 30-40 µg, cyproterone 2 mg + ethinyl estradiol 35 µg and gestodene 75 µg + ethinyl estradiol 30 µg, 
nomegestrol acetate 2.5mg + 17β-estradiol 1.5mg. 
 
We discuss the results per comparison. 
 
- DRSP 3 mg + EE 30 µg versus CPA 2 mg + EE 35 µg: no significant difference in acne lesions 
GRADE: low quality of evidence 
 
- DRSP 3mg + EE 30 µg versus LNG 150 µg + EE 30 µg: significant difference in discontinuation of the pill due to 
acne deterioration, in favour of drospirenone. The population involved women with or without acne.  
GRADE: low quality of evidence 
 
- DSG 25-125 µg + EE 30-40 µg versus CPA 2 mg + EE 35 µg: no significant difference in acne development. 
GRADE: low quality of evidence 
 
- DSG 150 µg + EE 30 µg versus GSD 75 µg + EE 30 µg: no significant difference in acne lesions, but a significant 
difference in discontinuation of treatment due to adverse events, in favour of desogestrel. 
GRADE: moderate quality of evidence 
 
- LNG 150 µg + EE 30 µg versus CMA 2 mg + EE 30 µg: no significant difference in the number of papules and 
pustules, but a significant difference in self-reporting of improvement in acne in favour of chlormadinone. 
GRADE: moderate quality of evidence 
 
- LNG 150 µg + EE 30 µg versus CPA 2 mg + EE 35 µg: no significant difference in acne lesions or discontinuation 
of treatment due to adverse events, but a significant difference in the assessment of both the dermatologists 
and the patients themselves in favour of cyproterone. 
GRADE: low quality of evidence 
 
- DSG 150 µg + EE 20 µg versus LNG 100 µg + EE 20 µg: no significant difference in the number of papules and 
pustules, but a significant difference in the number of comedones in favour of desogestrel; no difference in 
undesirable  effects. 
GRADE: moderate quality of evidence 
 
- NOMAC 2.5 mg/E2 1.5 mg versus DRSP 3 mg/EE 30 μg: significantly more acne deterioration with NOMAC and 
more acne improvement with DRSP, as assessed by a clinician after 13 cycles. There was also significantly more 
discontinuation of NOMAC due to acne in comparison with DRSP. 
GRADE: moderate quality of evidence 
 
It is difficult to compare the various oral contraceptive pills with each other due to their different compositions. 
Moreover, the amount of data is limited for each comparison and the quality of evidence is rather low. The 
authors of the Cochrane systematic review conclude that in the available studies, few major and consistent 
differences are found between the various COCs.  
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COCs with chlormadinone or cyproterone acetate appear to improve acne more than pills containing 
levonorgestrel, although not for all endpoints: only on the basis of patient self-reporting and assessment of the 
clinician. The level of evidence is low. 
The combination pill with drospirenone appears to be more efficacious than nomegestrol acetate and 17β-
estradiol at all endpoints. 
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5.4. Functional ovarian cysts 

5.4.1. Functional ovarian cysts. Combined hormonal contraceptives versus expectant management. Evidence tables 

 

Ref N/n Comparison Outcomes Result 

Grimes 2011 
cysts 
 
Design:  
SR + MA 
 
Search date: June 
2011 

N= 1 
n= 141 
 

Desogestrel 150 µg + ethinyl estradiol 20 µg 
Vs. 
Expectant management 

Resolution of cyst by 
six months 

51/67 vs. 62/74 
OR=0.62 (0.27 – 1.42), NS 

* Characteristics of included studies: see below 
 

Ref + design n Population Duration Comparison Methodology (sponsor NR in 
Cochrane) 

 
Bayar 2005 
RCT, blinding not 
reported 

141 premenopausal women in Turkey, < 50 
years old, with low serum CA-125 
antigen and ovarian 
cyst detected by transvaginal 
ultrasonography in the first 5 days of 
the menstrual cycle. No exclusion 
criteria were reported 

24 m Desogestrel 150 µg + ethinyl 
estradiol 20 µg 
Vs. 
Expectant management 

- Jadad score:2/5 
- FU: 100% 
- ITT: yes 

 
This systematic review also included 4 small studies (n=257) that compared other COC (Desogestrel 150µg +EE 30µg, Triphasic LNG = EE 30-40µg, Levonorgestrel 100 + EE 
20µg, Levonorgestrel 150µg + EE 30µg) with expectant management for functional ovarian cysts. Study duration was 2-3 months. Resolution of cysts by the end of the trial 
was not significantly different to placebo in all trials. 
 
 
Authors’ conclusions 
Although widely used for treating functional ovarian cysts, combined oral contraceptives appear to be of no benefit. Watchful waiting for two or three cycles is appropriate. 
Should cysts persist, surgical management is often indicated. 
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5.4.1.bis. Functional ovarian cysts. Combined hormonal contraceptives versus expectant 

management. Summary and conclusions 

 

Desogestrel 150µg + Ethinyl estradiol 20µg vs expectant management (Bayar 2005 from Grimes 2011) 

N/n Duration Population Results 

N=1, 
n= 141 

24m - Pre-menopausal 
Turkish women 
- Age <50y 
- low serum CA-
125 antigen 
- Ovarian cyst 
detected by 
transvaginal US 
in first 5d of cycle 

Resolution 
of cyst by 
6m 
 
 

51/67 vs. 62/74 
OR=0.62 (0.27 – 1.42), NS 

Quality 
-1 (low 
Jadad) 

Consistency 
NA 

Directness 
-1 (specific 
population) 

Imprecision 
OK 

Grade assessment: low quality of evidence 

 
 
-A Cochrane systematic review compared a treatment with the combination pill to “watchful waiting” in 
women with a functional ovarian cyst discovered using ultrasound.  
From this review, we selected 1 randomised study of 141 Turkish pre-menopausal women with a functional 
ovarian cyst (Bayar 2005), where six months of treatment with desogestrel 150 µg + EE 20 µg was compared to 
watchful waiting. There appeared to be no significant difference between both methods of treatment. 
 
This Cochrane review included another 4 studies that compared a combination pill to an expectative approach 
in women with a functional cyst. These studies were small and brief (2 – 3 months). None of the comparisons 
revealed a significant difference compared to a placebo. 
 
 
GRADE: low quality of evidence 
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5.5. Premenstrual syndrome 

5.5.1. Premenstrual syndrome. Combined hormonal contraception versus combined hormonal contraception. Evidence tables 

 

Ref N/n Comparison Outcomes Result 

Lopez 
2012 
 
Design: 
MA of 
RCT’s 
 
Search 
date: 
20 Dec 
2011: 
 

N= 1 
n= 
900 
 

Drospirenone 3 mg plus EE 
30 μg (DRSP/EE30)  
versus  
desogestrel 150 μg plus EE 
30 μg 
(DSG150/EE30) 

Premenstrual symptoms reported during 26 cycles. OR=0.87 (0.63 – 1.22), NS 

Adverse events: 
Nausea 
Headache 
Breast pain 
Abdominal pain 
Acne 
Depression 
migraine 
AE related to treatment 
Total adverse events 
 

 
OR=1.33 (0.69 – 2.58), NS 
OR=0.78 (0.52 – 1.17), NS 
OR=1.34 (0.87 – 2.05), NS 
OR=0.75 (0.35 – 1.59), NS 
OR=0.51 (0.18 – 1.42), NS 
OR=1.51 (0.43 – 5.24), NS 
OR=1.01 (0.40 – 2.56), NS 
OR=1.02 (0.78 – 1.33), NS 
OR=0.81 (0.60 – 1.11), NS 

Spotting, cycles 2 to 26 Per woman (n=887): 
OR=0.92 (0.67 – 1.26), NS  
Per cycle (n=16.951): 
OR=0.98 (0.87 – 1.11), NS 

Breakthrough bleeding, cycles 2 to 26. Per woman (n=887): 
OR=1.01 (0.43 – 2.35), NS 
Per cycle (n=16.951): 
OR=1.14 (0.69 – 1.91), NS 

* Characteristics of included studies: see below 
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Ref + design n Population Duration Comparison Methodology  

Foidart 2000 
OL PG RCT 

900 healthy women attending 
outpatient clinics for contraception 
counseling. Inclusion criteria: 18 to 
35 years (30 y for smokers), 
willingness to not use other 
hormones or contraceptive 
methods (other than condoms to 
prevent sexually transmitted 
diseases) and to have regular 
medical checks and self-checks. 
Both new users and switchers from 
other OCs were allowed, as long as 
the women had not used OCs with 
drospirenone or desogestrel. 
Exclusion criteria: liver, vascular, or 
metabolic disease; obesity; genital 
infection; use of preparations 
known to affect hepatic enzyme 
activity, diuretics, or preparations 
for 
treating PMS 

26 treatment 
cycles 

Drospirenone 3 mg plus ethinyl estradiol 
(EE) 30 μg (N=450) versus desogestrel 
150 μg plus EE 30 μg (N=450).  
 
Regimen included 21 days of active pills 
followed by 7 tablet free days. No wash-
out period was used for participants 
switching from other OCs 
 

- Jadad score: 2/5 
- FU: 71% 
- ITT: modified ITT (included only 
women who received at least one 
dose of study drug) 

 

Authors’ conclusions 
Drospirenone 3 mg plus ethinyl estradiol 20 μg may help treat premenstrual symptoms in women with severe symptoms, that is, premenstrual dysphoric disorder. The 
placebo also had a large effect. We do not know whether the combined oral contraceptive works after three cycles, helps women with less severe symptoms, or is better 
than other oral contraceptives. Larger and longer trials of higher quality are needed to address these issues. Trials should follow CONSORT guidelines. 
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5.5.1.bis. Premenstrual syndrome. Combined hormonal contraception versus combined 

hormonal contraception. Summary and conclusions 

 
Drospirenone 3mg/Ethinylestradiol 30µg vs Desogestrel 150µg/Ethinylestradiol 30µg (Foidart 2000 from Lopez 
2012) 

N/n Duration Population Results 

N=1 
N=900 

26 cycles Healthy women 
Age: 18-35y 

Premenstrual 
symptoms 
 

OR=0.87 (0.63-1.22), NS 

Quality 
-1 (low Jadad) 

Consistency 
NA 

Directness 
-1 (healthy 
women) 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Adverse 
events 
 

Nausea: OR=1.33 (0.69-2.58), NS 
Headache: OR=0.78 (0.52-1.17), NS 
Breast pain: OR=1.34 (0.87-2.05), NS 
Breakthrough bleeding: OR=1.14 (0.69-1.91), NS 
Total AEs related to drug: OR=1.02 (0.78-1.33), NS 

Quality 
-1 (low Jadad) 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

 
- A Cochrane systematic review by Lopez examined the effect of oral hormonal contraception with 
drospirenone on pre-menstrual syndrome.  
 
We selected 1 study from this review that compared drospirenone 3 mg / ethinyl estradiol 30 µg with 
desogestrel 150 µg / ethinyl estradiol 30 µg in healthy women.  
  
- In healthy women, there was no significant difference in pre-menstrual symptoms between the drospirenone 
combination pill and the desogestrel combination pill. There was also no significant difference in adverse 
events. 
 
GRADE: low to moderate quality of evidence 
 
 
This Cochrane review also reported on three short (3 cycles) placebo-controlled studies of women diagnosed 
with PMDD (pre-menstrual dysphoric disorder). (Yonkers 2005, Pearlstein 2005,  
Freeman 2001) 
- The results were not clear. Drospirenone 3 mg with 20 µg ethanyl estradiol demonstrated a significant 
difference in the number of patients that responded well to the treatment (fewer PMDD symptoms) (Yonkers 
2005, Pearlstein 2005 from Lopez 2012). A smaller study found no difference with Drospirenone 3 mg and 30 
µg ethanyl estradiol versus placebo (Freeman 2001 from Lopez 2012). 
 
The studies used different endpoints with regards to pre-menstrual symptoms, which made it difficult to 
compare the studies. 
 
More studies, with a longer duration, are necessary in order to evaluate the efficacy of the combination pill on 
pre-menstrual syndrome. 
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5.6. Endometriosis 

5.6.1. Endometriosis. Postoperative continuous combined oral contraceptives versus placebo. Evidence tables 

 

Ref n/Population Duration Comparison Outcomes Methodological 

Sesti 2007 
 
Design: 
 
DB PG RCT  
 
 
 

n= 234 
mean age: 29y – 31y 
 
Inclusion 
women who underwent 
conservative pelvic 
surgery for symptomatic 
endometriosis stage III–
IV 
reproductive age, (=< 40 
years); symptoms related 
to endometriosis; 
laparoscopic or 
laparotomic diagnosis of 
severe 
endometriosis stage III–
IV; pregnancy wish; 
nulliparity. 
Exclusion 
gastrointestinal 
and urologic diseases 
that might cause painful 
pelvic symptoms; a 
diagnosis of concomitant 
neoplastic 
diseases or current or 
chronic pelvic 
inflammatory disease; 
previous surgical 
treatment for 

6 months 
treatment 
+follow-up 
at 12 
months 

Postoperative 
treatment of 
 
Placebo (n=115) 
Vs 
GnRH-a (tryptorelin 
or leuprorelin every 
28 days, n=42) 
Vs 
Continuous 
estroprogestin 
(n=40) 
Vs 
Dietary therapy 
(vitamins, mineral 
salts, lactic 
ferments, fish oil, 
n=37) 
 

Efficacy - Jadad score 
o RANDO: 2/2 
o BLINDING: 1/2 
o ATTRITION:1 /1 

 
- FU:   95% 
- ITT: no 
- Methodological 

remarks: no primary 
outcome selected 

 

- 1 center in Rome, Italy 
- Sponsor: not reported 

dysmenorrhoea (VAS 0-
10) 

  Baseline  12m 
Placebo:  7.9  6.4 
GnRH-a:  7.7  5.9 
Estroprogestin: 8.2  5.5 
Dietary therapy:  8.1  6.4 
estroprogestin better than placebo (p<0.001) 
 

Nonmenstrual pelvic 
pain (VAS 0-10) 

  Baseline  12m 
Placebo:  8.0  6.2 
GnRH-a:  8.4  5.0 
Estroprogestin: 8.5  5.0 
Dietary therapy:  8.5  4.7 
estroprogestin better than placebo (p<0.001) 
 

Deep dyspareunia (VAS 
0-10) 

  Baseline  12m 
Placebo:  6.8  4.8 
GnRH-a:  6.9  4.3 
Estroprogestin: 6.8  4.5 
Dietary therapy:  7.2  5.0 
estroprogestin better than placebo (p<0.001) 
 

Quality of life (SF36) Graphical presentation of results 
“increase of scores for all domains of SF-36 was 
observed in all women at 12 months’ follow-up, 
independently by the treatment randomly 
assigned”  
NT 
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endometriosis; 
contraindications to 
estrogens and 
progestins. 

Safety 

 “The women who received continuous 
low-dose oral contraceptive reported spotting, 
bloating, weight gain, and headache, but these 
side effects were generally well tolerated.” 
No details reported 
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5.6.1.bis. Endometriosis. Postoperative continuous combined oral contraceptives versus 

placebo. Summary and conclusions 

 
Postoperative continuous combined oral contraceptive (COC) vs placebo (Sesti 2007) 

N/n Duration Population Results 

N=1, 
n= 145 in 
two 
treatment 
arms 

12m (=6m 
treatment 
+ 6m 
follow-up) 

- Nulliparous 
women who 
underwent 
conservative 
pelvic surgery 
for 
symptomatic 
endometriosis 
stage III-IV 
 
- Age: ≤40y 
(mean 30y) 
 

Dysmenorrhea 
(VAS 0-10) 

Baseline: COC 8.2 vs pla 7.9 
At 12m: COC 5.5 vs pla 6.4 
P<0.001, SS in favour of COC 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 (small 
study) 

Grade assessment: moderate quality of evidence 

Non-menstrual 
pelvic pain (VAS 
0-10) 
 
 

Baseline: COC 8.5 vs pla 8.0 
At 12m: COC 5.0 vs pla 8.5 
P<0.001, SS in favour of COC 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 

Grade assessment: moderate quality of evidence 

Deep 
dyspareunia 
(VAS 0-10) 
 

Baseline: COC 6.8 vs pla 6.8 
At 12m: COC 4.5 vs pla 4.8 
P<0.001, SS in favour of COC 

Quality 
OK 

Consistency 
NA 

Directness 
OK 

Imprecision 
-1 

Grade assessment: moderate quality of evidence 

Quality of life 
 
 

Graphical representation of results 
“Increase of scores for all domains of SF-36 
questionnaire in all women at 12 months’ follow-up.” 
NT 

Grade assessment: NA (not applicable) 

Safety No details reported: 
Spotting, bloating, weight gain, headache,… 
“Side effects were well tolerated.” 

 
- An RCT of 145 women who underwent surgery due to severe endometriosis compared the continuous 
administration for six months of the combination pill with placebo and then followed these women for a 
further six months. 
The continuous administration of an combined oral contraceptive scored significantly better than the placebo 
for the endpoints dysmenorrhoea, non-menstrual pelvic pain and deep dyspareunia. 
 
GRADE: moderate quality of evidence 
 
- A graphical representation shows that all women had an improved quality of life after one year, measured 
using the SF-36 questionnaire, although this was not subjected to statistical testing. 
 
GRADE: NA (not applicable) 
 
- The adverse events were not reported in detail. 
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5.6.2. Endometrioma. Postoperative cyclical combined oral contraceptives versus continuous combined oral contraceptives versus placebo 

or no treatment. Evidence tables 

 

Ref n/Population Duration Comparison Outcomes Methodological 

Sesti 
2009 
 
Design: 
 
SB PG 
RCT  
 
 

n= 259  
mean age:29y - 31y 
 
Inclusion 
women who underwent 
laparoscopic unilateral/ bilateral 
cystectomy for endometrioma 
 
reproductive age (<=40y); 
moderate to severe 
endometriosis-related pain 
symptoms; laparoscopic 
diagnosis of endometrioma; 
first laparoscopic surgery for 
endometriosis, complete 
excision of all evident ovarian 
and peritoneal disease; 
ultrasonographic and clinical 
follow-up after surgery. 
Exclusion 
Patients who received 6 months 
estrogen-suppressing drugs 
before first surgery; contra-
indicationsto estrogens and 
progestins; previous surgical 
treatment for endometriosis; 
surgical findings of concomitant 
deeply infiltranting 
endometriosis 

18 months 
after 
surgery 

Postoperative 
treatment of 
 
placebo (n=65) 
Vs. 
GnRH-a (trytorelin or 
leuprorelin, n=65) 
 Vs. 
continuous low-dose 
monophasic oral 
contraceptive (n=64) 
Vs.  
dietary therapy 
(vitamins, minerals 
salts, lactic ferments, 
fish oil)(n=65) 
 
 
The nature of placebo 
was sodium phosphate, 
administered as 
intramuscular 
injections or as oral 
tablets  

Efficacy - Jadad score 
o RANDO: 2/2 
o BLINDING: 1/2 
o ATTRITION: 1/1 

 
- FU:   93% 
- ITT: no 

 
- 1 center in Rome, Italy 
- Sponsor: not reported 

Recurrence of 
endometrioma (PO) 

Placebo:  16.6% 
GnRH-a:  10.3% 
Estroprogestin:  15.0% 
Dietary therapy: 17.8% 
 
Placebo vs GnRH-a: p=0.316, NS 
Placebo vs estroprogestin: p=0.803, NS 
Placebo vs dietary therapy: p=0.544, NS 

Reoperation Placebo:  30.0% 
GnRH-a:  33.3% 
Estroprogestin:  44.4% 
Dietary therapy: 36.7% 
 
NT 

Safety 

No of women that 
withdrew due to 
side effects 

Total: n=11 
GnRH-a: n=7 (hot flushes, vaginal dryness, 
reduced libido 
Oral contraceptives: n=4 (breakthrough 
bleeding, headache, breast tension, 
nausea, weight gain. 
 
NT 
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Ref n/Population Duration Comparison Outcomes Methodological 

Seracchioli 
2010a 
 
Design: 
OL PG RCT  
 
 
 

n= 239 
mean age: 29-
30y 
 
Inclusion 
women who 
underwent 
laparoscopic 
excision for 
symptomatic 
ovarian 
endometrioma 
Nulliparous  
20 -40 y, not 
attempting to 
conceive either 
at the time of 
study entry or for 
at least 2 years 
after surgery 
Exclusion 
Patients having 
contraindications 
to OC therapy, 
unwillingness to 
tolerate the 
absence of 
menstruation, or 
lack of the desire 
to postpone 
pregnancy for at 
least 2 years 
after surgery 

24 months Postoperative treatment: 
 
No use (n=79) 
vs 
Cyclic use (21/28 days) of low 
dose monophasic combined 
OC (ethynil E2, 0.020 mg, and 
gestodene, 0.075 mg 
daily)(n=81) 
vs 
continuous use of low dose 
monophasic combined OC 
(ethynil E2, 0.020 mg, and 
gestodene, 0.075 mg daily) 
(n=79) 
 

Efficacy - Jadad score 
o RANDO: 2/2 
o BLINDING: 0/2 
o ATTRITION: 0/1 

 
- FU:   91% 
- ITT:  no 

 
- Methodological remarks: 

no primary outcome 
selected; no information on 
clinical symptoms 

 

- 1 center in Bologna, Italy 
- Sponsor: not reported 

Endometrioma 
recurrence rate 

No use:  29%  
Cyclic use: 15% 
Continuous use: 8% 
p=0.003 

Recurrence-free 
survival 

Graphical presentation 
 
Kaplan-Meyer survival analysis 
demonstrated a significant difference in 
recurrence-free survival between nonusers 
versus cyclic and continuous users, 
respectively (cyclic users: p=0.012; 
continuous users: p=0.006) for the whole 
follow-up. However, no significant 
differences were detected between cyclic 
and continuous users (p=0.21) for the whole 
follow-up 

 

Safety 

Study withdrawal Ten nonusers (12.6 %) did not complete 
the study because four of them achieved a spontaneous 
pregnancy before 24 months of the control period and 
six started 
to receive OCP therapy because of dysmenorrhea.  
Six patients (7.4 %) among the cyclic users did not 
complete the treatment period: two of them for causes 
unrelated to endometriosis 
recurrence and four for side effects attributable to OC 
therapy.  
Six women (7.6%) among the continuous 
users did not complete the treatment period: two of 
them for causes unrelated to endometriosis recurrence 
and four for side effects attributable to OC therapy. 
NT 

  



 

319 
 

Ref n/Population Duration Comparison Outcomes Methodological 

Seracchioli 
2010b 
 
Design: 
 
OL PG RCT  
 
 
 

n= 311 
mean age: 
 28.7 – 30.2y 
 
Inclusion 
women who 
underwent 
laparoscopic 
excision for 
symptomatic 
ovarian 
endometrioma 
Nulliparous  
20 – 40y, not 
attempting 
to conceive either 
at the time of study 
entry or for 
at least 2 years after 
surgery; 
ultrasonographic 
diagnosis of ovarian 
endometrioma 
and reported 
symptoms related 
to endometriosis, 
 
Exclusion 
Patients having 
contraindications to 
OC therapy, or lack 
of desire to 
postpone pregnancy 
for at least 2 years 
after surgery; 

24 
months 

Postoperative treatment: 
 
No use 
Vs. 
Continuous low-dose 
monophasic combined OC 
(ethinyl E2, 
0.020 mg and gestodene, 
0.075 mg daily) 
Vs. 
cyclic (21 days followed by 
a 7 day pill free period) 
low-dose monophasic 
combined OC (ethinyl E2, 
0.020 mg and gestodene, 
0.075 mg daily) 
 

 - Jadad score 
o RANDO: 2/2 
o BLINDING: 0/2 
o ATTRITION: 1/1 

 
- FU:   88% 
- ITT: no 
- Methodological 

remarks: no primary 
outcome selected 

- Multicenter:1 center in 
Italy 

- Sponsor: not reported 

Dysmenorrhea 
(10 point VAS) 

Graphical presentation of results 
The VAS scores for dysmenorrhea reported by 
continuous users were significantly lower than the 
scores reported by cyclic and nonusers for the entire 
study period (p<0.0005). 
At 12, 18, and 24 months postoperatively, cyclic 
users reported significantly lower VAS scores for 
dysmenorrhea than nonusers (p=0.017, p=0.001, 
p<0.0005, respectively)<  
Nonusers show a significant worsening in pain 
intensity from 6–24 months. 

Dysmenorrhea 
recurrence rate  

Graphical presentation of results 
Lower in continuous users for the entire study 
periode (p<0.0005); lower in cyclic users versus 
nonusers at 18 (p=0.01) and 24 months (p=0.009) 

 
The Kaplan-Meier survival analysis demonstrated a 
significant difference among the three groups about 
the first occurrence of moderate-to-severe 
dysmenorrhea: the cumulative pain-free survival 
was significantly higher in continuous users versus 
cyclic users (P<.0005) and in cyclic users versus 
nonusers with an evident difference after 18 months 
postoperatively 
(P=0.01) 

Dyspareunia  
(10 point VAS) 

Graphical presentation of results 
The VAS scores for dyspareunia reported at 6, 12, 
and 24 months postoperatively did not significantly 
differ among continuous, cyclic, and nonusers, 
whereas at 18 months after the surgical 
intervention, continuous users showed a lower VAS 
score than nonusers (p=0.04) 

Dyspareunia 
recurrence rate 

Graphical presentation of results 
No significant difference among the study groups 
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gastrointestinal 
or urologic diseases 
or the diagnosis of 
current pelvic 
inflammatory 
disease, which 
might cause painful 
pelvic 
symptoms not 
related to 
endometriosis 

 
TheKaplan-Meier survival analysis demonstrated no 
significant differences in terms of cumulative pain-
free survival for dyspareunia among the three 
groups. 

Chronic pelvic 
pain  
(10 point VAS) 

Graphical presentation of results 
The VAS scores for chronic pelvic pain did not 
significantly differ among the three groups for the 
entire study period. 

Chronic pelvic 
pain recurrence 
rate 

Graphical presentation of results 
No significant difference among the study groups  
TheKaplan-Meier survival analysis demonstrated no 
significant differences in terms of cumulative pain-
free survival for chronic pelvic pain among the three 
groups. 

  

Safety  

 

Study withdrawal Seventeen patients of the nonusers (16.3 %) did not complete the 
study because 7 achieved a spontaneous pregnancy before 24 
months of the control period and 10 started OC pill therapy 
because of dysmenorrhea.  
 
Eleven patients (10.6 %) among the cyclic users did not complete 
the treatment period: three for causes unrelated to 
endometriosis recurrence and eight for side effects attributable 
to OC therapy. 
 
Nine women (8.6%) among the continuous users did not 
complete the treatment period: three for causes unrelated to 
endometriosis recurrence and six for side effects attributable to 
OC therapy. 

* It is unclear whether the populations of Seracchioli 2010a and 2010b are different or if there is an overlap 
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5.6.2.bis. Endometrioma. Postoperative cyclical combined oral contraceptives versus 

continuous combined oral contraceptives versus placebo or no treatment. Summary and 

conclusions 

 

Postoperative Cyclic COC vs Continuous COC vs placebo/no therapy (Sesti 2009, Seracchioli 2010a and 2010b*) 

N/n Duration Population Results 

Recurrence 
N=2, 
n= 368 
 
Pain 
N=1 
n= 311 

Sesti 2009 
treatment 
6m, FU 
18m 
 
Seracchioli 
2010a/b 
24m 

- Women of 
reproductive 
age who had 
surgery for 
endometrioma 
- Age: ≤40y 
(mean 30y) 
 

Recurrence of 
endometrioma 
(PE) 
N=2 
(Sesti 2009, 
Seracchioli 2010a) 

 (Sesti 2009): 
6m continuous COC 15.0% vs pla 16.6%, p=0.803, NS 
(Seracchioli 2010a): 
24 m cyclic COC 15% vs continuous COC 8% vs no 
COC 29%, p=0.003 (SS difference for continuous and 
cyclic vs pla) 

Quality 
-2 (low Jadad, 

poor statistical 
analysis) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Recurrence-
free survival 
N=1 
(Seracchioli 2010a) 

Graphical presentation: significant difference 
between non-users versus cyclic (p=0.012) and 
continuous users (p=0.006) 

Quality 
-2 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Dysmenorrhea 
(VAS 0-10) 
N=1 
(Seracchioli 2010b) 

Graphical presentation: scores significantly lower in 
continuous users than cyclic and non-users 
(p<0.0005) 

Quality 
-2 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low  quality of evidence 

Dyspareunia 
(VAS 0-10) 
N=1 
(Seracchioli 2010b) 

Graphical presentation:  
NS at  6, 12 and 24m  
at 18m after surgery, continuous users showed lower 
VAS score than non-users (p=0.01) 

Quality 
-2 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low  quality of evidence 

Chronic pelvic 
pain (VAS 0-10) 
N=1 
(Seracchioli 2010b) 

Graphical presentation: NS (test not reported) 

Quality 
-2 

Consistency 
NA 

Directness 
OK 

Imprecision 
OK 

Grade assessment: low quality of evidence 

Study 
withdrawal due 
to AEs 
N=3 

(Sesti 2009): 
0.02% continuous COC vs 0% placebo 
(Seracchioli 2010a/b):  
cyclic COC 5.9% vs cont. COC 5.1% vs no therapy 0% 
NT 

Grade assessment: NA 

* It is unclear whether the populations of Seracchioli 2010a and 2010b are different or if there is an overlap 
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- Several RCTs followed women after surgery for endometrioma.  
In one study (Sesti 2009), the women received either continuous administration of the combination pill or a 
placebo for 6 months, with a follow-up of 18 months. 
There were three arms in the other study (/studies) (Seracchioli 2010a/b): cyclical or continuous administration 
of the combination pill or no treatment for 24 months. 
 
The number of recurrences of endometrioma did not differ significantly with 6 months continuous 
administration of COC compared to placebo.  
The number of recurrences after 24 months of treatment was significantly lower with cyclical or continuous 
administration of COC compared to no treatment.  
 
GRADE: low quality of evidence 
 
- In the study by Seracchioli, the continuous pill users reported a significantly lower pain score for 
dysmenorrhoea than those that used the pill cyclically or received no treatment. In this same study, there were 
no significant differences during the study period between the treatment groups for chronic pelvic pain and 
dyspareunia (except for this last endpoint at the time point 18 months post-surgery: lower VAS score with 
continuous pill use). 
 
GRADE: low quality of evidence 
 
- All studies reported the drop-out rate due to adverse events, but this was not subjected to statistical testing. 
 
GRADE: NA 
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5.7. Perimenopause 
 

No studies could be identified 

 

 

5.8. Uterine fibroids 
 

No studies met our inclusion criteria 
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6. Evidence tables and conclusions        

Emergency contraception.  
 





