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Executive summary

Introduction

This document is part of the process for improving the

quality of care in family planning. Medical eligibility criteria
for contraceptive use (MEC), the first edition of which was
published in 1996, presents current World Health Organization
(WHO) guidance on the safety of various contraceptive
methods for use in the context of specific health conditions
and characteristics. This is the fifth edition of the MEC — the
latest in the series of periodic updates.

In the MEC, the safety of each contraceptive method is
determined by several considerations in the context of the
medical condition or medically relevant characterstics;
primarily, whether the contraceptive method worsens the
medical condition or creates additional health risks, and
secondarily, whether the medical circumstance makes the
contraceptive method less effective. The safety of the method
should be weighed along with the benefits of preventing
unintended pregnancy.

This fifth edition of the MEC is divided into two parts. Part |
describes how the recommendations were developed and
Part Il contains the recommendations and describes how

to use them. The recommendations contained within this
document are based on the latest clinical and epidemiological
data. Several tools and job aids are available from WHO and
other sources to help providers use these recommendations in
practice.

This document covers the following family planning
methods: low-dose (< 35 mcg ethinyl estradiol) combined’
oral contraceptives (COCs), combined patch (P), combined
vaginal ring (CVR), combined injectable contraceptives (CICs),
progestogen-only pills (POPs), depot medroxyprogesterone
acetate (DMPA), norethisterone enanthate (NET-EN),
levonorgestrel (LNG) and etonogestrel (ETG) implants,
emergency contraceptive pills (ECPs), copper-bearing
intrauterine devices (Cu-IUDs), levonorgestrel-releasing IUDs
(LNG-IUDs), copper-IUD for emergency contraception (E-IUD),
progesterone-releasing vaginal ring (PVR), barrier methods
(BARRY), fertility awareness-based methods (FAB), lactational
amenorrhoea method (LAM), coitus interruptus (CI), and female
and male sterilization (STER).

1 “Combined” refers to a combination of ethinyl estradiol and a pro-
gestogen.

For each medical condition or medically relevant characteristic,
contraceptive methods are placed into one of four numbered
categories. Depending upon the individual, more than one
condition may need to be considered together to determine
contraceptive eligibility. These conditions and characteristics
include, among others: age, weeks/months postpartum,
breastfeeding status, venous thromboembolism, superficial
venous disorders, dyslipidaemias, puerperal sepsis, past
ectopic pregnancy, history of severe cardiovascular disease,
migraines, severe liver disease, use of CYP3A4 inducer,

repeat use of ECPs, rape, obesity, increased risk of sexually
transmitted infections, high risk of HIV infection, living with HIV,
use of antiretroviral therapy.

MEC categories for contraceptive eligibility

1 | A condition for which there is no restriction for the use
of the contraceptive method

2 | A condition where the advantages of using the method
generally outweigh the theoretical or proven risks

3 | Acondition where the theoretical or proven risks usually
outweigh the advantages of using the method

4 | A condition which represents an unacceptable health
risk if the contraceptive method is used.

Target audience

The intended audience for this publication includes policy-
makers, family planning programme managers and the
scientific community. The MEC aims to provide guidance to
national family planning and reproductive health programmes
in the preparation of guidelines for delivery of contraceptive
services. It is not meant to serve as the actual guidelines but
rather as a reference.

The guidance in this document is intended for interpretation at
country and programme levels, in a manner that reflects the
diversity of situations and settings in which contraceptives are
provided. While it is unlikely that the classification of categories
in this document would change during this process, it is very
likely that the application of these categories at country level
will vary. In particular, the level of clinical knowledge and
experience of various types of providers and the resources
available at the service delivery point will have to be taken into
consideration.
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Guideline development methods

The Guideline Development Group (GDG), convened by WHO
on 14-15 May 2013, 9—-12 March 2014 and 24-25 September
2014, consisted of 68 individuals representing a wide range

of stakeholders. Their mandate was to review and, where
appropriate, revise the guidance in the fourth edition of the
MEC to develop the fifth edition.

For this revision process, the GDG prioritized the review of:

(a) six topics identified as important to the field and/or those
topics with new evidence that may warrant a change in the
existing recommendation; (b) two topics for which interim
guidance was issued following the publication of the fourth
edition; (c) contraceptive eligibility recommendations for

the inclusion of four new contraceptive methods in the fifth
edition; and (d) two topics to provide greater clarity for the
recommendations in the fourth edition relating to these topics,
at the request of the Guidelines Review Committee. Therefore,
recommendations for a total of 14 topics were reviewed for the
fifth edition of the MEC.

The GDG considered the overall quality of the available
scientific evidence, paying particular attention to the

strength and consistency of the data, according to the
Grading Recommendations, Assessment, Development

and Evaluation (GRADE) approach to evidence review.? To
formulate recommendations using the four MEC categories for
contraceptive eligibility, the GDG considered potential harms
related to contraceptive use, the GRADE evidence profiles,
the benefits of preventing unintended pregnancy, and applied
an approach towards values and preferences that prioritized
the availability of a wide range of contraceptive options. The
GDG reached its decisions through consensus, which entailed
discussion, debate and consultation with experts to reconcile
any disagreements. For certain recommendations, the GDG
added clarification statements to provide further explanation
or guidance on interpretation of the numerical classification.
For each contraceptive method, the GDG considered the
potential benefits and risks of its use with respect to each of
the medical conditions or medically relevant physiologic or
personal characteristics assessed (such as age, breastfeeding,
smoking status).

2 Further information is available at the website of the GRADE work-
ing group: http://www.gradeworkinggroup.org/index.htm

Updated evidence. In many instances, either no new evidence
has been identified since the publication of the fourth

edition of the MEC (2009), or evidence emerging since that
publication confirms previous research findings. Therefore,

in many cases the recommendations that were published

in the fourth edition have been reviewed and confirmed by
the GDG with no changes made. For such recommendations
that remained unchanged, the WHO Secretariat updated the
evidence statements, references and citations that appear in
the contraceptive method tables in Part Il.

WHO will initiate a review of the recommendations in

this document in four years. In the interim, WHO will

continue to monitor the body of evidence informing these
recommendations and will convene additional consultations,
as needed, should new evidence necessitate reconsideration
of existing recommendations. Such updates may be
particularly warranted for issues where the evidence base
may change rapidly. These interim recommendations will

be made available on the WHO’s web pages for sexual and
reproductive health. WHO encourages research to address
key unresolved issues related to establishing medical eligibility
criteria for contraceptive use. WHO also invites comments and
suggestions for improving this guidance.

Summary of reviewed recommendations

Fourteen topics (encompassing over 575 recommendations)
were reviewed by the GDG during the 2014 revision of the
MEC (see Table 1). The GRADE approach was applied to assess
the quality of the available evidence, and this provided the
basis for the formulation of recommendations (see central
column). For some topics, multiple outcomes of interest

and/or contraceptive methods were examined. For these
topics, GRADE assessments of the quality of evidence are
presented, either a single assessment or a range (see final
column). An explanation of the process followed to select and
prioritize these topics is included in Part | of the document,
section 1.2: Methods, pp. 3—7 (Table 1.1). Other than the
recommendations shown in Table 1, all other recommendations
were confirmed by the GDG and did not undergo formal review
for the updated fifth edition of the MEC. A summary of the
changes between the fourth and fifth editions of this document
is available in Part Il, section 2.6, pp. 93-96.
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Table 1. Topics reviewed for the Medical eligibility criteria for contraceptive use (MEC), fifth edition

MEC RECOMMENDATION

GRADE ASSESSMENT
OF QUALITY OF
EVIDENCE?

1. Recommendations for combined hormonal contraceptive (CHC) use by age group
(CHCs include combined oral contraceptives, combined injectable contraceptives, combined patch and combined vaginal ring)

< 40 years Women from menarche through 40 years of age can use CHCs without
restriction (MEC Category 1).
> 40 years Women 40 years and older can generally use CHCs (MEC Category 2).

Range: Low to very low

2. Recommendations for CHC use among breastfeeding women

< 6 weeks postpartum

Breastfeeding women < 6 weeks postpartum should not use CHCs
(MEC Category 4).

> 6 weeks to <6 months
postpartum

Breastfeeding women > 6 weeks to < 6 months postpartum (primarily
breastfeeding) generally should not use CHCs (MEC Category 3).

> 6 months postpartum

Breastfeeding women > 6 months postpartum can generally can use
CHCs (MEC Category 2).

Range: Low to very low

3. Recommendations for CHC use among postpartum women

< 21 days postpartum
without other risk
factors for venous
thromboembolism (VTE)

Women who are < 21 days postpartum and do not have other risk factors
for VTE generally should not use CHCs (MEC Category 3).

< 21 days postpartum
with other risk factors
for VTE

Women who are < 21 days postpartum with other risk factors for VTE
should not use CHCs (MEC Category 4).

> 21 days to 42 days
postpartum without
other risk factors for VTE

Women who are > 21 days to 42 days postpartum without other risk
factors for VTE can generally use CHCs (MEC Category 2).

> 21 days to 42 days
postpartum with other
risk factors for VTE

Women who are > 21 days to 42 days postpartum with other risk factors
for VTE generally should not use CHCs (MEC Category 3).

> 42 days postpartum

Women who are > 42 days postpartum can use CHCs without restriction
(MEC Category 1).

Range: Low to very low

4. Recommendations for CHC use among women with superficial venous disorders

Varicose veins

Women with varicose veins can use CHCs without restriction (MEC
Category 1).

Superficial venous
thrombosis (SVT)

Women with SVT can generally use CHCs (MEC Category 2).

