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ABBREVIATIONS

AE: adverse events

AMI: acute myocardial infaction

BMI: body mass index

CHC: combined hormonal contraception
Cl : confidence interval

CMA: chlormadinone acetate

COC: combined oral contraceptive(s)
COCP: combined oral contraceptive pill
CPA: cyproterone acetate

Cu: copper

Cu-1UD: copper intra-uterine device
CVA: cerebrovascular accident

DB: double blind

DMPA: depot medroxyprogesterone acetate
DNG: dienogest

DRSP: drospirenone

DSG: desogestrel

E2: estradiol

E2V: estradiol valerate

EBM: evidence based medicine

EC: emergency contraception

EE: ethinyl estradiol

FSH: Follicle stimulating hormone

FU: follow-up

FU: follow-up

GP: general practitioner, general practice
GSD: gestodene

GTD: gestodene

HRT: hormone replacement therapy

IM: intramuscular

ITT: intention-to-treat analysis

IUCD: copper-containing intrauterine device
IUD: intra-uterine device

IUS: intra-uterine system

LNG: levonorgestrel

LNG-IUS: levonorgestrel intra-uterine system
MA: meta-analysis

MD : mean difference

MI: myocardial infarction

n: number of patients

N= number of studies



NA: not applicable

NET: norethindrone = norethisterone
NETA: norethindrone acetate
NGM: norgestimate

NOMAC= nomegestrol acetate

NR: not reported

NS: not statistically significant
NSAID: non-steroidal anti-inflammatory drug
NT: no statistical test

OC: (combined) oral contraception
OCP : oral contraceptive pill

OL: open label

OR : odds ratio

OTC: over the counter

p= p-value statistical test

PE: primary endpoint

PG: parallel group (RCT)

PID: pelvic inflammatory disease
Pla: placebo

PMS: premenstrual syndrome

PO: primary outcome

POlInj: progestogen-only injectables
POP: progestogen-only pill

RCT: randomized controlled trial
RR: relative risk, rate ratio

SB: single blind

SC: subcutaneous

SR: systematic review

SS: statistically significant

STD: sexually transmitted disease
STI: sexually transmitted infection
TCu: T-shapped copper (IUD)

TNR: statistical test not reported
UKMEC: UK Medical Eligibility Criteria for Contraceptive Use
UPA: ulipristal

VAS: visual analogue scale

VTE: venous thrombo-embolism



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 16" 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 apres) ?

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) ovariéle cysten

- premenstrueel syndroom

- fibromyomatose




- 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 contréle du cycle

- la dysménorhée

- les ménorragies

- I'acné

- les kystes ovariens (fonctionnels)

- le syndrome prémenstruel

- la fibromyomatose

- '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’a quel dge 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 I'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 particuliére ?

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 I'observance thérapeutique des différents moyens
contraceptifs hormonaux ?

6. Hormonale contraceptie aangepast aan bepaalde omstandigheden -
Contraception hormonale adaptée a 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 a 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

- diabéte

- 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 sires ?

7.2. Mogen noodcontraceptiva herhaaldelijk worden gebruikt?

7.2. Le recours a une contraception d’urgence répétée peut-elle étre envisagée ?

7.3. Welke elementen bevorderen of belemmeren noodcontraceptie?

7.3. Quels sont les éléments favorisant ou faisant obstacle a 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:

- Todiscuss 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
Irregular menstrual cycle (need for cycle control)

Dysmenorrhea

Menorrhagia

Acne

Functional ovarian cysts

Premenstrual syndrome

Perimenopause

O O O O O O 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

e ethinylestradiol 0,035mg + norethisterone 1mg

e ethinylestradiol 0,05mg + levonorgestrel 0,125mg

e ethinylestradiol 0,03mg + levonorgestrel 0,15mg

e ethinylestradiol 0,02mg + levonorgestrel 0,1mg

e ethinylestradiol 0,035mg + norgestimate 0,25mg

e ethinylestradiol 0,03mg + desogestrel 0,15mg

e ethinylestradiol 0,02mg + desogestrel 0,15mg

e ethinylestradiol 0,03mg + gestodene 0,075mg

e ethinylestradiol 0,02mg + gestodene 0,075mg

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

e ethinylestradiol 0,03mg + drospirenone 3mg

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

e ethinylestradiol 0,03mg + chloormadinon, acetate 2mg

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

Biphasic

e [l ethinylestradiol 0,04mg + desogestrel 0,025mg
Il ethinylestradiol 0,03mg + desogestrel 0,125mg]

Triphasic

e [l ethinylestradiol 0,03mg + levonorgestrel 0,05mg
Il ethinylestradiol 0,04mg + levonorgestrel 0,075mg
[l ethinylestradiol 0,03mg + levonorgestrel 0,125mg ]

e [l ethinylestradiol 0,03mg + gestodene 0,05mg
Il ethinylestradiol 0,04mg + gestodene 0,07mg
[l ethinylestradiol 0,03mg + gestodene 0,1mg ]

e [l ethinylestradiol 0,035mg + norethisterone 0,5mg
Il ethinylestradiol 0,035mg + norethisterone 0,75mg
[l ethinylestradiol 0,035mg + norethisterone 1mg ]

Quadriphasic
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e [l estradiol, valerate 3mg
Il estradiol, valerate 2mg + dienogest 2mg
[l estradiol, valerate 2mg + dienogest 3mg
IV estradiol, valerate 1mg

V placebo ]
Combined transdermal patch e ethinylestradiol 0,034mg + norelgestromin 0,203mg / 24u
Combined vaginal ring e ethinylestradiol 0,015mg + etonogestrel 0,12mg / 24u
Progestogen-only contraception
- Progestogen-only pill e desogestrel 0.075mg
e |evonorgestrel 0.03mg
- Progestogen- only e medroxyprogesterone acetate 104mg/3m s.c.
injectables e medroxyprogesterone acetate 150mg/3m i.m.
- Progestogen-only implant e etonogestrel 68mg s.c.
- Progestogen intra-uterine e levonorgestrel intra-uterine system (IUS) 52mg
device

Hormonal emergency contraception

e Levonorgestrel 2x0.75 mg or 1x1.5mg
e Ulipristal 30mg

Endpoints

The following endpoints are to be reported:

o 0O 0O 0O O 00 0o O o O o o o o o

Pregnancy

Adherence/compliance

Bleeding irregularities: breakthrough bleeding, spotting, cycle control
Weight

Headache

Mood changes

Libido

Local reactions specific to method

Menorrhagia

Dysmenorrhea

Acne

Functional ovarian cysts

Premenstrual syndrome

Perimenopausal symptoms

Endometriosis pain or progression

Cancer; gynaecological cancers: ovarian, cervical, endometrial, breast
Cancer; other: liver, colorectal

Cardiovascular disease (including hypertension, hyponatremia, hyperkaliemia for
combined oral contraception containing drospirenone)

Venous thrombo-embolism

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.
Duration of RCT: at least 6 months of intervention
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 (BCFl), 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.

- Inasecond 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 athird 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.
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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))
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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 system®** 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 Evidence of association |+ 1 |Strong evidence of assciation (RR of >2 or <0.5)
observational +2 | Very strong evidence of association (RR of >5 or <0.2)
studies 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
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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 Yes
words such as randomly, random and randomization)? No
la | If the method of generating the randomization sequence was Not described / NA
described, was it adequate (table of random numbers, computer- Adequate
generated, coin tossing, etc.) or inadequate (alternating, date of Inadequate
birth, hospital number, etc.)?
2 Was the study described as double-blind? Yes 1
No 0
2a | If the method of blinding was described, was it adequate (identical Not described / NA 0
placebo, active placebo, etc.) or inadequate (comparison of tablet vs | Adequate 1
injection wit hno double dummy)?. 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.

24



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

guestions are based
- Ashort 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

- Ashort 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 Peremans L, van Leeuwen E, Delvaux N, Keppens K, Yilkilkan H.
2012 Richtlijn voor goede medische praktijkvoering: Hormonale
anticonceptie. Huisarts Nu 2012;41:51-S32.

Method- specific guidelines

FSRH 2012 Faculty of Sexual and Reproductive Health Care (Royal College of Obstetricians
Combined and Gynaecologists). Combined hormonal contraception. Clinical effectiveness
unit guidance. October 2011 (Updated august 2012).

http://www.fsrh.org/pdfs/CEUGuidanceCombinedHormonalContraception.pdf

AC0OG2011 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 POlInj 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/CEUGuidanceProgestogenOnlylnjectables09.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/CEUGuidanceProgestogenOnlylmplantsApril08.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
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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

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

30



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

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: 295/160mmHg (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 2Q)

- 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 <35ug ethinylestradiol plus second
generation progestogen (30ug ethinylestradiol + levonorgestrel is most
suitable) (Grade 1A)

- women of 35 years or older: combined pill with <35ug 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 2Q)

- 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 50ug 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
20)

- 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:
l.a. Evidence obtained from meta-analysis of randomized trials
I.b. Evidence obtained from at least one RCT
Il.a. Evidence obtained from at least one well-designed controlled study,
without randomisation
Il.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study
lll. 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 ug 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 pg EE (maximum 70 ug 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 235 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 295 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
Q)

- 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:
l. Evidence obtained from at least one properly designed RCT

Il. 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

lll.  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 symptomes.

- No information on functional ovarian cysts, fioromyomatosis, 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:
l.a. Evidence obtained from meta-analysis of randomized trials
I.b. Evidence obtained from at least one RCT
Il.a. Evidence obtained from at least one well-designed controlled study,
without randomisation
Il.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study
[Il. 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 (Ml, 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/I 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 STls, 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:
l.a. Evidence obtained from meta-analysis of randomized trials
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I.b. Evidence obtained from at least one RCT

Il.a. Evidence obtained from at least one well-designed controlled study,
without randomisation

Il.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study

lll. 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 Q)

- 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:
l.a. Evidence obtained from meta-analysis of randomized trials
I.b. Evidence obtained from at least one RCT
Il.a. Evidence obtained from at least one well-designed controlled study,
without randomisation
Il.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study
[Il. Evidence obtained from well-designed non-experimental descriptive
studies, correlation studies and case studies
Il. 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/m? 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 preghant.