 

327 
 

6.1. Emergency contraception. Levonorgestrel versus ulipristal. Evidence tables 
 

Ref N/n Comparison Outcomes 

Cheng 
2012* 
 
Design: 
meta-
analysis 
 
Search 
date: July 
2011 
 
N= 100 
n= 55666 
 

N=2 
n=3893 
for this 
comparison 
 

 UPA  vs LNG 
 
 
 
 
UPA 30mg (micronized) or 
50mg (unmicronised)  
 
 
LNG 2x 0.75 mg split dose 
regimen or  
LNG 1.5 single dose 
 
(administered within 72 h: 
Creinin 2006 or within 
120 h: Glasier 2010) 
 

Observed number of pregnancies 
(treatment within 0-72 h) 

22/1619 (UPA) vs 35/1626 (LNG) 
RR=0.63 [95% CI 0.37, 1.07]  
NS p=0.089 

Observed number of pregnancies 
(treatment within 24 h) 

5/585 (UPA) vs 14/600 (LNG) 
RR= 0.40 (95% CI 0.15-1.05) 
NS p= 0.064 

Observed number of pregnancies 
(treatment 24 -48h) 

13/596 (UPA) vs 10/617 (LNG) 
RR= 1.33 (95% CI 0.59-3.00) 
NS p= 0.49 

Observed number of pregnancies 
(treatment within 48-72h) 

4/437 (UPA) vs 11/409(LNG) 
RR= 0.34 (95% CI 0.11-1.06) 
NS, p= 0.064 

The following comparisons contain all the five-day data from  Glasier 2010 combined with the three-day data from 
Creinin 2006) 

Observed number of pregnancy (all 
women) 
 

22/1716 (UPA) vs 38/1732 (LNG) 
RR=0.59 [ 95% CI 0.35, 0.99 ]  
SS in favor of UPA p=0.044 

Observed number of pregnancy (by 
risk status)** 
 
 

High-risk women: 5/89 (UPA) vs 6/82 (LNG) 
RR=0.79 [95% CI 0.25, 2.46 ] 
NS p=0.68 

Low-risk women : 17/1625 (UPA) vs 32/1649 (LNG) 
RR=0.54 [95% CI 0.30, 0.97 ] 
SS in favour of UPA p=0.039 

Menses early 
  

Early  
199/1788 (UPA) vs 462/1805(LNG) 
RR=0.43 [95% CI 0.37, 0.50]  
SS  (return before the expected date less frequent with UPA) p<0.00001 

Menses delayed Delay  
371/1788 (UPA) vs 227/1805(LNG) 
RR=1.65 [95% CI 1.42, 1.92 ] 
SS  (return after the expected date more frequent with UPA) p<0.00001 
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Nausea  170/1879 (UPA) vs 150/1891(LNG) 
RR=1.14 [ 0.93, 1.41 ] NS p=0.20 

Vomiting (Creinin 2006 only)  
 

2/775 (UPA) vs 2/774(LNG) 
RR=1.00 [95% CI 0.14, 7.07 ] NS p= 1.0 

Breast tenderness (Creinin 2006 
only)  

16/775 (UPA) vs 15/774(LNG) 
RR=1.07 [95% CI 0.53, 2.14 ] NS p=0.86 

Headache  
 

242/1879 (UPA) vs 240/1891(LNG) 
RR=1.02 [95% CI 0.87, 1.20 ] NS p=0.82 

Dizziness  
 

77/1879 (UPA) vs 73/1891(LNG) 
RR=1.06 [95% CI 0.78, 1.45 ] NS p=0.70 

Fatigue  
 

98/1879 (UPA) vs 81/1891(LNG) 
RR=1.22 [95% CI 0.91, 1.62 ] NS p=0.18 

Lower abdominal pain (Creinin 2006 
only)  

12/775 (UPA) vs 11/774(LNG) 
RR=1.15 [95% CI 0.69, 1.90 ] NS p=0.60 

Diarrhoea (Creinin 2006 only)  
 

31/775 (UPA) vs 27/774(LNG) 
RR=1.09 [ 0.48, 2.45 ] NS p=0.84 

Spotting/bleeding after treatment 
(Creinin 2006 only)  

5/775 (UPA) vs 7/774(LNG) 
RR=0.71 [ 0.23, 2.24 ] NS p=0.56 

Dysmenorrhoea  (Glasier 2010 only)  142/1104 (UPA) vs 160/1117(LNG) 
RR=0.90 [95% CI 0.73, 1.11 ] NS p=0.32 

Abdominal pain (Glasier 2010 only)  
 

56/1104 (UPA) vs 75/1117(LNG) 
RR=0.76 [95% CI 0.54, 1.06 ] NS p=0.10 

* Characteristics of included studies: see under 
 
**Risk status: 
◦ high-risk - women who had further acts of intercourse during the same cycle in which EC was used, 
◦ low-risk - women without further acts of coitus during that cycle. 
 

Authors’ remarks:  

Since the Creinin 2006 trial did not recruit participants who had unprotected intercourse after 72 hours, the rationale of combining all five-day data from the Glasier 2010 

trial in the analysis is debatable. It is noted that the Glasier 2010 trial was single blind (participants blinded, investigator not blinded), slightly more participants were 

excluded in the UPA group than in the control group in the analysis and the manufacturer was involved in trial. 
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Ref + design n Population Duration Comparison Methodology  

Creinin 2006 
RCT 
 (double –blind) 
 

1672  -≥18 years of age 
-requesting EC within 72 h after 
unprotected intercourse 
-not using any hormonal contraception 
-recent history of regular menstrual 
cycles (24-42 days); ≥1 normal menstrual 
cycle ( 2 menses) was required after 
delivery, abortion or discontinuation of 
hormonal contraceptive 

follow-up 5-7 d 
after expected 
onset of 
menses, then 
repeat visits, 
duration 
unclear 

UPA 50mg 
(unmicronised) single-
dose orally plus a 
placebo 12 h later 
vs  
LNG 0.75 mg split-dose 
regimen within 72 
hours. 
 

- Jadad score:5/5 
- FU: 93% 
“Loss of follow-up: UPA 40/832; LNG 54/840 
Post-randomisation exclusions: UPA 17/832; LNG 12/840 »  

 
- ITT:no 
Non inferiority study 
 
Sponsor: federal funds (NICH, NIH,…) 

Glasier 2010 
RCT  
(single –blind) 
 

2221 -≥16 years of age 
requesting EC within 5 days after 
unprotected intercourse  
-regular menstrual cycles 
- not using any hormonal contraception 

follow-up 5-7 d 
after expected 
onset of 
menses 
(or up to 60 
days) 

UPA 30mg single-dose 
(micronized)  orally plus 
a placebo 12 h later 
vs  
LNG 1.5 single dose 
 

- Jadad score:4/5 (single blind) 
- FU: 85.5%(lost to follow up 4%, post randomization 
exclusions 10%) 
- ITT: no 
 
Non inferiority study 
Excluded for analysis:   
- >35y 
- unknown pregnancy status after study 
- Lost to follow up  
-those aged over 35 years (n=145),  
-women with unknown follow-up pregnancy status (n=46), 
-  those who reenrolled in the study (n=36).  
- Seven pregnancies judged to have occurred before 
emergency contraception was taken (n=4) or at 
least 10 days after treatment (n=3) were also excluded. 
 
Sponsor: HRA Pharma 

 
Authors’ conclusions 
UPA seemed slightly more effective than LNG  In order to demonstrate the relative effectiveness of UPA against LNG more data are needed. The effectiveness of LNG, UPA 
and mifepristone in relation to time since unprotected intercourse is not confirmed and more studies are needed.  
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6.1.bis. Emergency contraception. Levonorgestrel versus ulipristal. 

Summary and conclusions 
 
Ulipristal 50 mg unmicronised or 30mg micronized vs levonorgestrel 2x0.75mg or 1x1.5 mg within 72 or 120 
hours (Creinin 2006 and Glasier 2010) from Arowojolu 2012 

N/n Population Results 

N=2 
n=3893 
 

-≥16 years of 
age 
requesting EC 
within 3 or 5 
days after 
unprotected 
intercourse  
-regular 
menstrual 
cycles 
- not using any 
hormonal 
contraception 

Observed number of 
pregnancies 
(treatment within 0-
72 h) 

22/1619 (UPA) vs 35/1626 (LNG) 
RR=0.63 [95% CI 0.37, 1.07]  
NS p=0.089 

Quality 
-1 (unclear 

exclusions, different 
treatment regimens) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Menses early 
  

199/1788 (UPA) vs 462/1805(LNG) 
RR=0.43 [95% CI 0.37, 0.50]  
SS  (less frequent with UPA) p<0.00001 

Menses delayed 371/1788 (UPA) vs 227/1805(LNG) 
RR=1.65 [95% CI 1.42, 1.92 ] 
SS  (more frequent with UPA) p<0.00001 

Spotting/bleeding 
after treatment 
(Creinin 2006 only)  

5/775 (UPA) vs 7/774(LNG) 
RR=0.71 [ 0.23, 2.24 ] NS p=0.56 

Abdominal pain 
(Glasier 2010 only)  

56/1104 (UPA) vs 75/1117(LNG) 
RR=0.76 [95% CI 0.54, 1.06 ] NS p=0.10 

Nausea  170/1879 (UPA) vs 150/1891(LNG) 
RR=1.14 [ 0.93, 1.41 ] NS p=0.20 

Vomiting  
(Creinin 2006 only)  
 

2/775 (UPA) vs 2/774(LNG) 
RR=1.00 [95% CI 0.14, 7.07 ] NS p= 1.0 

Quality 
-1 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

 
- A Cochrane systematic review found 2 RCTs that compared ulipristal with levonorgestrel as an emergency 
contraceptive. Despite the different treatment regimens and different time intervals after unprotected sexual 
contact, a meta-analysis was conducted. One study compared UPA 50 mg (unmicronised) with LNG 2x0.75 mg 
(12-hr interval) administered within 72 hr after unprotected contact. The other study compared UPA 30mg 
(micronized) with LNG 1x 1.5mg within 120 hr after unprotected sexual contact. Both studies were non-
inferiority studies that demonstrated no significant difference between UPA and LNG for the period <72 hr.  
 
Meta-analysis shows no statistically significant difference between UPA and LNG when they are administered 
within 72 hours after unprotected sexual contact.  
 
GRADE: moderate quality of evidence 
 
With LNG, the menses are observed to occur earlier than expected significantly more often than with UPA. 
With UPA, the menses are observed to occur later than expected significantly more often. 
No significant difference has been established with regard to spotting or blood loss, abdominal pain, nausea or 
vomiting. 
 
GRADE: moderate quality of evidence 
 
The author of one of the studies (Glasier 2010) also conducted a meta-analysis of both these studies. This 
author does report a statistically significant difference between UPA and LNG when administered within 72 
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hours (OR= 0.58 (95% CI 0.33-0.99); p =0.046). It is not clear whether the difference of a few patients in the 
calculation or a different method of calculation is the explanation for this.  
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6.2. Emergency contraception. Advance provision versus standard care. Evidence tables 
 

Ref N/n Comparison Outcomes Result 

Polis 2007 
 
Design:  
MA 
 
Search 
date: 
November 
2009 
 

N= 11 
n= 
7.695 
 

advance provision  
vs.  
standard provision 
of emergency 
contraception 

Pregnancy rate (at 12 month follow-up) [Hu 2005, Jackson 2003, Lo 2004, Raymond 2006, Schreiber 2009] 
OR=0.98 (0.76 – 1.25), NS (n=4.728) 

Pregnancy rate (at 7 month follow-up) [Schwartz 2008] 
OR=0.48 (0.18 – 1.29), NS (n=265) 

Pregnancy rate (at 6 month follow-up) [Belzer 2005, Ekstrand 2008, Gold 2004, Hu 2005, Jackson 2003, Lo 
2004, Raine 2005, Raymond 2006]  
OR= 0.92 (0.70 – 1.20), NS (n=6.329) 

Pregnancy rate (at 3 month follow-up) [Hazari 2000] 
OR=0.49 (0.09 – 2.74), NS 
(n=198) 

Pregnancy for levonorgestrel regimens only [Belzer 2005, Ekstrand 2008, Lo 2004, Raine 2005, Raymond 2006, 
Schreiber 2009, Schwartz 2008]  
OR=0.82 (0.64 – 1.05), NS 
(n=4.271) 

Ever use of emergency contraceptives 
during trial 

[Ekstrand 2008, Gold 2004, Hazari 2000, Hu 2005, Jackson 2003, Lo 
2004, Raine 2005, Raymond 2006, Schreiber 2009, Schwartz 2008]  
OR=2.47 (1.80 – 3.40), SS 
(n=6.971) 

Multiple uses of emergency contraceptives 
during trial 

[Hu 2005, Raine 2005, Raymond 2006] 
OR= 4.13 (1.77 – 9.63), SS 
(n=4.574) 

Mean time interval between unprotected 
intercourse and use of emergency 
contraception 

[Ekstrand 2008, Lo 2004] 
Mean diff= -12.98 (-16.66 - -9.31), SS 
(n=1.315) 

* Characteristics of included studies: see below 
 

Authors’ conclusions 
Advance provision of emergency contraception did not reduce pregnancy rates when compared to conventional provision. Results from primary analyses suggest that 
advance provision does not negatively impact sexual and reproductive health behaviors and outcomes. Women should have easy access to emergency contraception, 
because it can decrease the chance of pregnancy. However, the interventions tested thus far have not reduced overall pregnancy rates in the populations studied.  
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Ref + design n Population Duration Comparison Methodology (sponsor NR in Cochrane) 

Belzer 2005 
OL RCT 

160 adolescent mothers, 13-20 yrs, 
mostly Hispanic, receiving case -
management services in a large 
metropolitan area. 
Excluded if attempting to get 
pregnant or using implant or an 
IUD 

12 m 
 

1 course levonorgestrel-only regimen 
(two tabs 0.75 mg levonorgestrel), to 
be taken in two doses 12 h apart. 
Replacement pack provided if 
package used or lost.  
vs.  
EC info only 

- Jadad score: 3/5 
- FU: 69% 
- ITT: no 
- Methodological remarks: large loss to follow 
up at 6m (31%) and no ITT; controls 
significantly more likely to report condom use 
and sexual activity at baseline; 
differences not controlled for in analysis;  
not powered to detect differences in 
pregnancy rates 

Ekstrand 2008 
OL RCT 

420 teens requesting EC in a local 
youth clinic in medium-sized 
university town in Sweden 
Age 15-19y 
 

6 m requested dose plus extra dose (1.5 
mg levonorgestrel taken as a single 
dose), plus 10 condoms and a leaflet 
on EC and condom use 
vs.  
requested dose of EC 

- Jadad score: 3/5 
- FU: 78% 
- ITT: no 
- Methological remarks: large loss to follow 
up (22%); not powered to detect differences 
in pregnancy rates 

Gold 2004 
OL RCT 

301 sexually-active adolescents in 
Southwestern Pennsylvania, 
primarily minority and low-income 
Age 15-20y 
Excluded if using IUD, implant, 
injectable, if living in foster care or 
group home, or if had other 
characteristics which could 
threaten follow-up 

6 m From study start until April 2000: one 
course Yuzpe regimen 200 mcg 
ethinyl estradiol plus 2mg norgestrel, 
plus an extra dose in case of 
vomiting, in addition to 
diphenhydramine. 
After April 2000: levonorgestrel-only 
regimen (two tabs of levonorgestrel 
0.75 mg).  
Participants could obtain two 
additional courses over six mo 
period by request, regardless of 
whether unprotected intercourse 
had occurred. Participants also 
received counseling and EC info.  
vs. 
EC on request at the clinic and EC 
info 

- Jadad score: 3/5 
- FU: 74% 
- ITT: no 
- Methodological remarks: large loss to 
follow-up (26% at 6m - for reasons other than 
pregnancy), and loss to follow-up differential 
by treatment group (33% in advance 
provision group, 19% in control group); not 
powered to detect differences in pregnancy 
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Hazari 2000 
OL RCT 

200 condom-using women in Mumbai, 
India, generally low SES and mostly 
between the ages of 25- 
34 yrs.  
Excluded if pregnant at baseline as 
determined by history of last 
enstrual period and recent 
unprotected intercourse, vaginal 
exam, or if required, urine 
pregnancy test and 
ultrasonography 

3 m one course Yuzpe regimen (50 μg 
ethinyl estradiol and 0.25mg 
levonorgestrel) 
to be taken in two doses 12 h apart. 
Replacement pills were provided on 
request at the clinic.  
vs. 
EC on request at the clinic.  
 
Both groups were provided with 
condoms 

- Jadad score: 3/5 
- FU: 99% 
- ITT: no 
 
not powered to detect differences in 
pregnancy rates 

Hu 2005 
OL RCT 

2.000 post-partum women in Shanghai 
hospital. Excluded if planning on 
using an IUD or hormonal 
contraception 

12 m three courses of mifepristone (10mg) 
vs. 
only information on EC 
(levonorgestrel available in China 
OTC).  
 
All participants received ten 
condoms 

- Jadad score:3 /5 
- FU: 83% 
- ITT: no 
- Methodological remarks: originally powered 
to detect a difference in pregnancy rates, but 
pregnancy rates much lower than expected, 
reducing statistical power;  inappropriately 
excluded those who chose IUD and 
sterilization; high potential for crossover due 
to OTC levonorgestrel 

Jackson 2003 
OL RCT 

370 post-partum, low income, racially 
diverse English- or Spanish-
speaking women at public inner-
city hospital in San Francisco. 
Excluded if major contraindications 
to estrogen use, post-partum tubal 
ligation 
or partner with vasectomy, 
employees of Labor and Delivery 
at the hospital, enrolled in another 
study, or 
difficult to reach for follow-up 
(lack of a phone, psychiatric 
disorder, untreated substance 
abuse, plans for relocation) 

12 m one course of Yuzpe regimen (eight 
tabs 0.15 mg levonorgestrel plus 
30μg ethinyl estradiol), educational 
session, verbal and written 
instructions. Additional pills available 
on request.  
vs. 
routine counseling 

- Jadad score: 3/5 
- FU: 69% 
- ITT: no 
- Methodological remarks: blinded personnel 
conducted follow up and analysis; large loss 
to follow up (31%); not powered to detect 
differences in pregnancy rates 
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Lo 2004 
OL RCT 

1.030 women, attending two Hong Kong 
clinics using “less effective 
contraceptive methods” 
(condoms, spermicide, fertility 
awareness based methods, 
withdrawal, or nothing)  
Age 18-45 y. 

12 m three courses (two tabs 0.75 mg 
levonorgestrel), to be taken in two 
doses 12h apart, and up to three 
more courses if needed.  
vs. 
EC on request at clinic 

- Jadad score: 3/5 
- FU: 96% 
- ITT: no 
 
not powered to detect differences in 
pregnancy rates 

Raine 2005 
OL RCT 

1.228 English or Spanish speaking 
women, sexually active in past 6m, 
largely uninsured and low-income, 
at moderately high risk for 
negative reproductive health 
outcomes, living in the San 
Francisco 
Bay area, attending four California 
family planning clinics, available 
for six mo follow-up.  
Age 15-24 y  
Excluded if pregnant or desiring 
pregnancy, using hormonal 
contraception or IUD, or if had 
unprotected intercourse 
during the past three days or were 
requesting EC at enrollment 

6 m three courses (two tabs 0.75 mg 
levonorgestrel), to be taken in two 
doses 12 h 
apart, within 72 hours of intercourse.  
vs. 
EC on demand at a clinic. 

- Jadad score: 3/5 
- FU: 93% 
- ITT: no 
 

Raymond 2006 
OL RCT 

1.490 sexually active women, who did 
not desire pregnancy and were 
attending clinics inNevada and 
North Carolina.  
Age 14-24 y 
Excluded if using or planning on 
using sterilization, IUD, hormonal 
contraception, 
or if pregnant or breastfeeding in 
past 6 w 
 

12 m two courses (two tabs of 0.75 mg 
levonorgestrel) to be taken together 
in one 
dose. More courses provided, 
attempt to ensure two packages on 
hand at all times 
vs. 
EC on request at a clinic 

- Jadad score: 3/5 
- FU: 94% 
- ITT: yes 
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Schreiber 2009 
OL RCT 

50 English-speaking women recruited 
from a hospital post-partum unit 
who had delivered a live infant and 
were planning to parent, who 
desired to delay pregnancy for at 
least one year, and who were in 
good general health.  
Age 14-19y. 
Excluded if had allergy to 
levonorgestrel, current substance 
abuse, or plans to relocate outside 
of Philadelphia. 
 

12 m one package of emergency 
contraceptive pills (Plan B) with 
routine instructions about 
EC as well as the chosen primary 
contraceptive method, a prescription 
for chosen primary method when 
applicable, 
or the first dose of injectable 
contraception (if injectable 
contraception was the chosen 
method).  
The intervention 
group had access to additional 
packages of Plan B upon request.  
vs. 
discharged with 
instructions about chosen primary 
contraceptive method and a 
prescription or first dose for that 
method 

- Jadad score: 3/5 
- FU: 76% 
- ITT: yes 
- Methodological remarks: large loss to follow 
up (24%) ; not powered to detect differences 
in pregnancy rates 

Schwartz 2008 
OL RCT 

446 English-speaking adult women 
from waiting areas of two urgent 
care clinics in San Francisco who 
had a phone and no plans to 
relocate.  
Age 18-45 y 
Excluded if pregnant, had a 
hysterectomy or tubal 
ligation, had an IUD, had a partner 
with vasectomy, or a lesbian 

7 m a single package of two 0.75 mg 
levonorgestrel pills and 
computerized counseling on EC.  
vs.  
computerized counseling about pre-
conception folate and a sample of 
folate 

- Jadad score: 3/5 
- FU: 59% 
- ITT: no 
- Methodological remarks: large loss to follow 
up (41%); not powered to detect differences 
in pregnancy rates 
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6.2.bis. Emergency contraception: Advance provision versus standard care. 

Summary and conclusions 
 

Advance vs standard provision emergency contraception (Belzer 2005, Ekstrand 2008, Gold 2004, Hazari 2000, 
Hu 2005, Jackson 2003, Lo 2004, Raine 2005, Raymond 2006, Schwartz 2008, Schreiber 2009) from Polis 2007 

N/n Duration Population Results 

N=11, 
n= 
7695 

3-12 
cycles 

- Healthy 
women 
- Age: 14-45y 
(mostly teens) 
- Exclusion: 
tubal ligation, 
using IUD, 
implant or 
injectable 
contraception, 
trying to get or 
being pregnant 

Pregnancy rate (at 6 
month follow-up) 
 
N=8 
(Belzer 2005, Ekstrand 
2008, Gold 2004, Hu 
2005, Jackson 2003, Lo 
2004, Raine 2005, 
Raymond 2006) 

OR= 0.92 (0.70 to 1.20), NS 
 
 
 

Quality 
-1 (no ITT) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Pregnancy rate (at 
12 month follow-up) 
 
N=5 
(Hu 2005, Jackson 2003, 
Lo 2004, Raymond 2006, 
Schreiber 2009) 

OR=0.98 (0.76 to 1.25), NS  

Quality 
-1 (low 

FU) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Use of emergency 
contraception (once 
or more during trial) 
 
N=10 
(Ekstrand 2008, Gold 
2004, Hazari 2000, Hu 
2005, Jackson 2003, Lo 
2004, Raine 2005, 
Raymond 2006, Schreiber 
2009, Schwartz 2008)  

OR=2.47 (1.80 to 3.40) 
SS favours advance provision 
 
 
 

Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Multiple uses of 
emergency 
contraception 
during trial 
 
N=3 
(Hu 2005, Raine 2005, 
Raymond 2006) 

OR= 4.13 (1.77 to 9.63) 
SS favours advance provision 
 

Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

Mean time interval 
between 
unprotected 
intercourse and use 
of emergency 
contraception 
N=2 
(Ekstrand 2008, Lo 2004) 

Mean diff= -12.98 (-16.66 to -9.31), SS favours 
advance provision 
 

Quality 
-1 (low 

Jadad) 

Consistency 
OK 

Directness 
OK 

Imprecision 
OK 

Grade assessment: moderate quality of evidence 

 
- A meta-analysis of eleven RCTs of women of childbearing age (mainly teenagers) compared making 
emergency contraception available in advance in case unprotected sexual contacts occurred to the dispensing 
of emergency contraception after unprotected intercourse as per normal procedure. 
Dispensing emergency contraception in advance did not significantly reduce the number of pregnancies, 
despite the fact that the emergency contraception could be used more often and more quickly.  
 
GRADE: low to moderate quality of evidence 
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7. Evidence from observational studies 

Hormonal contraception: Serious but rare 

adverse events 
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7.1. Cancer overall 
 

OC use is associated with a decreased risk of ovarian cancer, endometrial cancer, and colorectal 
cancer (see below).  The risk of cervical cancer is increased (see below) and the risk of breast cancer 
may be slightly increased (see below).  The net effect on the incidence of all cancers seems positive. 
 
A very large long-running British cohort study with more than 45,000 participants and more than one 
million women-years observed (Hannaford 2007) gives us further information.  Between 1968 and 
1996 these women were closely monitored by their GP, a large proportion of women was then 
further, less intensively, followed up in the databases of the National Health Services until 2004.  The 
authors report both the data of the "GP-cohort" (less long term follow up, but more detailed 
information) as that of the entire cohort (longer follow up, but less detailed information).  In the 
entire cohort, the overall cancer incidence was significantly lower among women who had taken the 
pill, compared with women who never took the pill (RR:  0.88, 95% BI:  0.83 to 0.94) in the GP-cohort, 
the difference was not significant.  On average, the women in this study took the pill for 44 months.  
The risk of cancer was increased with prolonged use (RR for use for 8 years or more (vs. no use):  
1.22, 95% BI: 1.07 to 1.39).  75% of the pills used in the study contained 50  µg oestrogen, 3% were 
progesterone-only pills.  Because during her life a woman often takes different pills with different 
oestrogen dose, subgroup analysis according to pill composition was impossible. 
 

Overall Cancer: Use of hormonal contraception versus no use 
Hannaford 2007 

Design N/n Population Risk factor Outcome Results* 

cohort  n = 45950 
Full cohort:    
1084066 
person years 
 
GP cohort 
555666 

person years 

- women (18-
60 y, mean 
age at 
recruitment 
29), 
- married or in 
a stable 
relationship  
- follow-up 
36y 

- ever use 
hormonal 
contraception 
versus never 
use   

Overall cancer 
incidence 
 

Full cohort: 
RR: 0.86 
95%CI: 0.77-0.96 
 
GP cohort 
RR 0.97 
95%CI: 0.88-1.06 

≥ 8 y hormonal 
contraception 
vs never use   

GP cohort 
RR 1.22 
95%CI: 1.07-1.39 

*adjusted for age, parity, smoking, and social class 
 

Recently, mortality data from this study (with extended follow up to 2007) was also published.  This 
confirms the above data: in the entire cohort, mortality due to cancer was lower in the group who 
ever used hormonal contraception, compared with women who had never taken the pill (RR:  0.85, 
95% BI: 0.78 to 0.93), again the difference was not significant in the GP cohort (Hannaford 2010). 
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All cancer mortality: Use of hormonal contraception versus no use 
Hannaford 2010 

Design N/n Population Risk factor Outcome Results* 

cohort  n = 46112 
Full cohort:    
1 197 181 
person years 
 
GP cohort 
579 752 
person years 

- women (18-
60 y, mean 
age at 
recruitment 
29), 
- married or in 
a stable 
relationship  
- follow-up 
39y 

- ever use 
hormonal 
contraception 
versus never 
use   

All cancer 
mortality 
 

Full cohort: 
RR: 0.85 
95%CI: 0.78-0.93 
 
GP cohort 
RR 0.88 
95%CI: 0.75-1.04 

≥ 8 y hormonal 
contraception 
vs never use   

GP cohort 
RR 0.96 
95%CI: 0.77 to 1.20 

*adjusted for age, parity, smoking, and social class 

 

Since cancer incidence and pill use differ from country to country, these results must be interpreted 
with caution.  The current pill use is also different:  with a shift to lower doses of hormones on the 
one hand, but on the other hand to an earlier start and therefore longer lasting pill use.  The effects 
on cancer incidence are not known.  
 

Grade 
 
Overall cancer risk and cancer mortality decreased with use of hormonal contraception 

Quality 
- 

Consistency 
- 

Directness 
-1 

Imprecision 
- 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: very low quality of evidence 
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7.2. Increased risk of breast cancer 

7.2.1.  General 

 
Individual studies give no clear results with regard to the risk of breast cancer by use of oral 
contraceptives.  Early studies (higher doses of oestrogen, first-generation progestogens) did not 
seem to show any effect, while in more recent studies however, seem indeed to show a slight 
increase in the breast cancer risk (with lower concentrations of oestrogens, 2nd and 3rd generation 
progestogens, but an earlier and prolonged use). 
 
A 15 year old meta-analysis of observational studies found a limited increased risk of breast cancer 
among current users of the  combined pill.  This increased risk persisted until 10 years after cessation 
of use.  The risk appeared to increase with increasing duration of intake (weak trend: p = 0.05).  
There was no association between the age of starting and breast cancer risk, although the risk was 
highest among those who started taking the pill before age 20 (RR 1.22; no statistics reported).  
(WHO 1996) 
 

Breast cancer: Use of hormonal contraception versus no use 
WHO 1996 

Design N/n Population Risk factor Results 

MA  N = 54 
n = 153,536 

Observational 
studies with 
women with 
breast cancer 
and 
information 
on 
contraceptive 
use (mostly 
published in 
the 80ies) 

Current use 
hormonal 
contraception 
versus never 
use   

Breast cancer risk RR: 1.24 
p < 0.00001 
 

Use of 
hormonal 
contraception 
stopped < 5 y  
versus never 
use   

Breast cancer risk RR: 1.16 
p = 0.00001 
 

Use of 
hormonal 
contraception 
stopped < 10 y  
versus never 
use   

Breast cancer risk RR: 1.07 
p = 0.009 
 

Use of 
hormonal 
contraception 
stopped > 10 y   
versus never 
use   

Breast cancer risk NS 

 

A large meta-analysis of observational studies established an increased risk of breast cancer in 
women younger than 50 years who had previously taken the pill compared with those who never 
used the pill.  The researchers found that the risk increases when the pill was used before the first 
full-term pregnancy, especially when using more than 4 years for this first pregnancy.  The data in 
this meta-analysis was not sufficient or insufficient to further differentiate between duration of use, 
time since last use or hormone composition of the pill (Kahlenborn 2006).  All studies were carried 
out between 1980 and 2000, a period where the pill can be compared with the current use (lower 
doses of oestrogen, but earlier start, prolonged use). 
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Breast cancer: Use of hormonal contraception versus no use 
Kahlenborn 2006 

Design N/n Population Risk factor Results 

MA  N = 37 
n = 43,041 

Observational  
studies on 
premenopausal* 
breast cancer 
with 
information on 
contraceptive 
use  

 
 
 
*premenopausal=  
< 50 years 

Current use 
hormonal 
contraception 
versus never 
use   

Premenopausal breast 
cancer risk 

RR: 1.19 
(95%CI:1.09-1.29) 
 

Nullipara Premenopausal breast 
cancer risk 

NS 

Nullipara with 
> 4 y of use 

Premenopausal breast 
cancer risk 

NS 

Para Premenopausal breast 
cancer risk 

RR: 1.29 
(95%CI:1.20-1.40) 
 

In case of use 
before first 
pregnancy 

Premenopausal breast 
cancer risk 

RR: 1.44 
(95%CI:1.28-1.62) 
 
 

In case of use 
after first 
pregnancy 

Premenopausal breast 
cancer risk 

RR: 1.15 
(95%CI:1.06-1.26) 
 

In case of > 4 y 
of use before 
first pregnancy 

Premenopausal breast 
cancer risk 

RR: 1.52 
(95%CI:1.26-1.82) 

 

The large cohort study of Hannaford showed no significant differences between pill users and non-
users with regard to breast cancer risk.  It also established no connection with duration of use or time 
since last use (Hannaford 2007 and 2010). 
 