Very low

4 GRADE assessment includes the quality categories of very low, low, moderate and high. When a range is presented, the range reflects the
GRADE quality assessment across important outcomes and/or across contraceptive methods. See the specific GRADE table in Part |, section
1.4: Reviewed recommendations (p. 8—82) for outcomes explored.
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MEC RECOMMENDATION

GRADE ASSESSMENT

OF QUALITY OF
EVIDENCE?

5. Recommendations for CHC use among women with known dyslipidaemias

Known dyslipidaemias
without other known
cardiovascular risk
factors

Women with known dyslipidaemias without other known cardiovascular
risk factors can generally use CHCs (MEC Category 2).

Very low; reviewed for
clarity as requested by the
GRC

6. Recommendations for progestogen-only contraceptive (POC) and levonorgestrel-releasing intrauterine device (LNG-IUD)
use among breastfeeding women

6a. POC use among breastfeeding women (POCs include progestogen-only pills, implants and injectables)

< 6 weeks postpartum

Breastfeeding women who are < 6 weeks postpartum can generally use
progestogen-only pills (POPs) and levonorgestrel (LNG) and etonogestrel
(ETG) implants (MEC Category 2).

Breastfeeding women who are < 6 weeks postpartum generally
should not use progestogen-only injectables (POIs) (DMPA or NET-EN)
(MEC Category 3).

>6weeksto< 6
months postpartum

Breastfeeding women who are > 6 weeks to < 6 months months
postpartum can use POPs, POIs, and LNG and ETG implants without
restriction (MEC Category 1).

> 6 months postpartum

Breastfeeding women who are > 6 months postpartum can use POPs,
POIs, and LNG and ETG implants without restriction (MEC Category 1).

Range: Low to very low

6b. LNG-IUD use among breastfeeding women

< 48 hours postpartum

Breastfeeding women who are < 48 hours postpartum can generally use
LNG-IUDs (MEC Category 2).

> 48 hours to < 4 weeks
postpartum

Breastfeeding women who are > 48 hours to < 4 weeks postpartum
generally should not have an LNG-IUD inserted (MEC Category 3).

> 4 weeks postpartum

Breastfeeding women who are > 4 weeks postpartum can use an
LNG-IUD without restriction (MEC Category 1).

Puerperal sepsis

Breastfeeding (and non-breastfeeding) women with puerperal sepsis
should not have an LNG-IUD inserted (MEC Category 4).

Very low

7. Recommendations for use of subcutaneously-administered depot medroxyprogesterone acetate (DMPA-SC) — new
method added to the guideline

All recommendations

Recommendations for DMPA-SC will follow the current recommendations
for DMPA-IM (intramuscular).

Very low

8. Recommendations for Sino-implant (Il) — new method added to the guideline

All recommendations

Recommendations for Sino-implant (1l) will follow the current
recommendations for LNG implants.

Range: Moderate to
very low

3 GRADE assessment includes the quality categories of very low, low, moderate and high. When a range is presented, the range reflects the
GRADE quality assessment across important outcomes and/or across contraceptive methods. See the specific GRADE table in Part |, section
1.4: Reviewed recommendations (p. 8—82) for outcomes explored.




Medical eligibility criteria for contraceptive use - Executive summary | 9

GRADE ASSESSMENT
MEC RECOMMENDATION OF QUALITY OF

EVIDENCE?

9. Recommendations for emergency contraceptive pills (ECPs) — ulipristal acetate (UPA) as a new method added to the
guideline and obesity as a new condition for ECP use

Pregnancy For pregnant women, ECP use is not applicable.

Breastfeeding Breastfeeding women can use combined oral contraceptive pills (COCs)
or LNG for ECPs without restriction (MEC Category 1).

Women who are breastfeeding can generally use UPA for ECPs
(MEC Category 2).

Past ectopic pregnancies | Women who have experienced past ectopic pregnancies can use COCs,
LNG or UPA for ECPs without restriction (MEC Category 1).

History of severe Women with history of severe cardiovascular disease, including
cardiovascular disease | ischaemic heart disease, cerebrovascular attack or other
thromboembolic conditions, can generally use COCs, LNG or UPA for

ECPs (MEC Category 2).
Very low
Migraines Women with migraines can generally use COCs, LNG or UPA for ECPs
(MEC Category 2).
Severe liver disease Women with severe liver disease, including jaundice (a personal
characteristic and sign of liver disease prior to diagnosis), can generally
use COCs, LNG or UPA for ECPs (MEC Category 2).
Use of CYP3A4 inducer | Women using CYP3A4 inducers can use COCs, LNG or UPA for ECPs
without restriction (MEC Category 1).
Repeat use of ECP There are no restrictions on repeated use for COCs, LNG or UPA for ECPs
(MEC Category 1).
Rape There are no restrictions for use of COCs, LNG or UPA for ECPs in cases
of rape (MEC Category 1).
Obesity Women who are obese can use COCs, LNG or UPA for ECPs without
Moderate

restriction (MEC Category 1).

10. Intrauterine device (IUD) use for women with increased risk of sexually transmitted infections (STIs)

IUD initiation Many women with increased risk of STIs can generally undergo either .
copper-bearing IUD (Cu-IUD) or LNG-IUD initiation (MEC Category 2). No new evidence

Some women at increased risk (very high individual likelihood) of STis | identified, so quality of
generally should not have an IUD inserted until appropriate testing and | @vidence not evaluated

treatment occur (MEC Category 3). using GRADE process;
reviewed for clarity as
IUD continuation Women at increased risk of STIs can generally continue use of either Cu- requested by the GRC

IUD or LNG-IUD (MEC Category 2).

3 GRADE assessment includes the quality categories of very low, low, moderate and high. When a range is presented, the range reflects the
GRADE quality assessment across important outcomes and/or across contraceptive methods. See the specific GRADE table in Part I, section
1.4: Reviewed recommendations (p. 8—82) for outcomes explored.
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MEC RECOMMENDATION

GRADE ASSESSMENT
OF QUALITY OF

EVIDENCE?

11. Recommendations for use of progesterone-releasing vaginal ring — new method added to the guideline

Breastfeeding and > 4
weeks postpartum

Women who are actively breastfeeding and are > 4 weeks postpartum
can use the progesterone-releasing vaginal ring without restrictions
(MEC Category 1).

Low

12. Recommendations for use of hormonal contraception for women at high risk of HIV infection, women living with HIV,
and women living with HIV using antiretroviral therapy (ART)

12a. Women at high risk
of HIV infection

Women at high risk of acquiring HIV can use the following hormonal
contraceptive methods without restriction: COCs, combined injectable
contraceptives (CICs), combined contraceptive patches and rings, POPs,
POIs (DMPA and NET-EN), and LNG and ETG implants (MEC Category 1).

Women at high risk of acquiring HIV can generally use LNG-IUDs (MEC
Category 2).

Range: Moderate to very
low

12b. Women living with
asymptomatic or mild
HIV clinical disease
(WHO stage 1 or 2)

Women living with asymptomatic or mild HIV clinical disease (WHO stage
1 or 2) can use the following hormonal contraceptive methods without
restriction: COCs, CICs, combined contraceptive patches and rings, POPs,
POIs (DMPA and NET-EN), and LNG and ETG implants (MEC Category 1).

Women living with asymptomatic or mild HIV clinical disease (WHO stage
1 or 2) can generally use the LNG-IUD (MEC Category 2).

12c. Women living with
severe or advanced HIV
clinical disease

(WHO stage 3 or 4)

Women living with severe or advanced HIV clinical disease (WHO stage

3 or 4) can use the following hormonal contraceptive methods without
restriction: COCs, CICs, combined contraceptive patches and rings, POPs,
POIs (DMPA and NET-EN), and LNG and ETG implants (MEC Category 1).

Women living with severe or advanced HIV clinical disease (WHO stage
3 or 4) generally should not initiate use of the LNG-IUD (MEC Category
3) until their illness has improved to asymptomatic or mild HIV clinical
disease (WHO stage 1 or 2).

Women who already have an LNG-IUD inserted and who develop severe
or advanced HIV clinical disease need not have their IUD removed (MEC
Category 2 for continuation).

Range: Moderate to very
low

3 GRADE assessment includes the quality categories of very low, low, moderate and high. When a range is presented, the range reflects the
GRADE quality assessment across important outcomes and/or across contraceptive methods. See the specific GRADE table in Part |, section
1.4: Reviewed recommendations (p. 8-82) for outcomes explored.
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GRADE ASSESSMENT
MEC RECOMMENDATION OF QUALITY OF

EVIDENCE?

12d. Women living with HIV using antiretroviral therapy (ART)

Nucleoside/nucleotide | Women taking any NRTI can use all hormonal contraceptive methods
reverse transcriptase without restriction: COCs, CICs, combined contraceptive patches and
inhibitor (NRTI) rings, POPs, POIs (DMPA and NET-EN), and LNG and ETG implants (MEC
Category 1).

Women taking any NRTI can generally use the LNG-IUD (MEC Category
2), provided that their HIV clinical disease is asymptomatic or mild (WHO
Stage 1 or 2). Women living with severe or advanced HIV clinical disease
(WHO stage 3 or 4) and taking any NRTI generally should not initiate

use of the LNG-IUD (MEC Category 3 for initiation) until their illness has
improved to asymptomatic or mild HIV clinical disease.

Women taking any NRTI who already have had an LNG-IUD inserted and
who develop severe or advanced HIV clinical disease need not have their
IUD removed (MEC Category 2 for continuation).