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
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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

[I-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

[I-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

Ill: 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. (1)

- 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. (ll)

- Ovulation rarely occurs after seven consecutive days of combined oral
contraceptive use. (ll)

Recommendations:

- Health care providers should give clear, simple instructions, both written and
oral, on missed hormonal contraceptive pills as part of contraceptive
counseling. (l11-A)

- Health care providers should provide women with telephone/electronic
resources for reference in the event of missed or delayed hormonal
contraceptives. (l11-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. (llI-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. (llI-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. (lI-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. (Ill-A)
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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

Il. 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

Il. 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:
l.a. Evidence obtained from meta-analysis of randomized trials
I.b. Evidence obtained from at least one RCT
Il.a. Evidence obtained from at least one well-designed controlled study,
without randomisation
Il.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study
[Il. Evidence obtained from well-designed non-experimental descriptive
studies, correlation studies and case studies
Il. 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 pg EE (maximum
70 pg) 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-1UD 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:
l.a. Evidence obtained from meta-analysis of randomized trials
I.b. Evidence obtained from at least one RCT
Il.a. Evidence obtained from at least one well-designed controlled study,
without randomisation
Il.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study
[Il. 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-lUD 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:
l.a. Evidence obtained from meta-analysis of randomized trials
I.b. Evidence obtained from at least one RCT
Il.a. Evidence obtained from at least one well-designed controlled study,
without randomisation
Il.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study
[Il. 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:

- 240y-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 Ml 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-lUD 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-lUD containing 2300mm?
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 230IU/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 Q)

- 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)

Grades of recommendation:

FSRH 2010_ A. Based on RCTs

Contraceptive B. Based on other robust experimental or observational studies
choices for C. Based on limited evidence but the advice relies on expert opinion and
young people 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:
l.a. Evidence obtained from meta-analysis of randomized trials
I.b. Evidence obtained from at least one RCT
Il.a. Evidence obtained from at least one well-designed controlled study,
without randomisation
Il.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study
lll. 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 Q)

- 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 Q)

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 (STls). (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, STl screening and emergency
contraception. (Good Practice Point)

- Young people should be advised to have STl 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. Abody 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/m” 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

[I-1: Evidence from well-designed controlled trials without randomization

[I-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

[ll: 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 pg of ethinyl
estradiol carry a lower risk of venous thromboembolism than oral
contraceptives with 50 pg. (11-2) Although preliminary data suggest a possible
further reduction in venous thromboembolism with oral contraceptives with
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<35 ug 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. (11-3)

- 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. (1I-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. (11-3)
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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

Il. 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

Il. 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:
l.a. Evidence obtained from meta-analysis of randomized trials
I.b. Evidence obtained from at least one RCT
Il.a. Evidence obtained from at least one well-designed controlled study,
without randomisation
Il.b. Evidence obtained from at least one other type of well-designed quasi-
experimental study
[Il. 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-lUD), levonorgestrel, ulipristal acetate
- drug interactions, side effects, future contraception
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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-IlUD
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 23 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-lUD 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-1UD, 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-lUD 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

[I-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

[I-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

Ill: 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. (11-2)

- The earlier hormonal emergency contraception is used, the more effective it
is. (11-2)

- A copper IUD can be effective emergency contraception if used within 7 days
after intercourse. (I1-2)

- Levonorgestrel emergency contraception regimens are more effective and
cause fewer side effects than the Yuzpe regimen. (l)

- 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. (l)

- Of the hormonal emergency contraception regimens available in Canada
(same availability in Belgium), levonorgestrel is the drug of choice. (1)

- A pregnancy that results from failure of emergency contraception need not be
terminated. (1)

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-lUD). (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 <35ug ethinylestradiol plus
second generation progestogen (30ug 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 23 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 pg 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 pg
ethinylestradiol (maximum 70 pg) 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-lUD 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
* N=2 COC Gestodene vs COC Pregnancy 0/405 (GSD) vs 0/412 (LNG)
Lawrie 2011 | n=849 Levonorgestrel (monophasic) (N=2 : Loudon, 1990 ; Rabe, 1989) RR=0.00 (95% CI 0.0, 0.0)
NS
Design: SR Discontinuation 40/405 (GSD) vs 61/412 (LNG)
+/- MA (N=2 : Loudon, 1990 ; Rabe, 1989) RR=0.66 (95% Cl1 0.41, 1.05)
NS p=0.078
N=30 Reasons for discontinuation side-effects (other than cycle disturbances)
n= 13923 (N=1; Loudon, 1990) 16/229 (GSD) vs 18/227 (LNG)

Search date:
March 2011

RR= 0.88 (95% Cl 0.46, 1.68)
NS p=0.70

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

lost to follow-up

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

method unrelated

4/229 (GSD) vs 7/227 (LNG)
RR=0.57 (95% Cl 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% Cl 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% Cl1 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% Cl 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% Cl 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 488 Women (UK) 6 cycles Monophasic gestodene 75mcg / - Jadad score: 3/5
-aged 16-35 years EE 30mcg vs monophasic - FU: 80.5% completed the study
Randomized double blind -requesting oral contraception studied over 6 levonorgestrel 150mcg /EE and 1.97% lost to FU
trial cycles, 30mcg
-standard contraindications being applied. -ITT:no
28-day cycles with 21
Post-partum women excluded unless active pills and 7 days of no tablet | Other important methodological
menstruation established for at least 2 cycles. taking remarks:
54% reported past OC use in each group. - Allocation concealment not
Exclusion criteria: women less than 16 years, described
DBP > 90 mm, amenorrhoea, medical
contraindications to OC use. Sponsor: Not stated
Rabe 1989 361 Characteristics of participants, inclusion and 6 cycles Monophasic gestodene 75mcg / - Jadad score: 2/5

Open randomized trial

exclusion criteria not mentioned.
(across 5 European countries)

EE 30mcg vs monophasic
levonorgestrel 150mcg /EE
30mcg

- 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

* N=1 COC Desogestrel vs COC Pregnancy 1/500 (DSG) vs 1/498 (LNG)
Lawrie 2011 | n=1027 Levonorgestrel (monophasic) RR=1.00 (95% Cl 0.06, 15.88)
Design: (N=1; Winkler 2004) NS p=1.0

SR +/- MA Discontinuation 96/500 (DSG) vs 114/498 (LNG)
RR=0.84 (95% CI 0.66, 1.07)
N=30 NS p=0.15

n=13923 Reasons for discontinuation Pregnancy or desire for pregnancy
1/500 (DSG) vs 1/498 (LNG)
Search date: RR=1.00 (95% Cl 0.06, 15.88)
March 2011 NS p=1.0

loss to follow-up

0/500 (DSG) vs 3/498 (LNG)
RR=0.14 (95% Cl 0.01, 2.75)
NS p=0.20

side effects (including cycle disturbance)
10/500 (DSG) vs 25/498 (LNG)

RR=0.40 (95% Cl 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% Cl 0.03, 3.18)
NS p=0.34

Headache

33/500 (DSG) vs 22/498 (LNG)
RR=1.49 (95% Cl 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% Cl 0.01, 8.13)

NS p=0.50

* Characteristics of included studies: see under
Ref + design n Population Duration Comparison Methodology
Winkler 2004 1027 healthy women (Germany and the 6 cycles. Monophasic DSG - Jadad score:3/5

Netherlands) 150ug/EE20ug vs. - FU: 76.7% completed the study
Open randomised clinical -aged 18-45 monophasic LNG/EE
trial -BMI between 18 and 29kg/m2. Washout 100ug/EE 20ug - ITT: not clear

period
Excluded if: of one Other important methodological remarks:
menses <24 days or >35 days; >35 and a cycle -Allocation concealment not described

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%)

- 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

* N=1 COC Gestodene vs COC Pregnancy 0/114 (GSD) vs 0/115 (NET)

Lawrie 2011 | n=254 Norethindrone (triphasic) RR=0.00 (95% Cl 0.0, 0.0)

Design: SR (N=1; Weber-Diehl 1993) NS

+/- MA Discontinuation 16/114 (GSD) vs 27/115 (NET)
RR=0.60 (95% Cl 0.34, 1.05)

N= 30 NS p=0.072

n=13923 Cycle control Spotting

Search date:
March 2011

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

NS p=0.075

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

* Characteristics of included studies: see under

Ref + design n Population

Duration

Comparison

Methodology

Weber-Diehl 1993 254 Women ( Germany)
-aged 16 to 50 years.
Open randomised clinical Inclusion, exclusion

trial

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

* N=7 COC Gestodene vs COC Pregnancy (N=7) 10/2802 (GSD) vs 5/2822 (DSG)
Lawrie 2011 | n=5634 Desogestrel (monophasic) RR=1.85 (95% Cl 0.64, 5.32)
(N=7) NS p=0.26

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

N=30 Reasons for discontinuation cycle disturbances (N=5)

n= 13923 17/1509 (GSD) vs 19/1536 (DSG)
RR=0.93 (95% Cl 0.48, 1.81)

NS p=0.83

Pregnancy (N=5)

Search date: 7/1756 (GSD) vs 4/1778 (DSG)
March 2011 RR=1.77 (95% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% ClI 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% Cl 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% Cl 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% Cl 0.95, 1.25)

NS p=0.24

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

NS p=0.98

Nervousness (N=1)
28/786GSD) vs 36/777(DSG)
RR=0.77(95% Cl 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% ClI 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% Cl 0.01, 186.49)
NS p=0.95

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

Migraine (N=1)

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

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

Nervousness (N=1)
2/176(GSD) vs 1/176(DSG)
RR=2.00 (95% C1 0.18, 21.86)
NS p=0.57

Acne (N=2)

2/302(GSD) vs 0/291(DSG)
RR=2.87 (95% Cl 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 12 cycles Monophasic gestodene 75 - Jadad score: 2/5
countries) mcg+EE20 mcg -FU: 71.3% completed the study and
-18 to 35 years versus unclear lost to FU
-willing for contraception for at least 12 monophasic desogestrel 150 -ITT: yes
months. mcg+EE20 mcg;
Other important methodological
Exclusion criteria: previous use remarks:
of DSG/EE in this dose; known contraindication -Technique of allocation concealment
to OC use; use of injectables with in 6 months; unclear
genital pathology, bleeding not diagnosed, and -Random sequence generation unclear
migraine with menses and
specific concomitant pathology Sponsor: SCHERING AG
GSD Group 1999 1074 Healthy women (61 centres in Europe) 6 cycles Monophasic gestodene 60 - Jadad score: 2/5
-aged >18 years, mcg/EE15 mcg given for 24 days - FU: 89.3% ended and 1.86% lost to
-menstruating regularly versus FU
-and not breast feeding monophasic -ITT:yes
desogestrel 150mcg/ EE20mcg
Exclusion Criteria: smokers>36 years, history of given for 21 days. Other important methodological
thromboembolic disease, cardiovascular or remarks:
cerebrovascular disease, abnormal pap In this trial the oestrogen dose -Technique of allocation concealment
smear,breast feeding and using concomitant was 15 pg in GSD and 20 pgin the | unclear
medication which would interfere with study. DSG group and so the data for
There were comparable number of starters and cycle Sponsor:  WYETH AYERST
switchers in each group. T disturbances were not included in
here is no the meta-analysis.
mention of a washout period.
Work up at admission involved medical,
obstetric and gynaecological history and
examination,and pap smear testing
Halbe 1998 595 women (Brazil) 6 cycles Monophasic desogestrel 150 - Jadad score:2/5

-at reproductive age
-with regular menstrual cycles.

Study setting is not mentioned.

mcg+EE 30 mcg

Vs

monophasic gestodene
75mcg+EE30 mcg

- 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 783 Healthy women (Thailand) 6 cycles. Monophasic desogestrel 150 - Jadad score: 2/5
1995 -mean age of 26 years mcg+EE 30 mcg - FU: 86.8% completed the study and
- regular menstrual cycles of versus 5.5% lost to FU
at least 24 days. monophasic gestodene 75 -ITT: not clear
mcg+EE 30 mcg.
Exclusion criteria: known contraindications to Other important methodological
OC use, use of medication and currently breast remarks:
feeding. -Technique of allocation concealment
Work up included detailed medical history and unclear
physical exam. -Random sequence generation unclear
Sponsor: ORGANON NV
L. America 1994 352 Women (Argentina, Brazil, Chile, Columbia, 6 cycles monophasic gestodene 75mcg/ | - Jadad score: 2/5

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
0OCs

EE 30 mcg

Vs

monophasic desogestrel 150mcg/
EE 30 mcg.