Breast cancer: Use of hormonal contraception versus no use 
Hannaford 2007 

Design N/n Population Risk factor Results* 

cohort  n = 45.950 
Full cohort:    
1.084.066 
person years 
 
GP cohort 
555.666 
person years 

- women (18-
60 y, mean 
age at 
recruitment 
29), 
- married or in 
a stable 
relationship  
- follow-up 
36y 

Ever use 
hormonal 
contraception 
versus never 
use   

Breast cancer incidence 
 

Full cohort: 
RR: 0,98 
95%CI: 0,87-1,10 
 
GP cohort: 
RR 1,02 
95%CI: 0,88-1,20 

*adjusted for age, parity, smoking, and social class 
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Breast cancer: Use of hormonal contraception versus no use 
Hannaford 2007 

Design N/n Population Risk factor Results* 

cohort  n = 45.950 
Full cohort:    
1.084.066 
person years 
 
GP cohort 
555.666 
person years 

- women (18-
60 y, mean 
age at 
recruitment 
29), 
- married or in 
a stable 
relationship  
- follow-up 
36y 

Ever use 
hormonal 
contraception 
versus never 
use   

Breast cancer incidence 
 

Full cohort: 
RR: 0,98 
95%CI: 0,87-1,10 
 
GP cohort: 
RR 1,02 
95%CI: 0,88-1,20 

*adjusted for age, parity, smoking, and social class 

 
A recent meta-analysis of 12 studies (Nelson 2012) evaluated the risk of breast cancer in women 
aged 40-49 years and found no association between previous pill use and breast cancer.  When data 
from a screening program for breast cancer was analysed, an association was found between current 
oral contraceptive use and breast cancer, compared with past use or never use (Nelson 2012).  
 

Breast cancer in women 40-49y: Use of hormonal contraception versus no use 
Nelson 2012 

Design N/n Population Risk factor Results 

MA  N = 12 studies 
published in 
the past 16 y 
with women 
with breast 
cancer and 
information on 
contraceptive 
use 

Ever use 
hormonal 
contraception 
versus never 
use   

Breast cancer 
risk 
 

RR: 1.08  
(95%CI:0.96-1.23) 

Use of oral 
contraceptives 
<5y 

Breast cancer 
risk 
 

RR: 1.10 
(95%CI:0.93-1.29) 

Use of oral 
contraceptives 
5-9y 

Breast cancer 
risk 
 

RR: 1.15 
(95%CI:0.94-1.40) 

Use of oral 
contraceptives 
≥10y 

Breast cancer 
risk 
 

RR: 1.07 
(95%CI:0.95-1.19) 

BCSC 
1997 

n = 380,585 
 
Mammography 
data 1994-
2010 

Women 40-
49y who 
where eligible 
for screening 
mammography 

Current use of 
oral 
contraceptives 
versus former 
or never use 

Breast cancer 
risk 
 

RR: 1.30 
(95%CI:1.13-1.49) 

 

Conclusion 
The FSRH guideline states that there may be a slightly increased risk of breast cancer due to pill use, 
but this disappears 10 years after cessation of use. They rely, however, on a meta-analysis from the 
90s and do not mention the meta-analysis of Hannaford (2007), that seemed to show no increased 
risk of breast cancer  (FSRH 2010 40+). A slightly increased risk of early breast cancer with the pill can 
however not be excluded on the basis of all the above data. 
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Grade 

Breast cancer risk increased with (current) use of hormonal contraception 

Quality 
- 

Consistency 
- 

Directness 
-1 

Imprecision 
- 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: very low quality of evidence 

 
 

7.2.2. Women with a positive family history of breast cancer 

 
For women with a positive family history of breast cancer, there is no contraindication for these 
agents.  Several observational studies have shown that there is no difference in cancer incidence 
among women with a positive history of breast cancer who used the pill and those who did not 
(UKMEC 2009).  This is confirmed by a recent systematic review (based on 10 observational studies 
and a large meta-analysis) (Gaffield 2009).  
 
This is different for women who are known carriers of mutations in BRCA1 and / or BRCA2.  Several 
observational studies seem to indicate an increased breast cancer risk when these women use oral 
contraceptives; these studies are not equivocal and sometimes contradict each other (in terms of 
mutation, duration of exposure, age of onset of hormonal contraception) (Narod 2002 and Haile 
2006).  
 

Breast cancer: Use of hormonal contraception versus no use 
Narod 2002 

Design N/n Population Risk factor Results 

Case- 
control 

n = 2,622 - cases: 
patients with 
BRCA1 or 
BRCA2 
mutation and 
breast cancer  
- controls: 
patients with 
BRCA1 or 
BRCA2 
mutation 
without breast 
cancer 

Use of oral 
contraceptives 

Breast cancer risk BRCA1: OR: 1.20 
95%CI: 1.02-1.40 
BRCA2: OR: 0.94 
(95%CI:0.72-1.24) 

Use of oral 
contraceptives 
<5y 

Breast cancer risk BRCA1: NS 
BRCA2: subgroup too 
small for further 
analysis 

Use of oral 
contraceptives 
≥ 5y 

Breast cancer risk BRCA1: OR 1.33 
95%CI: 1.11-1.60 
BRCA2: subgroup too 
small for further 
analysis 

Use of oral 
contraceptives 
before the age 
of 30y 

Breast cancer risk BRCA1: OR 1.29 
95%CI: 1.09-1.52 
BRCA2: subgroup too 
small for further 
analysis 
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Breast cancer: Use of hormonal contraception versus no use 
Haile 2006 

Design N/n Population Risk factor Results 

Case- 
control 

N = 804 -cases: 
patients with 
BRCA1 or 
BRCA2 
mutation and 
breast cancer 
-controls:  
 patients with 
BRCA1 or 
BRCA2 
mutation 
without breast 
cancer 
 

Use of oral 
contraceptives 
for ≥1y 

Breast cancer risk BRCA1: NS 
BRCA2: NS 
 

Use of oral 
contraceptives 
for >5y 

Breast cancer risk BRCA1: NS 
BRCA2: OR: 2.06 
95%CI: 1.08-3.94 

≥4 y of 
contraceptive 
use before first 
pregnancy 

Breast cancer risk BRCA1: NS 
BRCA2: OR: 3.46 
95%CI: 2.10-5.70 
 

≥4 y of 
contraceptive 
use before age 
of 30 

Breast cancer risk BRCA1: NS 
BRCA2: OR: 2.20 
95%CI: 1.26-3.85 
 

 
A recent meta-analysis of observational studies found no increased risk of breast cancer in patients 
with these mutations and oral contraceptive use, even with prolonged use or use before the age of 
20 years.  However, the authors found an increased risk with older preparations with a higher dose of 
oestrogen than those currently available.  Moreover, they also found a beneficial effect of oral 
contraceptive use on the incidence of ovarian cancer in women with these mutations (Iodice 2010). 
 
Breast cancer: Use of hormonal contraception versus no use 
Iodice 2010 

Design N/n Population Risk factor Results 

MA  N = 5 
n = 5,809 

Case-control 
and cohort 
trials 

 use of 
hormonal 
contraception 
versus never 
use   

Breast cancer 
risk 
 

BRCA1: NS 
BRCA2: NS 

 
Given the current uncertainty, in the eyes of many, oestroprogestative associations remain relatively 
contraindicated in carriers of BRCA1 and BRCA2 mutations (UKMEC 2009). 
 

Grade 
Breast cancer risk increased with BRCA-mutation and use of combined oral contraception 

Quality 
- 

Consistency 
- 

Directness 
-1 

Imprecision 
- 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: very low quality of evidence 

 

7.2.3. Progestogen only  

 
A meta-analysis of observational studies shows a similar trend with POPs as with combination pills: 
slightly increased risk of breast cancer up to 10 years after use,  thereafter no longer.  The increase in 
breast cancer risk was not statistically significant, many studies were underpowered because only a 
small portion of the women studied took the mini pill (CKS POM, WHO 1996).  Some sources report 
these findings as a possibly slightly increased breast cancer risk (CKS POM), while others simply state 
that there is no increased breast cancer risk with POPs (FSRH 2009 POP;  FSRH 2010 40 +).  
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Breast cancer: Use of progestin-only pill versus no use 
WHO 1996 

Design N/n Population Risk factor Results 

MA  0.8% of study 
population 
 
(N = 54 
n = 153,536) 

Observational 
studies with 
women with 
breast cancer 
and 
information 
on 
contraceptive 
use (mostly 
published in 
the 80ies) 

Use of 
progestin-only 
pill in the past 
5y versus never 
use  hormonal 
contraception 

Breast cancer risk RR: 1.17 
p = 0.06 
 

Use of 
progestin-only 
pill > 10y 
versus never 
use  hormonal 
contraception 

Breast cancer risk RR: 0.99 
NS 
 

 

The large meta-analysis of observational studies of the WHO (see above) shows no increase in breast 
cancer risk among users of the contraceptive injection (which, however, only included a small 
proportion of the study population (WHO 1996). 
 

Breast cancer: Use of progestin-only injection versus no use  
WHO 1996 

Design N/n Population Risk factor Results 

MA  1.5% of study 
population 
 
(N = 54 
n = 153,536) 

Observational 
studies with 
women with 
breast cancer 
and 
information 
on 
contraceptive 
use (mostly 
published in 
the 80ies) 

Use of 
progestin-only 
injection  in the 
past 5y versus 
never use  
hormonal 
contraception 

Breast cancer risk RR: 1.17 
NS 
 

Use of 
progestin-only 
pill > 10y 
versus never 
use  hormonal 
contraception 

Breast cancer risk RR: 0.94 
NS 
 

 

 

Grade 

Breast cancer risk not increased with progestogen-only pill 

Quality 
- 1 

Consistency 
- 

Directness 
- 

Imprecision 
- 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: very low quality of evidence 

 

Breast cancer risk not increased with progestogen-only injectable 

Quality 
- 1 

Consistency 
- 

Directness 
- 

Imprecision 
- 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: very low quality of evidence 
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7.3. Increased risk of cervical cancer 
 

In a large meta-analysis of observational studies it was observed that the risk of cervical cancer 
increased with the duration of the use of oral contraceptives (p <0.0001), but it decreased as a 
function of time since the last ingestion (p <0.0001). . OC use for less than 5 years is not associated 
with an increased risk of invasive cervical cancer (RR: 0.97:  95% BI :0,90-1, 04); with use of 5 years 
and longer an increase in this risk is seen (RR:  1.90, 95% BI :1,69-2, 13).  Ten years after use, the risk 
of invasive cervical cancer was no longer increased (ICESCC 2007).  Figures for carcinoma in situ were 
similar, just as the  figures in HPV-positive women.  There was insufficient data available for analysis 
in function of the composition of the hormone pills. 
 
Cervical Cancer Use of hormonal contraception versus no use 
ICESCC 2007 

Design N/n Population Risk factor Outcome Results 

MA n = 52,082 Observational 
studies with 
an outcome of  
cervical cancer 
(invasive or in 
situ) with 
information 
on use of 
hormonal 
contraceptives 

hormonal 
contraception 
(current and 
previous) for  
> 5y 
versus never 
use   
 

Cervical cancer risk RR: 1.90 
(95%CI:1.69-2.13) 

 

In the large cohort study of Hannaford (see above) in users of oral contraceptives both incidence and 
mortality from invasive cervical cancer were increased, but the differences with non-users were not 
significant.  Again, an increase in risk was seen with duration of use (significantly increased from 8 
years and more) and a decrease in function of the duration since last use (from 15 years  after use) 
(Hannaford 2007 and 2010). 
 
Cervical cancer: Use of hormonal contraception versus no use 
Hannaford 2007 

Design N/n Population Risk factor Outcome Results* 

Cohort - n = 45.950 
-complete 
cohort: 
1.084.066 
person years 
-primary care 
cohort: 
555.666 
person years 

- Women 18-
60y, mean 29y 
- married or 
with stable 
relation ship 
- follow-up 
36y 
 

ever use 
hormonal 
contraception 
versus never 
use   

Invasive cervical 
cancer incidence 

- complete cohort: 
RR: 1,33 
95%CI: 0,92-1,94 
-  primary care cohort: 
RR 1,49 
95%CI: 0,97-2,28 

hormonal 
contraception > 
8y  
vs  never use 

- primary care cohort : 
RR=2,73  
(95% BI 1,61-4,61) 
 

*adjusted for age, parity, smoking, and social class 
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Cervical cancer: Use of hormonal contraception versus no use 
Hannaford 2007 

Design N/n Population Risk factor Outcome Results* 

Cohort - n = 45.950 
-complete 
cohort: 
1.084.066 
person years 
-primary care 
cohort: 
555.666 
person years 

- Women 18-
60y, mean 29y 
- married or 
with stable 
relation ship 
- follow-up 
36y 
 

ever use 
hormonal 
contraception 
versus never 
use   

Invasive cervical 
cancer incidence 

- complete cohort: 
RR: 1,33 
95%CI: 0,92-1,94 
-  primary care cohort: 
RR 1,49 
95%CI: 0,97-2,28 

hormonal 
contraception > 
8y  
vs  never use 

- primary care cohort : 
RR=2,73  
(95% BI 1,61-4,61) 
 

*adjusted for age, parity, smoking, and social class 

 

Grade 

Cervical cancer risk and mortality risk  increased with long term use of combined hormonal contraception 

Quality 
- 

Consistency 
- 

Directness 
- 1 

Imprecision 
- 

Large effect? 
- 

Dose response? 
+1 

Confounding? 
- 

Grade assessment: low quality of evidence 
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7.4. Reduced risk of endometrial cancer 
 

The risk of cancer of the uterine body (the vast majority of these cancers are endometrial cancer) 
decreases with use of hormonal contraception.  The latest information about this comes from the 
publications by Hannaford.  It shows both in the entire cohort, as in the GP cohort a significant 
decrease in the incidence of these cancers.  The mortality of cervical cancer has decreased 
significantly (but not significantly in the GP cohort)  (Hannaford 2007 and 2010). 
 
Uterine body cancer: Use of hormonal contraception versus no use 
Hannaford 2007 

Design N/n Population Risk factor Outcome Results* 

Cohort - n = 45.950 
-complete 
cohort: 
1.084.066 
person years 
-primary care 
cohort: 
555.666 
person years 

- Women 18-
60y, mean 29y 
- married or 
with stable 
relation ship 
- follow-yp 
36y 
 

ever use 
hormonal 
contraception 
versus never 
use   

Uterine body cancer 
incidence 

- complete cohort: 
RR: 0,58 
95%CI: 0,42-0,79 
-  primary care 
cohort: 
RR 0,47 
95%CI: 0,27-0,81 
 

*adjusted for age, parity, smoking, and social class 

 
Uterine body cancer: Use of hormonal contraception versus no use 
Hannaford 2007 

Design N/n Population Risk factor Outcome Results* 

Cohort - n = 45.950 
-complete 
cohort: 
1.084.066 
person years 
-primary care 
cohort: 
555.666 
person years 

- Women 18-
60y, mean 29y 
- married or 
with stable 
relation ship 
- follow-yp 
36y 
 

ever use 
hormonal 
contraception 
versus never 
use   

Uterine body cancer 
incidence 

- complete cohort: 
RR: 0,58 
95%CI: 0,42-0,79 
-  primary care 
cohort: 
RR 0,47 
95%CI: 0,27-0,81 
 

*adjusted for age, parity, smoking, and social class 

 

These results are consistent with the results of a systematic review of case-control and cohort 
studies, in which a protective effect of oestroprogestative associations which were found in the 
incidence of endometrial cancer (Mueck 2010).  
 

Due to lack of data no statement can be made about preparations containing only progestin. 

 

Grade 

Uterine body cancer and mortality risk decreased with use of combined hormonal contraception 

Quality 
- 

Consistency 
- 

Directness 
- 1 

Imprecision 
- 

Large effect? 
+1 

Dose response? 
- 

Confounding? 
- 

Grade assessment: low quality of evidence 
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7.5. Reduced risk of ovarian cancer 
 

A meta-analysis of 45 observational studies found a reduced risk of ovarian cancer among users of 
the pill versus non-users (RR 0.73, 95% CI:  0.70 to 0.76) (CGESOC 2008).  The drop in risk appeared to 
increase with the duration of OC use (p for trend <0.00001) and persisted for more than 15 years 
after cessation of use. 
 

Ovarian cancer: Use of hormonal contraception versus no use 
CGESOC 2008 

Design N/n Population Risk factor Outcome Results 

MA  N = 45 
n = 110,560 

Observational 
studies of at 
least 100 
women with 
ovarian cancer 
(40 cases in 
case of cohort 
study) 

ever use 
hormonal 
contraception 
versus never 
use   

Ovarian cancer 
incidence 
 

RR: 0.73 
95%CI: 0.70-0.76 
 
 
 
 

hormonal 
contraception 
for ≥ 15 y  
versus 
 never use   

Ovarian cancer 
incidence 
 

RR: 0.42 
95%CI: 0.36-0.49 

 

The studies by Hannaford showed, both in the entire cohort, as in the GP cohort, a decrease in the 
incidence of and mortality due to ovarian cancer (Hannaford 2007 and 2010).  Also here, the 
incidence further decreases as afunction of the duration of the contraceptive use.  The differences 
between users and non-users for cancer incidence remain significant for up to 15 years after 
stopping use.  
 
Ovarian cancer: Use of hormonal contraception versus no use 
Hannaford 2007 

Design N/n Population Risk factor Outcome Results* 

MA  - n = 45.950 
-complete 
cohort: 
1.084.066 
person years 
-primary care 
cohort:555.666 
person years 

- Women 18-
60y, mean 29y 
- married or 
with stable 
relation ship 
 

ever use 
hormonal 
contraception 
versus never 
use   

Ovarian cancer 
incidence 
 

- complete cohort: 
RR: 0,54 
95%CI: 0,40-0,71 
-  primary care 
cohort: 
RR 0,51 
95%CI: 0,33-0,78 

hormonal 
contraception 
for ≥ 15 y  
versus 
 never use   

Ovarian cancer 
incidence 
 

Primary care cohort: 
RR 0,38 
95%CI: 0,16-0,88 

*adjusted for age, parity, smoking, and social class 
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Ovarian cancer mortality: Use of hormonal contraception versus no use 
Hannaford 2010 

Design N/n Population Risk factor Outcome Results* 

Cohort - n = 46.112 
-complete 
cohort: 
1.197.181 
person years 
-primary care 
cohort: 
579.752 
person years 

- Women 18-
60y, mean 29y 
- married or 
with stable 
relation ship 
 

ever use 
hormonal 
contraception 
versus never 
use   

Ovarian cancer 
mortality 
 

- complete cohort: 
RR: 0,53 
95%CI: 0,38-0,72 
-  primary care 
cohort: 
RR 0,43 
95%CI: 0,23-0,81 
 

hormonal 
contraception 
for ≥ 8y versus 
never use   

Ovarian cancer 
mortality 
 

-  primary care 
cohort: 
RR 0,43 
95%CI: 0,12-0,98 
 

*adjusted for age, parity, smoking, and social class 

 
 

Also in an European prospective observational study , this protective effect is also seen. Again, the 
effect is greatest in women who take the pill for more than 10 years of use (Tsilidis 2011). 
 
Ovarian cancer: Use of hormonal contraception versus no use 
Tsilidis 2011 

Design N/n Population Risk factor Outcome Results 

Retrospective 
cohort 

n = 327,396 
(±2900.000 
person 
years) 

- Women 
(mean age 
50 y) without 
cancer at 
baseline 
- 23 centres 
in 10 
European 
countries 
- FU: mean 9 
y 

ever use 
hormonal 
contraception 
versus never 
use   

Ovarian cancer 
incidence 
 

HR: 0.84 
95%CI: 0.73-1.00 
 

hormonal 
contraception 
for ≥ 10 y 
versus never 
use  or ≤1 y of 
use 

Ovarian cancer 
incidence 
 

RR: 0.55 
95%CI: 0.41-0.75 

 
Although here the same remarks are to be made as above (overall cancer incidence) , there is the 
evidence that a protective effect of the pill against ovarian cancer is very high.  This effect seems to 
increase with the duration of the pill and continues long after pill use. 
 
 

Grade 

Ovarian cancer and mortality risk decreased with use of combined hormonal contraception 

Quality 
- 

Consistency 
- 

Directness 
- 1 

Imprecision 
- 

Large effect? 
+1 

Dose response? 
+1 

Confounding? 
- 

Grade assessment: moderate quality of evidence 
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7.6. Reduced risk of colorectal carcinoma 
 

A meta-analysis of observational studies confirms previous data associated with a protective effect of 
the pill against colorectal cancer: women who had taken the pill had a significantly lower risk of 
colorectal cancer than women who had never taken the pill (RR:  0.82:  95% BI:  0.74-0.92).  Duration 
of use seemed to have no influence on the risk, but women who recently (less than ten years ago) 
stopped taking the pill showed a greater decrease in risk (RR:   0.46; 95% BI 0.30 to 0.71) (Fernandez 
2001). 
 

Colorectal cancer: Use of hormonal contraception versus no use 
Fernandez 2001 

Design N/n Population Risk factor Outcome Results 

MA 
(case 
control 
& 
cohort) 

n = 327,396 
(±2900.000 
person years) 

Observational 
studies on 
colorectal 
cancer that 
included 
quantitative 
information 
on 
contraceptive 
use 
 

ever use 
hormonal 
contraception 
versus never 
use   

Colorectal cancer 
incidence 
 

RR: 0.82 
95%CI: 0.74-0.92 
 

Use <10 y  vs 
never use 
 

Colorectal cancer 
incidence 
 

RR: 0.46 
95%CI: 0.30-0.71 
 

Use ≥10 y vs 
never use 
 

Colorectal cancer 
incidence 
 

RR: 0.77 
95%CI: 0.67-0.89 
 

 
These data are confirmed in a meta-analysis of more recent date (Bosetti 2009).  
 
Colorectal cancer: Use of hormonal contraception versus no use 
Bosetti 2009 

Design N/n Population Risk factor Outcome Results 

MA 
(case 
control 
& 
cohort) 

N = 18 Observational 
studies on 
colorectal 
cancer that 
included 
quantitative 
information 
on 
contraceptive 
use 
 

ever use 
hormonal 
contraception 
versus never 
use   

Colorectal cancer 
incidence 
 

RR: 0.82 
95%CI: 0.69-0.97 
 

Use <5 y  vs 
never use 
 

Colorectal cancer 
incidence 
 

RR: 0.84 
95%CI:0.75-0.94 

Use ≥5 y vs 
never use 
 

Colorectal cancer 
incidence 
 

RR: 0.83 
95%CI:0.74-0.94 

 
Hannaford’s findings point in the same direction: in the entire cohort, the incidence of and mortality 
from colorectal cancer is lower among pill users than among non-users, in the GP cohort, the 
differences were not significant (Hannaford 2007 and 2010). 
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Colorectal Cancer: Use of hormonal contraception versus no use 
Hannaford 2007 

Design N/n Population Risk factor Outcome Results* 

Cohort - n = 45.950 
-complete 
cohort: 
1.084.066 
person years 
-primary care 
cohort: 
555.666 
person years 

- Women 18-
60y, mean 29y 
- married or 
with stable 
relation ship 
 

ever use 
hormonal 
contraception 
versus never 
use   

Colorectal cancer 
incidence 
 

- complete cohort: 
RR: 0,72 
95%CI: 0,58-0,90 
-  primary care 
cohort: 
RR 0,85 
95%CI: 0,59-1,20 
 

*adjusted for age, parity, smoking, and social class 

 
Colorectal Cancer mortality: Use of hormonal contraception versus no use 
Hannaford 2010 

Design N/n Population Risk factor Outcome Results* 

Cohort - n = 46.112 
-complete 
cohort: 
1.197.181 
person years 
-primary care 
cohort: 
579.752 
person years 

- Women 18-
60y, mean 29y 
- married or 
with stable 
relation ship 
 

ever use 
hormonal 
contraception 
versus never 
use   

Colorectal cancer 
mortality 
 

- complete cohort: 
RR: 0,62 
95%CI: 0,46-0,83 
-  primary care 
cohort: 
RR 0,70 
95%CI: 0,41-1,20 
 

*adjusted for age, parity, smoking, and social class 

 
 
Grade 

Colorectal cancer and mortality risk decreased with use of combined hormonal contraception 

Quality 
- 

Consistency 
- 

Directness 
- 1 

Imprecision 
- 

Large effect? 
- 

Dose response? 
+1 

Confounding? 
- 

Grade assessment: low quality of evidence 
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7.7. Benign and malignant liver disease  
 

There is little data on the risk of benign liver diseases and hormonal contraception. A systematic 
review (Cibula 2010) found some (old) case-control studies.  Two old case-control studies from the 
70’s reported an increased risk of hepatocellular adenoma with oral contraceptives versus no use.  
A recent case-control study with lower doses of oral contraceptives found no significant difference. 
 
Hepatocellular adenoma: Ever oral contraceptive use versus no use 
Cibula 2010 

Design Study Comparison Results 

SR of 
observat
ional 
studies  

Case-control 
USA 
(Edmondson 1976) 

Ever use of OC vs control RR= 1.3 for 1–3 years of OC use 
RR= 5.0 for 5-7 years   
RR=7.5 for 8–11years and  
RR= 25 for >11 years 

Case-control 
USA 
(Rooks 1979) 

 

Ever use of OC vs control RR= 9 for 13-36 months,  
RR=116 
for 37–60 months, 
RR= 123 for 61-84 months,  
RR= 503 for ≥85months 

Case-control 
multicentre 
(Heinemann 1998) 

Ever use of OC vs control RR =1.25 (95% CI: 0.37–4.22) 
There was no relation between duration 
and age at first or last OC use and the 
prevalence of HA. The data 
mainly reflected recent low-dose OC 

 

Two case-control studies suggest an association between oral contraceptive use and focal nodular 

hyperplasia with prolonged use (Cibula 2010). We have insufficient data to make a statement about 

this. 

 

Focal nodular hyperplasia: Ever oral contraceptive use versus no use 
Cibula 2010 

Design Study Comparison Results 

SR of 
observat
ional 
studies  

“comparative study’, 
n=216 
(Mathieu 1998) 

OC vs other OC “OC use did not influence the size of FNH” 

Case-control 
multicentre 
(Heinemann 1998) 

Ever use of OC vs control 1.96 (95% CI: 0.85-4.57). 
“The RR increased with longer duration 
and more recent usage” 

Case-control 
(Scalori  2002) 

Ever use of OC vs control RR= 2.8 (95% CI:0.8–9.4) for ever OC use 
RR=4.5 (95% CI: 1.2-16.9) 
for OC use lasting ≥3 years. 
“The trend in risk with duration was 
significant" 

 

The same systematic review identified one meta-analysis of 12 case-control studies that evaluate the 

risk of hepatocellular carcinoma. A pooled relative risk is not significantly increased.   When a recent 

European study was excluded, there was a significant association observed between OC use and 

hepatocellular carcinoma, while heterogeneity reduced.  
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Hepatocellular carcinoma: Ever use of oral contraceptive versus no use 
Cibula 2010 

Design Study Comparison Results 

SR of 
observat
ional 
studies  

MA of case-control 
studies 
N = 12 
739 cases 
5223 controls 
(Maheshwari 2007) 

OC use versus no use RR= 1.57 (95% CI: 0.96-2.54) 
“some evidence of duration-risk 
association in six studies” 
Exclusion of a recent multinational 
European study increased the pooled RR 
to 1.70 (95% to 1.12–2.59) and decreased 
heterogeneity. 

 
The large British cohort study by Hannaford showed no significant correlation between the use of 
hormonal contraception and cancer of the liver or gallbladder.  
 
Cancer of gallbladder or liver. Use of hormonal contraception versus no use 
Hannaford 2007 

Design N/n Population Risk factor Results* 

cohort  n = 45950 
Full cohort:    
1084066 
person years 
 
GP cohort 
555666 
person years 

- women (18-
60 y, mean 
age at 
recruitment 
29), 
- married or in 
a stable 
relationship  
- follow-up 
36y 

- ever use 
hormonal 
contraception 
versus never 
use   

Cancer incidence - 
gallbladder or liver 
 

Full cohort: 
0.55  
95%CI: 0.26 to 1.17 
GP cohort 
RR=1.11  
95%CI:0.37 to 3.30 
 

≥ 8 y hormonal 
contraception 
vs never use   

GP cohort 
RR= 1.52 
95%CI: 0.38 to 6.07 

Time since last 
OC use 

NS 

*adjusted for age, parity, smoking, and social class 

 

 

Grade 

Benign liver tumours increase with use of combined hormonal contraception? 
Hepatocellular carcinoma risk increase with use of combined hormonal contraception? 
Quality 
- 1 

Consistency 
- 1 

Directness 
- 1 

Imprecision 
-1 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: very low quality of evidence (insufficient evidence) 
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7.8. Increased risk of venous thromboembolism 

7.8.1. Combined hormonal contraceptives 

 

Meta-analysis 

A meta-analysis of observational studies (cohort and case-control) calculates the risk of venous 

thromboembolism with the use of combined oral preparations. The risk of VTE is increased with use 

of combined oral preparations. The risk is higher in the first year of use. The risk remains when only 

the combination contraceptives containing ethinylestradiol <50μg are considered .  

 All the studied combination contraceptives (containing levonorgestrel, desogestrel, gestodene, 

drospirenone, and cyproterone acetate) are  associated with an increased risk.  

 Compared with levonorgestrel-containing combination pills, the risk is higher with desogestrel, 

gestodene, drospirenone and cyproterone acetate. 