Non-nucleoside/ Women using NNRTIs containing either efavirenz or nevirapine can

nucleotide reverse generally use COCs, CICs, combined contraceptive patches and rings, Range: Low to very Low
transcriptase inhibitors | POPs, NET-EN, and LNG and ETG implants (MEC Category 2).

(NNRTIs) containing

efavirenz or nevirapine- | Women using efavirenz or nevirapine can use DMPA without restriction

containing ART (MEC Category 1).

Women taking any NNRTI can generally use the LNG-IUD (MEC Category
2), provided that their HIV clinical disease is asymptomatic or mild (WHO
Stage 1 or 2). Women living with severe or advanced HIV clinical disease
(WHO stage 3 or 4) and taking any NNRTI generally should not initiate
use of the LNG-IUD (MEC Category 3 for initiation) until their illness has
improved to asymptomatic or mild HIV clinical disease.

Women taking any NNRTI who already have had an LNG-IUD inserted and
who develop severe or advanced HIV clinical disease need not have their
IUD removed (MEC Category 2 for continuation).

NNRTIs containing Women using the newer NNRTIs containing etravirine and rilpivirine
etravirine and rilpivirine | can use all hormonal contraceptive methods without restriction (MEC
Category 1).

ART: antiretroviral therapy; ARV: antiretroviral (medication); CHC: combined hormonal contraceptive; CIC: combined injectable contraceptive;
COC: combined oral contraceptive; Cu-IUD: copper-bearing IUD; DMPA: depot medroxyprogesterone acetate; ETG: etonogestrel; GRADE: Grading
Recommendations, Assessment, Development and Evaluation; GRC: Guidelines Review Committee; IM: intramuscular; IUD: intrauterine device;
LNG: levonorgestrel; NET-EN: norethisterone enanthate; POC: progesterone-only contraceptive; NRTI: nucleoside/nucleotide reverse transcriptase
inhibitor; NNRTI: non-nucleoside/nucleotide reverse transcriptase inhibitor; POI: progresterone-only injectable; POP: progesterone-only pill; SC:
subcutaneous; SVT: superficial venous thrombosis; VTE: venous thromboembolism.

3 GRADE assessment includes the quality categories of very low, low, moderate and high. When a range is presented, the range reflects the
GRADE quality assessment across important outcomes and/or across contraceptive methods. See the specific GRADE table in Part |, section 1.4:
Reviewed recommendations (p. 8-82) for outcomes explored.
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GRADE ASSESSMENT

MEC RECOMMENDATION OF QUALITY OF
EVIDENCE?

12d. Women living with HIV using antiretroviral therapy (ART) (continued)

Protease inhibitors Women using protease inhibitors (e.g. ritonavir and ARVs boosted with
(e.g. ritonavir and ARVs | ritonavir) can generally use COCs, CICs, combined contraceptive patches
boosted with ritonavir) | and rings, POPs, NET-EN, and LNG and ETG implants (MEC Category 2).

Women using protease inhibitors (e.g. ritonavir and ARVs boosted with
ritonavir) can use DMPA without restriction (MEC Category 1).

Women taking any PI can generally use the LNG-IUD (MEC Category 2),
provided that their HIV clinical disease is asymptomatic or mild (VHO
Stage 1 or 2). Women living with severe or advanced HIV clinical disease
(WHO stage 3 or 4) and taking any PI generally should not initiate use

of the LNG-IUD (MEC Category 3 for initiation) until their illness has
improved to asymptomatic or mild HIV clinical disease.

Women taking any Pl who already have had an LNG-IUD inserted and
who develop severe or advanced HIV clinical disease need not have their
IUD removed (MEC Category 2 for continuation).

Range: Low to very Low

Raltegravir (integrase Women using the integrase inhibitor raltegravir can use all hormonal
inhibitor) contraceptive methods without restriction (MEC Category 1).

Women taking an Rl can generally use the LNG-IUD (MEC Category 2),
provided that their HIV clinical disease is asymptomatic or mild (WHO
Stage 1 or 2). Women living with severe or advanced HIV clinical disease
(WHO stage 3 or 4) and taking an Rl generally should not initiate use

of the LNG-IUD (MEC Category 3 for initiation) until their illness has
improved to asymptomatic or mild HIV clinical disease.

Women taking an RI who already have had an LNG-IUD inserted and who
develop severe or advanced HIV clinical disease need not have their IUD
removed (MEC Category 2 for continuation).

ART: antiretroviral therapy; ARV: antiretroviral (medication); CHC: combined hormonal contraceptive; CIC: combined injectable contraceptive;
COC: combined oral contraceptive; Cu-IUD: copper-bearing IUD; DMPA: depot medroxyprogesterone acetate; ETG: etonogestrel;

GRADE: Grading Recommendations, Assessment, Development and Evaluation; GRC: Guidelines Review Committee; IM: intramuscular;

|UD: intrauterine device; LNG: levonorgestrel; NET-EN: norethisterone enanthate; NNRTI: non-nucleoside/nucleotide reverse transcriptase
inhibitor; NRTI: nucleoside/nucleotide reverse transcriptase inhibitor; POC: progesterone-only contraceptive; POI: progresterone-only injectable;
POP: progesterone-only pill; SC: subcutaneous; SVT: superficial venous thrombosis; VTE: venous thromboembolism.

4 GRADE assessment includes the quality categories of very low, low, moderate and high. When a range is presented, the range reflects the
GRADE quality assessment across important outcomes and/or across contraceptive methods. See the specific GRADE table in Part |, section
1.4: Reviewed recommendations (p. 8—82) for outcomes explored.
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1.1 Background

1.1.1 Overview and scope of the guidelines

Over the past 40 years, there have been significant advances
in the development of new contraceptive technologies,
including changes in formulations and dosing, schedules for
administration and novel delivery systems. However, current
policies and health-care practices in some countries are based
on scientific studies of contraceptive products that are no
longer in wide use, on long-standing theoretical concerns that
have never been substantiated or on the personal preference
or bias of service providers. These outdated policies or
practices often result in limitations to both the quality of, and
the access to, family planning services for clients.

The goal of this document is to improve access to, and

quality of, family planning services by providing policy-
makers, decision-makers and the scientific community with
recommendations that can be used for developing or revising
national guidelines on medical eligibility criteria used in the
provision of all hormonal contraceptives, intrauterine devices,
barrier methods, fertility awareness-based methods, coitus
interruptus, lactational amenorrhoea method, male and female
sterilization, and emergency contraception. These evidence-
based recommendations do not indicate a “best” method that
should be used given a particular medical context; rather,
review of the recommendations allows for consideration of
multiple methods that could be used safely by people with
certain health conditions (e.g. hypertension) or characteristics

(e.g. age).

Because country situations and programme environments vary
so greatly, it is inappropriate to set firm international guidelines
on criteria for contraceptive use. However, it is expected

that national programmes will use these recommendations

for updating or developing their own contraceptive eligibility
guidelines according to national health policies, needs,
priorities and resources, while reflecting upon local values and
preferences.

There are a total of four WHO guidance documents
(cornerstones) pertaining to contraception; two that focus on
evidence-based recommendations (primarily targeted towards
policy-makers and programme managers) and two that focus
on application of the recommendations (primarily targeted
towards health-care providers). All four cornerstones are best
interpreted and used in a broader context of reproductive and
sexual health care. These four documents, listed below, are
updated periodically to reflect changes in the medical and
scientific knowledge.

Evidence-based recommendations for provision of
contraception:

1. Medical eligibility criteria for contraceptive use (MEC) —
provides guidance regarding “who” can use contraceptive
methods safely; and

2. Selected practice recommendations for contraceptive
use (SPR) — provides guidance regarding “how” to use
contraceptive methods safely and effectively.

Practical tools for front-line providers of contraceptive
counselling and services:

3. Decision-making tool for family planning clients and
providers — counselling tool that supports both provider and
client in the process of choosing a contraceptive method,;
and

4. Family planning: a global handbook for providers — offers
evidence-based information on service delivery, method by
method.
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Figure 1. The four cornerstones of family planning guidance

Fifth edition, 2015
Medical eligibility
criteria for

contraceptive use

e e Ot

Selected practice
recommendations for
contraceptive use

Third edition 2016

World Health
Organization

Medical eligibility criteria Selected practice
for contraceptive use recommendations
for contraceptive use

These are evidence-based guidance and consensus-driven guidelines.
They provide recommendations made by expert working groups based
on an appraisal of relevant evidence. They are reviewed and updated in a
timely manner.

Y

Family Planning

GLOBAL HANDBOOK FOR PROVIDERS

Decision-making tool for family Family planning: a global
planning clients and providers handbook for providers

These are tools that incorporate the Medical eligibility criteria, the Selected
practice recommendations and other consensus recommendations on how
to meet the needs of the family planning client. They will be updated as the
guidelines are updated or as other evidence warrants.

A

Process for assuring that the
guidelines remain current:

1.

Identify new, relevant evidence

as soon as it becomes available
through an ongoing comprehensive
bibliographic search.

. Critically appraise the new

evidence.

. Evaluate the new evidence in light

of prior evidence.

. Determine whether the newly

synthesized evidence is sufficient
to warrant an update of existing
recommendations.

. Provide electronic updates on

WHO'’s reproductive health web site
(www.who.int/reproductivehealth)
as appropriate and determine the
need to convene an expert working
group to reassess guidelines
formally.
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1.2 Methods

1.2.1 Development of earlier editions of the Medical
eligibility criteria for contraceptive use

This document builds on a process initiated in 1994 to develop
the first edition. The initial process involved comparing the
eligibility criteria used by different agencies for various
contraceptives, preparing summaries of published medical and
epidemiological literature relevant to medical eligibility criteria,
and preparing a draft classification for review by a larger group
of experts and agencies. Two expert Working Group meetings
were organized by WHO, in March 1994 and May 1995,

to review the background classifications and to formulate
recommendations; publication of the document followed in
1996.