- 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 ) 6 cycles monophasic desogestrel 150 - Jadad score: 2/5
-aged 18-45, mcg/ EE20mcg - FU: 81.3% completed the study and
-sexually active Vs unclear% lost to FU
-with regular cycles, monophasic gestodene 75 mcg/ -ITT: no
-with normal lipid, and carbohydrate profiles EE20mcg
-BMI within 18 to 29. Other important methodological
remarks:
Exclusion criteria: known contraindication -Technique of allocation concealment
to OC use, smokers >35 years, less than 2 unclear
months postpartum, use of injectable - Data on cycle control in graphical
contraceptive within 6 months prior to study. format from which it is not possible to
Both starters and switchers were included. deduce figures
Sponsor: ORGANON NV
Zichella 1999 241 women (5 centres in Italy) 6 cycles Monophasic desogestrel 150 - Jadad score: 1-2/5

-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

mcg/EE30mcg

versus

monophasic gestodene
75 mcg/EE30mcg

- 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

* N=1 COC Gestodene vs COC Pregnancy 0/91 (GSD) vs 0/83 (NGM)

Lawrie 2011 | n=189 Norgestimate (monophasic) RR=0.00 (95% Cl 0.0, 0.0)

Design: (N=1; Affinito 1993) NS

SR +/- MA Discontinuation 6/91 (GSD) vs 9/83 (NGM)
RR=0.61 (95% Cl 0.23, 1.64)

N=30 NS p=0.32

n=13923 Reasons for discontinuation. cycle disturbances

Search date:
March 2011

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

method unrelated

3/91 (GSD) vs 6/83 (NGM)
RR=0.46 (95% Cl 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)

NS p=0.32

RR=2.28 (95% Cl 0.45, 11.44)

nausea/vomiting

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

other minor
5/91 (GSD) vs 8/83 (NGM)
RR=0.46 (95% CI1 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) 6 cycles Monophasic gestodene 75 mcg+ - Jadad score: 2/5
-in the age group 16 to 38 (if smokers then EE 30 mcg - FU: 91.4% completed the study
less than 35 years) using standard inclusion versus and 7.93% lost to FU

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

monophasic norgestimate 250
mcg+ EE 35 mcg.

- 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

* N=3 COC Drospirenone vs COC Pregnancy 0/58 (DRSP) vs 0/57 (LNG)

Lawrie 2011 | n=648 Levonorgestrel (monophasic), (N=1; Suthipongse2004) RR=0.00 (95% Cl 0.0, 0.0)

Design: NS

SR +/- MA Discontinuation 91/342 (DRSP) vs 58/202 (LNG)
(N=2; Kelly 2010 ; Suthipongse2004) RR=0.81 (95% Cl 0.62, 1.06)

N= 30 NS p=0.12

n=13923 Reasons for discontinuation.

Search date:
March 2011

(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% Cl 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% Cl 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% Cl 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% ClI 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% Cl 0.0, 0.0)
NS

Headache

35/282(DRSP) vs 15/142 (LNG)
RR=1.17(95% Cl 0.66, 2.08)

NS p=0.58

Migraine

8/282(DRSP) vs 5/142 (LNG)
RR=0.81(95% Cl1 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% Cl 0.50, 4.60)

NS p=0.47

Total

55/1128(DRSP) vs 24/568 (LNG)
RR=1.15(95% Cl 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 7 cycles Monophasic DRSP 3mg/EE 30ug - Jadad score: 3-4/5
-aged 16-40 (35yrs maximum for smokers) versus - FU: 66% ended the study and
-having regular cycles and monophasic LNG 150ug/EE 30ug | 6,4% lost to FU (high drop-out
-requesting contraception; on no other rate)
hormonal treatment during the study (except -ITT: yes
for thyroxin and insulin).
Other important methodological
remarks:
Excluded if there were contraindications to - Allocation concealed with the
COC including a history of herpes, obesity or use of envelopes but not from
concurrent treatment with hepatic enzyme- the principle investigator
inducing drugs. - Report fails to include key cycle
Two thirds of participants were COC control data. Limited unpublished
switchers Baseline characteristics similar cycle control data obtained from
authors
Sponsor: BAYER-SCHERING AG
Suthipongse 2004 120 Women (Thailand) 7 cycles Monophasic DRSP 3mg/EE 30ug - Jadad score: 2/5

-aged 16-35
-requesting contraception.
-no injectables or OCs within 6 months of

versus
monophasic LNG 150ug/EE 30ug

- 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 30ug
versus
monophasic LNG/EE 30ug

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
* N=6 COC Drospirenone vs COC Pregnancy 18/3013 (DRSP) vs 10/1402 (DSG)
Lawrie 2011 | n=4742 Desogestrel (monophasic), (N=6) RR=0.95 (95% Cl 0.39, 2.33)
NS p=0.91
Design: Discontinuation 632/3174 (DRSP) vs 294/1531 (DSG)
SR +/- MA (N=6) RR=1.06 (95% Cl 0.93, 1.20)
NS p=0.40
N=30 Reasons for discontinuation. cycle disturbances (N=3 ; Anttila 2009, Foidart 2000, Gruber
n=13923 2006)

Search date:
March 2011

16/891 (DRSP) vs 15/886 (DSG)
RR=1.05 (95% Cl 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% Cl1 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% CI1 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% C1 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 0.25, 3.73)

NS p=0.95

Alopecia (N=1; Gruber 2006)
3/220(DRSP) vs 1/221(DSG)
RR=3.01 (95% Cl 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% Cl 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, 7 cycles Monophasic DRSP 3mg/EE 20ug - Jadad score: 2-3/5
Finland, Lithuania and Estonia) (24 active tablets and 4 placebos) | - FU: 86.5% completed the study
-aged 18-35 years (30 years for smokers) versus and 1.1% lost to FU
monophasic DSG 150ug/EE 20ug -ITT: yes
(21 active /7 placebos)
Excluded criteria were: Other important methodological
contraindication to COC use, remarks:
pregnancy, BMI>30, lactation or abortion -Technique of allocation
within 3 months, hypersensitivity to study concealment unclear
drug, suspicious cervical smear within -Denominators of data reported
6months, use of DSG,DRSP or IUS/IUD within not clear. (attrition bias)
1 cycle of treatment, use of depot -Discontinuation data not
contraception within last 6 cycles before start reported. Cycle control data
of treatment. presented in such a way that
comparisons cannot be
Approximately 55% were switchers. made and so were not used for
this review
Sponsor: BAYER-SCHERING AG
Foidart 2000 900 Healthy women (Europe : Belgium, Germany, | 26 Monophasic drospirenone 3 - Jadad score: 2/5
NL). months mg+EE30 mcg (Yasmin) versus - FU: 69.2% completed the study

-between 18 to 35 years, ,
-menstruating and seeking OC use.

Exclusion Criteria: obesity, liver, vascular and

monophasic desogestrel
150 mcg +EE30 mcg for 21 days

-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, 7 cycles Monophasic DRSP 3mg/EE 20ug - Jadad score: 2-3/5
the Czech Republic and the United Kingdom) versus monophasic DSG150ug/EE | - FU: 86.7% completed the study
-aged 15-35 years (excluding smokers over 30 20ug. and 2.9% lost to FU
years) -ITT: yes
Treatment started on first day of
Excluded if there were contraindications menses or withdrawal bleed. Other important methodological
to COC use, use if depot contraceptives Both had 21 active tablets and 7 remarks:
within 6 months of study, use of DSG or DRSP Placebos -No allocation concealment
OC within one cycle of study; childbirth, ->20% of cycle control data
abortion or lactation within three cycles of Weight decreased in the DRSP missing and so
study or a suspicious cervical smear result group (-0.22kg (SD 2.25) vs is not included in this review.
+0.45kg (2.94) in the -Data on side-effects not
DSG group. published but obtained
after contacting the authors
Sponsor: SCHERING
Guang-Sheng 2010 786 Healthy women (China) 13 cycles | Monophasic DRSP 3mg/EE 30ug - Jadad score: 2-3/5

-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.

vs.monophasicDSG150ug/EE
30ug 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.

- 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) 13 cycles | Monophasic drospirenone 3 - Jadad score: 2-3/5
-aged 18 to 35 years mg/EE30 mcg (n=1680) versus -FU: 77.6% completed the study
monophasic desogestrel and 0.9% lost to FU
Exclusion criteria: pregnancy, lactation, liver 150 mcg/EE30 mcg (n=418) -ITT: yes
disease, metabolic or vascular
diseases, tumours, genital infections, Pills were given in 28 day Other important methodological
drug/alcohol abuse, on medication such as packs. remarks:
diuretics or those causing interaction with -Technique of allocation
OCs. There is no information on day of | concealment unclear
Both starters and switchers were included pill start
with switchers being given one cycle of wash Sponsor: SCHERING AG
out
Kriplani 2010 60 Women (India) 6 cycles Monophasic DRSP 3mg/EE 30ug - Jadad score: 2-3/5

- 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.

versus monophasic DSG150ug/EE
30ug

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.

- 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 150ug/EE20ug vs. monophasic levonorgestrel /EE 100ug/EE 20ug (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 30ug versus monophasic levonorgestrel 150ug/EE 30ug
(N=3; Kelly 2010 ; Suthipongse 2004 Sangthawan 2005)
Monophasic Drospirenone 3mg/EE 20ug (24 active tablets and 4 placebos) versus monophasic desogestrel
150ug/EE 20ug (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 |6-26 cycles | Monophasic Pregnancy RR=0.00 (95% CI 0.0, 0.0)
n= gestodene (N=2) NS
13296 75mcg / EE Discontinuation RR=0.66 (95% ClI 0.41, 1.05)
30mcg vs (N=2) NS p=0.078
monophasic Absence of RR=0.78 (95% Cl 0.38, 1.59)
levonorgestrel |withdrawal bleed NS p=0.49
150mcg /EE (N=2)
30mcg Quality | Consistency | Directness |Imprecision
(N=2;Loudon -1(low |OK oK oK
- 1990, Rabe 1989) Jadad)
Population
Healthy 6 cycles Grade assessment: moderate quality of evidence
women Intermenstrual 70/229 (GSD) vs 98/227 (LNG)
Age: 15-50 bleeding (Loudon, RR=0.71 (95% Cl1 0.55, 0.91)

1990)

SS in favour of gestodene p=0.0059

Spotting (Loudon,
1990)

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

Breakthrough
bleeding (Loudon,

12/229 (GSD) vs 18/227 (LNG)
RR=0.66 (95% Cl 0.33, 1.34)

1990) NS p=0.25
Quality |Consistency |Directness |Imprecision
OK NA (N=1) oK oK

Grade assessment: high quality of evidence

Monophasic
desogestrel
150ug/EE20pg
vs. monophasic
levonorgestrel
JEE 100pg/EE

20pg
(N=1;Winkler 2004)

6 cycles

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

Total 96/500 (DSG) vs 114/498 (LNG)