 

Combined oral contraception vs no use of hormonal contraception 
Combined oral contraception vs other combined oral contraception 
(Manzoli 2012) 

Design N Risk factor Results    OR (95%CI) 

MA of 
cohort 
and 
case/ 
control 

32 
9 

 Current use of OC vs no use VTE  All studies:  OR= 3.41 (2.98 – 3.92) 
Cohort design:   OR= 2.91 (2.33 - 3.62) 

15 
4 

Current use of OC vs no use idiopathic VTE All studies:   OR= 4.94 (4.23, 5.78) 
Cohort design:   OR= 4.47 (2.84, 7.03) 

10 
1 

Current use of OC <1y vs no use VTE 
 

All studies:   OR= 5.28 (4.27, 6.55) 
Cohort design:   OR= 4.17(3.73, 4.66) 

10 
1 

Current use of OC ≥1y vs no use All studies:   OR= 3.52 (2.83, 4.37) 
Cohort design:   OR= 2.87 (2.70, 3.06) 

9 
2 

Current use of OC (EE<50µg)  
vs no use 

All studies:   OR= 3.59 (3.01, 4.27) 
Cohort design:   OR= 3.23 (3.04, 3.45) 

11 
4 

Current use of LNG/EE  
vs non OC use 

All studies:   OR= 2.88 (2.26, 3.66) 
Cohort design:   OR=  2.04 (1.79, 2.31) 

7 
1 

Current use of DSG/EE  
vs non OC use 

All studies:   OR= 4.88 (3.02, 7.88)  
Cohort design:   OR= 2.09 (1.44,3.04) 

5 
1 

Current use of GSD/EE  
vs non OC use 

All studies:   OR= 4.41 (2.59, 7.51) 
Cohort design:   OR= 2.25 (1.40, 3.61) 

12 
4 

Current use of DSG/EE vs LNG/EE All studies:   OR= 1.71 (1.46, 2.01) 
Cohort design:   OR= 1.71 (1.02, 2.86) 

9 
4 

Current use of GSD/EE vs LNG/EE All studies:   OR= 1.36 (1.04, 1.77) 
Cohort design:   OR= 1.41 (0.66, 3.00) 

2 
1 

Current use of DRSP/EE vs 
LNG/EE 

All studies:   OR= 1.65 (1.29, 2.10) 
Cohort design:   OR= 1.64 (1.27, 2.10) 

3 
1 

Current use of CPA/EE vs LNG/EE All studies:   OR= 1.90 (1.55, 2.33) 
Cohort design:   OR= 1.88 (1.47, 2.41) 

 

Later studies: Lidegaard 2011 

The largest study by far is from Denmark (Lidegaard 2011). This study included all Danish women 

aged between 15 and 49 years without malignancy, cardiovascular disease or pregnancy.  The first 

results from this study were published in 2009. This study covered the period 1995-2005 and is 

included in the above meta-analysis of Manzoli 2012. Some newer contraceptives (including 

drospirenone) were then only recently on the market. 
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 In 2011, the Lidegaard study was updated and its design slightly modified to meet criticisms of its 

first publication: by running the study period from 2001 to 2009, with complete information on 

contraceptive use since 1995, more women were included who had used the newer contraceptives 

longer and the risk of "left censoring bias" was countered. The results of this new publication are 

fully in line with those of the first publication in 2009.  

In 2011 the authors reported on more than 8,000,000 person-years . Venous thrombosis incidence 

was  8,2 / 10 000 person-years among pill users vs. 3.7 / 10 000 person-years among non-users, but 

no statistical analyses were performed for the group of all contraceptive users together. 

In both publications there was a lower risk of VTE with pills with a lower oestrogen dose, but these 

differences were not always significant. When the pills were compared with each other on the basis 

of their progestin composition, the risk was lowest with norethisterone and levonorgestrel (in 

combination with an oestrogen dose of 30-40 ug). All third-generation progestogens and 

drospirenone and cyproterone, even if combined with a lower oestrogen dose (20 µg ethinyl 

estradiol) were associated with a significantly higher risk than levonorgestrel (in combination with an 

oestrogen dose of 30-40 µg). Note that combination pills containing norethisterone and 

norgestimate dit not present a higher risk than the combined pill containing levonorgestrel 

(Lidegaard 2009, Lidegaard 2011). 

 

Current use of non-oral hormonal contraception vs no use 
(Lidegaard 2011) 

Design N/n 
Duration 

Population Risk factor Results 

cohort  8 010 290 
person years 

- all Danish 
women 
- 15-49 y 
- no malignant 
disease, 
cardiovascular 
disease or 
pregnancy  

- Current use of hormonal 
contraception  
vs no use 

VTE-
incidence 
 

8.2 vs 3.7  
per 10 000 women years 

- Current use of specific 
COC  
vs no use of hormonal 
contraception 

 see table below 

- Current use of specific 
COC  
vs use of LNG/EE30-40 

 see table below 
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Combined oral contraception vs no use of hormonal contraception 
Combined oral contraception vs other combined oral contraception 
(Lidegaard 2011) 

COC with NET  LNG NGM DSG  GSD  DRSP CPA 

50 µg EE 
- vs no use * 
 
- vs LNG** 
 

 
5.66  
(3.12-10.3) 
- 

 
3.54  
(2.48-5.05) 
- 

 
- 
 
- 

 
- 
 
- 

 
- 
 
- 

 
- 
 
- 

 
- 
 
- 

30-40 µg EE 
- vs no use * 
 
- vs LNG** 

 
1.57  
(0.84-2.92) 
0.76  
(0.36-1.60) 

 
2.19  
(1.74-2.75) 
1     
(reference) 

 
2.56  
(2.18-3.01) 
1.18  
(0.86-1.62) 

 
4.21  
(3.63-4.87) 
2.24  
(1.65-3.02) 

 
4.23  
(3.87-4.63) 
2.12  
(1.61-2.78) 

 
4.47  
(3.81-5.11) 
2.09  
(1.55-2.82) 

 
4.10  
(3.37-4.99) 
2.11  
(1.51-2.95) 

20 µg EE 
- vs no use * 
 
- vs LNG** 

 
- 
 
- 

 
- 
 
- 

 
- 
 
- 

 
3.26  
(2.88-3.69) 
1.60  
(1.20-2.14) 

 
3.50  
(3.09-3.97) 
1.70  
(1.27-2.27) 

 
4.84  
(3.19-7.33) 
2.22  
(1.27-3.89) 

 
- 
 
- 

* rate ratios (95%-Confidence interval): First year of use, corrected for age and education level  
** rate ratios (95%-Confidence interval): use for entire study duration , corrected for age, education level and 
duration of use 

 

Later studies: FDA 2011 

A second study not included in the meta-analysis, is from  FDA from 2011. The FDA conducted a 

retrospective observational study based on data from large databases of public and private health 

care programs. The data from over 800,000 women aged 10-55 years was collected for the period 

2001-2007 and yielded a total of 898,250 person-years of exposure to oestroprogestative 

associations for contraception.  

 Compared with levonorgestrel (in association with 30 µg ethinyl estradiol), the risk of venous 

thromboembolism was significantly higher with pills containing drospirenone  

Also when compared to pills with levonorgestrel, norethindrone or norgestimate as a progestin, the 

risk of venous thromboembolism was  significantly higher with pills containing drospirenone (RR = 

1.74, 95% CI :1,42-2, 14) (not in table). (FDA 2011) 

 

Current use of hormonal contraception vs use of LNG150/EE30 
(FDA 2011) 

Design N/n 
Duration 

Population Risk factor Results  
Incidence rate ratio (95%CI) 

Retrospe
ctive 
review 
database
s  

898250 
women 
years 
 
 

2001-2007  
10-55y 
health 
databases 
 

- Current use of COC with DRSP 
vs 
 COC containing LNG150/EE30 

VTE  
 

RR= 1.49 (1.19-1.87) 

- Current use of combined 
contraceptive patch 
vs  
COC containing LNG150/EE30 

RR=1.27 (0.93 – 1.72) 
 
 

- Current use of vaginal ring 
vs  
COC containing LNG/EE 

RR=1.48 (0.96 - 2.27) 
 

*Adjusted for age and site 
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The FDA also compared the risk of thrombosis of the patch with that of older contraceptives 

(containing levonorgestrel, norethindrone or norgestimate as a progestin). When compared only to 

levonogestrel (in association with 30 micrograms ethinyl estradiol), the differences were not 

significant. A significantly increased risk of venous thromboembolism was observed with the patch 

compared to all older contraceptives (RR = 1.55, 95% CI: 1.17 to 2.07) (not in table) that remained 

significantly higher even after the first year (FDA 2011). 

 

For the first time, a comparison was made of the vaginal ring to the older contraceptives (containing 

levonorgestrel, norethindrone or norgestimate as progestin). When only levonogestrel (in association 

with 30  µg ethinyl estradiol) was the comparator, the differences were not significant. A significantly 

increased risk of venous thromboembolism is observed with the vaginal ring, when compared to all 

older contraceptives (RR = 1 , 56, 95% BI: 1.02-2.37) (not in the table).  

 

 

Later studies: Lidegaard 2012a 

In 2012, Lidegaard published new data mostly concerning non oral hormonal contraception.  

 Here again there was no increased risk with norgestimate-containing combination pills as compared 

with levonorgestrel-containing pills.  

Based on a limited number of women-years of observation, an increased risk of VTE is observed with 

the contraceptive patch and vaginal ring compared with no use.  

In comparison with the combination pill with levonorgestrel the VTE risk with the patch is borderline 

significantly increased and the risk with the vaginal ring is significantly increased.  

  

Current use of non-oral hormonal contraception vs no use 
(Lidegaard 2012a) 

Design N/n 
Duration 

Population Risk factor Results* 

Cohort  298 566 vs  
231 675 
women 
years 

- all Danish 
women 
- 15-49 y 
- no malignant 
disease, 
cardiovascular 
disease or 
pregnancy  
9 429 128 
women years 
 

- Current use of COC with 
norgestimate  
vs 
 COC containing LNG/EE30-40 

VTE 
confirmed 
events 
 

Adjusted RR= 1.09  
(95% CI 0.86 to 1.38); NS 

6178 
women 
years 

- Current use of combined 
contraceptive patch 
vs  
no use of hormonal contraception 

9.7 vs 2.1  
per 10 000 exposure years  

Adjusted RR = 7.9  
(95% CI 3.5 to 17.7); SS 

 6178 vs 
231 675 
women 
years 

- Current use of combined 
contraceptive patch 
vs  
COC containing LNG/EE30-40 

Adjusted RR= 2.3  
(95%CI 1.0 to 5.2);NS 

50 334 
women 
years 

- Current use of vaginal ring 
vs  
no use of hormonal contraception 

7.8 vs 2.1  
per 10 000 exposure years  

Adjusted RR = 6.5  
(95%CI  4.7 to 8.9); SS 

50 334 vs 
231 675 
women 
years 

- Current use of vaginal ring 
vs  
COC containing LNG/EE30-40 

Adjusted RR= 1.9  
(95%CI 1.3 to 2.7) 
SS 

*Adjusted for age, year, length of use and level of education. 
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Grade 

VTE risk increases with use of combined hormonal contraception 
VTE risk is higher with gestodene, desogestrel, drospirenone and cyproterone –containing COC than for 
levonorgestrel-containing COC 
Quality 
-  

Consistency 
- 

Directness 
-  

Imprecision 
- 

Large effect? 
+1 

Dose response? 
- 

Confounding? 
- 

Grade assessment: moderate quality of evidence 

 
VTE risk increases with higher content of ethinylestradiol 

Quality 
-  

Consistency 
- 1 

Directness 
-  

Imprecision 
- 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: very low quality of evidence 

 

7.8.2. Progestogen-only contraceptives 

 

Current use of progestogen-only pill vs no use 
(Lidegaard 2011) 

Design N/n 
Duration 

Population Risk factor Results* 

cohort 29 187 
women years 

- all Danish 
women 
- 15-49 y 
- no malignant 
disease, 
cardiovascular 
disease or 
pregnancy 

- Current use of 
progestogen-only 
desogestrel  
vs  
no use of hormonal 
contraception 

VTE - 
incidence 

Adjusted RR 
0.64  
(95% CI 0.29 to 1.42) 
NS 

*Adjusted for age, year, and level of education. 

 

The study by Lidegaard on the VTE risk of hormonal contraceptives (Lidegaard 2011) also contained a 

very small group of users on the minipill.  With desogestrel, there is no significant increase in the risk 

of VTE observed.  

 

Current use of non-oral hormonal contraception vs no use 
(Lidegaard 2012a) 

Design N/n 
Duration 

Population Risk factor Results* 

cohort 29497 
Women 
years 

- all Danish 
women 
- 15-49 y 
- no malignant 
disease, 
cardiovascular 
disease or 
pregnancy 

-  Current use of subcutaneous 
implants 
vs 
no use of hormonal contraception 

VTE 1.7 vs 2.1  
per 10 000 exposure years  
Adjusted RR = 1.4 
(95% CI 0.6 to 3.4); NS 

29 497 vs 
231 675 
Women 
years 

-  Current use of subcutaneous 
implants 
vs 
COC containing LNG/EE30-40 

Adjusted RR=0.43  
(95%CI 0.18 to 1.05); NS 

239841 
Women 
years 

- Current use of LNG- IUD  
vs 
 no use of hormonal contraception 

1.4 vs 2.1  
per 10 000 exposure years  
Adjusted RR = 0.6 
(95% CI 0.4 to 0.8); NS 

239841 
vs 231 675 
Women 
years 

- Current use of LNG- IUD  
vs 
COC containing LNG/EE30-40 

Adjusted RR =0.18  
(95%CI 0.12 to 0.26) 
SS (lower with LNG-IUS) 

*Adjusted for age, year, length of use and level of education. 
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 The national cohort study of 2012a Lidegaard observed no increased risk of VTE with a progestogen 

implant, based on a limited number of women-years   

 With the levonorgestrel IUS also no increased risk of VTE is  observed. Compared to pill users who 

take the combined pill containing levonorgestrel, the risk of VTE with the levonorgestrel-IUS is 

significantly lower.  

  

There are no cohort studies that  describe the risk of VTE with the progestogen-only injection (depot 

medroxyprogesterone acetate). A recent meta-analysis pooled the results of two smaller case-

control studies that evaluated the risk of VTE using an injectable depot progestogen.  An injectable 

depot progestin was associated with an increased risk of VTE compared with no use (Adjusted RR = 

2.67, 95% BI 1.29-5.53) (Mantha 2012).  

 More and larger studies are needed to make a definitive statement.  

 

Grade 

VTE risk not increased with use of progestogen-only contraceptive methods 

Quality 
-  

Consistency 
- 

Directness 
-  

Imprecision 
- 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: low quality of evidence 
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7.9. Arterial hypertension 
 

In women in their reproductive years, the absolute risk of cardiovascular disease is very small (risk of 

myocardial infarction in normotensive women aged 30-34 years:  1.7 / 1000000; risk of stroke in this 

population 34.1 / 1000000). Hypertension is a risk factor for cardiovascular disease and increases 

substantially this limited risk (risk of AMI: 10.2 / 1000000; risk of stroke: 185.3 / 1000000) (Curtis 

2006). Two small observational studies of weak methodology suggest that pill users with 

hypertension have a higher blood pressure than non-users with hypertension (Curtis 2006) 

 

7.10. Increased risk of myocardial infarction 

7.10.1. Combined hormonal contraception  

In a meta-analysis of 23 observational studies, the current use of oral contraceptives is associated 

with a significantly higher risk of myocardial infarction (OR: 2.48, 95% BI: 1.91-3.22). Use in the past 

was not associated with an increased risk  (OR: 1.15, 95% BI: 0.98-1.35) (Khader 2003). Subgroup 

analyses showed that the risk of first and second generation progestogens are significantly increased 

in comparison with non-users, but with third-generation progestogens, it is not (borderline statistical 

significance) (no statistical data concerning direct comparison). Subgroup analyses also showed that 

the risk with higher dose oestrogen was greater compared to non-users, but not with the lowest 

dose (20 µg) (this latter finding is based on only two studies, there are no statistics concerning direct 

comparison). It also showed that the risk is significantly higher in smokers and in women with 

hypertension and / or hypercholesterolemia. 

 

Use of combined oral contraceptives versus no use 
Khader 2003 

Design N/n Population Risk factor Results 

MA  
of 
observational 
studies 
(cohort and 
case-control) 

N = 23 
n = 
60513  

Observational 
study with 
- Adequate data 

concerning 
fatal/non-fatal 
MI 

- Current/previous 
use of COC 

- At least 20 cases 
of MI 

 

current use COC 
 vs never use 

Incidence 
myocardial 
infarction 
 
 
 

OR: 2.48 
(95%CI: 1.91-3.22) 

 previous use COC 
 vs never use 

OR: 1.15 
95%CI: 0.98-1.35) 

Current use 1st gen 
 vs never use 

OR: 2.21 
95%CI: 1.30-3.76) 

Current use 2nd gen  
vs never use 

OR: 2.17 
95%CI: 1.76-2.69 

Current use 3rd gen  
vs never use 

OR: 1.27 
95%CI: 0.96-1.67) 

Current use ≥50 µg EE  
vs never use 

OR: 3.62 
95%CI: 2.22-5.90) 

Current use 30-49µg EE  
vs never use 

OR: 1.97 
95%CI: 1.43-2.71) 

Current use 20 µg EE vs 
never use 

OR: 0.90 
95%CI: 0.21-4.08) 

Smoking and COC vs 
non- smoking and 
never COC  

OR: 9.52 
95%CI: 5.41-16.72) 
 

Hypertension and COC  
 vs no hypertension and 
no COC  

OR: 9.30 
95%CI: 3.89-22.23) 
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A large Swedish prospective cohort study found, however, more recently, no increased risk of 

myocardial infarction due to current or past use of oral contraceptives (mainly low-dose oestrogens 

and 2nd and 3rd generation progestogens), even in the presence of other risk factors (smoking, 

hypertension, diabetes) (Margolis 2007).  

 This study was underpowered to find differences between the pills with a different composition. 

 

Use of combined oral contraception versus no use 
Margolis 2007 

Design N/n Population Risk factor Results 

cohort n = 
48321 

Women (30-49 y) 
years, randomly 
selected from the 
population of a certain 
region  
 
Average follow-up 11y 

- current use COC 
vs never use 

MI incidence 
 
 
 
 

OR: 0.7 
(95%CI: 0.4-1.4) 

- previous use 
COC  vs never use 

OR: 1.0 
95%CI: 0.7-1.4) 

 

A Danish retrospective cohort study included all Danish women, aged 15-49 without malignancies 

and cardiovascular disease and who were not pregnant, and followed them for for 15 years.  

 The risk of myocardial infarction and thrombotic stroke was evaluated with the use of hormonal 

contraceptives versus no use. The risk of myocardial infarction when no  hormonal contraception was 

used, was 13.2 per 100,000 person-years.  

 All oral combination contraceptives were associated with an increased risk of myocardial infarction 

compared with no use. The risk was higher at higher doses of ethinyl estradiol.  

No significant difference was found (versus no use) with the contraceptive patch, the vaginal ring, 

and with combination pills with cyproterone, drospirenone and gestodene +ethinyl estradiol 20μg.  

The rather small number of observation years in these comparisons will play a part in these findings.  

(Lidegaard 2012b) 

Current use of non-oral hormonal contraception vs no use 
(Lidegaard 2012b) 

Design Women 
years 

Population Risk factor 
 
P  + E   (vs no use) 

Results* 
 
                        Adjusted RR (95%CI) 

cohort 126.984 - all Danish 
women 
- 15-49 y 
- no malignant 
disease, 
cardiovascular 
disease or 
pregnancy 
 
14 251 063 
person years 
 

NET   + EE30-40µg  Myocardial 
infarction 

2.3 (1.3 to 3.9) 

460.559 LNG   + EE30-40µg 2.0 (1.6 to 2.5) 

453.536 NGM + EE30-40µg 1.3 (0.9 to 1.9) 

313.560 
695.603 

DSG   + EE 30-40µg 
EE 20µg 

2.1 (1.5 to 2.8) 
1.6 (1.1 to 2.1) 

1,318,962 
564.268 

GSD   + EE 30-40µg 
EE 20µg 

1.9 (1.6 to 2.3) 

1.2 (0.8 to 1.9) 

286.770 
23.056 

DRSP + EE 30-40µg 
EE 20µg 

1.7 (1.0 to 2.6) 
0.0 

187.145 CPA EE 30-40µg 1.47 (0.83–2.61) 

 COC with EE 50µg 
                 EE 30-40µg 
                 EE20µg 

3.73 (2.78 to 5.00) 
1.88 (1.66 to 2.13) 
1.40 (1.07 to 1.81) 
P<0.001 for trend 

4.748 Patch 0.0 

38.246 Vaginal ring 2.1 (0.7 to 6.5) 

*Adjusted for age, level of education, calendar year and risk factors 
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Grade 

Myocardial infarction risk increased with use of combined hormonal contraception 

Quality 
-  

Consistency 
- 

Directness 
-  

Imprecision 
- 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: low quality of evidence 

 

7.10.2. Progestogen only contraception 

 

The Danish retrospective cohort study of Lidegaard also examined the risk of myocardial infarction in 

users of progestogen-only methods.  No significant difference is apparent with  the mini-pill 

containing desogestrel, with the levonorgestrel intrauterine device and with the implant in 

comparison with no use of hormonal contraception.  Because the number of observation years is 

limited, a definitive conclusion is difficult (Lidegaard 2012b). 

 

A meta-analysis of six observational studies (Chaktoura 2012) found no increased incidence of 

myocardial infarction in women using progestogen-only contraception.  These findings were 

independent of the route of administration (implant, injectable or oral). The authors of this meta-

analysis concluded that on the basis of these limited findings, no definitive statement can be made. 

 

 

Grade 

Myocardial infarction risk not increased with use of progestogen only pill, implant or levonorgestrel-IUS 

Quality 
-  

Consistency 
- 

Directness 
-  

Imprecision 
-1 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: very low quality of evidence 

 

 

Current use of non-oral hormonal contraception vs no use 

(Lidegaard 2012b) 

Design Women-
years 

Population Risk factor 
 
P only vs no use 

Results* 
 
                        Adjusted RR (95%CI) 

cohort 29.185  - all Danish 
women 
- 15-49 y 
- no malignant 
disease, 
cardiovascular 
disease or 
pregnancy 

Oral desogestrel   
  

Myocardial 
infarction 

1.46 (0.55–3.90) 

24.954 
 

Implant 
 

2.14 (0.69–6.65) 

184.875 
 

LNG-IUD 1.02 (0.71–1.46) 

*Adjusted for age, level of education, calendar year and risk factors 
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7.11. Increased risk of stroke 

7.11.1. Combined hormonal contraception 

 

An older large meta-analysis of observational studies (N = 16, n = 1,101,199) shows an increased risk 

of stroke in women who use the contraceptive pill (OR: 1.92, 95% CI: 1.44-2.57). In the studies that 

specifically addressed the association with ischemic stroke, the risk was statistically significant (OR: 

2.74, 95% BI: 2.24 to 3.35), in the studies that examined haemorrhagic stroke, the association was 

not significant (OR: 1.30, 95% BI: 0.99-1.71). The authors questionthat a clear association exists 

between stroke and pill use, because a meta-analysis of 4 cohort studies (n = 1,086,093) in the study 

seemed to show no association between stroke and OC use, while a meta-analysis of 12 case-control 

studies (n = 15 106) found a clear association. We must be aware that the predominance of a large 

cohort study (which showed significantly less haemorrhagic stroke in pill users), representing more 

than 80% of the patients in the meta-analysis, could have influenced a number of outcomes (such as 

the findings from the separate analysis of cohort studies and related haemorrhagic stroke). 

Current users are at markedly increased risk, while those who have ‘ever’ taken the pill (no duration 

or time since last use specified) showed no increase risk of stroke.  

Both use of pills with 50 micrograms EE or more as the use of "sub-50" pills was associated with a 

higher risk of stroke.  The risk of second and third generation pills appeared similar.  

 Smoking and hypertension further increase the risk of stroke, but non-smoking and normotensive 

patients also had an increased stroke risk. (Chan 2004) 

 

Stroke: Use of combined oral contraceptives versus no use 
Chan 2004 

Design N/n Population Risk factor Results  

MA of 
observational 
studies 

N = 16 
n = 
1101199 

- 
observational  
studies 
reporting risk 
of stroke with 
data on use of 
contraceptives  

- ever use COC vs never use 
 
 
 
 
 

Stroke 
 

OR: 1.92 
95%CI: 1.44-2.57) 

Ischemic 
stroke 
 

OR: 2.74 
95%CI: 2.24-3.35) 

Haemorrhagic 
stroke 

OR: 1.30 
95%CI: 0.99-1.71) 

- current use COC vs never 
use 

Stroke OR: 1.99 
95%CI: 1.40-2.83) 

- previous use COC  vs 
never use 

OR: 1.21 
(95%CI:0.86-1.71) 

Current use 50 µg EE vs 
never use 

OR: 1.79 
(95%CI:1.39-2.30) 

- EE ≥ 50 µg EE vs no use 
 

OR: 1.77 
95%CI: 1.37-2.30) 

- smoking and  COC vs non-
smoking and COC  

OR: 3.50 
95%CI: 2.17-5.64) 

- non smoking and COC vs 
non smoking and no COC  

OR: 1.86 
95%CI: 1.46-2.37) 

- hypertension and COC vs 
no hypertension and no 
COC  

OR: 9.82 
95%CI: 6.97-13.84) 

- no hypertension and COC 
vs no hypertension and no 
COC  

OR: 2.06 
(95%CI:1.46-2.92) 
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A Danish retrospective cohort study included all Danish women, aged 15-49 without malignancies 

and cardiovascular disease and who were not pregnant, and followed them for 15 years.  The risk of 

myocardial infarction and thrombotic stroke was evaluated with the use of hormonal contraceptives 

versus no use. The risk of thrombotic stroke when no hormonal contraception was used, was 24.2 

per 100,000 person-years.  

All oral combination contraceptives were associated with an increased risk of thrombotic stroke 

compared with no use. There was no clear relationship between the dose of ethinylestradiol and the 

size of the risk.  

No significant difference was observed  (versus no use) with contraceptive pills with cyproterone, 

with the contraceptive patch and with drospirenone +20µg ethinylestradiol , however the number of 

observation years in these comparisons is (too) limited.  (Lidegaard 2012b) 

 

 

Grade 

Thrombotic stroke risk increased with use of combined hormonal contraception 

Quality 
-  

Consistency 
- 

Directness 
-  

Imprecision 
- 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: low quality of evidence 

 

7.11.2. Progestogen only contraception 

 

The Danish retrospective cohort study by Lidegaard also examined the risk of thrombotic stroke in 

users of progestogen-only methods. No significant difference is observed with the mini-pill 

containing desogestrel, with the levonorgestrel intrauterine device and with the implant in 

comparison with no use of hormonal contraception. The fact that the number of observation years is 

limited, makes a definitive conclusion difficult (Lidegaard 2012b). 

Stroke: Current use of non-oral hormonal contraception vs no use 
(Lidegaard 2012b) 

Design Women-
years 

Population Risk factor 
 
P  + E vs no use 

Results* 
 
                        Adjusted RR (95%CI) 

cohort 126.984 - all Danish 
women 
- 15-49 y 
- no 
malignant 
disease, 
cardiovascula
r disease or 
pregnancy 

NET   + EE30-40µg  
 

Thrombotic 
stroke 

2.2 (1.5 to 3.2) 

460.559 LNG   + EE30-40µg 1.7 (1.4 to 2.0) 

453.536 NGM + EE30-40µg 1.5 (1.2 to 1.9) 

313.560 
695.603 

DSG   + EE 30-40µg 
EE 20µg 

2.2 (1.8 to 2.7) 
1.5 (1.3 to 1.9) 

1,318,962 
564.268 

GSD   + EE 30-40µg 
EE 20µg 

 1.8 (1.6 to 2.0) 
1.7 (1.4 to 2.1) 

286.770 
23.056 

DRSP + EE 30-40µg 
EE 20µg 

 1.6 (1.2 to 2.2) 
0.9 (0.2 to 3.5) 

187.145 CPA EE 30-40µ  1.40 (0.97–2.03) 

 COC with EE 50µg 
                 EE 30-40µg 
                 EE20µg 

 1.97 (1.45 to 2.66) 
1.75 (1.61 to 1.92) 
1.60 (1.37 to 1.86) 
P=0.24 for trend 

4.748 Patch  3.2 (0.8 to 12.6) 

38.246 Vaginal ring  2.5 (1.4 to 4.4) 

*Adjusted for age, level of education, calendar year and risk factors 
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A meta-analysis of six observational studies (Chaktoura 2009) found no increased incidence of stroke 

in women using a progestogen-only preparation. These findings were independent of the route of 

administration (implant, injectable or oral). The authors of this meta-analysis concluded that no 

definitive statement can be made on the basis of these limited findings. 

 

Grade 

Thrombotic stroke risk not increased with use of progestogen-only pill, implant or levonorgestrel-IUS 

Quality 
-  

Consistency 
- 

Directness 
-  

Imprecision 
- 1 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: very low quality of evidence 

 

 

  

Stroke: Current use of non-oral hormonal contraception vs no use 
(Lidegaard 2012b) 

Design N/n 
Duration 

Population Risk factor 
 
P only vs no use 

Results* 
 
                       Adjusted RR (95%CI) 

cohort 29,185 
person 
years 

- all Danish 
women 
- 15-49 y 
- no malignant 
disease, 
cardiovascular 
disease or 
pregnancy 

Oral desogestrel   
 
  

Thrombotic 
stroke 

088 (0.71-2.63) 

24,954 
Women 
years 

Implant 
 
 

0.88 (0.28–2.72) 

184,875 
Women 
years 

LNG-IUD 0.73 (0.54–0.98) 

*Adjusted for age, level of education, calendar year and risk factors 
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7.12. Cardiovascular mortality 
 
Mortality data from the large British cohort study of Hannaford (see earlier in cancer incidence) does 

not give us a clear picture. In the entire cohort cardiovascular mortality was significantly lower 

among pill users, while in the general practitioner's cohort this was just significantly higher. The 

authors give no explanation. (Hannaford 2010)  

 

 

Cardiovascular mortality: Use of hormonal contraception versus no use 
Hannaford 2010 

Design N/n Population Risk factor Results* 

cohort  n = 46112 
Full cohort:    
1 197 181 
person years 
 
GP cohort 
579 752 
person years 

- women (18-
60 y, mean 
age at 
recruitment 
29), 
- married or in 
a stable 
relationship  
- follow-up 
39y 

- ever use 
hormonal 
contraception 
versus never 
use   

Cardiovascular mortality  
 

Full cohort: 
RR: 0.86 
95%CI: 0.77-0.96 
 
 
GP cohort 
RR 1.37 
95%CI: 1.07-1.75 

*adjusted for age, parity, smoking, and social class 
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7.13. Overall mortality 
 

The mortality data from Hannaford suggest that hormonal contraceptives could have a beneficial 

effect on mortality. In the entire cohort mortality (all causes) was significantly lower in pill users than 

among non-users (RR 0.88, 95% BI 0.82 to 0.93) in the general practitioners' cohort, this was not the 

case (Hannaford 2010). 

There was a large drop-out in this very long observational study (1/3 lost to follow-up). A bias may 

occur if a relationship exists between contraceptive use and mortality. The authors also mention the 

phenomenon of 'healthy survivorship': women with chronic diseases were not included in the cohort 

study. The studied cohort was healthier than the overall population.  