Since the publication of the first edition of the MEC, the
guideline has been revised and updated three times. With
each revision, a Working Group of multidisciplinary experts
was assembled to review newly published evidence pertaining
to the topics addressed in the guideline. Moreover, with each
revision, the Working Group used the opportunity to consider
inclusion of new medical conditions and new contraceptive
methods, as appropriate.

The second edition of the MEC was based on the
recommendations of an expert Working Group meeting held

at WHO on 8-10 March 2000, which brought together 32
participants from 17 countries, including representatives of
many agencies and organizations. The Working Group reviewed
new evidence since the last meetings in 1994 and 1995,
primarily obtained from systematic reviews of the most recent
literature.

The third edition of the MEC, was based on the
recommendations of an expert Working Group meeting held at
WHO on 21-24 October 2003, which gathered 36 participants
from 18 countries, including representatives of many agencies
and organizations. Systematic reviews of the evidence were
prepared on topics with newly published evidence since the
meeting in 2000; they were presented to the Working Group
and provided the basis for their decision-making. A Guideline
Steering Group (GSG), comprising seven external members,
was established for this edition. The GSG was formed to advise
WHO on behalf of the larger expert Working Group on matters
related to emerging published evidence on topics covered by
the guideline during interim periods between expert Working
Group meetings.

The fourth edition of the MEC was based on the
recommendations of an expert Working Group meeting

held at WHO on 1-4 April 2008, which brought together

43 participants from 23 countries, including nine agency
representatives. Eighty-six new recommendations were
developed and 165 recommendations were revised for the
fourth edition. All members of the expert Working Group
were asked to declare any conflict of interest and three of
the experts declared conflicts of interest relevant to the
subject matter of the meeting. These conflicts of interest
were determined not to be sufficient to preclude the experts
from participating in the deliberations and development of
recommendations and thus they were not asked to withdraw
from this process.

The Guidelines Review Committee (GRC) was established

by the Director-General of WHO in 2007 to ensure that WHO
guidelines are of a high methodological quality and are
developed through a transparent, evidence-based decision-
making process. The fourth edition of the MEC was reviewed
by the newly established GRC and was approved on 16
September 2009.

To assure that the guidelines remain current between
guideline meetings, new evidence is identified through an
ongoing comprehensive bibiliographic search (the Continuous
Identification of Research Evidence, or CIRE system)1.This
evidence is synthesized and reviewed. In circumstances where
new evidence warrants further evaluation, the GSG is tasked
with evaluating such evidence and issuing interim guidance
if necessary. Since the release of the fourth edition of the
MEC, interim guidance has been issued twice. At the request
of the GSG, WHO first convened a technical consultation on
26 January 2010 via teleconference to review new evidence
regarding the risk of venous thromboembolism (VTE) in
postpartum women. The teleconference brought together
members of the GSG and three experts on VTE during the
postpartum period. All participants in the consultation were
asked to declare any conflict of interest; two participants
declared a conflict of interest relevant to the subject matter,
but they were not asked to withdraw from the process of
recommendation formulation because the WHO Secretariat
and GSG did not find these conflicts of interest sufficient to
preclude them from participating in the deliberations and
development of recommendations. The GRC approved the
updated recommendations on 21 April 2010.

1 Mohllajee AP, Curtis KM, Flanagan RG, Rinehart W, Gaffield
ML, Peterson HB. Keeping up with evidence: a new system for
WHQ’s evidence-based family planning guidance. Am J Prev Med.
2005;28(5):483-90.
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Following new findings of epidemiological studies regarding
the use of hormonal contraception and HIV acquisition,
progression and transmission, a second technical consultation
was convened by WHO during 31 January — 1 February 2012.
The meeting involved 75 individuals representing a wide
range of stakeholders. Through a consensus-driven process,
the group considered whether recommendations in the MEC
pertaining to hormonal contraceptive use among women at
high risk of HIV or women living with HIV should be changed
in light of the accumulating evidence. All participants in the
consultation were asked to declare any conflict of interest;

13 participants declared an academic conflict of interest
relevant to the subject matter of the meeting. These conflicts
of interest were determined not to be sufficient to preclude
them from participating in the deliberations and development
of recommendations and so they were not asked to withdraw
from this process. The GRC approved the technical statement
presenting the conclusions and updated recommendations of
the meeting on 15 February 2012.

1.2.2 Development of the Medical eligibility for criteria
for contraceptive use, fifth edition

In preparation for the fifth edition of the document, both
approval for the planning and ultimately the final document
were obtained from the GRC. Several key aspects of the
updating process were adjusted to be in closer alignment with
requirements set forth in the WHO handbook for guideline
development authored by the GRC Secretariat.? Specifically,
these alterations included:

e creation of groups with varying roles to undertake the
revision;

e convening an additional consultation to define the scope of
the revision, giving priority to controversial topics and those
for which new evidence had emerged, including topics
addressed in interim guidance, clarifying recommendations
with a Category 2/3 classification, and drafting questions
relating to population, intervention, comparator and
outcome (PICO questions) to guide the preparation of
systematic reviews; and

e applying the Grading Recommendations, Assessment,
Development and Evaluation (GRADE) approach to evidence
review and recommendation formulation.

The groups responsible for the development of the fifth
edition of the MEC included: a WHO Secretariat; an Evidence

2 The first edition was published in 2012, the second edition in
2014.

3 For further information on GRADE, see: www.gradeworkinggroup.
org/index.htm

Secretariat including a GRADE methodologist; a Guideline
Steering Group (GSG); and a Guideline Development Group
(GDG), which was formerly called the expert Working Group

for the earlier MEC editions. The GSG, which has served as an
external advisory group to WHO on family planning guidelines
since 2003, was part of the larger GDG, to be compliant with
WHO requirements for guideline development and to gain input
from a larger advisory group. For a summary of the members
of the WHO Secretariat, the Evidence Secretariat and the GDG,
see the Acknowledgements at the beginning of this document.

1.2.3 Prioritization of topics for the revision process

On 14-15 May 2013, the first GDG meeting convened in
Ferney Voltaire, France, to initiate the revision process

for the development of the fifth edition of the MEC. Prior

to the meeting, the CIRE system' was used to identify
recommendations from the fourth edition of the MEC for which
new evidence was available.

To further inform decision-making with respect to clinical
questions and priorities, the WHO Secretariat reached out to a
broad group of stakeholders with expertise in family planning
and familiarity with the guideline, including individuals from

a number of implementing agencies, professional societies,
and WHO regional and country offices, as well as the Ministry
of Health in each of the Member States. They were asked to
voluntarily complete an electronic 24-question anonymous
survey available in English, French and Spanish, and to
forward the link for the survey to others in their professional
communities familiar with family planning and the MEC during
the period 2 March — 2 May 2013. The respondents were
asked to rank the importance of various outcomes pertaining
to topics that had been identified as priority questions for the
current revision, as well as to suggest other outcomes and
clinical questions of importance, and to give input regarding
the format of the guidance. More than 250 individuals
submitted completed surveys; these results were presented to
the GDG during the meeting to inform the prioritization process.

At the meeting, the WHO Secretariat presented brief
summaries of new evidence to the GDG to determine whether
the existing recommendation remained consistent or had
become inconsistent with the updated body of evidence.
Recommendations considered to be possibly inconsistent with
the updated body of evidence were selected for presentation
and discussion at a larger meeting convened in March 2014.
Recommendations considered to be consistent with the
updated body of evidence, and recommendations for which
no new evidence had been identified through CIRE were


http://www.gradeworkinggroup.org/index.htm
http://www.gradeworkinggroup.org/index.htm
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determined by the GDG to need no further review during the
revision process.

Also at this first GDG meeting, the members were asked to
consider whether WHO should include several new conditions,
contraceptive methods and/or formulations of methods,
based upon their global relevance and availability in multiple
countries. Participants were also asked to review the two
interim guidance documents released since the fourth edition.
Further, during this meeting the GDG was asked to address
current recommendations which were classified as category
“2/3" in the fourth edition, as earlier reviews by the GRC noted
that these recommendations may be confusing to users of the
document.

Thus, topics were prioritized for review and consideration

by the GDG at the second meeting in March 2014 based on
meeting one or more of the following criteria: topics identified
as controversial or of particular importance to the field; topics
with new evidence, for which the existing recommendation
was potentially inconsistent with the updated body of
evidence; topics with interim guidance issued by WHO since
the MEC fourth edition; newly introduced contraceptive
methods; or recommendations from the MEC fourth edition
that were determined to lack clarity by the GRC. All existing
recommendations that did not fall into one of these categories
were reaffirmed by the GRC and thus were not reviewed.

Table 1.1 Medical eligibility criteria for contraceptive use, fifth edition: selection of topics for 2014 revision

Prioritized topics reviewed by the Guideline Development Group (GDG) using the GRADE process in 2014:

e (CHC use among women with superficial venous disorders
e (CHC use by age group

2012).

e progesterone-releasing vaginal ring (PVR)
e ylipristal acetate (UPA) for emergency contraception.

identified since 2008 systematic review)
e CHC use among women with known dyslipidaemias.

1. Topics identified as important to the field and/or topics with new, potentially inconsistent evidence identified (6 topics):
e progesterone-only contraceptive (POC) use among breastfeeding women
e combined hormonal contraceptive (CHC) use among breastfeeding women

e hormonal contraceptive use among women using antiretroviral therapy
e emergency contraceptive pill (ECP) use among women with obesity (new condition added to ECP recommendations).