Discontinuation

RR=0.84 (95% Cl 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% Cl 0.19, 0.82)
SS in favour of DSG p=0.013

Quality Consistency | Directness | Imprecision
-1 (FU<80%, | NA OK OK
open label)

Grade assessment: moderate quality of evidence
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Triphasic Pregnancy 0/114 (GSD) vs 0/115 (NE)
Gestodene RR=0.00 (95% Cl 0.0, 0.0)
50/70/100mcg NS
+EE Discontinuation 16/114 (GSD) vs 27/115 (NE)
30/40/30mcg RR=0.60 (95% CI 0.34, 1.05)
vs triphasic NS p=0.072
Norethindrone | Spotting 18/114 (GSD) vs 31/115 (NE)
500/750/1000 RR=0.59 (95% Cl 0.35, 0.99)
mcg+ EE SS; less spotting with GSD p= 0.044
35/35/35 mcg. |Breakthrough 22/114 (GSD) vs 34/115 (NE)
bleeding RR=0.65 (95% Cl1 0.41, 1.04
(N=1; Weber-Diehl NS p=0.075
1993) - - - —
Quality |Consistency | Directness | Imprecision
12 cycles -1 (no ITT, | NA -1 . OK
FU<80%,0 (population
pen) not
described)
Grade assessment: low quality of evidence
Monophasic Pregnancy RR=1.85 (95% Cl 0.64, 5.32)
gestodene 75 | (N=7) NS p=0.26
mcg+EE20 mcg | Discontinuation RR=1.11 (95% Cl 1.00, 1.24)
versus (N=7) NS p=0.052
monophasic
desogestrel Quality | Consistency |Directness |lmprecision
150 -1 (low OK OK OK
Jadad)

mcg+EE20 mcg

( N=7;Endrikat
1999, GSD Group
1999, Halbe 1998,
Koetsawang

1995, L. America
1994, Serfaty 1998,
Zichella 1999)

6 -12 cycles

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% Cl 1.01, 3.23)
SS; less discontinuation with DSG p=0.045

Quality | Consistency |Directness | Imprecision
-1 (low OK OK OK
Jadad)

Grade assessment: moderate quality of evidence

Discontinuation

RR=0.93 (95% Cl 0.48, 1.81)

due to cycle NS p=0.83
disturbance)
(N=5; GSD Group 1999,
Halbe 1998, Koetsawang
1995, L. America 1994,
Zichella 1999)
Quality |Consistency |Directness |Imprecision
-1 (low OK OK OK
Jadad)
Grade assessment: moderate quality of evidence
Monophasic Pregnancy 0/91 (GSD) vs 0/83 (NGM)

gestodene 75
mcg+ EE 30
mcg

versus
monophasic
norgestimate
250

mcg+ EE 35

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

Discontinuation

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

Discontinuation due
to cycle disturbances

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

6 cycles

Discontinuation due
to side effects (other

3/91 (GSD) vs 2/83 (NGM)
RR=1.37 (95% Cl 0.23, 7.99)

than cycle NS p=0.73
disturbances)
Quality | Consistency | Directness |Imprecision
-1(low NA OK oK
Jadad,
ITT?)

Grade assessment: moderate quality of evidence

Monophasic Pregnancy 0/58 (DRSP) vs 0/57 (LNG)
Drospirenone | (N=1; Suthipongse2004) | RR=0.00 (95% CI 0.0, 0.0)
3mg/EE 30pug NS
versus Quality | Consistency |Directness |Imprecision
monophasic -1(low NA (N=1) OK OK
levonorgestrel Jadad,
150ug/EE 30pg ITT?)
Grade assessment: moderate quality of evidence
(N=3; Discontinuation RR=0.81 (95% Cl 0.62, 1.06)
Kelly 2010 ; (N=2; Kelly 2010 ; NS p=0.12
Suthipongse 2004 | Suthipongse 2004)
Sangthawan Quality |Consistency |Directness |Imprecision
2005) -1 oK oK oK
6-7 cycles Grade assessment: moderate quality of evidence
Discontinuation due |14/282(DRSP) vs 13/142 (LNG)
to side effects RR=0.54 (95% CI 0.26, 1.12)
(including cycle NS p=0.099
disturbance)
(N=1 ; Kelly 2010)
Intermenstrual 33/282(DRSP) vs 19/142 (LNG)
bleeding RR=0.87 (95% CI 0.52, 1.48)
(N=1; Kelly 2010) NS p=0.62
Quality Consistency | Directness | Imprecision
-1 (FU<80%) | NA (N=1) OK OK
Grade assessment: moderate quality of evidence
Monophasic Pregnancy RR=0.95 (95% Cl 0.39, 2.33)
Drospirenone | (N=6) NS p=0.91
3mg/EE 20pg | Discontinuation RR=1.06 (95% Cl 0.93, 1.20)
(24 active (N=6) NS p=0.40
tabletsand 4 | nausea/vomiting 122/3173(DRSP) vs 40/1528(DSG)
placebos) (N=6) RR=1.46 (95% CI 0.96, 2.21)
versus NS p=0.074
monophasic Quality |Consistency |Directness |Imprecision
desogestrel -1(low |OK OK OK
150pg/EE 20pg jadad)
(21 active /7 Grade assessment: moderate quality of evidence
placebos) Discontinuation RR=1.24(95% Cl 0.87, 1.76)

(N=6; Anttila 2009,
Foidart 2000,
Gruber 2006,
Guang-Sheng 2010,
Huber 2000,
Kriplani 2010)

6cycles -26
months

due to side effects NS p=0.23

(including cycle

disturbance)

(N=5; Anttila 2009, Gruber

2006, Guang-Sheng 2010,

Huber 2000; Kriplani

2010)
Quality | Consistency | Directness |Imprecision
-1(low |OK OK -1
jadad)

Grade assessment: moderate quality of evidence

Discontinuation

RR=1.05 (95% Cl 0.52, 2.14)
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due to cycle NS p=0.89
disturbances
(N=3; Anttila 2009,
Foidart 2000, Gruber

2006)
Quality | Consistency |Directness |Imprecision
-1 (low OK OK OK
jadad)
Grade assessment: moderate quality of evidence
intermenstrual RR=0.97 (95% Cl 0.83, 1.14)
bleeding NS p=0.71
(N=2; Gruber 2006, Huber
2000)
Quality | Consistency |Directness |Imprecision
-1 (low OK OK OK
jadad)

Grade assessment: moderate quality of evidence

breast tenderness RR=1.39 (95% Cl 1.04, 1.86)

(N=5; Anttila 2009, Foidart | SS ; |ess breast tenderness with DSG p=0.028
2000, Guang-Sheng 2010,

Huber 2000; Kriplani

2010)
Quality | Consistency | Directness |Imprecision
-1 (low OK OK OK
jadad)

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 150ug/EE20ug vs. monophasic levonorgestrel /EE 100ug/EE 20pug

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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4.1.2. Combined oral contraception containing ethinylestradiol 20pg versus >20pg: Evidence tables

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

Ref N/n Comparison Outcomes

* N=2 EE 20 pg and desogestrel 150 Pregnancy per woman 2/485 (EE20DSG) vs 3/497 (EE30DSG)

Gallo 2011a | n=1058 ug (N=1; Akerlund, 1993) OR=0.69 (95% Cl 0.12, 3.97)

Design: versus NS p =0.67

SR+/- MA EE 30 pg and desogestrel 150 Discontinuation — overall 174/500 (EE20DSG) vs 154/500 (EE30DSG)
ug (N=1; Akerlund, 1993) OR=1.20 (95% Cl 0.92, 1.56)

N=21 NS p = 0.18

n= 13882 Discontinuation - mood changes 15/500 (EE20DSG) vs 10/500 (EE30DSG)

Search date:
Nov 2010

(N=1; Akerlund, 1993)

OR=1.51 (95% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% C1 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% Cl 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% Cl 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% Cl 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% C1 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% Cl 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 12 cycles | EE 20 pg and desogestrel 150 ug - Jadad score: 4/5
-aged 18 to 35 (Norway sites) or 18 to 40 (N=500) versus EE 30 pg and - FU: 67% completed the study
(Sweden and Denmark sites) years. desogestrel 150 pg (N=500) - ITT: no (per protocol analysis)
Excluded heavy smoking among women 35 'Withdrawal’ bleeding defined as | Other important methodological
years of age; risk factors for or history of bleeding that began within the remarks:
certain diseases; lactation; and certain pill-free period and did not -Technique of allocation
antibiotics exceed eight days. concealment not reported.
‘Irregular’ bleeding defined as
any other bleeding Sponsor: Pharmaceutical
company
Basdevant 1993 58 Healthy women 6 cycles EE 20 pg and desogestrel 150 pg - Jadad score: 2-3/5

-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

(N=33) versus EE 30 pg and
desogestrel 150 pg (N=25)

- 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 ug and desogestrel 150 ug versus EE 30 ug and gestodene 75 ug

Ref N/n Comparison Outcomes
* N=3 EE 20 pg and desogestrel 150 Pregnancy per woman 3/1014 (EE20DSG) vs 3/1013 (EE30GSD)
Gallo 2011a | n=3925 ug (N=2; Bruni 2000, Teichmann 1995) OR=1.00 (95% Cl 0.20, 4.96)
Design: versus NSp=1.0

EE 30 pg and gestodene 75 pg Discontinuation — overall 235/1515 (EE20DSG) vs 229/1518 (EE30GSD)
SR +/- MA (N=3; Bruni 2000, Kirkman 1994, OR=1.03 (95% Cl 0.85, 1.26)

Teichmann 1995) NS p=0.76

N=21 Discontinuation - abdominal pain 6/209 (EE20DSG) vs 4/207 (EE30GSD)
n= 13882 (N=1; Teichmann 1995) OR=1.49 (95% Cl 0.43, 5.22)

Search date:
Nov 2010

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% C 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% C1 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% C1 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% Cl 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% Cl 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% Cl 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% Cl 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% C1 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% C1 0.71, 2.01)
NS p =0.50

Acne
(N=1; Bruni 2000)

15/805 (EE20DSG) vs 16/806(EE30GSD)
OR=0.94 (95% Cl 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% Cl 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% Cl 0.25, 1.62)
NS p =0.34

Depression
(N=1; Bruni 2000)

16/805 (EE20DSG) vs 21/806(EE30GSD)
OR=0.76 (95% Cl 0.40, 1.46)
NS p =0.41

Dizziness
(N=1; Bruni 2000)

6/805 (EE20DSG) vs 10/806(EE30GSD)
OR=0.60 (95% Cl 0.23, 1.62)
NS p =0.32

Dysmenorrhea
(N=1; Bruni 2000)

17/805 (EE20DSG) vs 18/806(EE30GSD)
OR=0.94 (95% Cl 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% Cl 0.38, 1.38)
NS p =0.33

Flatulence
(N=1; Bruni 2000)

7/805 (EE20DSG) vs 12/806(EE30GSD)
OR=0.59 (95% Cl 0.24, 1.45)
NS p =0.25

Headache
(N=1; Bruni 2000)

118/805 (EE20DSG) vs 111/806(EE30GSD)
OR=1.08 (95% Cl 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% Cl 0.41, 2.42)
NS p =1.0