 

All cause mortality: Use of hormonal contraception versus no use 
Hannaford 2010 

Design N/n Population Risk factor Results* 

cohort  n = 46112 
Full cohort:    
1 197 181 
person years 
GP cohort 
579 752 
person years 

- women (18-
60 y, mean 
age at 
recruitment 
29), 
- married or in 
a stable 
relationship  
- follow-up 
39y 

- ever use 
hormonal 
contraception 
versus never 
use   

All cause mortality 
 

Full cohort: 
RR: 0.88 
95%CI: 0.82-0.93 

 
GP cohort 
RR 0.98 
95%CI: 0.88-1.10 

 

*adjusted for age, parity, smoking, and social class 

 

 

Grade 

All cause mortality decreased with use of combined hormonal contraception 

Quality 
-  

Consistency 
- 

Directness 
- 1 

Imprecision 
- 

Large effect? 
- 

Dose response? 
- 

Confounding? 
- 

Grade assessment: very low quality of evidence 
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8. Adverse events of hormonal contraceptives 
 

 

 
Source: Belgisch Centrum voor Farmacotherapeutische Informatie (BCFI),  

Federal Agency for Medicines and Health Products (FAMHP),  

European Medicines Agency (EMA),  

Meyler’s Side Effects of Drugs (15th edition),  

Martindale: The complete drug reference (36th edition),  

Farmacotherapeutisch Kompas  
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8.1. Adverse events of combined hormonal contraception 

(oestroprogestogens, CHCs) 

8.1.1. All combined preparations 

 
Attributed mainly to the oestrogen: 

- Nausea and vomiting 
- Headache, irritability, tiredness 
- Spotting 
- Oedema, painful breast engorgement 
- Abdominal pain 
- Enlargement of varices 

Other adverse events of oestrogens: 
- Water and salt retention with weight gain 
- Venous thromboembolism (e.g.: deep vein thrombosis, pulmonary embolism) 
- Increased tendency to develop gallstones with increased incidence of gallbladder disorders 
- Increase in volume of fibroids 
- Dysmenorrhoea and premenstrual syndrome 
- Vertigo 
- Skin rashes 
- Changes in libido 
- Endometrial hyperplasia 

 
Attributed mainly to the progestogen: 

- Depressed mood 
- Dyspareunia, reduced libido 
- Weight gain 
- Acne 
- Hypomenorrhoea 
 

Other 
- Cholestasis and jaundice  

(particularly in women who have had jaundice or pruritus in pregnancy in the past)  
- Benign liver tumours  

(rare but sometimes hazardous due to their high level of vascularisation, with a risk of peritoneal 
haemorrhage)  

- Reduced carbohydrate tolerance, not usually clinically significant 
- Effect on plasma lipids  

(varies depending on the product used, the dose and the route of administration; the clinical 
significance is unclear) 

- Disturbances in certain thyroid and adrenal function tests 
- Reversible increase in blood pressure 
- Amenorrhoea for more than 6 months after stopping the contraceptive  

(occurs more frequently if there were irregular periods beforehand) 
- Slight increase in the risk of stroke and myocardial infarction;  

this increase in risk depends on the dose (mainly the oestrogen dose), age (especially above 35 
years), the presence of cardiovascular risk factors and tobacco use;  
it has not been proven whether the risk of myocardial infarction is lower with third-generation 
contraceptives (containing desogestrel or gestodene) 

- Increased risk of deep vein thrombosis (and pulmonary embolism);  
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the risk increases with age, obesity, the presence of deep varices and a personal or family history 
of venous thromboembolism. It is generally assumed that this risk is higher where there is a high 
oestrogen content. The risk of venous thromboembolism is higher with third-generation 
contraceptives and contraceptives containing drospirenone than with second-generation 
contraceptives 

- Probably a slight increase in the risk of breast cancer  
(particularly among women under 35 years old) 

- Premature closure of the epiphyseal disks and arrested growth in children 
 

8.1.2. Combined preparations containing drospirenone 

 
Very common unwanted effects (occurring in more than 1% to 10% of cases) are low mood, 
headache, migraine, nausea, intermenstrual bleeding, breast tenderness, leukorrhoea and vaginal 
candidiasis. 
The following serious side-effects have been reported in women using combined preparations: 
arterial and venous thromboembolism, hypertension, liver tumours and chloasma. 
Conditions that may occur or may be exacerbated but where there is no clear proof of an association 
with the use of COCs are Crohn's disease, ulcerative colitis, epilepsy, uterine fibroids, porphyria, 
systemic lupus erythematosus, gestational herpes, Sydenham's chorea, haemolytic-uraemic 
syndrome and cholestatic jaundice. 
In women with congenital angioedema, exogenous oestrogens may precipitate or exacerbate 
symptoms of angioedema. 
Hyperkalaemia due to the anti-mineralocorticoid effect has been reported. 
 

8.1.3. Combined oral contraceptives containing estradiol 

 
Nomegestrol acetate + estradiol (Zoely®) 
The most common adverse events (seen in more than 1 in 10 users) are acne and changes in 
menstruation (e.g. delayed menstruation or irregular menstruation). Other frequently occurring 
unwanted effects are reduced libido, depression, mood swings, headache, migraine, nausea, 
abdominal pain, breast tenderness and weight gain. (source: EMA, EPAR on Zoely) 
 
Dienogest + estradiol, sequential preparation  (Qlaira ®) 
The following side effects have been associated with this preparation. 
Common adverse events (between 1 and 10 out of 100 users) are headache, abdominal pain, nausea, 
acne, irregular periods, breast tenderness, dysmenorrhoea and weight gain. 
Uncommon adverse events (between 1 and 10 in every 1000 users) are fungal vaginal infections, 
increased appetite, depression, emotional disturbance, sleeping problems, reduced interest in sex, 
mood swings, dizziness, migraine, hot flushes, high blood pressure, diarrhoea and vomiting, raised 
liver enzymes, alopecia, hyperhidrosis, itching, skin rash, muscle cramps, menorrhagia, mastodynia, 
cervical dysplasia, fibrocystic breast nodules, ovarian cysts, premenstrual syndrome, uterine fibroids, 
dyspareunia, tiredness, irritability and oedema. 
 

8.1.4. Transdermal oestroprogestogens (Evra®) 

 
Venous thrombosis (deep vein thrombosis and pulmonary embolism) particularly during the first year 
of use, and arterial thrombosis sometimes resulting in death. Particularly during the first few months 
of use, irregular vaginal blood loss. Breast sensitivity or tenderness, nipple discharge. Headache, 
migraine, change in libido, depressed mood. Nausea and vomiting. Changes in vaginal secretions. 
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Skin conditions such as rashes, erythema nodosum or multiforme and photosensitisation. Contact 
lens intolerance. Fluid retention, changes in body weight and hypersensitivity reactions. Irregular 
blood loss ('spotting' and breakthrough bleeding) and amenorrhoea, particularly on lower doses of 
oestrogen. Increases in Crohn's disease and increases in clinical manifestations of Dubin-Johnson 
syndrome and Rotor syndrome have been reported during use. Occasional (irreversible) melasma, 
particularly where there is a history of melasma gravidarum. Changes in serum lipid levels, including 
(occasionally persistent) hypertriglyceridaemia. 
Also common (1-10%): patch site reactions such as itch, erythema, sometimes reactions such as 
discoloration and hypersensitivity. 
 

8.1.5. Vaginal oestroprogestogens (Nuvaring®) 

 
Common (1-10%): Headache, migraine, depression, emotional lability, reduced libido. Lower 
abdominal pain, nausea, weight gain. Breast tenderness, ring related problems (e.g. expulsion, 
problems during coitus and sensation of a foreign body), dysmenorrhoea, leukorrhoea, 
uncomfortable sensation in the vagina, vaginitis. Acne. Uncommon (0.1-1%): genital pruritus, skin 
rash. Diarrhoea, vomiting. Cystitis, urinary tract infections. Cervicitis, fibroadenomas of the breast. 
Abdominal distension, back pain. 
 

8.1.6. Cyproterone + ethinylestradiol (Diane-35® etc.) 

 
The main adverse events are adynamia, depressed mood, reduced libido, headache, hot flushes, liver 
toxicity and thromboembolic events. 
Particularly during the first few months of use, irregular vaginal blood loss (spotting and 
breakthrough bleeding). Breast sensitivity or tenderness, nipple discharge. Migraine, nausea and 
vomiting. Changes in vaginal secretions. Skin conditions such as rashes, erythema nodosum or 
multiforme and photosensitisation. Occasionally melasma, particularly where there is a history of 
melasma gravidarum. Fluid retention, changes in body weight and hypersensitivity reactions. 
Exacerbation of Crohn's disease and increases in clinical manifestations of Dubin-Johnson syndrome 
and Rotor syndrome have been reported during use. 
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8.2. Adverse events of progestogen-only contraception 

8.2.1.  Mini pill (POP) 

- Disorders of lipid and carbohydrate metabolism 
- Nausea, vomiting and diarrhoea 
- Reduced libido 
- Headache, tiredness, tendency towards depression 
- Oedema, weight gain 
- Cholestatic jaundice and urticaria (rare) 
- Acne, seborrhoea, alopecia and hirsutism on derivatives with androgenic effects 

 

8.2.2. Depot injection (Depo-Provera® i.m.; Sayana® s.c.) 

Injection of medoxyprogesterone to prevent menstruation, often results in irregular blood loss 
(spotting) during treatment and amenorrhoea persisting for a long or short time after stopping 
treatment. 
A very common (>10%) unwanted effect is weight change. 
Common (1-10%) effects are anorgasmia, depression, emotional disturbance, reduced libido, mood 
changes, irritability, headache, abdominal pain, acne, amenorrhoea, mastodynia and 
menometrorrhagia. 
Long-term contraceptive effect. The median period of contraception for women who do conceive is 
ten months (4-31 months) after the last injection. 
 

8.2.3. Implant (Implanon®) 

When using etonogestrel s.c. changes will probably occur in the pattern of menstruation, which 
cannot be predicted beforehand. These include irregular periods (absent, less frequent, more 
frequent, constant) and changes in the intensity (heavier or lighter) and duration of periods. 
Amenorrhoea is reported by 1 in 5 women, while a further 1 in 5 women report repeated and/or 
long periods. Heavy periods are occasionally reported. In clinical studies, changes in the pattern of 
menstruation were the most common reason for stopping its use (approximately 11%). For many 
women, their pattern of menstruation during the first three months gives a good indication of the 
subsequent pattern. 
Very common side effects (> 1/10) are vaginal infections, headache, acne, breast sensitivity or 
tenderness and weight gain. 
 

8.2.4. Intra-uterine device (Mirena®) 

Side effects occur mainly during the first few months after insertion and decline afterwards.  
Very common (> 10%): uterine/vaginal bleeding ('spotting'), in 20%: oligomenorrhoea and 
amenorrhoea, benign ovarian cysts. Common (1-10%): abdominal pain, nausea, weight gain. 
Depressed mood, nervousness, reduced libido, headache. Acne. Back pain, pelvic pain, 
dysmenorrhoea, vaginal secretion, vulvovaginitis, breast sensitivity and tenderness, expulsion of the 
IUD. Uncommon (0.1-1%): mood swings, migraine, bloated sensation. Alopecia, hirsutism, pruritus, 
eczema. Pelvic inflammation, endometritis, cervicitis or pap smear normal, class II. Oedema. Rare 
(0.01-0.1%): rash, urticaria, uterine perforation (particularly at the time of insertion) which can cause 
inflammatory reactions. Microscopic endometrial polyps and cervical dysplasia have been reported. 
Occasionally, a brief period of loss of consciousness or slowing of the heart rate may occur when 
inserting or removing the IUD, and in epilepsy patients they may have a seizure. 
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8.3. Adverse events of emergency contraception (morning after pill) 
 

8.3.1. Levonorgestrel (Norlevo®, Postinor®) 

 
Very common side-effects (more than 10%) are dizziness, headache, nausea, lower abdominal pain, 
breast tightness, delayed menstruation or heavy periods and tiredness.  
Common unwanted effects (between 1 and 10%) are diarrhoea and vomiting. 
The side effects usually disappear within 48 hours after administration. Up to 30% of patients 
complain of spotting and irregular periods, and these symptoms can continue until the next period. 
 

8.3.2. Ulipristal (Ellaone®) 

 

The main unwanted effects of ulipristal are abdominal pain and menstrual disturbances. Common 
side effects (>1/100 to <1/10) are headache, dizziness, mood disturbances, nausea, vomiting, 
myalgia, back pain, breast sensitivity and tiredness. 
Due to its affinity for corticosteroid receptors, ulipristal is not recommended for women with asthma 
which is severe and not adequately controlled by an oral corticosteroid. The effectiveness of ulipristal 
may be reduced if used concomitantly with CYP3A4 inducers or gastric acid secretion inhibitors. 
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SECTION A: Introduction

Contraceptive choice

Many factors determine the method of contraception a person chooses to use. Provided a

woman or man is medically eligible to use a particular method, she or he should be free to

choose the method which is most acceptable. To be effective, contraception must be used

correctly and consistently, and for the long-acting methods (such as intrauterine devices) to

be cost-effective, continuation rates must be high. Effective and continued use of a method is

directly related to its acceptability to the user.

Women and men should be given accurate information about all methods for which they are

medically eligible and helped to decide which might best suit their needs. Health professionals

who give advice about contraception should be competent to give information about the

efficacy, risks and side-effects, advantages and disadvantages, and non-contraceptive

benefits of all available methods.

What are the Medical Eligibility Criteria?

Most contraceptive users are medically fit and can use any available contraceptive method

safely. However, some medical conditions are associated with theoretical increased health

risks when certain contraceptives are used, either because the method adversely affects the

condition or because the condition, or its treatment, affects the contraceptive. For example the

combined oral contraceptive pill may increase the risk of a woman with diabetes developing

cardiovascular complications, while some anticonvulsants interfere with the efficacy of oral

contraceptives. Since most trials of new contraceptive methods deliberately exclude subjects

with chronic medical conditions, there is little direct evidence on which to base sound

prescribing advice.
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A set of internationally agreed norms for providing contraception to women and men with a

range of medical conditions which may contraindicate one or more contraceptive methods

was developed by TheWorld Health Organisation (WHO).TheWHO Medical Eligibility Criteria

for Contraceptive Use (WHOMEC), third edition was published in 20041 and updated in 2008.2

The WHO anticipated that the medical eligibility criteria would be used by international

organisations for updating or developing their own contraceptive guidelines in line with

national health policies, needs, priorities and resources.

The eligibility criteria are aimed to be used when contraceptive methods are used primarily

for contraceptive purposes and not for other uses alone (eg. the management of

menorrhagia) as the risk benefit profile may differ. Criteria relate to the SAFETY (in terms of

direct health risks) of using a contraceptive method by women with certain medical conditions

or using certain drugs.

The UK Medical Eligibility Criteria

The first UK Medical Eligibility Criteria (UKMEC)3 was published in 2006 with a grant from the

Department of Health (England).The document was widely distributed to clinicians throughout

the United Kingdom with funding from the Department of Health (England), the Scottish

Executive (Scotland) and the Faculty of Sexual and Reproductive Health (FSRH). The

UKMEC was adapted fromWHOMEC (third edition) using a formal consensus process, which

was led by the Clinical Effectiveness Unit of the Faculty of Sexual and Reproductive Health

(FSRH).4 Formal consensus was used with the aim of making the best use of published

evidence and to capture the collective knowledge of experts in the field of sexual and

reproductive health and allied specialities.

UKMEC (2009) supersedes the first version (2006) and has taken account of new evidence

including the WHOMEC (fourth edition).2 This UKMEC update was guided by anonymous

scoring and informal consensus at a face-to-face Consensus Group meeting where evidence

and opinion could be openly discussed. The changes in UKMEC (second edition) are

summarised and highlighted at the end of Section A.
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Development Group Expert Consensus Group (2009)

Ms Lisa Allerton Ms Toni Belfield
Dr Susan Brechin Dr Alyson Elliman†

Professor Anna Glasier Professor Phil Hannaford
(Chair of Expert Consensus Group) Ms Lynn Hearton

Dr Meera Kishen
Dr Ali Kubba
Dr Diana Mansour
Ms Shelley Mehigan
Dr Jane Thomas
Ms Sue Ward
Dr Anne Webb

†Dr Alyson Elliman was not present at the face-to-face Consensus Group meeting but provided input verbally and with written

comments before and after the meeting.

Also present at the Consensus Group meeting but not involved in the final consensus decision

on UKMEC Categories were: Dr Connie Smith (member ofWHOMEC Expert Group); Dr Janet

Nooney and Dr Kersti Oselin (Medicine and Healthcare products Regulatory Agency); Ms

Amy Harvey (British National Formulary) and Ms Julie Craik (Faculty of Sexual and

Reproductive Healthcare Clinical Effectiveness Unit).

How to use this document

The chapters in this document (Section B) list the UK categories given for all methods of

contraception currently, or soon to be, available in the UK. The classification system

(Categories 1 to 4) is used for all hormonal methods, intrauterine devices (copper IUD and

levonorgestrel IUD), emergency contraception and barrier methods (Table A). As noted

previously this classification system refers to contraceptive methods being used for

contraceptive purposes and not for other indications where the eligibility criteria may differ.

Each UK category should be considered separately (it is NOT appropriate to consider

Category 1 and 2 safe and 3 and 4 unsafe). The definitions for each category are summarised

in Table A. When an individual has multiple conditions all scoring UKMEC 3, use of the

contraceptive may pose an unacceptable risk.
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A UK Category 1 indicates that there is no restriction for use. A UK Category 2 indicates that

the method can generally be used, but more careful follow-up may be required.

A contraceptive method with a UK Category 3 can be used, however this may require expert

clinical judgement and/or referral to a specialist contraceptive provider, since use of the

method is not usually recommended unless other methods are not available or not

acceptable. A UK Category 4 indicates that use poses an unacceptable health risk.

Table A: Definitions of UK categories

Fertility awareness based methods (Table B) and male and female sterilisation (Table C) are

classified differently.This is based on: whether it is acceptable to use the method (A); whether extra

precautions, preparations or counselling are required (C); or whether use of the method should be

delayed until circumstances change, for example until breastfeeding stops (D). For sterilisation a

fourth category (S) denotes that special arrangements should be made for the procedure.

UKMEC

1

2

3

4

Definition of category

A condition for which there is no restriction for the
use of the contraceptive method

A condition where the advantages of using the method
generally outweigh the theoretical or proven risks

A condition where the theoretical or proven risks
usually outweigh the advantages of using the method.
The provision of a method requires expert clinical
judgement and/or referral to a specialist contraceptive
provider, since use of the method is not usually
recommended unless other more appropriate methods
are not available or not acceptable

A condition which represents an unacceptable health
risk if the contraceptive method is used
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Table B: Definitions of UK categories for Fertility awareness based methods

Fertility awareness based methods (FAB)

Table C: Definitions of UK categories for Male and Female Sterilisation

Section B includes individual sections of UK categories for groups of contraceptives:

combined hormonal methods (combined oral contraceptive pill, patch and vaginal ring);

progestogen-only methods (pills, injectables and implants); intrauterine devices (copper IUD

and levonorgestrel IUD); sterilisation (male and female); emergency contraception (oral

progestogen-only and copper IUD); barrier methods (male and female condoms, diaphragms

and cervical caps); and fertility awareness based methods (cervical mucus assessment

method and devices for measuring hormones).

Use of the method should be delayed until the condition is
evaluated or changes. Alternative temporary methods of
contraception should be offered.

A

C

D

Accept

Caution

Delay

There is no medical reason to deny the particular FAB method to
a woman in this circumstance.

The method is normally provided in a routine setting, but with
extra preparation and precautions. For FAB methods, this usually
means that special counselling may be needed to ensure correct
use of the method by a woman in this circumstance.

Fertility awareness based methods (FAB)

The procedure should be undertaken in a setting with an
experienced surgeon and staff, equipment needed to provide
general anaesthesia, and other back-up medical support. For
these conditions, the capacity to decide on the most appropriate
procedure and anaesthesia method is also needed. Alternative
temporary methods of contraception should be provided, if
referral is required or there is otherwise any delay.

The procedure is delayed until the condition is evaluated,
treated and/or changes. Alternative temporary methods of
contraception should be provided.

C

D

Accept

Caution

Delay

There is no medical reason to deny sterilisation to a person with
this condition.

The procedure is normally conducted in a routine setting, but
with extra preparation, precautions and counselling.

Sterilisation

S Special

A

UK Category

UK Category
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In some cases initiation of a contraceptive method (I) and continuation of the method (C)

are distinguished and classified differently (Table D).

Table D: Initiation and continuation of a contraceptive method by women with a

medical condition

Initiation (I)

The duration of use of a method of contraception prior to the onset of a new medical condition

may influence decisions regarding continued use. However, there is no set duration and

clinical judgement will be required.

In the section tables the first column indicates the CONDITION. Each condition is defined as

representing either an individual’s characteristics (e.g. age, history of pregnancy) or a known

pre-existing medical condition (e.g. diabetes, hypertension). Some conditions are subdivided

to differentiate between varying degrees of the condition (e.g. migraine with or without aura).

The second column classifies the condition into one of the four CATEGORIES (1 to 4, or A,

C, D, or S).

For some conditions the third column is used to provide CLARIFICATION or to make

comment on the EVIDENCE for the recommendation (Table E).

At the end of each method section additional comments can be found. References are listed

at the end of each chapter.

Starting a method of contraception by a woman with a
specific medical condition.

Continuing with the method already being used by a woman
who develops a new medical condition.

Initiation (I)

Continuation (C)
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Table E: Example of Tables in UKMEC

TYPE OF CONTRACEPTIVE

CONDITION CATEGORY CLARIFICATIONS / EVIDENCE

I = Initiation or C = Continuation

eg Diabetes Category 1, 2, 3 or 4 Clarifications and evidence regarding
the classification

Category A,C,D and S

NA (not applicable) denotes
a condition for which a
ranking was not given but for
which clarifications have
been provided.

The summary sheets at the end of the document list the most common reversible methods of

contraception, conditions and categories, and can be used as a quick reference in the clinic

setting. In addition, these sheets and UK Category definitions are reproduced in a pull out

section which can be used for photocopying and distribution in your own clinical setting.

In developing the fourth edition of WHOMEC a number of multinational expert groups were

convened to review evidence in relation to liver diseases (viral hepatitis, cirrhosis and

tumours), systemic lupus erythematosus, gestational trophoblastic disease and drug

interactions. The categories given by WHO have been accepted in this UKMEC update.

A summary of these and other changes in the UKMEC 2009 from the previous edition are

summarised on pages eleven to fourteen. The UKMEC should be used as a guide to safe use

of contraception however, this should not replace clinical judgment and evaluation in individual

situations.
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Commonly used abbreviations

AIDS Acquired immune deficiency syndrome
BMI Body mass index
CHC Combined hormonal contraception
COC Combined oral contraception
Cu-IUD Copper intrauterine device
DMPA Depot medroxyprogesterone acetate
DVT Deep vein thrombosis
EE Ethinylestradiol
HIV Human immunodeficiency virus
IMP Implant (progestogen-only)
LNG-IUD Levonorgestrel releasing intrauterine device
NET-EN Norethisterone enantate
PE Pulmonary embolism
PID Pelvic inflammatory disease
POC Progestogen-only contraception
POEC Progestogen-only emergency contraception
POP Progestogen-only pill
STI Sexually transmitted infection
SLE Systemic lupus erythematosus
VTE Venous thromboembolism
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COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

*See also additional comments at end of section

PREGNANCY

AGE*

a) Menarche to <40 years
b) ≥40 years
PARITY

a) Nulliparous
b) Parous

BREASTFEEDING*
a) <6 weeks postpartum

b) ≥6 weeks to
<6 months
postpartum (fully or
almost fully
breastfeeding)

c) ≥6 weeks to
<6 months
postpartum (partial
breastfeeding medium
to minimal)

d) ≥6 months postpartum
POSTPARTUM*
(in non-breastfeeding
women)

a) <21 days
b) ≥21 days

NA

1
2

1
1

4

3

2

1

3
1

Clarification: Use is not required. There is no known harm to the
woman, the course of her pregnancy, or the fetus if accidentally
used during pregnancy.

Clarification: Guidance from the FSRH supports use of CHC up
to age 50 years if there are no medical contraindications to use.1

Clarification: Use of combined hormonal methods <6 weeks
postpartum has a detrimental effect on breastmilk volume.2

Evidence on the effect of combined hormonal contraception on
breastmilk quality or quantity >6 weeks postpartum is poor but
there appears to be no effect on infant growth. Combined
hormonal methods can be used safely but are unlikely to be
required if women are fully or almost fully breastfeeding,
amenorrhoeic and <6 months postpartum.2

Definition: Full and almost fully breastfeeding includes exclusive
with no other liquids or solids given; almost exclusive: vitamins,
water or juice given infrequently in addition to breastfeeds; or
partial (high) breastfeeding where the vast majority of feeds are
breastfeeds.

Partial or token breastfeeding includes: Medium - about half feeds
are breastfeeds; Low - vast majority of feeds are not breastfeeds;
Minimal - occasional irregular breastfeeds cannot be relied upon
as a contraceptive method.3

Clarification: This includes any births, including stillbirths from
24 weeks gestation

PERSONAL CHARACTERISTICS AND REPRODUCTIVE HISTORY

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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CARDIOVASCULAR DISEASE

When multiple risk factors exist, risk of cardiovascular disease
may increase substantially.

18 Combined Hormonal Contraceptives

COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

POST-ABORTION

a) First trimester

b) Second trimester

c) Immediate post-septic
abortion

PAST ECTOPIC
PREGNANCY*
HISTORY OF
PELVIC SURGERY
SMOKING

a) Age <35 years

b) Age ≥35 years

(i) <15 cigarettes/day

(ii) ≥15 cigarettes/day
(iii) stopped smoking <1

year ago

(iv) stopped smoking ≥1
year ago

OBESITY

a) ≥30 - 34 kg/m2 body
mass index

b) ≥35 kg/m2 body
mass index

1

1

1

1

1

2

3

4

3

2

2

3

Clarification: includes induced and spontaneous abortion
<24 weeks gestation.
Combined hormonal methods may be started immediately
following surgical abortion or after the second part of a medical
abortion.

COC users who smoke are at an increased risk of cardiovascular
disease (in particular myocardial infarction) compared to COC
users who do not smoke.4-11

The risk of myocardial infarction increases as the number of
cigarettes smoked increases. COC users who smoke >15
cigarettes per day (so called heavy smokers) have the greatest
increase in risk of myocardial infarction.9-11

The 35 year age cut off is identified because any excess mortality
associated with smoking is only apparent from this age. The
mortality rate from all causes (including cancers) decreases to
that of a non-smoker within 20 years of smoking cessation. The
cardiovascular disease risk associated with smoking decreases
within one to five years of smoking cessation.11-13

The absolute risk of venous thromboembolism (VTE) in the
women of reproductive age is low. The relative risk of VTE
increases with combined hormonal contraceptive use.
Nevertheless, the absolute risk of VTE in combined hormonal
contraceptive users is still low. The risk of VTE rises as BMI
increases over 30 and rises further with BMI over 35. Use of
CHC raises this inherent increased risk further.15-20

3/4

*See also additional comments at end of section

MULTIPLE RISK
FACTORS FOR
CARDIOVASCULAR
DISEASE (such as older
age, smoking, diabetes,
hypertension & obesity)

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

a) Adequately controlled
hypertension

b) Consistently elevated
blood pressure levels
(properly taken
measurements)

(i) systolic >140 to 159
mmHg or diastolic >90
to 94mmHg

(ii) systolic ≥160 or
diastolic ≥95 mmHg

c) Vascular disease

HISTORY OF HIGH
BLOOD PRESSURE
DURING PREGNANCY
(where current blood
pressure normal)

3

3

4

4

2

Clarification:Women adequately treated for hypertension are at
reduced risk of acute myocardial infarction and stroke compared
to untreated women. Although there are no data, COC users with
adequately controlled and monitored hypertension should be at
reduced risk of acute myocardial infarction and stroke compared
with untreated hypertensive COC users. Guidelines from the
British Hypertension Society suggest that although estrogen-
containing contraception may be used for women with adequately
controlled BP other methods may be more suitable.21

Evidence: Among women with hypertension, COC users were at
increased risk of stroke, acute myocardial infarction, and
peripheral arterial disease compared with non-users.5,6,9,23-42

Clarification: Anti-hypertensive therapy may be initiated when
the BP is consistently 160/100 mmHg or greater.21 Decisions
about the initiation or continued use of combined hormonal
contraception should be made at lower BP levels, and alternative
contraception may be advised.
Clarification: Vascular disease includes: coronary heart disease
presenting with angina; peripheral vascular disease presenting
with intermittent claudication; hypertensive retinopathy; and
transient ischaemic attacks.

Evidence:Women with a history of gestational hypertension have
a very small increase in the absolute risk of myocardial infarction
and venous thromboembolism and use of COC increases this risk
further. 9,16,28-30,43-48

HYPERTENSION*
For all categories of hypertension, classifications are based on the assumption that no other risk factors for
cardiovascular disease exist. When multiple risk factors do exist, risk of cardiovascular disease may increase
substantially. A single reading of blood pressure level is not sufficient to classify a woman as hypertensive. If
elevated, the BP should be re-assessed at the end of the consultation. If blood pressure is increased it should
be re-assessed on at least two subsequent clinic visits at monthly intervals.21,22

*See also additional comments at end of section

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

VENOUS
THROMBOEMBOLISM
(VTE)*

a) History of VTE

b) Current VTE (on
anticoagulants)

c) Family history of VTE
(i) first-degree relative
age <45 years

(ii) first-degree relative
age ≥45 years

d) Major surgery
(i) with prolonged

immobilisation

(ii) without prolonged
immobilisation

e) Minor surgery without
immobilisation

f) Immobility
(unrelated to
surgery) e.g.
wheelchair use,
debilitating illness

KNOWNTHROMBOGENIC
MUTATIONS
(e.g., Factor V Leiden,
Prothrombin mutation,
Protein S, Protein C, and
Antithrombin deficiencies)

SUPERFICIAL VENOUS
THROMBOSIS*

a) Varicose veins

b) Superficial
thrombophlebitis

CURRENT AND HISTORY
OF ISCHAEMIC HEART
DISEASE*

4

4

3

2

4

2

1

3

4

1

2

4

Venous thromboembolism includes deep vein thrombosis and
pulmonary embolism.

A family history of VTE may alert clinicians to women who may
have an increased risk themselves but alone cannot identify with
certainty an underlying thrombophillia.49

Major surgery includes operations of >30 minutes duration.
Procedures with high risk of VTE include: general or orthopaedic
surgery, trauma and neurosurgery.50 CHC should be discontinued
at least 4 weeks prior to any major elective surgery and advice
given on appropriate alternative methods.

Minor surgery includes operations lasting <30 minutes. Varicose
vein surgery has a low risk of VTE.50

Immobility due to hospitalisation for acute trauma, acute illness,
or paralysis, is associated with a high risk of VTE. Continuation of
CHC should be reconsidered and alternative methods used until
mobile.