2. Interim guidance issued by WHO since the MEC fourth edition (2 topics):
e (CHC use during the postpartum period (guidance updated in 2010)
e hormonal contraceptive use among women at high risk of HIV acquisition and women living with HIV (guidance reaffirmed in

3. New contraceptive methods added to the MEC for the fifth edition (4 methods):
e subcutaneously-administered depot medroxyprogesterone acetate (DMPA) 104 mg
e 2-rod levonorgestrel (LNG)-containing implant with 75 mg LNG/rod, approved for 4 years of use, i.e. Sino-implant (Il)

4. Recommendations reviewed by the GDG for clarity, as required by the Guidelines Review Committee (GRC) (2 topics):
e intrauterine device (IUD) use among women with increased risk of sexually transmitted infections (STIS) (no new evidence

e reaffirmed by the GDG in March 2014.

All other existing recommendations from the MEC fourth edition (approximately 2000 recommendations):?

CIRE: Continuous Identification of Research Evidence; GRADE: Grading Recommendations, Assessment, Development and Evaluation.

@ Evidence continuously monitored using CIRE system. Topics not prioritized for 2014 update.
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For the topics outlined in Table 1.1, the GDG developed
questions using the PICO format (i.e. questions with specified
populations, interventions, comparators and outcomes) to
serve as the framework for the systematic reviews and GRADE
evidence tables. In order to inform the MEC recommendations,
PICO questions generally guide the systematic review to focus
on studies of populations with the condition or characteristic
of interest using a specific contraceptive method compared
with the same population not using the method, reporting on
critical safety outcomes. PICO questions were also crafted to
also identify relevant indirect evidence that may have included
comparator populations without the condition or characteristic
of interest using the same method, or reporting on surrogate
outcomes. These systematic reviews, therefore, assessed the
safety risks of using a given method among women with a
particular medical condition or characteristic. The remainder
of the existing recommendations were determined to be
consistent with the body of published evidence and did not
need to be formally reviewed for this revision.

1.2.4 Evidence identification and synthesis

For each of the priority topics listed in Table 1.1, systematic
reviews were conducted in accordance with PRISMA
guidelines to answer PICO-formatted questions regarding
safety outcomes.* The systematic reviews may be accessed

in Annex 2. In general, the PubMed and Cochrane databases
were searched for studies published in any language in a
peer-reviewed journal up to 15 January 2014, to inform

the systematic reviews. Reference lists and direct contact

with experts in the field were also used to identify other
studies, including those in press; neither grey literature nor
conference abstracts were included in these reviews. Due to
heterogeneity of study designs, contraceptive formulations

and outcome measures, meta-analyses were generally not
performed. The quality of evidence presented in individual
studies within a systematic review was assessed by review
authors using the United States Preventive Services Task Force
system.5 GRADE evidence profiles were then prepared by a
GRADE methodologist to assess the quality of the summarized
evidence and include the range of the estimates of effect for
each clinical outcome assessed. GRADE evidence profiles were
prepared for each PICO question for which evidence was found
and clinical outcomes were reported. The systematic reviews
that resulted from this process were peer-reviewed by selected

4 Moher D, Liberati A, Tetzlaff J, Altman DG; The PRISMA Group.
Preferred reporting items for systematic reviews and meta-analyses:
the PRISMA Statement. PLoS Med. 2009;6(6):e1000097.

5 Harris RP, Helfand M, Woolf SH, Lohr KN, Mulrow CD, Teutsch SM,
et al. Current methods of the U.S. Preventive Services Task Force: a
review of the process. Am J Prev Med. 2001;20(3 Suppl):21-35.

members of the GDG, and final drafts were made electronically
available to all GDG members prior to the consultations.
Printed copies of GRADE evidence profiles for each topic were
also given to each GDG member during the March 2014 GDG
meeting. The written and orally presented systematic reviews
and GRADE evidence profiles served as the basis for the GDG’s
deliberations.

1.2.5 Decision-making during the Guideline
Development Group meetings

During 9-12 March 2014 and 24-25 September 2014, WHO
convened a series of GDG meetings to review the evidence

for the priority topics and, where appropriate, revise specific
recommendations in the MEC. Members of the GDG and
members of the External Peer Review Group (who did not
participate in the GDG meeting) submitted Declaration of
Interest forms to the WHO Secretariat: 14 individuals declared
an academic conflict of interest relevant to the MEC guidance.
The WHO Secretariat and the GDG reviewed all declarations of
interest and, with the exception of two members (Dr Glasier
and Dr Sitruk-Ware), found no conflicts of interest sufficient

to preclude anyone from participating in the deliberations

or development of recommendations. In the case of the two
exceptions, the WHO Secretariat and the GDG agreed that
their disclosed academic conflicts of interest were sufficient
to preclude them from participating in the deliberations and
development of recommendations relevant to ulipristal acetate
(Dr Glasier) and the progesterone-releasing vaginal ring

(Dr Sitruk-Ware). For details of the declared academic interests
see Annex 1.

The GDG considered the overall quality of the safety evidence,
paying particular attention to the strength and consistency

of the data, according to the GRADE approach to evidence
review. In most cases, the quality of evidence pertaining

to each recommendation was low or very low and only
addressed potential harms related to contraceptive use. To
arrive at a category designation, within the range 1-4, the
GDG considered these potential harms, the GRADE evidence
profiles, the benefits of preventing unintended pregnancy, as
well as the other GRADE constructs of values and preferences.

The GDG endorsed an approach to patient preferences and
values that prioritized the availability of a wide range of
contraceptive options, as women vary in their preferences
regarding contraceptive selection and in the value they place
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on different beneficial and harmful outcomes.® 7 In addition,
the availability of a range of contraceptive options is critical
because a woman’s contraceptive choices are made at a
particular time and in a particular societal and cultural context,
and these choices are complex, multifactorial and subject to
change.8 9 Decision-making for contraceptive methods usually
requires making trade-offs among the different methods,

with advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Owing to the focus of this guidance on the safety of specific
contraceptive methods for women with medical conditions or
personal characteristics, opportunity costs were not formally
assessed during the formulation of these recommendations
since costs may vary widely throughout different regions.'®

Since publication of the first edition of the MEC in 1996, the
1-4 scale has been used to categorize medical eligibility for
contraceptive use. These categories are well known by health-
care providers, professional organizations, training institutions
and ministries of health as the basis for determining
contraceptive eligibility for women with medical conditions

or characteristics. As a result, to avoid confusion and retain
consistency, it was determined that recommendations would
not be defined as “strong” or “weak” according to GRADE
methodology and would instead retain the 1—4 scale reflecting
eligibility for contraceptive use.

Through consensus, the GDG arrived at new and revised
recommendations, as well as upholding the majority of the
existing recommendations using the categories 1-4. For
the topics they reviewed in 2014 (see Box 1.1), the GDG

6 Madden T, Secura GM, Nease RF, Politi MC, Peipert JF. The role of
contraceptive attributes in women’s contraceptive decision making.
Am J Obstet Gynecol. 2015;pii: S0002-9378(15)00107-6. [Epub
ahead of print]

7 Hooper DJ. Attitudes, awareness, compliance and preferenc-

es among hormonal contraception users: a global, cross-sec-

tional, self-administered, online survey. Clin Drug Investig.
2010;30(11):749-63.

8 d’Arcangues CM, Ba-Thike K, Say L. Expanding contraceptive
choice in the developing world: lessons from the Lao People’s Repub-
lic and the Republic of Zambia. Eur J Contracept Reprod Health Care.
2013;18:421-34.

9 Blanc A, Tsui AO, Croft TN, Trevitt JL. Patterns and trends in ado-
lescents’ contraceptive use and discontinuation in developing coun-
tries and comparisons with adult women. Int Perspect Sex Reprod
Health. 2009;35(2):63-71.

10 Singh S, Darroch JE. Adding it up: costs and benefits of contra-
ceptive services — estimates for 2012. New York (NY): Guttmacher
Institute and United Nations Population Fund (UNFPA); 2012 (https://
www.guttmacher.org/pubs/AlU-2012-estimates.pdf, accessed 24
March 2015).

considered the potential benefits and risks of contraceptive
method use with respect to each of the medical conditions or
personal characteristics assessed.

Owing to the public health importance of recommendations

on hormonal contraceptive use for women at risk of HIV and
women living with HIV, and based on encouragement from

the GDG, WHO issued its contraceptive eligibility guidance for
women living with HIV or at high risk of acquiring the infection
in advance of the entire guideline revision. The document,
Hormonal contraceptive methods for women at high risk of HIV
and living with HIV: 2014 guidance statement was approved by
the WHO Guidelines Review Committee (GRC) on 7 July 2014.
The statement was released on 24 July 2014, at the 20th
International AIDS Conference.

A draft version of the entire MEC document was sent to the
External Peer Review Group, comprising eight experts who
did not participate in the GDG meeting. Comments received
from these reviewers were addressed and incorporated into
this guidance by the WHO Secretariat as appropriate. The
final version of this document was approved by the GRC on
18 March 2015.