Metrorrhagia
(N=1; Bruni 2000)

46/805 (EE20DSG) vs 28/806(EE30GSD)
OR=1.67 (95% Cl 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% Cl 0.83, 6.80)
NS p =0.11

Nausea
(N=1; Bruni 2000)

31/805 (EE20DSG) vs 27/806(EE30GSD)
OR=1.16 (95% Cl 0.68, 1.95)
NS p =0.59

Pain
(N=1; Bruni 2000)

15/805 (EE20DSG) vs 11/806(EE30GSD)
OR=1.37 (95% Cl 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% Cl 0.62, 3.36)
NS p =0.39

Vomiting
(N=1; Bruni 2000)

16/805 (EE20DSG) vs 13/806(EE30GSD)
OR=0.48 (95% C1 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% Cl 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% Cl -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 13 cycles EE 20 pg and desogestrel 150 ug | - Jadad score:2 /5
-’over the legal age of consent’ and (N=805) - FU: 71% completed study
-less than 42 years of age versus - ITT: unclear
-with regular menses. EE 30 pg and gestodene 75 g Other important methodological
(N=806) remarks:
Excluded estrogen or progestogen versus -Technique of allocation
hypersensitivity; pregnancy; lactation; and EE 30-40-30 pg and gestodene concealment not reported.
certain disorders 50-70-100 pg (N=808)
Sponsor: Pharmaceutical
Bleeding terms not defined. company
Kirkman 1994 1006 Healthy women (Denmark, Italy, New 6 cycles. EE 20 pg and desogestrel 150 ug | - Jadad score: 3/5
Zealand and the UK.) (N=501) versus EE 30 pg and - FU: 87% completed study.
-over 30 years of age with regular menses. gestodene 75 pg (N=505)
- ITT: unclear
Excluded smokers over 34 years of age, 'Withdrawal’ bleeding episode
select drug use, and lactation was defined as a sequence of Other important methodological
one or more days of bleeding or | remarks:
spotting that began during the
pill-free period and was bounded | -Technique of allocation
by two consecutive days without | concealment not reported.
bleeding. Results,
though, were reported for Sponsor: Pharmaceutical
‘irregular’ bleeding’, which was company
never defined
Teichmann 1995 500 Healthy women (Poland) 2 EE 20 pug and desogestrel 150 ug | - Jadad score:3/5
-normal-weight, pretreatment | versus EE 30 pg and gestodene - FU: 63% completed study
-sexually active and 12 75 ug. - ITT: unclear
-aged 19 to 40 years treatment
-seeking oral contraception cycles Other important methodological
-with regular menses. Bleeding terms not defined. remarks:
-Technique of allocation
Excluded recent hormonal medication and concealment not reported.
certain other drugs; smokers; and
contraindications to oral contraception Sponsor: ?
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4.1.2.3. Combined oral contraceptives: EE20 ug and desogestrel 150 ug versus EE 30-40-30 ug and gestodene 50-70-100 ug

Ref N/n Comparison Outcomes
* N=1 EE 20 pg and desogestrel 150 Pregnancy per woman 2/805 (EE20DSG) vs 2/808(EE30-40-30/GSD50-70-100)
Gallo 2011a | n=2419 ug versus EE 30-40-30 pg and OR=1.00(95% Cl 0.14, 7.14)
Design: gestodene 50-70-100 ug NS p =1.0
meta- (N=1; Bruni) Discontinuation - overall 132/805 (EE20DSG) vs 125/808(EE30-40-30/GSD50-70-100)
analysis OR=1.07(95% Cl 0.82, 1.40)

NS p =0.61
N=21 Discontinuation - adverse reaction 62/805 (EE20DSG) vs 47/808(EE30-40-30/GSD50-70-100)
n= 13882 OR=1.35(95% Cl1 0.91, 1.99)

Search date:
Nov 2010

NS p =0.13

Discontinuation — metrorrhagia

10/805 (EE20DSG) vs 3/808(EE30-40-30/GSD50-70-100)
OR=2.97(95% Cl 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% C1 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% Cl 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% Cl 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% Cl 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% Cl 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% C1 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl 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% C1 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 13 cycles | EE 20 pg and desogestrel 150 ug - Jadad score:2 /5
-’over the legal age of consent’ and (N=805) - FU: 71% completed study
-less than 42 years of age versus - ITT: unclear
-with regular menses. EE 30 pg and gestodene 75 g Other important methodological
(N=806) remarks:
Excluded estrogen or progestogen versus -Technique of allocation

hypersensitivity; pregnancy; lactation; and
certain disorders

EE 30-40-30 pg and gestodene
50-70-100 pg (N=808)

Bleeding terms not defined.

concealment not reported.

Sponsor: Pharmaceutical
company
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4.1.2.4. Combined oral contraceptives : EE 20 ug and gestodene 75 ug versus EE 30 ug and gestodene 75 ug

Ref N/n Comparison Outcomes
* N=4 EE 20 pg and gestodene 75 pg Pregnancy per woman 1/504 (EE20GSD) vs 2/295(EE30GSD)
Gallo 2011a | n=903 versus (N=2; Endrikat 1997, Taneepanichskul OR=0.23(95% Cl 0.02, 2.55)
Design: EE 30 pg and gestodene 75 ug 2002) NS p =0.23

Discontinuation - overall 110/504 (EE20GSD) vs 59/295(EE30GSD)
SR +/- MA (N=2; Endrikat 1997, Taneepanichskul OR=1.14(95% CI1 0.80, 1.63)

2002) /NS p =0.46
N=21 Discontinuation - adverse event 48/480 (EE20GSD) vs 19/273(EE30GSD)
n= 13882 (N=3; Brill 1996, Endrikat 1997, Winkler OR=1.46(95% Cl 0.86, 2.46)

Search date:
Nov 2010

1996) NS p =0.16
D iscontinuation — intermenstrual 0/32 (EE20GSD) vs 0/32(EE30GSD)
Bleeding OR=0.0(95% Cl 0.0, 0.0)

(N=1; Brill 1996)

NS

Discontinuation - metrorrhagia
(N=1; Winkler 1996)

0/20(EE20GSD) vs 1/20(EE30GSD)
OR=0.14(95% Cl 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% Cl 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% Cl 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% Cl 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% Cl 0.68, 2.05)
NS p=0.56
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Change in libido
(N=1; Endrikat 1997)

14/428(EE20GSD) vs 4/221(EE30GSD)
OR=1.72(95% Cl 0.64, 4.61)
NS p=0.28

Chloasma
(N=1; Taneepanichskul 2002)

2/59(EE20GSD) vs 2/55(EE30GSD)
OR=0.93(95% Cl 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% Cl 0.80, 5.66)
NS p=0.13

Diarrhea
(N=1; Taneepanichskul 2002)

1/59(EE20GSD) vs 3/55(EE30GSD)
OR=0.33(95% Cl 0.05, 2.43)
NS p=0.28

Dizziness 13/487(EE20GSD) vs 5/276(EE30GSD)
(N=2; Endrikat 1997, Taneepanichskul OR=1.52(95% Cl1 0.57, 4.02)

2002) NS p=0.40

Edema 3/428(EE20GSD) vs 3/221(EE30GSD)

(N=1; Endrikat 1997)

OR=0.41(95% Cl 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% Cl 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% Cl 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% Cl 0.19, 18.04)
NS p=0.60

Nervousness
(N=1; Endrikat 1997)

15/428(EE20GSD) vs 5/221(EE30GSD)
OR=1.51(95% Cl 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% Cl 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% Cl 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% Cl 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% Cl -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) 13 cycles. | EE 20 pg and gestodene 75 ug - Jadad score: 1/5
-aged 18 to 35 years (N=32) versus EE 30 pg and -FU: NR
-with regular menses. gestodene 75 pg (N=32) -ITT: no
Other important methodological
Excluded smokers over 30 years of age; remarks:
pregnancy; certain diseases; certain drugs; -Technique of allocation
intrauterine device use; overweight or concealment not reported.
dieting; and heavy alcohol use -Did not report bleeding
outcomes.
Sponsor: Pharmaceutical
company
Endrikat 1997 649 Healthy women 12 EE 20 pg and gestodene 75 g - Jadad score: 3/5
-aged 18 to 39 years treatment | (N=428) versus EE 30 pg and - FU: 75% (488/649) completed
- sexually active cycles gestodene 75 ug (N=221) study.
-who wanted contraception for at least 12 -ITT: no
months. ‘Intermenstrual’ bleeding was
defined as either spotting or Other important methodological
Excluded recent depot-contraceptives; breakthrough bleeding. The remarks:
certain diseases; and contraindications for definition for -Technique of allocation
oral contraceptive use ‘intermenstrual’ bleeding did not | concealment not reported.
specify cycle days
Sponsor: Pharmaceutical
company
Taneepanichskul 2002 150 Women (one site in Thailand) 12 EE 20 pg and gestodene 75 ug - Jadad score: 2/5
-aged 18 to 35 years, treatment | (N=76) versus EE 30 pg and - FU: 76% (114/150) completed
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-willing to use contraception for over 12 cycles gestodene 75 ug (N=74) study.
complete cycles with at least a three month -ITT: yes
washout period. Three-
month 'Regular’ cycle was defined as Other important methodological
Excluded contraindications to OCuse; liver, wash-out | periodic withdrawal bleeding remarks:
vascular or metabolic diseases; tumor; period for | every 28+7days. -Technique of allocation
pregnancy; unclassified and genital bleeding OC users. | 'Breakthrough bleeding’ was concealment not reported.
defined as intermenstrual
bleeding that did not require Sponsor: Pharmaceutical
sanitary protection company
Winkler 1996 40 Healthy women (unreported location) 6 EE 20 pg and gestodene 75 pug - Jadad score: 1/5
-aged 18 to 30 treatment | (N=20) versus EE 30 pg and -FU: NR
-with regular menses. cycles, gestodene 75 ug (N=20) -ITT: no

Excluded contraindications to oral
contraceptive use; smoking; and certain
drugs

Did not report bleeding
outcomes.

Other important methodological
remarks:

-Technique of allocation
concealment not reported.

Sponsor: Pharmaceutical
company

4.1.2.5. Combined oral contraception containing ethinylestradiol 20ug versus >20ug: Authors’ conclusions

While COCs containing 20 pg 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.
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4.1.2.bis. Combined oral contraception containing ethinylestradiol 20pg versus >20ug:
Summary and conclusions

Ethinyl estradiol 201.g and desogestrel 150ug versus ethinyl estradiol 30pug and desogestrel 150pug. (Basdevant
1993, Akerlund 1993 from Gallo 2011a)

N/n Duration |Population Results
N=2, 6-12 -women 18-40y | Pregnancy 2/485 vs 3/497
n= cycles -exclusion of CV [N=1 OR:0.69 (0.12-3.97)
1058 disease and risk | (Akerlund 1993) NS
factors Quality Consistency | Directness Imprecision
-1 nomT NA OK OK
-Basdevant: and low FU
Healthy women Grade assessment: moderate quality of evidence
with regular Discontinuation |174/500 vs 154/500:

menses, non-
obese.

overall
N=1
(Akerlund 1993)

OR:1.20(0.92-1.56)

NS
Quality Consistency | Directness Imprecision
-1 NA oK 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% Cl 1.35, 5.00)
SS in favor of EE30DSG p = 0.0044

Quality

Consistency

Directness

Imprecision

-1

NA

OK

OK

Grade assessment: moderate quality of evidence

Dysmenorrhea
N=1
(Akerlund 1993)

17/485 vs 12/497
OR=1.46 (95% C1 0.70, 3.06)

NS
Quality Consistency | Directness Imprecision
-1 NA OK oK

Grade assessment: moderate quality of evidence

Increased weight
N=1
(Akerlund 1993)

15/485 (EE20DSG) vs 6/497 (EE30DSG)

OR=2.46 (95% Cl 1.04, 5.84)
SS in favor of EE30DSG p = 0.041

Quality

Consistency

Directness

Imprecision

-1

NA

OK

OK

Grade assessment: moderate quality of evidence
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Ethinyl estradiol 20ug and desogestrel 150ug versus ethinyl estradiol 30pg and gestodene 75pug. (Bruni 2000,
Kirkman 1994, Teichmann 1995; from Gallo 2011a).