Clarification: Routine screening is not appropriate because of
the rarity of the conditions and the high cost of screening.51-53

*See also additional comments at end of section

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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Clarification: Routine screening is not appropriate because of the
rarity of the conditions and the high cost of screening. While some
types of hyperlipidaemias are risk factors for vascular disease, the
category should be assessed according to the type, its severity,
and the presence of other cardiovascular risk factors. Lipid levels
alone are poor predictors of risk of coronary heart disease. In the
UK screening and treatment are aimed towards those at greatest
risk of coronary heart disease, and this may also influence
hormonal contraceptive use. Risk categories will vary depending
on risk of premature coronary heart disease and the presence of
other risk factors.54

Common hypercholesterolaemia and Familial combined
hyperlipidaemia are associated with an increased risk of coronary
heart disease but usually this occurs over the age of 60 years.54

Familial hypercholesterolaemia (autosomal dominant) has a
prevalence of about 1 in 500. People with this condition have a
four-fold increase in the risk of premature coronary heart disease.54

Clarification: Valvular heart disease occurs when any of the four
heart valves are stenotic and/or incompetent (eg. aortic stenosis,
mitral regurgitation; tricuspid valve abnormalities; pulmonary
stenosis).55

Congenital heart disease includes Aortic stenosis; Atrial septal
defects; Atrio-ventricular septal defect; Cardiomyopathy
(hypertrophic or dilated); Coarctation of the Aorta; Complex
Transposition of the Great Arteries; Ebstein’s Anomaly;
Eisenmenger Syndrome: Patent Ductus Arteriosus; Pulmonary
Atresia; Pulmonary Stenosis; Tetralogy of Fallot; Total Anomalous
Pulmonary Venous Connection; Tricuspid Atresia; Truncus
Arteriosus; Ventricular Septal Defect.56

Surgical correction (prosthetic valve) and ongoing cardiac problems
should be taken into account when considering contraceptive use.
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COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

STROKE*
(history of cerebrovascular
accident, including TIA)

KNOWN
HYPERLIPIDAEMIAS*

VALVULAR AND
CONGENITAL HEART
DISEASE*

a) Uncomplicated

b) Complicated
(eg. with pulmonary
hypertension,atrial
fibrillation, history
of subacute bacterial
endocarditis)

4

2/3

2

4

*See also additional comments at end of section

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

HEADACHES*

a) Non-migrainous (mild or
severe)

b) Migraine without aura, at
any age

c) Migraine with aura, at
any age

d) Past history (≥5 years
ago) of migraine with
aura, any age

EPILEPSY

DEPRESSIVE
DISORDERS

VAGINAL BLEEDING
PATTERNS*
a) Irregular pattern without
heavy bleeding

b) Heavy or prolonged
bleeding (includes
regular and irregular
patterns)

I C

1 2

2 3

4 4

3

1

1

1

1

Headache is a common condition affecting women of
reproductive age. Few studies have specifically assessed
migraine in COC users. Classification depends on making an
accurate diagnosis of those severe headaches that are
migrainous and in addition those complicated by aura.
Symptoms of aura include: homonymous hemianopia, unilateral
paraesthesia and/or numbness; unilateral weakness and aphasia
or unclassifiable speech disorder. Visual symptoms progress from
fortification spectra (a starshaped figure near the point of fixation
with scintillating edges) to scotoma (a bright shape which
gradually increases in size). Flashing lights are not classified as
aura.
Aura occurs before the onset of headache.57

Migraine without aura does not increase the risk of ischaemic
stroke whilst migraine with aura does. Use of COC increases the
risk of stroke however, the absolute risk remains very low.
Women with migraine who use COC have a two to four fold
increase in the risk of stroke compared to those not using COC.57-59

See section on drug interactions.

Clarification: The classification is based on data for women with
selected depressive disorders. No data on bipolar disorder or
postpartum depression were available. There is a potential for
drug interactions between certain antidepressant medications and
hormonal contraceptives.
Evidence: COC use did not increase depressive symptoms in
women with depression compared to baseline or to non-users
with depression.60-61

Clarification: Unusually heavy bleeding should raise the
suspicion of a serious underlying condition.62-65

NEUROLOGIC CONDITIONS

DEPRESSIVE DISORDERS

BREAST AND REPRODUCTIVE TRACT CONDITIONS

*See also additional comments at end of section

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

UNEXPLAINED VAGINAL
BLEEDING*
(suspicious for serious
underlying condition)
Before evaluation
ENDOMETRIOSIS*
BENIGN OVARIAN
TUMOURS
(including cysts)
SEVERE
DYSMENORRHOEA

GESTATIONAL
TROPHOBLASTIC
DISEASE (GTD)

a) Decreasing or
undetectable β-hCG
levels

b) Persistently elevated
β-hCG levels or
malignant disease

CERVICAL ECTROPION*
CERVICAL
INTRAEPITHELIAL
NEOPLASIA (CIN)
CERVICAL CANCER*
(awaiting treatment)
BREAST DISEASE*
a) Undiagnosed mass

b) Benign breast disease

c) Family history of cancer

d) Carriers of known
gene mutations
associated with breast
cancer (eg. BRCA1)

e) Breast cancer
(i) current
(ii) past and no
evidence of current
disease for 5 years

2

1

1

1

1

1

1
2

2

I C
3 2

1

1

3

4
3

Clarification: If pregnancy or an underlying pathological
condition (such as pelvic malignancy) is suspected, it must be
evaluated and the category adjusted after evaluation.

Evidence: There was no increased risk of side-effects with COC
use among women with dysmenorrhoea compared to women not
using COCs. Some COC users had a reduction in pain and
bleeding.64-65

Clarification: Gestational trophoblastic disease includes
hydatidiform mole, invasive mole and placental site trophoblastic
tumour.

The use of a COC by women following evacuation of a molar
pregnancy does not increase the risk of post-molar trophoblastic
disease. Indeed there is some evidence that COC use by women
in this situation is associated with a more rapid regression in
serum β-hCG levels than in women not using a COC. 66-74

Advice should be sought from the specialist managing a woman’s
gestational trophoblastic disease as clinical guidelines vary within
the UK.

Evidence: Among women with persistent human papilloma virus
infection, long-term COC use (≥ 8 years) may increase the risk of
carcinoma in situ and invasive carcinoma.75,76

Clarification: Evaluation should be pursued as early as possible.

Evidence: Among COC users with a family history of breast
cancer, there was no increased risk of breast cancer compared
with non-COC users with a family history of breast cancer.77-85

Among women with BRCA1 mutations, COC users may have
a small increased risk of breast cancer compared with non-
users.86-88

*See also additional comments at end of section

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

1
1

1

1

1

1

1
1

1

1

1

1

1

Evidence: Evidence suggests that there may be an increased
risk of chlamydial cervicitis among COC users at high risk of
STIs. For other STIs, there is either evidence of no association
between COC use and STI acquisition or insufficient evidence
from which to draw any conclusions.89-165

Evidence: Overall, evidence is inconsistent regarding whether or
not there is any increased risk of HIV acquisition among COC
users compared with non-users.

HIV/AIDS

ENDOMETRIAL CANCER*
OVARIAN CANCER*
UTERINE FIBROIDS*

a) Without distortion of the
uterine cavity

b) With distortion of the
uterine cavity

PELVIC INFLAMMATORY
DISEASE (PID)*

a) Past PID (assuming no
current risk factors for
STIs)

b) PID Current
SEXUALLY
TRANSMITTED
INFECTIONS (STIs*)

a) Chlamydial infection
i) Symptomatic
ii) Asymptomatic

b) Current purulent
cervicitis or gonorrhoea

c) Other STIs (excluding
HIV and hepatitis)

d) Vaginitis (including
Trichomonas vaginalis
and bacterial
vaginosis)

e) Increased risk of STIs

HIGH RISK OF HIV*

*See also additional comments at end of section

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used



2009

Combined Hormonal Contraceptives 25

COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

1

1-3

2

1

1

1

1

1

See section on drug interactions.

See section on drug interactions.

Evidence: Among women with uncomplicated schistosomiasis,
COC use had no adverse effects on liver function.166-173

See section on drug interactions.

See section on drug interactions.

HIV-INFECTED

a) Not using anti-retroviral
therapy

b) Using anti-retroviral
therapy

AIDS (using antiretrovirals)

OTHER INFECTIONS

SCHISTOSOMIASIS

a) Uncomplicated

b) Fibrosis of liver
(if severe, see cirrhosis)

TUBERCULOSIS

a) Non-pelvic

b) Known pelvic

MALARIA
*See also additional comments at end of section

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

DIABETES*

a) History of gestational
diabetes

b) Non-vascular disease

(i) non-insulin
dependent

(ii) insulin dependent

c) Nephropathy/
retinopathy/neuropathy

d) Other vascular disease

THYROID DISORDERS

a) Simple goitre

b) Hyperthyroid

c) Hypothyroid

GALL-BLADDER
DISEASE*

a) Symptomatic

(i) treated by
cholecystectomy

(ii) medically treated

(iii) current

b) Asymptomatic

HISTORY OF
CHOLESTASIS*

a) Pregnancy-related

b) Past COC-related

VIRAL HEPATITIS*

a) Acute or flare

b) Carrier

c) Chronic

CIRRHOSIS*

a) Mild (compensated
without complications)

b) Severe
(decompensated)

1

2

2

3/4

3/4

1

1

1

2

3

3

2

2

3

I C

3/4 2

1 1

1 1

1

4

Clarification: The category should be assessed according to the
severity of the condition.

The use of CHCs is not considered to exacerbate viral hepatitis.
For carriers of viral hepatitis it appears that hormonal
contraceptive use does not trigger liver failure or severe
dysfunction. Acute or flare: this category should be assessed
on the severity of the condition.175-180

Clarification:Severe (decompensated) cirrhosis: development of
major complications (such as ascites, jaundice, encephalopathy,
or gastrointestinal haemorrhage).181

ENDOCRINE CONDITIONS

GASTROINTESTINAL CONDITIONS

*See also additional comments at end of section

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

LIVER TUMOURS*
a) Benign
(i) Focal nodular

hyperplasia
(ii) Hepatocellular

(adenoma)
b) Malignant (hepatoma)

INFLAMMATORY
BOWEL DISEASE
(includes Crohn’s disease
and ulcerative colitis)

THALASSAEMIA*
SICKLE CELL DISEASE
IRON-DEFICIENCY
ANAEMIA*

a) Primary
b) Secondary
(i) without lupus

anticoagulant
(ii) with lupus

anticoagulant

SYSTEMIC LUPUS
ERYTHEMATOSUS

a) Positive (or unknown)
antiphospholipid
antibodies

b) Severe
thrombocytopenia

c) Immunosuppressive

d) None of the above

2

4

4

2

1
2
1

1

2

4

4

2

2

2

CHCs do not appear to influence either resolution or progression
of liver lesions. No evidence concerning the use of CHCs in those
with malignant disease was found.182-183

Continuation may need to be reviewed if the woman has an acute
exacerbation, acute surgery or prolonged immobilisation (see
section on VTE).184 Absorption of oral contraception may be
reduced if there is severe malabsorption due to small bowel
involvement, but is unaffected by colectomy and ileostomy.

Clarification: Primary Raynaud’s is not a contraindication to use
of combined hormonal contraception. Secondary Raynaud’s has
an underlying cause such as scleroderma, rheumatoid arthritis,
systemic lupus erythematosus. Systemic lupus erythematosus
causes a tendency for increased coagulation if lupus
anticoagulant is present.1,185-189

People with systemic lupus erythematosus are at an increased
risk of ischaemic heart disease, stroke and venous
thromboembolism. Categories are based on the assumption that
no other risk factors for cardiovascular disease are present;
these must be modified in the presence of such risk factors.190-203

ANAEMIAS

RHEUMATIC DISEASES

*See also additional comments at end of section

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used

RAYNAUD’S DISEASE*
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COMBINED HORMONAL
CONTRACEPTIVES (CHCs)
Combined oral
contraception (COC),
combined transdermal
patch and vaginal ring
CONDITION

These methods do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation

C=Continuation

CLARIFICATIONS/EVIDENCE- Most evidence available
relates to COC use. However, this evidence is also
applied to patch and ring use.

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used

DRUG INTERACTIONS

ANTIRETROVIRAL THERAPY:This section relates to the SAFETY of contraceptive use in women using
antiretrovirals. EFFECTIVENESS may be reduced and pregnancy itself may have a negative impact on
health for some women with certain medical conditions. 204−217

Antiretroviral therapy and hormonal contraception: Antiretroviral
drugs have the potential to either decrease or increase the bioavailability
of steroid hormones in hormonal contraceptives. Limited data suggest
potential drug interactions between many antiretroviral drugs (particularly
some non-nucleoside reverse transcriptase inhibitors and ritonavir-
boosted protease inhibitors) and hormonal contraceptives. These
interactions may alter the safety and effectiveness of both the hormonal
contraceptive and the antiretroviral drug. Thus, if a woman on
antiretroviral treatment decides to initiate or continue combined
hormonal contraceptive use, THE CONSISTENT USE OF CONDOMS
IS RECOMMENDED. This is for both preventing HIV transmission and to
compensate for any possible reduction in the effectiveness of the
hormonal contraceptive. When a COC is chosen, a preparation containing
a minimum of 30mcgs EE should be used but usually a dose of 50mcgs
EE is recommended.

a) Nucleoside reverse
transcriptase inhibitors

b) Non-nucleoside reverse
transcriptase inhibitors

c) Ritonavir-boosted
protease inhibitors

1

2

3

ANTICONVULSANT THERAPY:This section relates to the SAFETY of contraceptive use in women using
anticonvulsants. EFFECTIVENESS may be reduced and pregnancy itself may have a negative impact on
health for some women with certain medical conditions. 218−255

a) Certain anticonvulsants
(phenytoin,
carbamazepine,
barbiturates, primidone,
topiramate,
oxcarbazepine)

b) Lamotrigine

3*

3*

Certain anticonvulsants and combined oral contraception:When a
COC is chosen, a preparation containing a minimum of 30mcgs EE
should be used. It is likely that interaction may reduce the effectiveness of
CHC. THE CONSISTENT USE OF CONDOMS IS RECOMMENDED*.
Use of other contraceptives should be encouraged for women who
are long-term users of any of these anticonvulsant drugs. Use of
DMPA is a Category 1 because its effectiveness is NOT decreased by the
use of certain anticonvulsants. Lamotrigine:When a COC is chosen, a
preparation containing a minimum of 30mcgs EE should be used.
Anticonvulsant treatment regimens that combine lamotrigine and non-
enzyme inducing antiepileptic drugs (such as sodium valproate) do not
interact with COCs.

ANTIMICROBIAL THERAPY:This section relates to the SAFETY of contraceptive use in women using
antimicrobials. EFFECTIVENESS may be reduced and pregnancy itself may have a negative impact on
health for some women with certain medical conditions. 256−336

a) Broad spectrum
antibiotics

b) Antifungals
c) Antiparasitics
d) Rifampicin or rifabutin
therapy

1*

1
1
3*

There is intermediate level evidence that the contraceptive effectiveness
of COC is not affected by co-administration of most broad spectrum
antibiotics. Rifampicin or rifabutin therapy and combined oral
contraception:When a COC is chosen, a preparation containing a
minimum of 30mcgs EE should be used. If a woman on rifampicin or
rifabutin decides to use CHC THE CONSISTENT USE OF CONDOMS IS
RECOMMENDED*. Use of other contraceptives should be
encouraged for women who are long-term users of rifampicIn or
rifabutin. Use of DMPA is a Category 1 because its effectiveness is
unlikely to be decreased by the use of rifampicin or rifabutin.
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Additional comments

AGE
Menarche to <40 years: Theoretical concerns about the use of combined hormonal contraceptives among young
adolescents have not been substantiated.

≥40 years: The risk of cardiovascular disease increases with age and may also increase with combined hormonal
contraceptive use. In the absence of other adverse clinical conditions, combined hormonal contraceptives can be
used until menopause. Guidance suggests women can use combined methods until age 50 years if they have no
other medical contraindications.1

POSTPARTUM

<21 days: There is some theoretical concern regarding the association between combined hormonal contraceptive
use up to 3 weeks postpartum and risk of thrombosis in the mother. Blood coagulation and fibrinolysis are
essentially normalised by 3 weeks postpartum.

PAST ECTOPIC PREGNANCY
The risk of future ectopic pregnancy is increased among women who have had an ectopic pregnancy in the past.
Combined hormonal contraceptives provide protection against pregnancy in general, including ectopic gestation.

VENOUS THROMBOEMBOLISM (VTE)
Family history of VTE (first-degree relatives): Some conditions which increase the risk of VTE are heritable.
For some young women it may not yet be possible to exclude a family history of VTE as first-degree relatives may
still be aged under 45 years.

Major surgery: The degree of risk of VTE associated with major surgery varies depending on the length of time
that a woman is immobilised. There is no need to stop combined hormonal contraceptives prior to female surgical
sterilisation. Immobilisation due to non-surgical causes may increase risk of VTE.

SUPERFICIAL VENOUS THROMBOSIS
Varicose veins: Varicose veins are not risk factors for VTE.

HYPERTENSION, CURRENT AND HISTORY OF ISCHAEMIC HEART DISEASE, STROKE
Among women with these disorders, who are at increased risk of arterial thrombosis, the use of combined
hormonal contraceptives should be avoided.

KNOWN HYPERLIPIDAEMIAS
Lipid levels alone are poor predictors of risk of coronary heart disease (CHD).

VALVULAR HEART DISEASE
Among women with valvular heart disease, combined hormonal contraceptive use may further increase the risk of
arterial thrombosis; women with complicated valvular heart disease are at greatest risk.

CONGENITAL HEART DISEASE
Surgical correction, co-existing complications, and degree of cardiac disability will vary between individuals and
should be taken into account when considering contraceptive use.

UNEXPLAINED VAGINAL BLEEDING
There are no conditions that cause vaginal bleeding that will be worsened in the short term by use of combined
hormonal contraceptives.

ENDOMETRIOSIS
Combined hormonal contraceptives do not worsen, and may alleviate, the symptoms of endometriosis.

CERVICAL ECTROPION
Cervical ectropion is not a risk factor for cervical cancer, and there is no need for restriction of combined hormonal
contraceptive use.

CERVICAL CANCER (awaiting treatment)
There is some theoretical concern that combined hormonal contraceptive use may affect prognosis of the existing
disease.While awaiting treatment, women may use combined hormonal contraceptives.Treatment of this condition
may render a woman sterile.

BREAST DISEASE
Family history of breast cancer: Women with BRCA1 or BRCA2 mutations have a much higher baseline risk of
breast cancer than women who do not have these mutations. Most women with a family history of breast cancer
do not have these mutations. Known carriers may consider use of combined hormonal contraception.

Breast cancer: Breast cancer is a hormonally sensitive tumour, and the prognosis of women with current or recent
breast cancer may worsen with combined hormonal contraceptive use.

ENDOMETRIAL AND OVARIAN CANCER
COC use reduces the risk of developing endometrial cancer. While awaiting treatment, women may use COCs. In
general, treatment of this condition renders a woman sterile.

UTERINE FIBROIDS
No evidence CHCs affect growth of fibroids.
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STIs, HIGH RISK OF HIV, PELVIC INFLAMMATORY DISEASE (PID)
COCs may reduce the risk of PID among women with STIs, but do not protect against HIV or lower genital tract
STIs.

DIABETES
Although carbohydrate tolerance may change with combined hormonal contraceptive use, the major concerns are
vascular disease due to diabetes and additional risk of arterial thrombosis due to combined hormonal
contraceptive use.

GALL-BLADDER DISEASE
COCs may cause a small increased risk of gall-bladder disease. There is also concern that COCs may worsen
existing gall-bladder disease.

HISTORY OF CHOLESTASIS
Pregnancy-related: History of pregnancy-related cholestasis may predict an increased risk of developing COC-
associated cholestasis.

Past COC-related: History of COC-related cholestasis predicts an increased risk with subsequent COC use.

VIRAL HEPATITIS
COCs are metabolised by the liver, and their use may adversely affect women whose liver function is
compromised.

CIRRHOSIS
COCs are metabolised by the liver and their use may adversely affect women whose liver function is compromised.

LIVER TUMOURS
COCs are metabolised by the liver and their use may adversely affect women whose liver function is compromised.
In addition, COC use may enhance the growth of tumours.

INFLAMMATORY BOWEL DISEASE (IBD)
There is no evidence that women with IBD have an inherent increased risk of VTE. Risk of VTE may increase if
unwell, bed bound or undergoing acute surgery or with major surgery and prolonged immobilisation. Under these
circumstances the use of combined methods should be avoided and alternative methods used.

THALASSAEMIA
There is anecdotal evidence from countries where thalassaemia is prevalent that COC use does not worsen the
condition.

IRON-DEFICIENCY ANAEMIA
Combined hormonal contraceptive use may decrease menstrual blood loss.

RAYNAUD’S DISEASE
Combined hormonal methods may be used in ‘Primary’ disease but underlying cause of secondary disease may
influence safety of use.

DRUG INTERACTIONS
Generally safety of using combined hormonal methods is unaffected. Nevertheless use of liver enzyme inducing
medication may reduce contraceptive efficacy, increasing risk of unintended pregnancy. Contraceptive choice may
depend on the likely duration of use of concurrent medications and need for additional or alternative methods.
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

Progestogen-Only Contraceptives 47

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

PERSONAL CHARACTERISTICS AND REPRODUCTIVE HISTORY
PREGNANCY

AGE*
a) Menarche to <18 years

b) 18 to 45 years

c) >45 years

PARITY
a) Nulliparous
b) Parous

1

1

1

1
1

2

1

2

1
1

1

1

1

1
1

A guideline from the National Institute for Health
and Clinical Excellence recommends that
women should be informed that use of DMPA is
associated with a small reduction in bone
mineral density but this usually recovers after
discontinuation.3 Evidence for the long term
effects of DMPA on bone density in women aged
<18 years is lacking.

Evidence on long term fracture risk is sparse but
women choosing to continue DMPA use should
be reviewed every 2 years to assess individual
situations and to discuss the risks and
benefits.2,4,5 Women should be supported in their
choice of whether or not to continue. In women
aged <18 years DMPA can be used as a first-
line option after consideration of other methods.2

Women may continue DMPA use to age 50
years. 2

NA NA NA Clarification: If a progestogen-only
contraceptive is used accidentally during
pregnancy there appears to be no known harm
to the woman, the course of her pregnancy or to
the fetus, although for the progestogen-only
injectable this is perhaps less well documented.

*See also additional comments at end of section

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

BREASTFEEDING*
a) <6 weeks postpartum

b) ≥6 weeks to <6
months postpartum
(fully or almost fully
breastfeeding)

c) ≥6 weeks to <6 months
postpartum
(partial breastfeeding
medium to minimal)

d) ≥6 months postpartum

POSTPARTUM*
(in non-breastfeeding
women)
a) <21 days
b) ≥21 days
POST-ABORTION
a) First trimester

b) Second trimester

c) Immediate post-septic
abortion

1

1

1

1

1
1

1

1

1

2

1

1

1

1
1

1

1

1

1

1

1

1

1
1

1

1

1

Evidence: There is no evidence that POCs
have a detrimental effect on breast milk or infant
growth.7-31 FSRH suggest use before 6 weeks,
but ideally delay until Day 21.32,33

Women who are fully or almost fully
breastfeeding, amenorrhoeic and <6 months
postpartum can rely on lactational amenorrhoea
method (LAM) for contraception unless breast
feeding reduces or menstruation returns.
Definition: Fully and almost fully breastfeeding
includes exclusive with no other liquids or solids
given; almost exclusive: vitamins, water or juice
given infrequently in addition to breastfeeds;
partial (high) where the vast majority of feeds
are breastfeeds.

Definition: Partial or token breastfeeding:
Medium – about half feeds are breastfeeds
Low – vast majority of feeds are not breastfeeds
Minimal – occasional irregular breastfeeds33

Clarification: This includes any births, including
stillbirths from 24 weeks gestation

Clarification: Includes spontaneous or induced
abortion <24 weeks gestation. POCs can be
commenced immediately following surgical
abortion or following the second part of medical
abortion.34

Evidence: Limited evidence suggests that there
are no adverse side-effects when Norplant or
NET-EN are initiated after a first trimester
abortion.35-38

*See also additional comments at end of section

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used



2009SMOKING
a) Age <35 years
b) Age ≥35 years
(i) <15 cigarettes

per day
(ii) ≥15 cigarettes

per day
(iii) stopped smoking

<1 year ago
(iv) stopped smoking

≥1 year ago

OBESITY

a) ≥30 – 34 kg/m2 body
mass index

b) ≥35 kg/m2 body
mass index

Progestogen-Only Contraceptives 49

PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

1

1

1

1

1

1

All progestogen-only contraceptive methods
reduce the risk of pregnancy (intrauterine and
extrauterine). Methods which inhibit ovulation
may be preferred in women with previous
ectopic.

PAST ECTOPIC
PREGNANCY

HISTORY OF
PELVIC SURGERY

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

Progestogen-only contraceptive methods do not
appear to increase the risk of cardiovascular
disease even in smokers.39-42 The 35 year age
cut off is identified because any excess mortality
associated with smoking is only apparent from
this age.43 The mortality rate from all causes
(including cancers) decreases to that of a non-
smoker within 20 years of smoking cessation.
The cardiovascular disease risk associated with
smoking decreases within one to five years of
smoking cessation.42-45

Weight gain among women of reproductive age
is common. Studies provide conflicting evidence
regarding whether women are at increased risk
of weight gain with DMPA use.46-49 Results are
also conflicting with regard to whether or not
obese women are at an increased risk of weight
gain with DMPA relative to non-obese women
with DMPA use.50-53

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

*See also additional comments at end of section

MULTIPLE RISK
FACTORS FOR
CARDIOVASCULAR
DISEASE
(such as older age,
smoking, diabetes,
hypertension and obesity)

a) Adequately controlled
hypertension

b) Consistently elevated
blood pressure levels
(properly taken
measurements)
(i) systolic >140-159
mmHg or diastolic
>90-94 mmHg

(ii) systolic >160 or
diastolic >95 mmHg

c) Vascular disease*

HISTORY OF HIGH
BLOOD PRESSURE
DURING PREGNANCY
(where current blood
pressure is normal)

2

1

1

1

2

1

3

2

1

2

3

1

2

1

1

1

2

1

When multiple risk factors exist, risk of
cardiovascular disease may increase
substantially. The effects of DMPA and NET-EN
may persist for some time after discontinuation.

Clarification:Women adequately treated for
hypertension are at reduced risk of acute
myocardial infarction and stroke as compared
with untreated women. Although there are no
data, POC users with adequately controlled and
monitored hypertension should be at reduced
risk of acute myocardial infarction and stroke
compared with untreated hypertensive POC
users. Anti-hypertensive therapy may be
initiated when the BP is consistently of
160/100 mmHg or greater.55

Evidence: Limited evidence suggests that
among women with hypertension, those who
used POPs or progestogen-only injectables had
a small increased risk of cardiovascular events
compared with women who did not use these
methods.39

Clarification: Vascular disease includes:
coronary heart disease presenting with angina;
peripheral vascular disease presenting with
intermittent claudication; hypertensive
retinopathy; and transient ischaemic attacks.

CARDIOVASCULAR DISEASE

HYPERTENSION
For all categories of hypertension, classifications are based on the assumption that no other risk factors for
cardiovascular disease exist. When multiple risk factors do exist, risk of cardiovascular disease may increase
substantially. A single reading of blood pressure level is not sufficient to classify a woman as hypertensive. If
elevated, the BP should be re-assessed at the end of the consultation. If blood pressure is increased it should
be re-assessed on at least two subsequent clinic visits at monthly intervals.54,55

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

VENOUS
THROMBOEMBOLISM (VTE)
a) History of VTE

b) Current VTE (on
anticoagulants)

c) Family history of VTE
(i) first degree relative
age <45 years

(ii) first degree relative
age ≥45 years

d) Major surgery
(i) with prolonged
immobilisation

(ii) without prolonged
immobilisation

e) Minor surgery
without immobilisation

f) Immobility
(unrelated to
surgery) e.g.
wheelchair use,
debilitating illness

KNOWN
THROMBOGENIC
MUTATIONS
(e.g. Factor V Leiden,
Prothrombin mutation,
Protein S, Protein C, and
Antithrombin deficiencies)
SUPERFICIAL VENOUS
THROMBOSIS
a)Varicose veins
b)Superficial
thrombophlebitis

2

2

1

1

2

1

1

1

2

1
1

2

2

1

1

2

1

1

1

2

1
1

2

2

1

1

2

1

1

1

2

1
1

Venous thromboembolism includes deep vein
thrombosis and pulmonary embolism.

Evidence is limited on the risk of VTE with
progestogen-only contraceptives, however
existing evidence is reassuring.39,56,57,58

Major surgery includes operations of >30
minutes duration. Procedures with high risk of
VTE include: general or orthopaedic surgery,
trauma and neurosurgery.59

Minor surgery includes operations lasting <30
minutes. Varicose vein surgery has a low risk of
VTE.

Immobility due to hospitalisation for acute
trauma, acute illness, or paralysis, is associated
with a high risk of VTE.

Clarification: Routine screening is not
appropriate because of the rarity of the
conditions and the high cost of screening.60-62

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

*See also additional comments at end of section

CURRENT AND HISTORY
OF ISCHAEMIC HEART
DISEASE*

STROKE*
(history of cerebrovascular
accident, including
transient ischaemic attack)

KNOWN
HYPERLIPIDAEMIAS

I C
2 3

I C
2 3

2

3

3

2

I C
2 3

I C
2 3

2

The duration of use of POC in relation to the
onset of disease should be carefully considered
when deciding whether or not continuation of
the method is appropriate.

The duration of use of POC in relation to the
onset of disease should be carefully considered
when deciding whether or not continuation of
the method is appropriate.

Clarification: Routine screening is not
appropriate because of the rarity of the
conditions and the high cost of screening. While
some types of hyperlipidaemias are risk factors
for vascular disease, the category should be
assessed according to the type, its severity, and
the presence of other cardiovascular risk
factors. Lipid levels alone are poor predictors of
risk of coronary heart disease. In the UK
screening and treatment is aimed towards
those at greatest risk of coronary heart disease,
and this may also influence hormonal
contraceptive use. Risk categories will vary
depending on risk of premature coronary heart
disease and the presence of other risk factors.63

Common hypercholesterolaemia and Familial
combined hyperlipidaemia are associated with
an increased risk of coronary heart disease but
usually this occurs over the age of 60 years.63

Familial hypercholesterolaemia (autosomal
dominant) has a prevalence of about 1 in 500.
People with this condition have a four-fold
increase in the risk of premature coronary heart
disease.63

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

VALVULAR AND
CONGENITAL
HEART DISEASE
a) Uncomplicated

b) Complicated (eg.
pulmonary
hypertension, atrial
fibrillation, history of
subacute bacterial
endocarditis)

1

1

1

1

1

1

Clarification: Valvular heart disease occurs
when any heart valves are stenotic and/or
incompetent (eg. Aortic stenosis, mitral
regurgitation; tricuspid valve abnormalities;
pulmonary stenosis).64 Congenital heart disease:
Aortic stenosis; Atrial septal defects; Atrio-
ventricular septal defect; Cardiomyopathy
(hypertrophic or dilated); Coarctation of the
Aorta; Complex Transposition of the Great
Arteries; Ebstein’s Anomaly; Eisenmenger
Syndrome: Patent Ductus Arteriosus; Pulmonary
Atresia; Pulmonary Stenosis; Tetralogy of Fallot;
Total Anomalous Pulmonary Venous
Connection; Tricuspid Atresia; Truncus
Arteriosus; Ventricular Septal Defect.65 Surgical
correction (prosthetic valve) and ongoing cardiac
problems should be considered.