1.3 Dissemination and evaluation of the
Medical eligibility criteria for contraceptive
use, fifth edition

The recommendations in the Medical eligibility criteria for
contraceptive use, fifth edition guidance were released during
a global live Facebook Chat on 1 June 2015. A comprehensive
dissemination and evaluation plan will be implemented,

which will include widespread dissemination through the

WHO regional and country offices, WHO Member States,

the United Nations (UN) agency cosponsors of the Special
Programme of Research, Development and Research Training
in Human Reproduction (HRP) within the WHO Department

of Reproductive Health and Research (i.e. UNDP, UNFPA,
UNICEF, WHO and the World Bank), WHO collaborating centres,
professional organizations, governmental and nongovernmental
partner organizations working in the area of sexual and
reproductive health, and civil society groups engaged in sexual
and reproductive health projects The WHO Secretariat will work
closely with sexual and reproductive health points of contact
in the WHO regional offices to conduct a series of regional
events during 2015-2016. In addition, special panel sessions
will be organized during the summer and autumn of 2015

at international conferences convened by the International
Society of Obstetricians and Gynaecologists (FIGO), the
International Council of Nurses (ICN) and the International
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Confederation of Midwives (ICM) to update the membership
of these societies about the revised recommendations. Once
translations of the document in other official languages of
the UN become available, opportunities to ensure effective
dissemination will be actively sought. An evaluation survey
targeting ministries of health, WHO offices and partners,
professional organizations and civil society will be fielded

to assess the extent and effectiveness of the dissemination,
evaluate the level of implementation of the guidance into
national policies, and identify areas for further refinement and
research gaps in contraceptive eligibility criteria.

1.4 Reviewed recommendations

The Guideline Development Group (GDG) determined priority
topics to be addressed as part of the revision process for the
fifth edition (see Table 1.1).

Information on using the recommendations in practice, as
well as recommendations in the fifth edition (new, revised
and confirmed) are presented in Part Il, sections 2.3 and 2.7,
starting on p. 91. A summary of changes between the fourth
edition of the MEC and the updated fifth edition is available in
Part Il (see section 2.6 and Tables 2.4-2.6, pp. 93-96).

1. Recommendations for combined hormonal
contraceptives by age group

Question 1: Are women who use combined hormonal
contraceptives (CHCs) at increased risk for fracture
compared with women who do not use CHCs? (Direct
evidence)

Selection criteria for the systematic review

Question 2: Are women who use combined hormonal
contraceptives (CHCs) at increased risk for decreased
bone mineral density compared with women who do not
use CHCs, with a specific focus on adolescents? (Indirect
evidence)

Selection criteria for the systematic review

Study design Randomized controlled trials, cohort
studies and case-control studies

Population Women of reproductive age

Intervention CHC use

Comparator Non-use of CHCs

Outcome Fracture

Databases PubMed and Cochrane Library

searched

Study design | Randomized controlled trials, cohort studies
and case-control studies

Population Women of reproductive age (with a specific
focus on adolescents)

Intervention CHC use

Comparator Non-use of CHCs

Outcome Decreased bone mineral density

Databases PubMed and Cochrane Library

searched

Recommendations

e Women from menarche to < 40 years of age can
use combined hormonal contraceptives (combined
oral contraceptives, combined contraceptive patch,
combined contraceptive vaginal ring, combined injectable
contraceptives) without restriction (MEC Category 1).

e \Women 40 years and older can generally use combined
hormonal contraceptive methods (combined oral
contraceptives, combined contraceptive patch, combined
contraceptive vaginal ring, combined injectable
contraceptives) (MEC Category 2).

Remarks

e In 2014, the GDG focused specifically on the evidence
pertaining to fracture risk among women of all ages,
and the evidence for combined hormonal contraceptives
(CHCs) and potential for decreased bone mineral density
(BMD) among adolescents. BMD is a surrogate marker
for fracture risk that may not be valid for premenopausal
women, and therefore may not accurately predict current
or future (postmenopausal) fracture risk (7—3). The risk of
cardiovascular disease increases with age and may also
increase with CHC use. In the absence of other adverse
clinical conditions, CHC can be used until menopause.

e Due to heterogeneity of study designs, contraceptive
formulations and outcome measures a meta-analysis was
not performed.

e (CHCs do not protect against sexually transmitted infections
(STls), including HIV. If there is a risk of STI/HIV, the
correct and consistent use of condoms, male or female, is
recommended.




Medical eligibility criteria for contraceptive use - Part | | 23

e \Voluntary use of contraception by women is critical for
upholding their reproductive rights. All women have the
right to evidence-based, comprehensive contraceptive
information, education and counselling to ensure informed
choice. Women’s contraceptive choices are made in a
particular time, societal and cultural context; choices are
complex, multifactorial and subject to change. Decision-
making for contraceptive methods usually requires the
need to make trade-offs among the different methods, with
advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Summary of the evidence

Evidence is inconsistent on the question of whether CHC use
affects fracture risk (4-15), although three recent studies
show no effect (4, 5, 15). CHC use may decrease BMD in
adolescents, especially in those choosing very-low-dose
formulations (< 30 pg ethinylestradiol-containing combined
oral contraceptives) (16—-29). CHC use has little to no effect on
BMD in premenopausal women (30—44), and may preserve
bone mass in those who are perimenopausal (45-54).

Quality of the evidence
(intervention versus comparator; outcome)

CHC use versus non-use of CHC; fracture |low
risk (direct):
COC use versus non-use in adolescents; low

bone mineral density (indirect):

Combined contraceptive patch use versus |very low
non-use in adolescents; bone mineral
density (indirect):
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2. Recommendations for combined hormonal

contraceptives among breastfeeding women

Question 1: Among breastfeeding women, does
initiation of combined hormonal contraceptives (CHCs)
at < 6 weeks postpartum have negative effects on
breastfeeding outcomes or infant outcomes, compared
with no contraception or non-hormonal contraception?
(Direct evidence)

Selection criteria for the systematic review

Study design | Randomized controlled trials, cohort studies
and case-control studies

Population Breastfeeding women

Intervention Use of CHCs

Comparator | No contraception or use of non-hormonal
contraception

Outcome Breastfeeding outcomes (duration,
exclusivity, supplementation)
Infant outcomes (growth, health,
development)

Databases PubMed and Cochrane Library
searched

Question 2: Among breastfeeding women, does initiation
of combined hormonal contraceptives (CHCs) at > 6
weeks postpartum have negative effects on breastfeeding
outcomes or infant outcomes, compared with no
contraception or non-hormonal contraception? (Direct
evidence)

Selection criteria for the systematic review

Study design | Randomized controlled trials, cohort studies
and case-control studies

Population Breastfeeding women

Intervention Use of CHCs

Comparator | No contraception or non-hormonal
contraception

Outcome Breastfeeding outcomes (duration,
exclusivity, supplementation)
Infant outcomes (growth, health,
development)

Databases PubMed and Cochrane Library
searched

Recommendations

e Breastfeeding women < 6 weeks postpartum should
not use combined hormonal contraceptives (combined
oral contraceptives, combined contraceptive patch,
combined contraceptive vaginal ring, combined injectable
contraceptives) (MEC Category 4).

e Breastfeeding women > 6 weeks to < 6 months postpartum
(primarily breastfeeding) generally should not use CHCs
(MEC Category 3).

e Breastfeeding women > 6 months postpartum can generally
use CHCs (MEC Category 2).

Remarks

e Due to heterogeneity of study designs, contraceptive
formulations and outcome measures, a meta-analysis was
not performed.

e Combined hormonal contraceptives (CHCs) do not protect
against sexually transmitted infections (STls), including
HIV. If there is a risk of STI/HIV, the correct and consistent
use of condoms is recommended. When used correctly
and consistently, condoms offer one of the most effective
methods of protection against STIs, including HIV. Female
condoms are effective and safe, but are not used as widely
by national programmes as male condoms.

¢ \Voluntary use of contraception by women is critical for
upholding their reproductive rights. All women have the
right to evidence-based, comprehensive contraceptive
information, education and counselling to ensure informed
choice. Women’s contraceptive choices are made in a
particular time, societal and cultural context; choices are
complex, multifactorial and subject to change. Decision-
making for contraceptive methods usually requires the
need to make trade-offs among the different methods, with
advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Summary of the evidence

Clinical studies demonstrate conflicting results regarding
effects on breastfeeding continuation or exclusivity in

women exposed to combined oral contraceptives (COCs)
during lactation. No consistent effects on infant growth or
illness have been reported (7—6). Adverse health outcomes

or manifestations of exogenous estrogen in infants exposed
to CHCs through breast-milk have not been demonstrated;
however, studies have been inadequately designed to
determine whether a risk of either serious or subtle long-term
effects exists.
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Quality of the evidence
< 6 weeks postpartum:
(method; outcome)

For COCs compared with progestogen- low

only pills (POPs), breastfeeding and infant

outcomes:

For COCs compared with non-hormonal or | very low
non-use, breastfeeding continuation:

For COCs compared with non-hormonal or | very low
non-use, breastfeeding duration:

For COCs compared with non-hormonal or | low
non-use, supplementation:

For COCs compared with non-hormonal or | very low
non-use, infant outcomes:

For patch, ring, combined injectable no evidence
contraceptives (CICs):

> 6 weeks postpartum:

(method; outcome)

For COCs, breastfeeding continuation: low

For COCs, breastfeeding duration: very low
For COCs, breastfeeding episodes: very low
For COCs, supplementation: low

For COCs, infant outcomes: low

For patch, ring, CICs: no evidence




30 | Medical eligibility criteria for contraceptive use - Part |

(¥9'0-€1010

%G6 ‘6¢°0 HY) 8sn-Uou 1o (96°0—21'0 1D %S6
‘07°0 YY) SY98M 9 Je uoneniul SA poouljaxi|
JOMO| UIIM PaIeI0SSe SY9aM g Je |oueisal