N/n Duration |Population Results

N=3, |[6-13 -healthy Pregnancy 3/1014 vs 3/1013

n= cycles women 18-42y OR=1.00 (95% CI1 0.20, 4.96)

3925 -1 study: >30y | N=2(Bruni2000, |NSp=1.0
-regular Teichmann 1995) [ 5lity Consistency | Directness Imprecision
menses -1 for no OK OK OK
-exclusion of CV blinding

disease and risk
factors

Grade assessment: moderate quality of evidence

Discontinuatio

235/1515 vs 229/1518

n overall OR=1.03 (95% CI 0.85, 1.26)
N=3 NS p=0.76
Quality Consistency |Directness Imprecision
-1 for no OK OK OK
blinding
Grade assessment: moderate quality of evidence
Irregular At cycle 3: 104/456 vs 46/454
bleeding OR=2.51 (95% Cl 1.77, 3.56)
SS in favor of EE30GSD p <0.00001
N=1 (Kirkman At cycle 6: 69/411 vs 43/412
1994)

OR=1.72 (95% Cl 1.15, 2.55)
SS in favor of EE30GSD p=0.0079

Quality Consistency | Directness Imprecision
-1 for no NA OK OK
blinding

Grade assessment: moderate quality of evidence

Metrorrhagia

N=1 (Bruni 2000)

46/805 vs 28/806
OR=1.67 (95% Cl 1.05, 2.66)
SS in favor of EE30GSD p =0.032

Quality Consistency | Directness Imprecision
-1 for no NA OK OK
blinding

Grade assessment: moderate quality of evidence

Dysmenorrhea

N=1 (Bruni 2000)

17/805 vs 18/806
OR=0.94 (95% Cl 0.48, 1.85)

NS p =0.87

Quality Consistency |Directness Imprecision
-1 for no NA OK OK

blinding

Grade assessment: moderate quality of evidence

Weight gain in
kg

N=1 (Kirkman
1994)

0.4+2 vs 0.610.2
Mean difference=-0.20 (95% CI -0.40, 0.00 )
SS in favor of EE20DSG p = 0.045

Quality Consistency |Directness Imprecision
-1 for no NA OK OK
blinding

Grade assessment: moderate quality of evidence
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Ethinyl estradiol 20 pg and desogestrel 150 pg versus ethinyl estradiol 30-40-30 pg and gestodene 50-70-100

Mg. (Bruni 2000 from Gallo 2011a).

N/n Duration |Population Results
N=1, 13 cycles |-healthy Pregnancy 2/805 vs 2/808
n= women <42y OR=1.00(95% Cl1 0.14, 7.14)
2419 -regular NS p =1.0
menses Quality Consistency |Directness Imprecision
-exclusion of CV -2 forno NA OK OK
disease and risk blinding, no
factors ITT and low
FU

Discontinuation
overall

132/805 vs 125/808
OR=1.07(95% Cl 0.82, 1.40)

Metrorrhagia

NS p =0.61
Quality Consistency |Directness Imprecision
-2 NA OK oK

46/805 vs 20/808
OR=2.28(95% Cl 1.39, 3.73)
SS in favor of EE30-40-30/GSD50-70-100 p =0.0010

Dysmenorrhea

Imprecision
OK

Directness
OK

Quality Consistency

-2 NA

17/805 vs 14/808
OR=1.22 (95% Cl 0.60, 2.49)
NS p =0.58

Menstrual
disorder

Imprecision
OK

Directness
oK

Quality Consistency

-2 NA

10/805 vs 7/808
OR=1.43(95% CI 0.55, 3.73)

NS p =0.46
Quality Consistency | Directness Imprecision
-2 NA OK oK
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Ethinyl estradiol 20 pg and gestodene 75 ug versus ethinyl estradiol 30ug and gestodene 75ug. (Brill 1996 (a),
Winkler 1996 (b), Endrikat 1997 (c), Taneepanichskul (d) 2002 from Gallo 2011a).

N/n Duration |Population Results
N=4, 6-13 -healthy Pregnancy 1/504 vs 2/295
n=903 |cycles women 18- N=2 OR=0.23(95% Cl 0.02, 2.55)
(Endrikat 1997, NS p =0.23
3% Taneepanichskul — - - —
-regular 2002) Quality Consistency | Directness Imprecision
menses -2 inc?mplete OK oK OK
. reportlng, no
-exclusion of ITT and low FU
CV disease Grade assessment: low quality of evidence
and risk Discontinuation | 110/504 vs 59/295
factors overall OR=1.14(95% C1 0.80, 1.63)
N=2 NS p =0.46
(Endrikat 1997, . : : T
Taneepanichskul Quality Consistency |Directness Imprecision
2002) -2 OK OK OK
Grade assessment: low quality of evidence
Discontinuation | 0/20 vs 1/20
due to OR=0.14(95% Cl 0.0, 6.82)
metrorrhagia NS p=0.32
Quality Consistency |Directness Imprecision
N=1 (Winkler 1996) | .2 incomplete | NA OK -1

reporting, no
ITT and low FU

Grade assessment: very low quality of evidence

Breakthrough
bleeding

N=1
(Taneepanichskul
2002)

At cycle 3: 1/59vs 0/55
OR=6.90(95% Cl 0.14, 348.82)
NS p=0.33

At cycle 6: 0/59 vs 1/55
OR=0.13(95% Cl 0.00, 6.36)

NS p=0.30
Quality Consistency | Directness Imprecision
-2 NA oK -1

Grade assessment: very low quality of evidence

Weight gain in
ke

N=1
(Taneepanichskul
2002)

50.6 £6.5 vs 52.118.2
Mean difference=-1.5(95% Cl -4.23, 1.23)

NS p =0.28
Quality Consistency | Directness Imprecision
-2 NA OK OK

Grade assessment: low quality of evidence

- From a Cochrane review we selected four studies for the comparison of ethinyl estradiol 20ug with gestodene
75ug versus ethinyl estradiol 30ug and gestodene 75ug. 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

124




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
* N=8 Triphasic LNG 50-75-125 ug Pregnancy per woman within 6 cycles 2/350 (Tri) vs 3/328(Mono)
Van Vliet and EE 30-40-30 pug (N=2; Chen,1987 ; Zador,1979) OR=0.64 (95% Cl 0.10, 3.91)
2011a versus NS p =0.63
Design: monophasic LNG 150 Pregnancy per woman within 12 cycles 3/2094(Tri) vs 2/2051 (Mono)
pg and EE 30 pg (N=5: Carlborg, 1983; Dunson, 1993; OR=1.35(95% Cl1 0.25, 7.22)
Systematic Engebretsen, 1987 ; Ramos, 1989 ; NS p=0.72
review and Saxena, 1992 )
meta- Proportion of cycles with spotting within 6 | 254/3682(Tri) vs 415/3608 (Mono)
analysis cycles OR=0.57 (95% Cl 0.48, 0.67)

Search date:

Aug 2011

N=23
n= 20818

(N=2; Carlborg, 1983; Zador, 1979)

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% Cl 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% Cl 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% Cl 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% Cl1 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% Cl1 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% C1 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=10.52(95% Cl 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% Cl 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% Cl1 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% Cl 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% C1 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% Cl 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% Cl1 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% Cl 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% Cl 0.44, 4.44)
NS p =0.57
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N=3

Triphasic LNG 50-75-125 pg
and EE 30-40-30 pg

versus

monophasic DSG 150

ug and EE 30 pg

Pregnancy per woman within 6 cycles
(N=1; Lachnit-Fixson, 1984)

1/278 (Tri) vs 0/277(Mono)
OR=3.00(95% Cl 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% Cl 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% Cl 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% C1 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% C1 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% Cl1 0.29, 0.86)
SS in favor of triphasic p < 0.013

Proportion of cycles with spotting within
12 cycles
(N=1; Dieben ,1984)

257/27009 (Tri) vs 224/2769(Mono)
OR=1.19(95% C1 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% Cl 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% Cl 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% Cl1 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% CI1 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% Cl 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% Cl1 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% Cl 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% Cl 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% Cl 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% Cl 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% Cl1 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% Cl1 0.81, 2.57)

128




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% Cl1 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% C1 0.37, 143.08)
NS p =0.19

N=1

Triphasic LNG 50-75-125 pg
and EE 30-40-30 ug

versus

monophasic NET 1000

ug and EE 35 pg

Proportion of women with intermenstrual
bleeding within 12 cycles
(N=1; Reiter, 1990)

15/132 (Tri) vs 23/128(Mono)
OR=10.59 (95% Cl1 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 279 women 6 cycles. Triphasic LNG 50-75-125 - Jadad score:4/5
-aged 23-34 years ug - FU: 82%

Double-blind, randomized -ability to record menstrual cycle and EE 30-40-30 ug -ITT:No

controlled trial. on a diary (n=96)

(in China) -have normal physical versus Other important methodological remarks:
examination and PAP smear. monophasic LNG 150 - Allocation concealment not described

pg and EE 30 ug (n=93) -The report does not provide an a priori

Exclusion criteria were diabetes versus hypothesis or a sample size or power
mellitus, heart, liver, kidney or versus monophasic NET calculation.
nervous system disease, cancer, 600 pg and EE 35 pg
hypertension, use of hormones 2 “Sponsor”: the World Health Organization
months prior to the study, use of
injectable contraceptives 6 months
prior to the study

Zador 1979 489 women 6 cycles. Triphasic LNG 50-75-125 - Jadad score: 1-2/5

Randomized controlled trial
without blinding.