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

*See also additional comments at end of section

HEADACHES*
a) Non-migrainous (mild or
severe)

b) Migraine without aura,
at any age

c) Migraine with aura, at
any age

d) Past history (≥5 years
ago) of migraine with
aura, any age

EPILEPSY

DEPRESSIVE
DISORDERS

I C
1 1

1 2

2

2

1

1

I C
1 1

2 2

2

2

1

1

I C
1 1

2 2

2

2

1

1

Headache is a common condition affecting
women of reproductive age. Few studies have
specifically assessed migraine in progestogen-
only contraceptive users. Since there are no
studies comparing active progestogen-only
contraceptives with placebo, the true effect of
progestogen-only methods on migraine is not
clear. However, there is no evidence that the use
of progestogen-only contraception is associated
with an increased risk of ischaemic stroke.66

Classification depends on making an accurate
diagnosis of those severe headaches that are
migrainous and in addition those complicated by
aura. Symptoms of aura include:
homonymous hemianopia, unilateral
paraesthesia and/or numbness; unilateral
weakness and aphasia or unclassifiable speech
disorder. Visual symptoms progress from
fortification spectra (a starshaped figure near
the point of fixation with scintillating edges) to
scotoma (a bright shape which gradually
increases in size). Flashing lights are not
classified as aura. Aura occurs before the onset
of headache.67

See section on drug interactions.

Clarification: The classification is based on
data for women with selected depressive
disorders. No data on bipolar disorder or
postpartum depression were available. There is
a potential for drug interactions between certain
antidepressant medications and hormonal
contraceptives.
Evidence: Progestogen-only contraceptives do
not increase depressive symptoms in women
with depression compared to baseline.68-71

NEUROLOGIC CONDITIONS

DEPRESSIVE DISORDERS

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

*See also additional comments at end of table

VAGINAL BLEEDING
PATTERNS
a)Irregular pattern without
heavy bleeding

b)Heavy or prolonged
bleeding (includes
regular and irregular
patterns)

UNEXPLAINED VAGINAL
BLEEDING
(suspicious for serious
underlying condition)
Before evaluation
ENDOMETRIOSIS
BENIGN OVARIAN
TUMOURS
(including cysts)
SEVERE
DYSMENORRHOEA

GESTATIONAL
TROPHOBLASTIC
DISEASE (GTD)

a) Decreasing or
undetectable β-hCG
levels

b) Persistently elevated
β-hCG levels or
malignant
disease

CERVICAL ECTROPION
CERVICAL
INTRAEPITHELIAL
NEOPLASIA (CIN)

CERVICAL CANCER
(awaiting treatment)*

2

2

2

1
1

1

1

1

1
1

1

Bleeding patterns in women using progestogen-
only contraception are often altered particularly
in the initial months of use and may not settle
with time.73

Clarification: Unusually heavy bleeding should
raise the suspicion of a serious underlying
condition.72,73

Clarification: If pregnancy or an underlying
pathological condition (such as pelvic
malignancy) is suspected, it must be evaluated
and the category adjusted after evaluation.73

Clarification: Gestational trophoblastic disease
(GTD) includes hydatidiform mole, invasive mole
and placental site trophoblastic tumour.
Advice should be sought from the specialist
managing a woman’s gestational trophoblastic
disease as clinical guidelines vary within the UK.

Evidence: Among women with persistent HPV
infection, long-term DMPA use (≥5 years) may
increase the risk of carcinoma in situ and
invasive carcinoma.74

BREAST AND REPRODUCTIVE TRACT CONDITIONS

2

2

3

1
1

1

1

1

1

1

2

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used

2

2

3

1
1

1

1

1

1

2

2
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

*See also additional comments at end of section

2

1

1

2

4
3

1

1

1

1

1

1

2

1

1

2

4
3

1

1

1

1

1

1

2

1

1

2

4
3

1

1

1

1

1

1

Clarification: Evaluation should be pursued as
early as possible.

Breast cancer is a hormonally sensitive tumour
and therefore the prognosis of women with
current or recent breast cancer may worsen
with progestogen-only contraceptive use.

No evidence that progestogen-only
contraceptives influence the growth of uterine
fibroids.

BREAST DISEASE
a)Undiagnosed mass

b)Benign breast disease

c) Family history of breast
cancer

d)Carriers of known
gene mutations
associated with
breast cancer
( eg. BRCA1)

e)Breast cancer
(i) current
(ii) past and no evidence
of current disease
for 5 years

ENDOMETRIAL
CANCER*

OVARIAN CANCER*

UTERINE FIBROIDS

a) Without distortion of
the uterine cavity

b) With distortion of the
uterine cavity

PELVIC INFLAMMATORY
DISEASE (PID)*

a) Past PID (assuming no
current risk factors for
STIs)

b) Current PID

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

*See also additional comments at end of section

1
1
1

1

1

1

1

2

1-3

2

1

1

1

1

1

1
1
1

1

1

1

1

2

1-2

2

1

1

1

1

1

1
1
1

1

1

1

1

2

1-2

2

1

1

1

1

1

Evidence: Limited evidence suggests that there
may be an increased risk of chlamydial cervicitis
among DMPA users at high risk of STIs. For
other STIs, there is either evidence of no
association between DMPA use and STI
acquisition or too limited evidence to draw any
conclusions. There is no evidence for other
POCs.75-81

Evidence: Among women with uncomplicated
schistosomiasis, limited evidence showed that
DMPA use had no adverse effects on liver
function.82

See section on drug interactions.

Clarification: Doxycycline is increasingly used
in the treatment and prevention of malaria83

There is no interaction with POC.

SEXUALLY
TRANSMITTED
INFECTIONS (STIs*)
a) Chlamydial infection
i) Symptomatic
ii) Asymptomatic

b) Current purulent
cervicitis or
gonorrhoea

c) Other STIs (excluding
HIV and hepatitis)

d) Vaginitis (including
Trichomonas vaginalis
and bacterial vaginosis)

e) Increased risk of STIs

HIV/AIDS
HIGH RISK OF HIV*

HIV-INFECTED

a) Not using anti-
retroviral therapy

b) Using anti-retroviral
therapy

AIDS (using antiretrovirals)

SCHISTOSOMIASIS

a) Uncomplicated

b) Fibrosis of liver (if
severe, see cirrhosis)

TUBERCULOSIS

a) Non-pelvic

b) Known pelvic

MALARIA

OTHER INFECTIONS

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used

See section on drug interactions.

See section on drug interactions.
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

*See also additional comments at end of section

1

2

2

3

3

1
1
1

2

2
2
2

1
2

1
1
1

1

2

2

2

2

1
1
1

2

2
2
2

1
2

1
1
1

1

2

2

2

2

1
1
1

2

2
2
2

1
2

1
1
1

ENDOCRINE CONDITIONS

GASTROINTESTINAL CONDITIONS

DIABETES*

a) History of gestational
diabetes

b) Non-vascular disease

(i) non-insulin
dependent

(ii) insulin dependent

c) Nephropathy/
retinopathy/
neuropathy

d) Other vascular
disease

THYROID DISORDERS
a) Simple goitre
b) Hyperthyroid
c) Hypothyroid

GALL-BLADDER
DISEASE
a) Symptomatic
(i) treated by

cholecystectomy
(ii) medically treated
(iii) current

b) Asymptomatic
HISTORY OF
CHOLESTASIS*
a) Pregnancy-related
b) Past COC-related
VIRAL HEPATITIS*
a) Acute or flare
b) Carrier
c) Chronic

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

1

3

2

3

3

2

1

3

2

3

3

1

1

3

2

3

3

1

Clarification: Severe (decompensated)
cirrhosis: development of major complications
(ascites, jaundice, encephalopathy, or
gastrointestinal haemorrhage).84

Progestogen-only contraceptives do not appear
to influence either resolution or progression of
liver lesions. No evidence concerning the use of
Progestogen-only contraceptives in those with
malignant disease was found85.

Clarification: Oral methods may be less reliable
if there is significant malabsorption or small
bowel resection (particularly with Crohn’s
disease). Oral methods are unaffected by
colectomy and ileostomy.

Evidence: Among women with sickle cell
disease, POC use did not have adverse effects
on haematological parameters and, in some
studies, was beneficial with respect to clinical
symptoms.86-93

Clarification: Secondary Raynaud’s usually has
an underlying disease such as scleroderma,
rheumatoid arthritis, systemic lupus
erythematosus. Progesterone has little effect but
studies have not suggested an association with
progestogens and Raynaud’s.94-97

People with SLE are at an increased risk of
ischaemic heart disease, stroke and venous
thromboembolism. Categories are based on the
assumption that no other risk factors for
cardiovascular disease are present; these must
be modified in the presence of such risk
factors.98-100

CIRRHOSIS*
a) Mild (compensated
without complications)

b) Severe
(decompensated)

LIVER TUMOURS
a) Benign
i) Focal nodular
hyperplasia

ii) Hepatocellular
adenoma

b) Malignant (hepatoma)

INFLAMMATORY
BOWEL DISEASE*
(Includes Crohn’s
disease, ulcerative
colitis)

THALASSAEMIA

SICKLE CELL DISEASE

IRON-DEFICIENCY
ANAEMIA*

RAYNAUD’SDISEASE
a) Primary
b) Secondary
(i) without lupus
anticoagulant

(ii) with lupus
anticoagulant

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used

1

1

1

1

1

2

1

1

1

1

1

2

1

1

1

1

1

2

SYSTEMIC LUPUS
ERYTHEMATOSUS (SLE)
a) Positive (or unknown)
antiphospholipid antibodies

b) Severe thrombocytopenia
c) Immunosuppressive treatment
d) None of the above

3

2
2
2

3

2
2
2

C

3

2
2
2

I

3

3
2
2
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PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP

DRUG INTERACTIONS

ANTIRETROVIRAL THERAPY:This section relates to the SAFETY of contraceptive use in women using
these antiretrovirals. EFFECTIVENESS may be reduced and pregnancy itself may have a negative
impact on health for some women with certain medical conditions.

a) Nucleoside reverse
transcriptase inhibitors

b) Non-nucleoside
reverse transcriptase
inhibitors

c) Ritonavir-boosted
protease inhibitors

Antiretroviral therapy and hormonal
contraception: Antiretroviral drugs have the
potential to either decrease or increase the
bioavailability of steroid hormones in hormonal
contraceptives. Limited data suggest potential drug
interactions between many antiretroviral drugs
(particularly some non-nucleoside reverse
transcriptase inhibitors and ritonavir-boosted
protease inhibitors) and hormonal contraceptives.
These interactions may alter the safety and
effectiveness of both the hormonal contraceptive
and the antiretroviral drug. Thus, if a woman on
antiretroviral treatment decides to initiate or
continue hormonal contraceptive use, the USE OF
CONDOMS IS RECOMMENDED. This is for both
preventing HIV transmission and to compensate for
any possible reduction in the effectiveness of the
hormonal contraceptive.

1

2

3

1

2

2

DMPA=1
NET-EN=2

DMPA=1
NET-EN=2

DMPA=1
NET-EN=2

ANTICONVULSANT THERAPY:
This section relates to the SAFETY of contraceptive use in women using anticonvulsants.
EFFECTIVENESS may be reduced and pregnancy itself may have a negative impact on health for some
women with certain medical conditions.

a) Certain anticonvulsants
(phenytoin,
carbamazepine,
barbiturates, primidone,
topiramate, oxcarbazepine)

3* DMPA=1
NET-EN=2*

2* Certain anticonvulsants and progestogen-only
contraception: Although the interaction of certain
anticonvulsants with POPs, NET-EN and implants
is not harmful to women, it is likely to reduce the
effectiveness of POPs, NET-EN and implants.
Whether increasing the hormone dose of POPs
alleviates this concern remains unclear.
If a woman on certain anticonvulsants decides to
use POP or implants the USE OF CONDOMS IS
RECOMMENDED*. Use of other contraceptives
should be encouraged for women who are long-
term users of any of these anticonvulsant
drugs. Use of DMPA is a Category 1 because its
effectiveness is NOT decreased by the use of
certain anticonvulsants.

Lamotrigine: There are no interactions with
lamotrigine and progestogen-only contraceptives.

b) Lamotrigine 1 1 1
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Additional comments

AGE
Menarche to <18 years: For women under 18 years of age, there are theoretical concerns regarding the
hypo-estrogenic effects of DMPA use, including whether these women will achieve their appropriate peak
bone mass.
45 years: DMPA can be continued to age 50 years and then stopped and a suitable alternative contraceptive
used.2

BREASTFEEDING
<6WEEKS POSTPARTUM: There is limited theoretical concern that the neonate may be at risk due to exposure
to steroid hormones during the first 6 weeks postpartum. If used <6 weeks delay until Day 21.

POSTPARTUM
<21 days: Progestogen-only contraceptives may be safely used by non-breastfeeding women immediately
postpartum, although they are not required for contraception until Day 21.

ANTIMICROBIAL THERAPY:
This section relates to the SAFETY of contraceptive use in women using antimicrobials.
EFFECTIVENESS may be reduced and pregnancy itself may have a negative impact on health for some
women with certain medical conditions.

a) Broad spectrum
antibiotics

b) Antifungals

c) Antiparasitics

d) Rifampicin or rifabutin
therapy

1

1

1

DMPA=1
NET-EN=2*

1

1

1

3*

1

1

1

2*

Rifampicin or rifabutin therapy and
progestogen-only contraception: Although the
interaction of rifampicin or rifabutin with POPs,
NET-EN and implants is not harmful to women, it is
likely to reduce the effectiveness of POPs, NET-EN
and implants. Whether increasing the hormone
dose of POPs alleviates this concern remains
unclear. If a woman on rifampicin or rifabutin
decides to use POP or implants the consistent
USE OF CONDOMS IS RECOMMENDED*. Use of
other contraceptives should be encouraged for
women who are long-term users of rifampicin
or rifabutin. Use of DMPA is a Category 1
because its effectiveness is unlikely to be
decreased by the use of rifampicin or rifabutin.

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used

PROGESTOGEN-ONLY
CONTRACEPTIVES
(POCs) Includes
progestogen-only pills
(POP), progestogen-only
injectables( depot
medroxyprogesterone
acetate [DMPA] and
norethisterone enanthate
[NET-EN]), and
progestogen-only implants
(IMP)

These methods do not protect against STI/HIV. If there is risk of STI/HIV
(including during pregnancy or postpartum), the correct and consistent
use of condoms is recommended, either alone or with another
contraceptive method. Male condoms reduce the risk of STI/HIV.

CONDITION CATEGORY
I=Initiation, C=Continuation

CLARIFICATIONS/EVIDENCE

POP DMPA/
NET-EN

IMP
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HYPERTENSION
There is no evidence that progestogen-only contraceptives affect blood pressure.

CARDIOVASCULAR DISEASE
Vascular disease, current and history of ischaemic heart disease and stroke: There is concern regarding hypo-
estrogenic effects and reduced HDL levels, particularly among users of DMPA and NET-EN. However, there is little
concern about these effects with regard to POPs or implants. The effects of DMPA and NET-EN may persist for
some time after discontinuation.

CERVICAL CANCER (awaiting treatment)
There is some theoretical concern that progestogen-only contraceptive use may affect prognosis of the existing
disease.While awaiting treatment, women may use progestogen-only contraceptives. In general, treatment of this
condition renders a woman sterile.

ENDOMETRIAL AND OVARIAN CANCER
Whilst awaiting treatment, women may use progestogen-only contraceptives. In general, the treatment of this
condition renders a woman sterile.

PELVIC INFLAMMATORY DISEASE (PID) AND SEXUALLY TRANSMITTED INFECTIONS (STI)
Whether progestogen-only-contraceptives, reduce the risk of PID among women with STIs is unknown, but they
do not protect against HIV or lower genital tract STI.

DIABETES
Non-vascular disease: POCs may alter carbohydrate metabolism, but evidence is limited.
Nephropathy, retinopathy, neuropathy: There is concern regarding hypo-estrogenic effects and reduced HDL
levels, particularly among users of DMPA and NET-EN. The effects of DMPA and NET-EN may persist for some
time after discontinuation. Some POCs may increase the risk of thrombosis, although this increase is substantially
less than with COCs.

Other vascular disease: There is concern regarding hypo-estrogenic effects and reduced HDL levels, particularly
among users of DMPA and NET-EN. The effects of DMPA and NET-EN may persist for some time after
discontinuation. Some POCs may increase the risk of thrombosis, although this increase is substantially less than
with COCs.

HISTORY OF CHOLESTASIS
Theoretically, a history of COC-related cholestasis may predict subsequent cholestasis with POC use. However,
this has not been documented.

VIRAL HEPATITIS & CIRRHOSIS
Active: POCs are metabolised by the liver and their use may adversely affect women whose liver function is
compromised. This concern is similar to, but less than, that with COCs.

LIVER TUMOURS
Progestogen-only contraceptives are metabolised by the liver and use may adversely affect women whose liver
function is compromised. Progestogen-only contraceptives may enhance the growth of benign adenoma and
malignant tumours but less than with combined hormonal methods.

INFLAMMATORY BOWEL DISEASE
There is no evidence that women with IBD have an inherent increased risk of VTE. Risk of VTE may increase if
unwell, bed bound or undergoing acute surgery or with major surgery and prolonged immobilisation. Under these
circumstances POC can be continued. Absorption of oral methods may be reduced with malabsorption.

IRON-DEFICIENCY ANAEMIA
Changes in the menstrual pattern associated with POC use have little effect on haemoglobin levels.

DRUG INTERACTIONS
Generally safety of using progestogen-only contraception is unaffected. Nevertheless use of liver enzyme inducers
or antibiotics may reduce contraceptive efficacy, increasing risk of unintended pregnancy. Contraceptive choice
may depend on the likely duration of use of concurrent medications and need for additional or alternative methods.
Progestogen-only injectables are unaffected by liver enzyme inducing drugs and injection intervals need not be
reduced. POCs are unaffected by use of non-liver enzyme inducing antibiotics.
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INTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

IUDs do not protect against STI/HIV. If there is risk of STI/HIV
(including the postpartum period), the correct and consistent use of
condoms is recommended, either alone or with another contraceptive
method. Male condoms reduce the risk of STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCECONDITION

PREGNANCY

AGE*
a) Menarche to <20 years
b) ≥20 years
PARITY*
a) Nulliparous
b) Parous

POSTPARTUM*
(breastfeeding or non-
breastfeeding, including post-
caesarean section)
a) 48 hours to <4 weeks
b) ≥4 weeks
c) Puerperal sepsis

POST-ABORTION*
a) First trimester
b) Second trimester
c) Immediate post
septic abortion

PAST ECTOPIC
PREGNANCY*

4

2
1

1
1

3
1
4

1
2
4

1

4

2
1

1
1

3
1
4

1
2
4

1

Clarification: Intrauterine methods are not indicated
during pregnancy.

Most pregnancies occurring in women using
intrauterine contraception will be intrauterine, but
ectopic pregnancy must be excluded.
Women who become pregnant whilst using intrauterine
contraception should be informed of increased risks of
second trimester septic miscarriage, preterm delivery
and infection if the intrauterine device is left in situ.
Women who are pregnant with intrauterine
contraception in situ, and who wish to continue with the
pregnancy, should be informed that, when possible,
device removal would reduce adverse outcomes.
However, removal itself carries a small risk of
miscarriage. Whether or not the intrauterine device is
removed, pregnant women should be advised to seek
medical care if they develop heavy bleeding, cramping
pain, abnormal vaginal discharge or fever.1-5

Clarification: There is no reduction in fertility
associated with previous intrauterine method use. Risk
of STI influences fertility, and sexual history taking is
important.6-16

This includes all deliveries including stillbirth from 24
weeks gestation.

Due to increased risk of perforation insertion should be
delayed until 4 weeks postpartum. Little LNG is
absorbed systemically. No evidence was identified to
suggest effects on breast milk.17,18

Expulsion rates associated with intrauterine
contraception are lower after interval insertion when
compared to immediate postpartum insertion.19,25

Clarification: Includes all induced or spontaneous
abortions <24 weeks gestation.
An IUD can be inserted immediately following surgical
abortion or after the second part of medical abortion
<24 weeks.1-5,26-39

PERSONAL CHARACTERISTICS AND REPRODUCTIVE HISTORY

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used

*See also additional comments at end of section



2009

72 Intrauterine Devices

INTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

IUDs do not protect against STI/HIV. If there is risk of STI/HIV
(including the postpartum period), the correct and consistent use of
condoms is recommended, either alone or with another contraceptive
method. Male condoms reduce the risk of STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCECONDITION

HISTORY OF PELVIC
SURGERY

SMOKING

a) Age <35 years

b) Age ≥35 years

(i) <15 cigarettes/day

(ii) ≥15 cigarettes/day

(iii) stopped smoking
<1 year ago

(iv) stopped smoking
≥1 year ago

OBESITY
a) ≥30 - 34 kg/m2 body
mass index

b) ≥35 kg/m2 body
mass index

MULTIPLE RISK FACTORS
FOR CARDIOVASCULAR
DISEASE
(such as older age, smoking,
diabetes, hypertension and
obesity)

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

2

CARDIOVASCULAR DISEASE

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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INTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

IUDs do not protect against STI/HIV. If there is risk of STI/HIV
(including the postpartum period), the correct and consistent use of
condoms is recommended, either alone or with another contraceptive
method. Male condoms reduce the risk of STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCECONDITION

*See also additional comments at end of section

a) Adequately controlled
hypertension

b) Consistently elevated
blood pressure levels
(properly taken
measurements)

(i) systolic >140-159
mmHg or diastolic
>90-94 mmHg

(ii)systolic ≥160 or
diastolic ≥95 mmHg

c) Vascular disease

HISTORY OF HIGH BLOOD
PRESSURE DURING
PREGNANCY
(where current blood
pressure is normal)

1

1

1

1

1

1

1

1

2

1

Clarification: Vascular disease includes: coronary
heart disease presenting with angina; peripheral
vascular disease presenting with intermittent
claudication; hypertensive retinopathy, and transient
ischaemic attacks.

HYPERTENSION*
For all categories of hypertension, classifications are based on the assumption that no other risk factors for
cardiovascular disease exist. When multiple risk factors do exist, risk of cardiovascular disease may increase
substantially. A single reading of blood pressure level is not sufficient to classify a woman as hypertensive. If
elevated, the BP should be re-assessed at the end of the consultation. If blood pressure is increased it should
be re-assessed on at least two subsequent clinic visits at monthly intervals.40, 41

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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INTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

IUDs do not protect against STI/HIV. If there is risk of STI/HIV
(including the postpartum period), the correct and consistent use of
condoms is recommended, either alone or with another contraceptive
method. Male condoms reduce the risk of STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCECONDITION

VENOUS
THROMBOEMBOLISM
(VTE)

a) History of VTE

b) Current VTE (on
anticoagulants)

c) Family history of VTE
(i) first-degree relative
aged <45 years

(ii) first-degree relative
aged ≥45 years

d) Major surgery
(i) with prolonged
immobilisation

(ii) without prolonged
immobilisation

e) Minor surgery without
immobilisation

f) Immobility (unrelated to
surgery) e.g. wheelchair
use, debilitating illness

KNOWNTHROMBOGENIC
MUTATIONS
(e.g., Factor V Leiden,
Prothrombin mutation,
Protein S, Protein C, and
Antithrombin deficiencies)

SUPERFICIAL VENOUS
THROMBOSIS

a) Varicose veins
b) Superficial
thrombophlebitis

1

1

1

1

1

1

1

1

1

1
1

2

2

1

1

2

1

1

1

2

1
1

Venous thromboembolism includes deep vein
thrombosis and pulmonary embolism.

Systemic absorption of LNG from the LNG-IUD is low
and is unlikely to be associated with an increased risk
of VTE.Women who have current VTE may consider
use of LNG-IUD or Cu-IUD but should perhaps
consider delaying insertion until anti-coagulants have
stopped, due to potential risk of bleeding during the
insertion procedure.

Major Surgery includes operations of >30 minutes
duration. Procedures with high risk of VTE include:
general or orthopaedic surgery, trauma, neurosurgery.42

Minor surgery includes operations lasting <30 minutes
(eg laparoscopic sterilisation), procedures such as knee
arthroscopy. Varicose vein surgery has a low risk of
VTE.

Immobility due to hospitalisation for acute trauma,
acute illness, or paralysis is associated with a high risk
of VTE.

Clarification: Routine screening is not appropriate
because of the rarity of the conditions and the high
cost of screening.43,44,45

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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IINTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

IUDs do not protect against STI/HIV. If there is risk of STI/HIV
(including the postpartum period), the correct and consistent use of
condoms is recommended, either alone or with another contraceptive
method. Male condoms reduce the risk of STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCECONDITION

*See also additional comments at end of section

CURRENT AND HISTORY
OF ISCHAEMIC HEART
DISEASE*

STROKE*
(history of cerebrovascular
accident, including TIA)

KNOWN
HYPERLIPIDAEMIAS

VALVULAR AND CONGENTIAL
HEART DISEASE

a) Uncomplicated

b) Complicated (pulmonary
hypertension, atrial
fibrillation, history of
subacute bacterial
endocarditis)

1

1

1

1

2

I C
2 3

2 3

2

1

2

Clarification: The method may be continued if women
develop ischaemic heart disease while using the LNG-
IUD. Clinical judgement and assessment of pregnancy
risk and other factors required.

Clarification: Routine screening is not appropriate
because of the rarity of the conditions and the high
cost of screening. While some types of
hyperlipidaemias are risk factors for vascular disease,
the category should be assessed according to the type,
its severity, and the presence of other cardiovascular
risk factors. Lipid levels alone are poor predictors of
risk of coronary heart disease. In the UK screening and
treatment is aimed towards those at greatest risk of
coronary heart disease. Risk categories will vary
depending on risk of premature coronary heart disease
and the presence of other risk factors.46

Common hypercholesterolaemia and Familial
combined hyperlipidaemia are associated with an
increased risk of coronary heart disease but usually
this occurs over the age of 60 years.46

Familial hypercholesterolaemia (autosomal dominant)
has a prevalence of about 1 in 500. People with this
condition have a four-fold increase in the risk of
premature coronary heart disease.46

Clarification: Valvular heart disease occurs when any
of the heart valves are stenotic and/or incompetent (eg.
aortic stenosis, mitral regurgitation; tricuspid valve
abnormalities; pulmonary stenosis).47

Congenital heart disease: Aortic stenosis; Atrial septal
defects; Atrio-ventricular septal defect; Cardiomyopathy
(hypertrophic or dilated); Coarctation of the Aorta;
Complex Transposition of the Great Arteries; Ebstein’s
Anomaly; Eisenmenger Syndrome: Patent Ductus
Arteriosus; Pulmonary Atresia; Pulmonary Stenosis;
Tetralogy of Fallot; Total Anomalous Pulmonary Venous
Connection; Tricuspid Atresia; Truncus Arteriosus;
Ventricular Septal Defect.48

Prophylaxis against bacterial endocarditis is no longer
indicated for women with artificial heart valves or
previous endocarditis when inserting or removing
Cu-IUD or LNG-IUD.1,2

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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INTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

IUDs do not protect against STI/HIV. If there is risk of STI/HIV
(including the postpartum period), the correct and consistent use of
condoms is recommended, either alone or with another contraceptive
method. Male condoms reduce the risk of STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCECONDITION

*See also additional comments at end of section

HEADACHES*

a) Non-migrainous (mild or
severe)

b) Migraine without aura, at
any age

c) Migraine with aura, at any
age

d) Past history (≥5 years
ago) of migraine with
aura, any age

EPILEPSY

DEPRESSIVE DISORDERS

VAGINAL BLEEDING
PATTERNS*

a) Irregular pattern without
heavy bleeding

b) Heavy or prolonged
bleeding (includes regular
and irregular patterns)

1

1

1

1

1

1

1

2

1

2

2

2

1

1

I C

1 1

1 2

Headache is a common condition affecting women of
reproductive age. No evidence was identified which
specifically looked at migraine in women using an LNG-
IUD.49

Classification depends on making an accurate
diagnosis of those severe headaches that are
migrainous and in addition those complicated by aura.

Symptoms of aura include: homonymous hemianopia,
unilateral paraesthesia and/or numbness; unilateral
weakness and aphasia or unclassifiable speech
disorder. Visual symptoms progress from fortification
spectra (a starshaped figure near the point of fixation
with scintillating edges) to scotoma (a bright shape
which gradually increases in size). Flashing lights are
not classified as aura. Aura occurs before the onset of
headache.50

See section on drug interactions.

Clarification: The classification is based on data for
women with selected depressive disorders. No data on
bipolar disorder or postpartum depression were
available. There is a potential for drug interactions
between certain antidepressant medications and
hormonal contraceptives.

Clarification: Unusually heavy bleeding should raise
the suspicion of a serious underlying condition.51-52

Evidence: Among women with heavy or prolonged
bleeding, LNG-IUDs were beneficial in treating
menorrhagia.2,5;53-57

NEUROLOGIC CONDITIONS

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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INTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

IUDs do not protect against STI/HIV. If there is risk of STI/HIV
(including the postpartum period), the correct and consistent use of
condoms is recommended, either alone or with another contraceptive
method. Male condoms reduce the risk of STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCECONDITION

*See also additional comments at end of section

UNEXPLAINED VAGINAL
BLEEDING
(suspicious for serious
underlying condition)
Before evaluation

ENDOMETRIOSIS*

BENIGN OVARIAN
TUMOURS
(including cysts)

TUMOURS
(including cysts)

I C

4 2

2

1

I C

4 2

1

1

1

Clarification: If pregnancy or an underlying
pathological condition (such as pelvic malignancy) is
suspected, it must be evaluated and the category
adjusted after evaluation. There is no need to remove
the IUD before evaluation.

Evidence: LNG-IUD use among women with
endometriosis decreased dysmenorrhoea and pelvic
pain.58-59

SEVERE
DYSMENORRHOEA*
GESTATIONAL
TROPHOBLASTIC
DISEASE (GTD)

a) Decreasing or
undetectable β-hCG levels

b) Persistently elevated
β-hCG levels or malignant
disease

CERVICAL ECTROPION
CERVICAL
INTRAEPITHELIAL
NEOPLASIA (CIN)*

CERVICAL CANCER*
(awaiting treatment)

BREAST DISEASE
a) Undiagnosed mass
b) Benign breast disease
c) Family history of cancer
d) Carriers of known gene
mutations associated with
breast cancer
(eg. BRCA1)

e) Breast cancer:
(i) current
(ii) past and no evidence
of current disease for
5 years

ENDOMETRIAL CANCER*

OVARIAN CANCER*

2

1

4

1

1

I C
4 2

1
1
1
1

1
1

I C
4 2
3 2

1

4

1

2

I C
4 2

2
1
1
2

4
3

I C
4 2
3 2

Gestational trophoblastic disease (GTD) includes
hydatidiform mole, invasive mole and placental site
trophoblastic tumour.