10 uoneniur punoy Apnis Aljenb-ood | ‘syaam
9 1e uonenunuoa Bulpaa)isealq Ul souslayIp
0U punoj $909 snoLiea Jo Apnys Ayjenb-iood |
(%G9 SA %BS SA % |.9) SUIIOW Z| Je 8OUBIBHIP

ou Ing (ani sA [26°0-6.20 19 %S6] 88°0 pue dn-moj|o} Jo (saipms Ayjenb
009ed sA [0°1-28°0 19 %S6] 260 YUY %SG6 SA uoneinp pue (jouessaw -iood g 1104
%16 SA %¥8) syluow 9 1e gnj-n9 Jo ogadeld passosse UUIM Suone|nw.o) fupenb-irey 1) | (055=u) seipms
SA uonenunuod Buipaasealq Jo pooyljay| $8LW091N0 909 Jap|o) uoisioaidwi Kousysisuooul suoneywi| paziwopue. uonenuIIUOI
JaMo| yum pajeiaosse 900 33 punol 1Y || moj Aiap | ul Aujigeliep | Ssauldalipul SnoLes SNoLIas ON snolag|  snouas Aiap| -uou g9y L| Buipssnseaig
9sN-uou 10 [euow.Ioy-uou SA wnyedisod syaam g > 1e pajeniul S909
8—¢
SY9aM WOJJ (6270 =) 9oUaJ8jWNIII0 peay Jo (Irey 1)
‘(170 =d) wbus] (950 =4) Wbiam ui abueyd a|qeoljdde uoistoa.duw (Apmis 1) suonenw|
1u82Jad Ul 8ouaIaIP ou :(19Y L) d0d SA 33 MO 10N $SaU10.IpUl ON SN0LIAS | BUILLIB1AP JouUR) snouas| (zgL=u) 194 L IMoIB ueU
(arey 1)
(popino.d 10U e1RP) a|qeoldde uoisioaldwi (Rpras 1) suoneuwl| uoneuawalddns
S)9aM g 1e d9ualaplp ou :(19Y 1) 40d SA 33 MO 10N $SaU10.IpUl ON SN0LIAS | BUILLIB1AP J0uUR) snouas| (zgL=u) 194 L J0 s
syjuow 9
1B(91-12019 %S6) || Y ‘%L¥ SA %ih (arey 1)
'sY9am 8 18 (€71-82°0 12 %G6) 0" HY ‘%P9 a|qedyidde uoisioalduwl (Apmis 1) suonepwi| uorenuRuod
SA %%9 (194 1) d0d SA (39) [o1pesa JAuul3 Mo 10N $S8UJ0BIIPUI ON SNOLIAS | BUILLIBIAP JouuR) snouds | (Lgl=u) 104 I| Buipsspseaig

109J9 JO ajewnsy

s10]9e}
13410

wnyedisod syaam 9 > 1e pajeniul syjid Ajuo-uabolsaboid sa (s909) SeAdasriL0d [elo paulquio)

Ssauy9a.Ipu|

uoisioaiduw

(syuedioned
J0 Jaquinu)
salpn]s Jo
Jaquinu

pue adAp

(9ouapina 193.11q) ¢uondaseiuod [euowoy-uou 10 uondasejuod ou yum paseduwiod ‘Sawioaino juell Jo sawoono Buipasjisealq uo s}oaya
aniebau aney wnyedisod syaam g > 1e (S9HI) Sanndaoesjuod [euowioy paulquuiod Jo uoijeniul saop ‘uawom Buipaaysealq buowy (L uonsanp) | ajgel 3ayyHy




Medical eligibility criteria for contraceptive use - Part 1 | 31

"SU 8AIR|A “HY ‘[el) PaJ|04u0d ‘paziopuel ;1 0y ‘liid Ajuo-uahoisaBoid :d0d 801Aap auLIgINeUl (N 01pesa [AuIyle 133 ‘eAndadeiiuod el pauIqIod :00 ‘[eAIS]ul 3DUSPIUOI ()

(009 yum ureb
619Mm S8 SaIpN1S Z PUB ‘909 UM Jajealh
ImoIB Apnis | ‘@dusaiap ou Apnis 1) 909 ou

10 0ga9e|d sA synsal Hunolyuod papodal 909 dn-moj|o} Jo (saipms Ayjenb
Jouensaw Jo saipns Aenb-lood ¢ ‘0gadeld uoneInp pue (D09 -10od G {19y
SA (9% 0L SA 8E66) Jeak | pue (S£EQ SA passasse | |ouelSaW pajen|eAd Ayjenb-urey 1) | (001=U) salpnis
#98/) syiuow 9 1e yBiam juesul J8MO| YLIM S9W09IN0 S91pN]S 1S0LW) uoisioaldui Koua)sisuooul SuoljelWI| | |BUOIIBAIBSUO €
pa1e1o0sse 909 33 punoy [9Y Aufenb-rey | moj Aisp | ul Aujigelie) | $Saujdalipul SNoLIeS SN0LIS O snouag|  snowas AIap | ((zL/=u) S19Y € IMOoJB ueU|
g Aep1e ([1'8-L"1 1D %G6] 9°€ HY ‘%P '€
SA 9,82 L) POOUI|9YI| PASBaIoUl UHM Pa]RIJ0SSE
909 |ouensaw punoy |9y Aujenb-iood | {16
Rep 1e ([8'5-0'1 19 %S6] ¥'¢ U ‘%08 SA
%1¥'6 1) 0ga9e|d [eJ0 Jo (["G—1"1 1D %G6l (009 |ouessaW
G'C Y ‘%8 SA %b'61) 0gade|d a|qelos(ul s dn-mojioj|  pajenieas [LGy=u] (ood | “urey |)
uonejuawalddns Jo pooylexi| pasealaul Yim 10 uoneInp Apns 1sabie)) uoisioaldwi foua)sisuooul suoleuwl| uoneuawalddns
pa1e1o0sse 909 33 punoy [9Y Auenb-ley | MO7| ur Aujiqeriep | ssaujdalipul SNoLIBS SnoLas SN0LIAS O snouas | (/g/=u)s1ay ¢ J0 s
209 (suonenuw.oy
0U SA joueJ)SaW pue josisauinb o) 100 =4 909 10 auodwod (1ood 1)
‘SyUoW €'G SA 9y 0162 :(Apms 1) 909 ou uabousa Jap|o) uoisioaldwi (Rpras 1) suoneuwl| (969=u) uoneinp
SA (joueJisaw J0 33 ‘josisauinb) s909 snoLep | moj Aiap QUON | SSauldalIpul SNoLIBS SNOLIAS O | suILIB1ap Jouue) snouas Aiep|  Apnisuoyod || Buipsspsealg

109149 J0 ajewnsy

$10]08)
18410

SSau}aa.IpuU|

uois1oaiduw|

fouaysisuoau|

suofeywr|

(syuedionred
JO Jaquinu)
$aIpn]s Jo
Jaquinu

pue adAp

awoonQ




32 | Medical eligibility criteria for contraceptive use - Part |

"¥SU 9ANR|] Yy ‘90IASp uLIBINEIUI :aN) ‘oIpeSa |Aule 33 ‘aAndaoriuod [el0 pauIgLIod 109

€9 03} ¢ Aep wolj ani pue 909 33 usamiaq
99UaJa)JIp OU pamoys Apnis L0Yo9 | ‘sieak g ybnoiy) yimoih
JUBJUI Ul 99UBJIBLIP OU puno} Apnis 1oyod | ‘anf 4o bw 6200 (uswom
Uey) ymmolb Jueyur alow ypm Bw |'0 D09 |ouelSaW punoy 0S > yum Apnis
Apnis paziwopuel-uou | ‘SY9aM $2—0g 10 912 | 1e yb1am ul L snid gGy=u)
abueyd Ul aouaJayIp ou punoj ApnS paziwopuel-uou | Jeak | (lood || saipnis LoYoo
1e 1yH1aMm UBaL Ul 92UBJI8YIP OU pUB SYIUOW 9—G 1B Jou Ing ey g) ¢ ‘salpn]s
(6 80/ SA 66S) SUIUOW H—& WY (SNOLIBA) 90D-UOU SA YIMoIh ssoujoalipul | uoisioasdwi | Aoudisisuodul | - suoneuwl| paziwopuel
JUBJUI JOMO| UUM PaIeIf0sSse 909 33 puno) Apnis Loyoo | Mo auoN ON snoles snoues SnoLes -uou g Umolb Jueyul
(usiom
uonejuawalddns 0S > yum
1e abe Ul gn| pue 909 |0URASAW LBIMIB] 9IUBIALIP OU pUNoy fpms | snid
Apnis | ‘8ousalayip ou punoy Apnis LI0Y0I | ‘(Sjulod awi} SNOLIBA (1ood | 65e=u) Apns
18 %,GZ—0 | WoJ) pabue. Saoualap) SYIUOW Z L—E 1B (SnoLiea) ‘Ie) €) | Loyoa | ‘selpms
909-uou sA uoneuawa|ddns Jo asn Jo pooyl|ayl| Pasealoul Yim ssoujoalipul | uoisioasdwi | Aoudisisuodul | - suoneuwl| paziwopuel | uonejuswa|ddns
pajeI120sse 909 33 punoy SaIpns paziwopuel-uou Ayenb-lie) g MO auoN ON snoles snoues SnoLes -uou ¢ 10 9sM
SAep 4810 U0 $8IUBJBLIP OU YUIM €9 Aep (fpmas 1) (arey 1)
01 ¢ Aep wnpedisod wolj sAep |z J0 7 uo gn ueyl seposida ssoujoalIpul | uoIsioasdwl aulwielep | suoneywl| (oz=u) soposida
Buipasyisealq aiow YyM paleloosse D07 33 punoy Apnis jlews || moj Alap auoN ON| snouas Aap j0uue) snoueg |  Apnis Loyod | Buipsapisealg
(G00>d (Apmys 1) (arey 1)
‘syluow 9y SA /°¢) Buipaaysealq Jo uonelnp ul SaAidagru0d ssoujoalIpul | uoIsioasdwl auIwielep | suoneywl| (96=U) Buipasfisealq
[B10 OU SA 909 JT USAMIBQ 92UBIBYLIP B punoy Apnis Loyod ||  moj Alap auoN ON snoles j0uue) snouas |  Apnis Loyod | 10 uoneInQ
(saipms
Uloq Ul 66°0—96°0 YY) SUIUOW g | 10 9 Je Sa}el UOReNuiu0d (rej 2) | (6EE=U) Salpnis
Buipaafisealq Ui (snowea) HO9-uou sA H09 (33) |01peaSa ssoujoalipul | uoisioasdwi | Aoudisisuooul | - suoneuwl| paziwopuel uolenuiRuo9
[AUIY1® USBM]BQ 9IUBIBYIP OU PUNO) SAIPNIS PAZIWOPURI-LOU g Mo auoN ON SnoLIas ON Snouas oN SnoLes -uoug| Buipsapsealg
9sn-uou 10 [euowoy-uou SA wnyuedisod syaam 9 Z 1e paleniul (909) aA1Rdadeuod [B10 paulquo?)