(sites in Sweden, Great Britain
and Germany)

-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

ug and EE 30-40-30 ug
(6/5/10 regimen)

versus monophasic

LNG 150 pg and EE 30 ug
(21 days)

- 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 862 women 6 and 12 Three arms: - Jadad score:4 /5
Randomized controlled trial -had to fulfill the current cycles Triphasic LNG 50-75-125 - FU: 82.1% (6 first cycles)
(12 sites in Sweden) recommendations for oral ug and EE 30-40-30 ug -ITT:No
contraceptive use. (n=210 for 6 cycles of
Limited information on baseline whom n=89 continued for | Other important methodological remarks:
characteristics. an additional 6 -Report does not mention the use of
Switchers were included in the cycles) allocation concealment. Communication with
study versus the
Triphasic LNG 50-75-125 author indicated allocation concealment by
Data on side effects were recorded ug and EE 30-40-30 ug numbered pharmacy packages
if reported spontaneously , (n=207 for 6 cycles of -The report does not provide an a priori
whom n=93 continued for | hypothesis or a sample size or power
an additional 6 cycles) calculation.
versus - Breakthrough bleeding was defined as
monophasic LNG 150 intermenstrual bleeding which required the
ug and EE 30 ug (n= use of sanitary protection and spotting as all
418 for 6 cycles of whom other cases.
n=189 continued for an Sponsor: Schering
additional 6 cycles)
Dunson, 1993 1088 healthy women 12 cycles Triphasic LNG 50-75-125 - Jadad score:2/5

Randomized controlled trial

without blinding.

(5 sites in Sudan, Sri Lanka,
Chile, Ecuador and
Dominican Republic)

-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

ug and EE 30-40-30 ug
versus

monophasic LNG 150
ug and EE 30 g

- 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 300 women 12cycles. Triphasic LNG 50-75-125 - Jadad score: 1-2/5
-aged 15 to 35 years ug and EE 30-40-30 ug -FU:70,3%
Randomized controlled trial -who did not use oral (6/5/10 days regimen) - ITT:no, yes by cochrane
without blinding. contraceptives in the month prior versus Other important methodological remarks:
to the study at. monophasic LNG 150 -No information on allocation concealment
(5 sites in Norway) The participants group had a high ug and EE 30 pg (21 days) | - Limited information on outcome measures
rate of abortus provocatus. - The report does not provide an a priori
Exclusion criteria were a history of hypothesis or a sample size or power
thrombosis or thrombophlebitis, calculation.
liver-disease, cancer, - The report does not describe the definitions
history of herpes gestationis, of spotting and breakthrough bleeding.
pregnancy, hypertension and oral - unclear whether
contraceptive use in the the pregnancies were caused by method
month prior to the study failures solely
or by both method and user failures
Sponsor: no information on support
Ramos 1989 1800 The report does not describe the 12 cycles Triphasic LNG 50-75-125 - Jadad score:4 /5

Randomized controlled trial
with blinding of investigators
and participants.

(18 sites in the Philippines)

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

ug and EE 30-40-30 ug
(6/5/10 days regimen)
(n=601)

versus

monophasic LNG 150

ug and EE 30 pg (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

-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 721 women 12 cycles Triphasic LNG 50-75-125 - Jadad score: 3 /5

Open randomized controlled -in reproductive age exposed to the ug and EE 30-40-30 ug - FU: 36,5% (large early discontinuation)

trial. risk of pregnancy (6/5/10 days regimen and | - ITT: no, yes by Cochrane

7 days of placebo tablets)

(11 sites in India) Exclusion criteria were versus monophasic LNG Other important methodological remarks:
contraindications 150 -The report does not provide an a priori
for oral contraceptive use. The ug and EE 30 pg (21 days hypothesis or a sample size or power
paper does not report if switchers and calculation.
were included 7 days of placebo tablets) - unclear whether

the pregnancies were caused by method
Bleeding pattern was failures solely
analyzed according to the | or by both method and user failures
recommendations by
Rodriguez 1976 Sponsor: Indian Council of Medical Research
Dieben 1984 948 Healthy, women 6 and 12 Triphasic LNG 50-75-125 - Jadad score: 1/5
Open Randomized controlled -fertile cycles ug and EE 30-40-30 ug - FU: 84,9%

trial
(sites in 6 European countries)

-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

N=473 for 6 cycles of
whom N=38 continued for
an additional 6 cycles)

versus

monophasic DSG 150

ug and EE 30 pg (21 days)
N=475

for 6 cycles of whom N=54
continued for an
additional 6 cycles)

- 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 200 Healthy women 12 cycles Triphasic LNG 50-75-125 - Jadad score: 2-3/5
Open Randomized controlled -aged 18 to 35 years ug and EE 30-40-30 ug - FU: 50% (mainly early discontinuation)
trial -sexually active, (6/5/10 days regimen) -ITT:No
(Malaysia) -willing to rely exclusively upon the versus monophasic DSG
pills as the only method of 150 Other important methodological remarks:
contraception pg and EE 30 pug (21 days) | -The method of collecting the data on cycle
-and had at least one menstrual control and side
period since the last pregnancy. The report does not effects is unclear
describe the definitions of | -The report does not provide an a priori
Exclusion criteria were breakthrough bleeding hypothesis or a sample size or power
contraindications to oral and spotting calculation.
contraceptives, termination of
pregnancy less than 42 days prior to
admission and breastfeeding. Sponsor: Family
Health International
Switchers were included in the
study
Lachnit-Fixson 1984 555 The report does not provide 6 cycles. Triphasic LNG 50-75-125 - Jadad score: 1/5

Randomized controlled trial.
(sites in Austria, Germany, the
Netherlands and the United
Kingdom)

inclusion/exclusion criteria for the
study. Little information about
baseline demographics. The paper
does not report if switchers were
included in the study

ug and EE 30-40-30 ug
(6/5/10 days regimen)
versus

monophasic DSG 1508
and EE 30 pg (21 days)

- 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 pg and EE 35 pg
(n=117)

versus

Triphasic LNG 50-75-125
ug and EE 30-40-30 ug
(n=132)

versus

NET 1000 pg and EE 35 pg
(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

* N=1 Triphasic NET 500-750-1000 pug | Proportion of women with intermenstrual | 22/117 (Tri) vs 23/128(Mono)
Van Vliet n=477 and EE 35 ug versus bleeding within 12 cycles OR=1.06 (95% CI 0.55, 2.02)
2011a monophasic NET 1000 (N=1; Reiter, 1990) NS p = 0.87

Design: pg and EE 35 pg Proportion of women with amenorrhea 4/117 (Tri) vs 16/128(Mono)
meta- within 12 cycles OR=0.25 (95% CI1 0.08, 0.76)
analysis (N=1; Reiter, 1990) SS in favor of triphasic p = 0.015
N=23

n=20818

Search date:

Aug 2011

* Characteristics of included studies: see under

Ref + design n Population Duration Comparison Methodology
Reiter 1990 477 Women 12 cycles. Triphasic NET 500-750-1000 pg and EE 35 | - Jadad score:2 /5
Open randomized -aged 18 years or ug - FU: 79% (early discontinuation)
controlled trial older. (n=117) vs - ITT:no, yes by Cochrane
(sites in the U.S.A.) Triphasic LNG 50-75-125 ug and EE 30-40-
Exclusion criteria were 30 ug Other important methodological remarks:

contraindications to
oral contraceptive use.
Little information
about baseline
demographics. All
participants were first-
time oral contraceptive
users

(n=132) versus
NET 1000 pg and EE 35 pg (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.

- 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
* N=2 Triphasic GTD 50-70-100 pg Pregnancy per woman within 6 cycles 1/250 (Tri) vs 0/230(Mono)
Van Vliet and EE 30-40-30 pg versus (N=1: Andrade, 1993) OR=2.77 (95% Cl1 0.11, 68.38)
2011a monophasic DSG 150 ug and EE NS p =0.53
Design: 30 ug Pregnancy per woman within 12 cycles 1/84 (Tri) vs 1/84(Mono)
meta- (N=1 :Agoestina, 1987) OR=1.00 (95% Cl 0.06, 16.26)
analysis NSp=1.0

Proportion of cycles with spotting within 6 | 108/1328 (Tri) vs 100/1187(Mono)
N=23 cycles OR=0.96 (95% C1 0.72, 1.28)
n= 20818 (N=1; Andrade, 1993) NSp=0.79

Search date:

Aug 2011

Proportion of cycles with breakthrough
bleeding within 6 cycles
(N=1: Andrade, 1993)

25/1328 (Tri) vs 27/1187(Mono)
OR=10.82 (95% Cl1 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% CI1 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% Cl1 0.36, 2.81)
NSp=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% Cl 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% Cl 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% C1 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% C1 0.17, 2.14)
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(N=1:Andrade, 1993)

NSp=0.43

Proportion of cycles with amenorrhea
within 12 cycles
(N=1:Andrade, 1993)

5/1328 (Tri) vs 7/1187(Mono)
OR=10.82 (95% Cl1 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% Cl 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% CI1 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=10.89 (95% Cl 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% ClI 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% Cl1 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=10.82 (95% Cl 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 pg
and EE 30-40-30 ug versus
monophasic DSG 150 pg and
EE 20 pg

Pregnancy per woman within 13 cycles
(N=1 :Bruni, 2000)

2/808(Tri) vs 2/805(Mono)
OR=1.00(95% Cl1 0.14, 7.09)
NSp=1.0

Total discontinuation within 13 cycles.
(N=1 :Bruni, 2000)

234/808(Tri) vs 219/805(Mono)
OR=1.09 (95% Cl1 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=10.85 (95% CI 0.60, 1.21)
NS p = 0.36
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Triphasic GTD 50-70-100 pg
and EE 30-40-30 pg versus
monophasic GTD 75 pg and
EE 30 pg

Pregnancy per woman within 13 cycles
(N=1 :Bruni, 2000)

2/808(Tri) vs 3/806(Mono)
OR=10.66 (95% Cl1 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=10.93 (95% Cl1 0.75, 1.16)
NS p=0.53

Discontinuation due to medical reasons
within 13 cycles.

65/808(Tri) vs 59/806(Mono)
OR=1.11 (95% Cl1 0.77, 1.60)

(N=1 :Bruni, 2000) NS p =0.58
* Characteristics of included studies: see under
Ref + design n Population Duration Comparison Methodology
Agoestina 1987 170 Healthy women. 12 cycles Triphasic GTD 50-70-100 g and EE | - Jadad score:2 /5

Randomized controlled
trial.

(3 sites in Indonesia)

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.

30-40-30 g ( 6/5/10 days
regimen) versus monophasic DSG
150 g and EE 30 g (21 days)

- 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 480 Healthy women 6 and 12 Triphasic GTD 50-70-100 g and EE | - Jadad score: 2/5
Open randomized -Age <40 years of age who were cycles. 30-40-30 g ( 6/5/10 days - FU: 83% (mainly early
controlled trial -at risk of becoming pregnant and had regimen) (n=250 for 6 cycles of discontinuation)
-regular 21 to 35 day menstrual cycles whom n=13 continued for an - ITT: no; yes by Cochrane
(14 study sites in Europe additional 6 cycles) versus
and New Zealand) The report does not provide exclusion criteria monophasic DSG 150 g and EE 30 | Other important methodological
for the study. g (n=230 remarks:
for 6 cycles of whom n=8 - No information on allocation
Switchers were included in the study continued for an additional 6 concealment
cycles) (21 days) - 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 2419 Women 13 cycles. | Triphasic GTD 50-70-100 ug GTD | - Jadad score: 2/5

Open randomized
controlled trial
(18 countries worldwide)

Three arms study

-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

and EE 30-40-30 pg, (n=808)
versus

monophasic GTD 75 pg and 30 pg
EE (for 21 days, n=806)

versus

monophasic 150 pug DSG and 20
ug EE (for 21 days, n=805)

- 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.
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4.1.3.bis. Combined oral contraception: triphasic vs monophasic. Summary and conclusions.