Case-control studies do not show an increase in the
risk of developing a GTD condition following the use of
intrauterine contraception.60-63 Avoid use due to the
possible risks of perforation and irregular bleeding.64

Breast cancer is a hormonally sensitive tumour and
therefore the prognosis of women with current or
recent breast cancer may worsen with progestogen-
only contraceptive use.

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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INTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

IUDs do not protect against STI/HIV. If there is risk of STI/HIV
(including the postpartum period), the correct and consistent use of
condoms is recommended, either alone or with another contraceptive
method. Male condoms reduce the risk of STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCECONDITION

*See also additional comments at end of section

UTERINE FIBROIDS
a) Without distortion of the
uterine cavity

b) With distortion of the
uterine cavity

1

3

1

3

Evidence: Among women with fibroids, there were no
adverse health events with LNG-IUD use and there was
a decrease in symptoms and size of fibroids for some
women.65-71

In women with a distorted uterine cavity it may be
appropriate after counselling to attempt insertion of an
intrauterine device

In women with a distorted uterine cavity it may be
appropriate after counselling to attempt insertion of an
intrauterine device.

ANATOMICAL
ABNORMALITIES
a) Distorted uterine cavity
(any congenital or
acquired uterine
abnormality distorting the
uterine cavity in a manner
that is incompatible with
IUD insertion)

b) Other abnormalities
(including cervical
stenosis or cervical
lacerations) not distorting
the uterine cavity or
interfering with IUD
insertion

PELVIC INFLAMMATORY
DISEASE (PID)*
a) Past PID (assuming no
current risk factors for
STIs)

b) Current PID

3

2

I C

1 1

4 2

3

2

I C

1 1

4 2

Initiation: For routine IUD/IUS insertion women with
symptomatic pelvic infection should be tested, treated
and insertion delayed until symptoms resolve.
Appropriate counselling and provision of alternative
contraception should be provided until the intrauterine
device can be inserted.1,5

Continuation: For women with symptomatic pelvic
infection, treat the PID using appropriate antibiotics.1,5

There is usually no need for removal of the IUD if the
client wishes to continue its use.3-4 Continued use of an
IUD depends on the woman’s informed choice and her
current risk factors for STIs and PID. Among IUD users
treated for PID there was no difference in clinical
course if the IUD was removed of left in place.72-74

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used
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INTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

IUDs do not protect against STI/HIV. If there is risk of STI/HIV
(including the postpartum period), the correct and consistent use of
condoms is recommended, either alone or with another contraceptive
method. Male condoms reduce the risk of STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCECONDITION

*See also additional comments at end of section

SEXUALLY TRANSMITTED
INFECTIONS (STIs*)
a) Chlamydial infection

i) Symptomatic
ii) Asymptomatic

b) Current purulent cervicitis
or gonorrhoea

c) Other STIs excluding HIV
and hepatitis

d) Vaginitis (including
Trichomonas vaginalis and
bacterial vaginosis)

e) Increased risk of STIs

HIGH RISK OF HIV*

HIV-INFECTED
a) Not using anti-retroviral
therapy

b) Using anti-retroviral
therapy

AIDS (using antiretrovirals)

I C

4 2
4 2

4 2

2 2

2 2

2

2

2-2/3

2

I C

4 2
4 2

4 2

2 2

2 2

2

2

2-2/3

2

Initiation: There is no indication to routinely test for or
treat other lower genital tract organisms (such as
Group B streptococcus or bacterial vaginosis) in
asymptomatic women considering intrauterine
contraception.1,5

Evidence: The real risk of pelvic infection following
insertion of intrauterine contraception, even in the
presence of infection, is unknown. Nevertheless,
screening for STIs in advance of insertion (when
indicated or requested) will allow infection to be
treated before or at the time of insertion. If results are
unavailable before insertion then prophylactic
antibiotics should be considered for women at higher
risk of STIs. The antibiotic regimen chosen should
treat C. trachomatis. In addition, if local prevalence of
N. gonorrhoeae is high then the regimen should also
treat this infection.1,5 If infection is identified, or if a
woman is symptomatic at the time of routine insertion,
the procedure should be delayed until appropriately
treated.

Continuation: Treat the STI using appropriate
antibiotics. There is usually no need for removal of the
IUD if the client wishes to continue use.

See section on drug interactions

See section on drug interactions

See section on drug interactions

HIV/AIDS

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used

2/3 2 2/3 2
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INTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

IUDs do not protect against STI/HIV. If there is risk of STI/HIV
(including the postpartum period), the correct and consistent use of
condoms is recommended, either alone or with another contraceptive
method. Male condoms reduce the risk of STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCECONDITION

*See also additional comments at end of section

SCHISTOSOMIASIS
a) Uncomplicated
b) Fibrosis of the liver (if
severe, see cirrhosis)

TUBERCULOSIS*
a) Non-pelvic
b) Known pelvic
MALARIA

DIABETES*
a) History of gestational
diabetes

b) Non-vascular disease
(i) non-insulin dependent
(ii) insulin dependent

c) Nephropathy/retinopathy/
neuropathy

d) Other vascular
diseaseT

THYROID DISORDERS
a) Simple goitre
b) Hyperthyroid
c) Hypothyroid

GALL-BLADDER DISEASE
a) Symptomatic
(i) treated by

cholecystectomy
(ii) medically treated
(iii) current

b) Asymptomatic

HISTORY OF
CHOLESTASIS
a) Pregnancy-related
b) Past COC-related

VIRAL HEPATITIS*

a) Acute or flare
b) Carrier
b) Chronic

CIRRHOSIS*

a) Mild (compensated
without complications)
b) Severe (decompensated)

1
1

I C
1 1
4 3
1

1

1
1
1

1

1
1
1

1

1
1
1

1
1

1
1
1

1

1

1
1

I C
1 1
4 3
1

1

2
2
2

2

1
1
1

2

2
2
2

1
2

1
1
1

1

3

See section on drug interactions

Clarification:
Severe (decompensated) cirrhosis: development of
major complications (ascites, jaundice, encephalopathy,
or gastrointestinal haemorrhage).81

OTHER INFECTIONS

ENDOCRINE CONDITIONS

GASTROINTESTINAL CONDITIONS

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used



People with SLE are at an increased risk of ischaemic
heart disease, stroke and venous thromoboembolism.
Categories are based on the assumption that no other
risk factors for cardiovascular disease are present;
these must be modified in the presence of such risk
factors.

Severe thrombocytopenia increases the risk of
menorrhagia. The category should be assessed
according to the severity of thrombocytopenia and its
clinical manifestations. In women with very severe
thrombocytopenia who are at risk of spontaneous
bleeding, consultation with a specialist and certain
pre-treatments may be warranted.84-85
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INTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

IUDs do not protect against STI/HIV. If there is risk of STI/HIV
(including the postpartum period), the correct and consistent use of
condoms is recommended, either alone or with another contraceptive
method. Male condoms reduce the risk of STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCECONDITION

*See also additional comments at end of section

1

1

1

1

2
2
2

1

1

1

2

3

3

1

1
1
1

1

1

2

Clarification: Secondary Raynaud’s usually has an
underlying cause such as scleroderma, rheumatoid
arthritis, systemic lupus erythematosus and other
diseases. Systemic lupus erythematosus causes a
tendency for increased coagulation if lupus coagulant
is present.82-83

ANAEMIAS

UKMEC DEFINITION OF CATEGORY

CATEGORY 1 A condition for which there is no restriction for the use of the contraceptive method

CATEGORY 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks

CATEGORY 3 A condition where the theoretical or proven risks generally outweigh the advantages of using the method. The provision of a method requires expert clinical judgement and/or referral
to a specialist contraceptive provider, since use of the method is not usually recommended unless other more appropriate methods are not available or not acceptable

CATEGORY 4 A condition which represents an unacceptable health risk if the contraceptive method is used

SYSTEMIC LUPUS
ERYTHEMATOSUS (SLE)
a) Positive (or unknown)
antiphospholipid antibodies

b) Severe thrombocytopenia

c) Immunosuppressive
treatment

d) None of the above

3

2

2

2

C
1

2

1

1

I

1

3

2

1

RHEUMATIC DISEASES

LIVER TUMOURS*
a) Benign
i) Focal nodular
hyperplasia

ii) Hepatocellular
adenoma

b) Malignant (hepatoma)

INFLAMMATORY
BOWEL DISEASE*
(includes Crohn’s
disease, ulcerative
colitis)

THALASSAEMIA*
SICKLE CELL DISEASE*
IRON-DEFICIENCY
ANAEMIA*

RAYNAUD’S DISEASE
a) Primary
b) Secondary
(i) without lupus
anticoagulant

(ii) with lupus
anticoagulant
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INTRAUTERINE DEVICES
(IUDs)
Copper-bearing IUD
(Cu-IUD)
Levonorgestrel-releasing IUD
(LNG-IUD)

These methods do not protect against STI/HIv. If there is a risk of
STI/HI (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of
STI/HIV.

CATEGORY
I=Initiation,

C=Continuation

Cu-IUD LNG-IUD

CLARIFICATIONS/EVIDENCE – Most evidence
available relates to COC use. However, this
evidence is also applied to patch and ring use.

CONDITION

DRUG INTERACTIONS

ANTIRETROVIRAL THERAPY
This section relates to the SAFETY of contraceptive use in women using these antiretrovirals.
EFFECTIVENESS may be reduced and pregnancy itself may have a negative impact on health for some
women with certain medical conditions.

I

2/3

2/3

2/3

C

2

2

2

I

2/3

2/3

2/3

C

2

2

2

Antiretroviral therapy and IUDs: There is no known
interaction between antiretroviral therapy and IUD use.
However, AIDS as a condition is classified as
Category 3 for insertion and Category 2 for
continuation unless the woman is clinically well on
antiretroviral therapy in which case, both insertion and
continuation are classified as Category 2. (See AIDS
condition).

a) Nucleoside reverse
transcriptase inhibitors

b) Non-nucleoside reverse
transcriptase inhibitors

c) Ritonavir-boosted
protease inhibitors

ANTICONVULSANT THERAPY
This section relates to the SAFETY of contraceptive use in women using anticonvulsants.
EFFECTIVENESS may be reduced and pregnancy itself may have a negative impact on health for some
women with certain medical conditions.

a) Certain anticonvulsants
(phenytoin,
carbamazepine,
barbiturates, primidone,
topiramate, oxcarbazepine)

b) Lamotrigine

1

1

1

1

The effectiveness of the LNG-IUS is not reduced with
liver enzyme-inducing anticonvulsants88

Lamotrigine concentrations in LNG-IUD users are
similar to those of non-hormonal users.89

ANTIMICROBIAL THERAPY
This section relates to the SAFETY of contraceptive use in women using antimicrobials.
EFFECTIVENESS may be reduced and pregnancy itself may have a negative impact on health for some
women with certain medical conditions.

a) Broad spectrum
antibiotics

b) Antifungals

c) Antiparasitics

d) Rifampicin or rifabutin
therapy

1

1

1

1

1

1

1

1
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AGE
Menarche to <20 years: There is concern both about the risk of expulsion due to nulliparity and risk of STIs due
to sexual behaviour in younger age groups. Although young women rarely use intrauterine methods they may be
suitable options for some.

PARITY
Nulliparous: Nulliparity is related to an increased risk of expulsion.

POSTPARTUM
<48 hours, 48 hours to <4 weeks, ≥4 weeks: Concern that the neonate may be at risk due to exposure to steroid
hormones with LNG-IUD use during the first 6 weeks postpartum is the same as for other POCs. Risk of perforation
is increased between 48 hours and 4 weeks, and insertion should be delayed.
Puerperal sepsis: Insertion of an IUD may substantially worsen the condition.

POST-ABORTION
Immediate post-septic abortion: Insertion of an IUD may substantially worsen the condition.

PAST ECTOPIC PREGNANCY
The absolute risk of ectopic pregnancy is extremely low due to the high effectiveness of IUDs. However, when a
woman becomes pregnant during IUD use, the relative likelihood of ectopic pregnancy is greatly increased, and
should be excluded.

HYPERTENSION, CURRENT & HISTORY OF ISCHAEMIC HEART DISEASE, STROKE
There is theoretical concern about the effect of LNG on lipids. There is no restriction for copper IUDs.

VAGINAL BLEEDING PATTERNS
LNG-IUD use frequently causes changes in menstrual bleeding patterns. Over time, LNG-IUD users are more likely
than non-users to become amenorrhoeic, thus LNG-IUDs are sometimes used as a treatment to correct heavy
bleeding.

ENDOMETRIOSIS
Copper IUD use may worsen dysmenorrhoea associated with the condition.

SEVERE DYSMENORRHOEA
Dysmenorrhoea may intensify with copper IUD use. LNG-IUD use has been associated with reduction of
dysmenorrhoea.

GESTATIONAL TROPHOBLASTIC DISEASE (GTD)
There is an increased risk of perforation since the treatment for the condition may require multiple uterine
curettages.

CERVICAL INTRAEPITHELIAL NEOPLASIA (CIN)
There is some theoretical concern that LNG-IUDs may enhance progression of CIN.

CERVICAL CANCER (awaiting treatment)
There is concern about the increased risk of infection and bleeding at insertion. The IUD may need to be removed
at the time of treatment but, until then, the woman is at risk of pregnancy.

BREAST DISEASE
Breast cancer: Breast cancer is a hormonally sensitive tumour. Concerns about progression of the disease may
be less with LNG-IUDs than with COCs or higher-dose POCs. The LNG-IUS may be considered individually, and
in consultation with the woman’s breast surgeon.

ENDOMETRIAL CANCER
There is concern about the increased risk of infection, perforation and bleeding at insertion. The IUD may need to
be removed at the time of treatment but, until then, the woman is at risk of pregnancy.

OVARIAN CANCER
The IUD may need to be removed at the time of treatment but, until then, the woman is at risk of pregnancy.

ANATOMICAL ABNORMALITIES
Distorted uterine cavity: In the presence of an anatomical abnormality that distorts the uterine cavity, proper IUD
placement may not be possible.

PELVIC INFLAMMATORY DISEASE (PID)
IUDs do not protect against STI/HIV/PID. In women at low risk of STIs, IUD insertion poses little risk of PID. Current
risk of STIs and desire for future pregnancy are relevant considerations.

SEXUALLY TRANSMITTED INFECTIONS (STIs)
IUDs do not protect against STI/HIV/PID. Among women with Chlamydial infection or gonorrhoea, the potential
increased risk of PID with IUD insertions should be considered carefully and insertion delayed where possible until
swab results are available and any treatment has been given. The concern is less for other STIs.

TUBERCULOSIS
Known pelvic: Insertion of an IUD may substantially worsen the condition.

Additional comments
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DIABETES
Whether the amount of LNG released by the IUD may slightly influence carbohydrate and lipid metabolism is
unclear. Some progestogens may increase the risk of thrombosis, although this increase is substantially less than
for COCs.

HISTORY OF CHOLESTASIS
There is concern that a history of COC-related cholestasis may predict subsequent cholestasis with LNG use.
Whether there is any risk with use of an LNG-IUD is unclear.

VIRAL HEPATITIS, CIRRHOSIS, LIVER TUMOURS
Active: POCs are metabolised by the liver and their use may adversely affect women whose liver function is
compromised. This concern is similar to, but less than, that with COCs.

INFLAMMATORY BOWEL DISEASE
There is no evidence that women with IBD have an inherent increased risk of VTE. Risk of VTE may increase if
unwell, bed bound or undergoing acute surgery or with major surgery and prolonged immobilisation. Under these
circumstances the use of the Cu-IUD or LNG-IUD is safe.

THALASSAEMIA, SICKLE CELL DISEASE, IRON-DEFICIENCY ANAEMIA
There is concern about an increased risk of blood loss with copper IUDs.
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EMERGENCY
CONTRACEPTION
(Progestogen-only emergency
contraception, POEC, copper
intrauterine contraceptive
device, Cu-IUD)
CONDITION

POEC and Cu-IUDs do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of STI/HIV.

CATEGORY CLARIFICATIONS/EVIDENCE

POEC Cu-IUD

CATEGORY 1

CATEGORY 2

CATEGORY 3

CATEGORY 4

UKMEC DEFINITION OF CATEGORY

A condition for which there is no restriction for the use of the contraceptive method

A condition where the advantages of using the method generally outweigh the theoretical or proven risks but more careful follow up is required

A condition where the theoretical or proven risks usually outweigh the advantages of using the method. Provision of a method requires expert clinical
judgement and/or referral ot a specialist contraceptive provider, since use of the method is not usually recommended unless other methods are not available or
not acceptable

A condition which represents an unacceptable health risk if the contraceptive method is used

PREGNANCY

POSTPARTUM
(breastfeeding or not breastfeeding)
a) <21 days

b) ≥21 days

c) ≥4 weeks

HISTORY OF ECTOPIC
PREGNANCY

Clarification: These methods are not abortifacient.
Although not indicated for a woman with a known or
suspected pregnancy, there is no known harm to the
woman, the course of her pregnancy, or the fetus if
POEC is accidentally used.
An IUD can be inserted up to 5 days after the first
episode of unprotected sex or if necessary up to 5
days after the expected date of ovulation (day 19 in a
regular 28 day cycle) thus avoiding insertion after
implantation is complete.1

Clarification: Emergency contraception is not
required if unprotected sex or barrier method failure
occurs <21 days postpartum.
The risks of inserting a Cu-IUD prior to 28 days (4
weeks) postpartum outweigh the benefits. POEC is
indicated between 21 and 27 days postpartum, or an
IUD after day 28 (≥4 weeks).

Women who are fully or almost fully breastfeeding,
amenhorroeic and <6 months postpartum can rely on
lacational amenorrhea method (LAM) for
contraception and therefore emergency contraception
is not indicated unless frequency of breastfeeding
decreases or menstruation returns.

Clarification:Women using contraception have a
lower risk of ectopic pregnancy compared to women
not using contraception. There does not appear to be
an increased risk of ectopic pregnancy following use
of POEC or Cu-IUD.

NA

NA

1

1

1

NA

NA

4

1

1
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EMERGENCY
CONTRACEPTION
(Progestogen-only emergency
contraception, POEC, copper
intrauterine contraceptive
device, Cu-IUD)
CONDITION

POEC and Cu-IUDs do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of STI/HIV.

CATEGORY CLARIFICATIONS/EVIDENCE

POEC Cu-IUD

Evidence: Myocardial infarction is rare in women of
reproductive age. Smoking is an important risk factor
for cardiovascular disease. Overall mortality is
strongly related to smoking.

Excess mortality in heavy smokers is apparent from
age 35 years.4 Myocardial infarction risk increases as
the number of cigarettes smoked per day increases
and decreases when smoking stops.5

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

CATEGORY 1

CATEGORY 2

CATEGORY 3

CATEGORY 4

UKMEC DEFINITION OF CATEGORY

A condition for which there is no restriction for the use of the contraceptive method

A condition where the advantages of using the method generally outweigh the theoretical or proven risks but more careful follow up is required

A condition where the theoretical or proven risks usually outweigh the advantages of using the method. Provision of a method requires expert clinical
judgement and/or referral ot a specialist contraceptive provider, since use of the method is not usually recommended unless other methods are not available or
not acceptable

A condition which represents an unacceptable health risk if the contraceptive method is used

For all categories of hypertension, classifications are based on the assumption that no other risk factors for
cardiovascular disease exist. When multiple risk factors do exist, risk of cardiovascular disease may increase
substantially. A single reading of blood pressure level is not sufficient to classify a woman as hypertensive. If
elevated, the BP should be re-assessed at the end of the consultation. If blood pressure is increased it should
be re-assessed on at least two subsequent clinic visits at monthly intervals.

SMOKING
a) Age <35 years

b) Age ≥35 years

(i) <15 cigarettes/day

(ii) ≥15 cigarettes/day

(iii) stopped smoking <1
year ago

(iv) stopped smoking ≥1
year ago

HYPERTENSION

a) Adequately controlled
hypertension

b) Consistently elevated
blood pressure levels
(properly taken
measurements)

(i) systolic >140 to 159
mmHg or diastolic >90
to 94mmHg

(ii) systolic ≥160 or
diastolic ≥95 mmHg

c) Vascular disease
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EMERGENCY
CONTRACEPTION
(Progestogen-only emergency
contraception, POEC, copper
intrauterine contraceptive
device, Cu-IUD)
CONDITION

POEC and Cu-IUDs do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of STI/HIV.

CATEGORY CLARIFICATIONS/EVIDENCE

POEC Cu-IUD

VENOUS
THROMBOEMBOLISM (VTE)

a) History of VTE

b) Current VTE (on
anticoagulants)

c) Family history of VTE
(i) first-degree relative

age <45 years
(ii) first-degree relative

≥45 years

d) Major surgery
(i) with prolonged

immobilisation
(ii) without prolonged

immobilisation

e) Minor surgery without
immobilisation

f) Immobility (unrelated to
surgery) e.g.wheelchair
bound, debilitating illness

KNOWN HYPERLIPIDAEMIAS

HEADACHES

a) Non-migrainous (mild or
severe)

b) Migraine without aura, at
any age

c) Migraine with aura, at any
age

d) Past history (≥5 years ago)
of migraine with aura, any
age

Venous thromboembolism includes deep vein
thrombosis and pulmonary embolism.

Current VTE refers to disease for which
anticoagulants are still being used. Evidence is
limited on the risk of VTE with progestogen-only oral
contraceptives, however existing evidence is
reassuring.6

Major Surgery includes operations of >30 minutes
duration. Procedures with high risk of VTE include:
general or orthopaedic surgery, trauma,
neurosurgery.7

Minor surgery includes operations lasting <30
minutes (eg laparoscopic sterilisation), or procedures
such as knee arthroscopy. Varicose vein surgery has
a low risk of VTE.

Immobility due to hospitalisation for acute trauma,
acute illness, or paralysis is associated with a high
risk of VTE.

Clarification: Routine screening is not appropriate
because of the rarity of the conditions and the high
cost of screening.

1

2

1

1

1

1

1

1

1

1

1

1

1

1

2

1

1

1

1

1

1

1

1

1

1

1

CATEGORY 1

CATEGORY 2

CATEGORY 3

CATEGORY 4

UKMEC DEFINITION OF CATEGORY

A condition for which there is no restriction for the use of the contraceptive method

A condition where the advantages of using the method generally outweigh the theoretical or proven risks but more careful follow up is required

A condition where the theoretical or proven risks usually outweigh the advantages of using the method. Provision of a method requires expert clinical
judgement and/or referral ot a specialist contraceptive provider, since use of the method is not usually recommended unless other methods are not available or
not acceptable

A condition which represents an unacceptable health risk if the contraceptive method is used

Headache is a common condition affecting women of
reproductive age.

Classification depends on making an accurate
diagnosis of those severe headaches that are
migrainous and in addition those complicated by
aura. Symptoms of aura include: homonymous
hemianopia, unilateral paraesthesia and/or
numbness, unilateral weakness and aphasia or
unclassifiable speech disorder. Visual symptoms
progress from fortification spectra (star-shaped figure
near the point of fixation with scintillating edges) to
scotoma (a bright shape which gradually increases in
size). Flashing lights are not classified as aura. Aura
occurs before onset of the headache.
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EMERGENCY
CONTRACEPTION
(Progestogen-only emergency
contraception, POEC, copper
intrauterine contraceptive
device, Cu-IUD)
CONDITION

POEC and Cu-IUDs do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of STI/HIV.

CATEGORY CLARIFICATIONS/EVIDENCE

POEC Cu-IUD

Clarification: Gestational trophoblastic disease
includes hydatidiform mole, invasive mole and
placental site trophoblastic tumour. In the UK
management depends on serum β-hCG
concentrations and need for chemotherapy identified
by measuring β-hCG concentrations.10

In women with a distorted uterine cavity it may be
appropriate after counselling to attempt insertion of
an intrauterine device.

In women with a distorted uterine cavity it may be
appropriate after counselling to attempt insertion of
an intrauterine device.

1

4

1
1
1
1

1
1

1

3

3

2

GESTATIONAL
TROPHOBLASTIC DISEASE
(GTD)

a) Decreasing or undetectable
β-hCG levels

b) Persistently elevated β-hCG
levels or malignant disease

BREAST DISEASE

a) Undiagnosed mass
b) Benign breast disease
c) Family history of cancer
d) Carriers of known
gene mutations
associated with breast
cancer (eg. BRCA1)

e) Breast cancer
(i) current
(ii) past and no evidence of
current disease for 5
years

UTERINE FIBROIDS

a) Without distortion of the
uterine cavity

b) With distortion of the uterine
cavity

ANATOMICAL
ABNORMALITIES

a) Distorted uterine cavity (any
congenital or acquired
uterine abnormality
distorting the uterine cavity
in a manner that is
incompatible with IUD
insertion

b) Other abnormalities
(including cervical stenosis
or cervical lacerations) not
distorting the uterine cavity
or interfering with IUD
insertion

CATEGORY 1

CATEGORY 2

CATEGORY 3

CATEGORY 4

UKMEC DEFINITION OF CATEGORY

A condition for which there is no restriction for the use of the contraceptive method

A condition where the advantages of using the method generally outweigh the theoretical or proven risks but more careful follow up is required

A condition where the theoretical or proven risks usually outweigh the advantages of using the method. Provision of a method requires expert clinical
judgement and/or referral ot a specialist contraceptive provider, since use of the method is not usually recommended unless other methods are not available or
not acceptable

A condition which represents an unacceptable health risk if the contraceptive method is used
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EMERGENCY
CONTRACEPTION
(Progestogen-only emergency
contraception, POEC, copper
intrauterine contraceptive
device, Cu-IUD)
CONDITION

POEC and Cu-IUDs do not protect against STI/HIV. If there is risk of
STI/HIV (including during pregnancy or postpartum), the correct and
consistent use of condoms is recommended, either alone or with
another contraceptive method. Male condoms reduce the risk of STI/HIV.

CATEGORY CLARIFICATIONS/EVIDENCE

POEC Cu-IUD

INFLAMMATORY BOWEL
DISEASE

(includes Crohn’s disease,
ulcerative colitis)

HISTORY OF SEVERE
CARDIOVASCULAR
COMPLICATIONS*
(ischaemic heart disease,
cerebrovascular attack, or other
thromboembolic conditions)

SEVERE LIVER DISEASE
(including jaundice)*

Clarification: Oral methods may be less reliable if
there is significant malabsorption or small bowel
resection (particularly with Crohn’s disease). Oral
methods are unaffected by colectomy.

Clarification: There is no evidence that POEC
increases the risk of cardiovascular disease.

2

1

1

1

1

1

ACUTE INTERMITTENT
PORPHYRIA

REPEATED USE OF POEC
(in the same cycle)

RISK OF SEXUALLY
TRANSMITTED INFECTIONS
(STIs)

Evidence: Acute intermittent porphyria is a rare
disorder characterised by acute attacks often
precipitated by drugs. Estrogen and progestogens
have been implicated. Around 1% of acute attacks
are fatal. A third of female patients have cyclical
symptoms in relation to the menstrual cycle but
seldom proceed to an acute attack. In a population
study almost half of women with porphyria had used
hormonal contraception but only 4.5% had associated
acute attacks. Combined hormonal contraception has
been shown to reduce attacks for some women.
Natural fluctuations in estrogen and progesterone
appear to be associated with acute attacks more
often than exogenous hormones. Women may use
POEC following discussion of the risks and benefits
and with clinical judgement.11-15

Clarification: Recurrent use of emergency
contraception is an indication that the woman
requires further counselling on other contraceptive
options. POEC can be used more than once in a
cycle if clinically indicated.16 Alternatively a Cu-IUD
can be inserted if repeated unprotected sex occurs
up to 5 days after the first episode of unprotected sex
or up to 5 days after expected date of ovulation.

Clarification:Women thought to be at higher risk of
STI from their sexual history (aged <25 years, or with
a change in sexual partner or two or more partners in
the last year) should be offered testing for STI.1

A Cu-IUD can be inserted as emergency
contraception, pending swab results. If deemed
higher risk, prophylactic antibiotics (such as
azithromycin or doxycycline) can be given to protect
against Chlamydia trachomatis at the time of Cu-IUD
insertion.1

2

1

1

1

NA

1

CATEGORY 1

CATEGORY 2

CATEGORY 3

CATEGORY 4

UKMEC DEFINITION OF CATEGORY

A condition for which there is no restriction for the use of the contraceptive method

A condition where the advantages of using the method generally outweigh the theoretical or proven risks but more careful follow up is required

A condition where the theoretical or proven risks usually outweigh the advantages of using the method. Provision of a method requires expert clinical
judgement and/or referral ot a specialist contraceptive provider, since use of the method is not usually recommended unless other methods are not available or
not acceptable

A condition which represents an unacceptable health risk if the contraceptive method is used
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POSTPARTUM
The earliest ovulation postpartum is thought to be day 21 and therefore unprotected sex prior to day 21 is not an
indication for emergency contraception. If unprotected sex occurs after day 21 emergency contraception can be
considered. A Cu-IUD should not be inserted <4 weeks postpartum.

BREASTFEEDING
Although women who are fully or nearly fully breastfeeding, amenorrhoeic and <6 months postpartum can rely on
this as an effective method of contraception, if breastfeeding frequency decreases or menstruation recurs
emergency contraception may be indicted. POEC can be used from day 21 postpartum even if breastfeeding, and
a Cu-IUD from 28 days postpartum.

HISTORY OF SEVERE CARDIOVASCULAR COMPLICATIONS, ANGINA PECTORIS
Use of POEC is not thought to increase the risk of cardiovascular complications.

MIGRAINE
Use of POEC is safe for women with a history of migraine with aura.

SEVERE LIVER DISEASE (including jaundice)
The duration of use of Emergency Contraceptive Pills is less than that of regular use of COCs or POPs and thus
would be expected to have less clinical impact.

ACUTE INTERMITTENT PORPHYRIA
Cyclical symptoms have been found in relation to the menstrual cycle but seldom lead to acute attacks. Natural
fluctuations in estrogen and progesterone appear to be associated with acute attacks more often than
exogenous hormones. Women may use POEC following discussion of the risks and benefits and with clinical
judgement.

REPEAT USE OF EMERGENCY CONTRACEPTION
POEC can be used more than once in a cycle if clinically indicated.

RISK OF SEXUALLY TRANSMITTED INFECTIONS (STIs)
Women who are thought to be at higher risk for STI based on a sexual history (age <25 years or age >25 years
with a change in sexual partner or two or more partners in the last year) can be offered testing for STI and should
be given prophylactic antibiotics to prevent Chlamydia trachomatis at the time of Cu-IUD insertion pending
swab results.

DRUG INTERACTIONS
No category was scored by the Consensus Group on use of progestogen-only contraception by women using liver
enzyme inducers. Current guidance from the FSRH recommends that women using liver enzyme inducers should
be advised to use a Cu-IUD.17 If progestogen-only emergency contraception is to be used it should be given as
soon as possible and within 72 hours of unprotected sex. In women using liver enzyme inducing drugs two 1.5
milligram levonorgestrel tablets should be taken (3 milligrams) as a single dose. The efficacy of progestogen-only
emergency contraception is not reduced by non-liver enzyme inducing antibiotics.

Additional comments
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