Triphasic levonorgestrel 50-75-125ug/ethinylestradiol 30-40-30ug

vs Monophasic levonorgestrel 150ug/ethinylestradiol 30ug (Chen 1987, Zador 1979, Carlborg 1983, Dunson
1993, Engebretsen 1987, Ramos 1989, Saxena 1992, Kashanian 2010 from Van Vliet 2011)

vs Monophasic desogestrel 150ug/ethinylestradiol 30ug (Lachnit-Fixson 1984, Dieben 1984, Ismail 1991 from

Van Vliet 2011)

vs Monophasic norethindrone® 1000

g/ethinylestradiol 35ug (Reiter 1990 from Van Vliet 2011a)

N/n Duration Comparison Results
N=12 |6-12 cycles |Triphasic LNG |Pregnancy per OR=1.35(95% Cl1 0.25, 7.22)
n= 50-75-125pug woman within 12 NS p=0.72
7719 /EE 30-40-30pg | cycles Quality |Consistency |Directness |Imprecision
VS (N=5: Carlborg, 1983; 1 (low oK oK oK
Monophasic Dunson, 1993; Jadad)
Population Engebretsen, 1987;
LNG 150|J.g /EE Ramos, 1989; Saxena,
Healthy 30pg 1992) Grade assessment: moderate quality of evidence
women Proportion of cycles |192/3197(Tri) vs 318/3275 (Mono)
Age: 18-35y with spotting within | OR= 0.59 (95% Cl 0.49, 0.72)

12 cycles
(N=1; Carlborg, 1983)

SS in favour of triphasic p <0.00001

Proportion of
women with

1/440(Tri) vs 1/456(Mono)
OR=1.04 (95% CI 0.06, 16.62)

spotting at cycle 12 | NS p =0.98

(N=1; Ramos, 1989)
Quality | Consistency |Directness |lmprecision
OK -1 OK 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% Cl 0.45, 0.77)
SS in favour of triphasic p =0.00012

Proportion of
women with

38/495(Tri) vs 44/484(Mono)
OR=0.83 (95% CI 0.53, 1.31)

intermenstrual NSp=0.43

bleeding within 12

cycles

(N=1; Dunson ,1993)
Quality | Consistency Directness | Imprecision
OK -1 OK 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% Cl1 0.17, 0.45)
SS; less amenorrhea with triphasic p <0.00001

Proportion of

3/495(Tri) vs 2/484(Mono)

women with OR=1.47(95% Cl 0.24, 8.83)

amenorrhea within | NS p =0.67

12 cycles

(N=1; Dunson, 1993)
Quality | Consistency | Directness | Imprecision
OK -1 OK OK

Grade assessment: moderate quality of evidence

Total discontinuation

within 12 cycles

OR= 1.13(95% C1 0.97, 1.31)
NS p =0.13
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(N=4; Dunson, 1993;
Engebretsen, 1987 ;
Ramos, 1989 ; Saxena,
1992)

Quality Consistency | Directness | Imprecision
-1 (low oK OK OK
Jadad)

Grade assessment: moderate quality of evidence

Triphasic LNG
50-75-125 pg
and EE 30-40-
30 ug

Vs

Monophasic
DSG 150

pg and EE 30 pg

Pregnancy per
woman within 12

cycles
(N=2; Dieben,
1984 ;Ismail, 1991)

OR=7.22(95% C1 0.88, 59.00)

NS p = 0.065

Quality | Consistency | Directness |Imprecision
-1 (low NA OK -1(wide Cl)
Jadad)

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% Cl1 0.27, 0.44)

SS in favor of triphasic p < 0.00001

Quality | Consistency | Directness | Imprecision
-1 (low -1 OK OK

Jadad)

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% Cl1 0.88, 1.35)
NS p = 0.44
(Lachnit-Fixson 1984): within 6 cycles
OR=0.41(95% Cl 0.23, 0.71)

SS in favor of triphasic p < 0.0016
Quality | Consistency | Directness | Imprecision
-1 -1 oK OK

Grade assessment: low quality of evidence

Proportion of cycles
with amenorrhea

within 12 cycles
(N=1; Dieben ,1984)

OR=1.05(95% C1 0.86, 1.28)

NS p =0.63

Quality | Consistency |Directness | Imprecision
-2 (very NA OK OK

low Jadad)

Grade assessment: low quality of evidence

Total discontinuation

within 12 cycles
(N=1; Ismail, 1991)

OR= 1.44 (95% C1 0.81, 2.57)

NS p =0.22

Quality |Consistency |Directness |Imprecision
-1 (low NA oK OK

Jadad)

Grade assessment: moderate quality of evidence

Triphasic LNG
50-75-125 pg /
EE 30-40-30 pg
Vs
Monophasic
NET 1000

ug /EE35 g

Proportion of
women with
intermenstrual
bleeding within 12

cycles
(N=1; Reiter, 1990)

OR=0.59 (95% Cl 0.29, 1.18)

NSp=0.13

Quality |Consistency |Directness |Imprecision
-1 (low NA OK OK

Jadad, no

ITT)

Grade assessment: moderate quality of evidence

Proportion of
women with
amenorrhea within

12 cycles
(N=1; Reiter, 1990)

OR=0.03 (95% C1 0.00, 0.43)
SS ; less amenorrhea with triphasic p = 0.011

Quality |Consistency |Directness |Imprecision
-1 (low NA OK OK

Jadad, no

ITT)

Grade assessment: moderate quality of evidence
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Triphasic norethindrone® 500-750-1000pg/ethinylestradiol 35ug vs Monophasic norethindrone® 1000pg/
ethinylestradiol 35ug (Reiter 1990 from Van Vliet 2011a)

N/n Duration Comparison Results

N=1, 12 cycles Triphasic NET | Proportion of OR=1.06 (95% Cl 0.55, 2.02)

n=477 500-750-1000 |women with NS p=0.87
Mg/ EE 35 ug internlqenst.ruail Quality Consistency |Directness |Imprecision
versus bleeding within | 4 (low Jadad, | NA oK oK
Monophasic 12 cycles no ITT)
NET 1000 (N=1; Reiter, 1990) | Grade assessment: moderate quality of evidence
ug/EE35ug  |Proportion of OR= 0.25 (95% C 0.08, 0.76)

women with

SS; less amenorrhea with triphasic p = 0.015

amenorrhea

within 12 cycles
(N=1; Reiter, 1990)

Quality
-1 (low Jadad,
no ITT)

Consistency

Directness

Imprecision

NA

OK

OK

Grade assessment: moderate quality of evidence
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Triphasic gestodene 50-70-100pg/ethinylestradiol 30-40-30ug

vs Monophasic desogestrel 150ug/ ethinylestradiol 30pug (Andrade 1993, Agoestina 1987 from Van Vliet 2011a)
vs Monophasic desogestrel 150ug/ ethinylestradiol 20pug (Bruni 2000 from Van Vliet 2011a)

vs Monophasic gestodene 75ug/ ethinylestradiol 30pug (Bruni 2000 from Van Vliet 2011a)

N/n Duration Comparison Results
N=3 6-13 cycles | Triphasic GTD | Pregnancy per OR=1.00 (95% CI 0.06, 16.26)
n= 50-70-100 pg woman within 12 [NSp =1.0
3069 and EE 30-40- |cycles Quality Consistency | Directness |Imprecision
30 ug (N=1 :Agoestina, -1 (low Jadad) | OK OK -1 (small
Population Versus 1987 study)
Monophasic Grade assessment: low quality of evidence
Healthy ~ |PSCG150Heand For i onof | OR= 0.49 (95% CI 0.33, 0.73)
women EE30 g cycles with SS in favour of triphasic p = 0.00038
Age: 18-41y spotting and
breakthrough Quality |Consistency |Directness |Imprecision
bleeding within 6 |1 (ow | OK OK OK
Jadad)
cycles

(N=1:Andrade, 1993)

Grade assessment: moderate quality of evidence

Proportion of
women with

OR=1.50 (95% Cl 0.40, 5.56)

spotting at cycle
12
(N=1 :Agoestina,

NS p =0.54

Quality |Consistency |Directness Imprecision
-1 (low OK OK OK

Jadad)

1987)

Grade assessment: moderate quality of evidence

Proportion of
women with

OR=0.97 (95% Cl1 0.27, 3.51)

breakthrough
bleeding at cycle
12

NS p =0.96

Quality |Consistency |Directness Imprecision
-1 (low OK OK -1 (small study)
Jadad)

(N=1 :Agoestina,

Grade assessment: low quality of evidence

1987)

Proportion of OR=0.82 (95% Cl1 0.48, 1.43)

cycles with NS p =0.49

amenorrhea Quality |Consistency |Directness Imprecision
within 12 cycles |-1 (low OK OK OK
(N=1:Andrade, 1993) | Jadad)

Grade assessment: moderate quality of evidence

Total
discontinuation

OR=0.82 (95% Cl 0.35, 1.96)

within 12 cycles
(N=1 :Agoestina,
1987)

NS p =0.66

Quality Consistency | Directness |Imprecision

-1 (low Jadad) | OK OK -1 (small
study)

Grade assessment: low quality of evidence

Triphasic GTD
50-70-100 pg
and EE 30-40-
30 ug

versus
Monophasic
DSG 150 pg and
EE 20 pg

Pregnancy per
woman within 13

OR=1.00 (95% Cl 0.14, 7.09)

cycles
(N=1; Bruni, 2000)

NSp=1.0
Quality Consistency | Directness | Imprecision
-1 (low Jadad) | NA OK OK

Grade assessment: moderate quality of evidence

Total
discontinuation

within 13 cycles
(N=1; Bruni, 2000)

OR=1.09 (95% Cl 0.88, 1.36)

NSp=0.43
Quality Consistency | Directness |Imprecision
-1 (low Jadad) | NA oK oK

Grade assessment: moderate quality of evidence
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Triphasic GTD
50-70-100 pg
and EE 30-40-
30 ug versus
Monophasic
GTD 75 pg and
EE 30 ug

° norethindrone = norethisterone

Pregnancy per

cycles
(N=1; Bruni, 2000)

Total
discontinuation

within 13 cycles
(N=1; Bruni, 2000)

OR=0.66 (95% Cl 0.11, 3.99)
woman within 13 |NS p = 0.65

Quality
-1 (low Jadad)

[r—
NA

ectness | Imprecision
OK

OR=0.93 (95% CI 0.75, 1.16)

[r—
NA

NS p = 0.53

Quality
-1 (low Jadad)

Directness |Imprecision
OK OK
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4.1.4. Combined oral contraception: quadriphasic vs monophasic. Evidence tables

Ref N/n Comparison Outcomes Results
Van Vliet N=1 Quadriphasic dienogest/estradiol Pregnancy No of women reporting pregnancy (n=798):
2011b* n= 846 valerate 0/399 vs 1/399

'S RR=0.33 (0.01 - 8.16), NS
Design: SR + monophasic levonorgestrel/ Withdrawal bleeding Proportion of women with withdrawal bleeding:
MA ethinylestradiol (LNG 100 pg and (PE) At cycle 1 (n=784): 309/392 vs 351/392

Search date:
May 2011

20 pg EE)

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) v