(syuedioiyed Jo

$10)9%} Jaquinu) saipnjs

103149 Jo ajewnsy ssaujoauipu) |  uoisioaadwi | Aoua)sisuosu)| suoneyw awoanQ

18Y10 J0 Jaquunu
pue adA

(9ouapina 193.11q) ¢uondaseiuod [euowoy-uou 10 uondasejuod ou yum paseduwiod ‘Sawioaino juell Jo sawoono Buipasjisealq uo s}oaya
annebau aney wnpedsod syaam g < e (S9H)) SaAndaoeuod [eUOLLLIOY PauIqLIO0d JO uolieniul Saop ‘uawom Buipaapsealq Buowy :(z suonsanp) g ajqel 3avyy



Medical eligibility criteria for contraceptive use - Part | | 33

References

1. Bahamondes L, Bahamondes MV, Modesto W, Tilley IB,
Magalhaes A, Pinto e Silva JL, et al. Effect of hormonal
contraceptives during breastfeeding on infant’s milk
ingestion and growth. Fertil Steril. 2013;100(2):445-50.

2. Espey E, Ogburn T, Leeman L, Singh R, Ostrom K,
Schrader R. Effect of progestin compared with combined
oral contraceptive pills on lactation: a randomized
controlled trial. Obstet Gynecol. 2012;119(1):5-13.

3. Kamal |, Hefnawi F, Ghoneim M, Abdallah M, Abdel Razek
S. Clinical, biochemical, and experimental studies on
lactation. V. Clinical effects of steroids on the initiation of
lactation. Am J Obstet Gynecol. 1970;108(4):655-8.

4. Kamal |, Hefnawi F, Ghoneim M, Talaat M, Younis N, Tagui
A, et al. Clinical, biochemical, and experimental studies
on lactation. II. Clinical effects of gestagens on lactation.
Am J Obstet Gynecol. 1969;105(3):324-34.

5. Kapp N, Curtis K. Combined oral contraceptive use
among breastfeeding women: a systematic review.
Contraception. 2010;82(1):10-16.

6. Koetsawang S, Bhiraleus P, Chiemprajert T. Effects of oral
contraceptives on lactation. Fertil Steril. 1972;23(1):24-8.



34 | Medical eligibility criteria for contraceptive use - Part |

3. Recommendations for combined hormonal
contraceptives among postpartum women

Question 1: Among postpartum women, does combined
hormonal contraceptive (CHC) use increase risk of venous

thromboembolism (VTE) compared with no CHC use? (Direct

evidence)

Selection criteria for the systematic review

Study design Randomized controlled trials, cohort
studies and case-control studies

Population Postpartum women

Intervention CHC use

Comparator Non-use of CHCs

Outcome VTE

Databases searched PubMed and Cochrane Library

Question 2: Among women of reproductive age, do
postpartum women have increased risk of venous
thromboembolism (VTE) compared with non-postpartum,
non-pregnant women? (Indirect evidence)

Selection criteria for the systematic review

Study design Randomized controlled trials, cohort
studies and case-control studies

Population Women of reproductive age

Intervention Postpartum

Comparator Non-postpartum, non-pregnant

Outcome VTE

Databases searched | PubMed and Cochrane Library

Recommendations

e Women who are < 21 days postpartum and do not have
other risk factors for venous thromboembolism (VTE)

generally should not use combined hormonal contraceptives

(CHCs) (combined oral contraceptives, combined
contraceptive patch, combined contraceptive vaginal ring,
combined injectable contraceptives) (MEC Category 3).

e Women who are < 21 days postpartum with other
risk factors for VTE should not use CHCs (combined
oral contraceptives, combined contraceptive patch,
combined contraceptive vaginal ring, combined injectable
contraceptives) (MEC Category 4). For women < 42 days
postpartum with other risk factors for VTE, such as
immobility, transfusion at delivery, BMI > 30 kg/mz,

postpartum haemorrhage, immediately post-caesarean
delivery, pre-eclampsia or smoking, use of CHCs may pose
an additional increased risk for VTE.

Women who are 21-42 days postpartum and do not have
other risk factors for VTE can generally use CHCs (combined
oral contraceptives, combined contraceptive patch,
combined contraceptive vaginal ring, combined injectable
contraceptives) (MEC Category 2). Women who are 21-42
days postpartum with other risk factors for VTE generally
should not use CHC methods (combined oral contraceptives,
combined contraceptive patch, combined contraceptive
vaginal ring, combined injectable contraceptives) (MEC
Category 3). For women < 42 days postpartum with other
risk factors for VTE, such as immobility, transfusion at
delivery, BMI > 30 kg/mz, postpartum haemorrhage,
immediately post-caesarean delivery, pre-eclampsia or
smoking, use of CHCs may pose an additional increased
risk for VTE.

e Women who are > 42 days postpartum can use CHC

methods (combined oral contraceptives, combined
contraceptive patch, combined contraceptive vaginal ring,
combined injectable contraceptives) without restriction
(MEC Category 1).

Remarks

The Guideline Development Group (GDG) considered

the balance of benefits and harms for CHC use among
postpartum women, at different time points postpartum, and
with and without other risk factors for VTE, including the risk
of VTE in the postpartum period, the risks associated with
rapid repeat pregnancy, the benefits of preventing rapid
repeat pregnancy, and the availability of other contraceptive
methods that are safe for use by postpartum women. The
GDG also considered that risk of pregnancy during the first
21 days postpartum is very low, but increases after that
time in non-breastfeeding women; ovulation before first
menses is common (7).

Due to heterogeneity of study designs, contraceptive
formulations and outcome measures, a meta-analysis was
not performed.

CHCs do not protect against sexually transmitted infections
(STls), including HIV. If there is a risk of STI/HIV, the correct
and consistent use of condoms is recommended. When
used correctly and consistently, condoms offer one of the
most effective methods of protection against STIs, including
HIV. Female condoms are effective and safe, but are not
used as widely by national programmes as male condoms.

Voluntary use of contraception by women is critical for
upholding their reproductive rights. All women have the
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right to evidence-based, comprehensive contraceptive
information, education and counselling to ensure informed
choice. Women’s contraceptive choices are made in a
particular time, societal and cultural context; choices are
complex, multifactorial and subject to change. Decision-
making for contraceptive methods usually requires the
need to make trade-offs among the different methods, with
advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Summary of the evidence

One study examined use of CHCs during the postpartum
period and found that VTE rates were higher for CHC users
compared with non-users at all time points postpartum. Rates
were significantly different only after 13 weeks postpartum,
but the numbers needed to harm were lowest in the first 6
weeks postpartum (2). VTE risk is elevated during pregnancy
and the postpartum period; this risk is most pronounced in the
first 3 weeks after delivery, declining to near baseline levels by
42 days postpartum (3-7).

Quality of the evidence
(intervention versus comparator; outcome)

CHC use versus non-CHC use postpartum; very low
VTE (direct):

First 6 weeks postpartum versus non- low
pregnant, non-postpartum; VTE (indirect):
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4. Recommendations for combined hormonal
contraceptives among women with superficial
venous disorders

The disease nomenclature has been updated to reflect current
recognized standard terminology and more accurately describe
the condition and sub-conditions. The overall name of the
condition has been changed to “superficial venous disorders”.
The subcondition “superficial thrombophlebitis” has been
changed to “superficial venous thrombosis” (SVT).

Question 1: Among women with varicose veins, does use

of combined hormonal contraceptives (CHCs) increase the
risk of venous thromboembolism (VTE) or superficial venous
thrombosis (SVT) compared with non-use of CHCs? (Direct
evidence)

Selection criteria for the systematic review

Study design Randomized controlled trials, cohort
studies and case-control studies

Population Women with varicose veins

Intervention Use of CHCs

Comparator Non-use of CHCs

Outcome VTE or SVT

Databases searched | PubMed and Cochrane Library

Question 2: Among women with superficial venous
thrombosis (SVT), does use of combined hormonal
contraceptives (CHCs) increase the risk of venous
thromboembolism (VTE) compared with non-use of CHCs?
(Direct evidence)

Selection criteria for the systematic review

Study design Randomized controlled trials, cohort
studies and case-control studies

Population Women with SVT

Intervention Use of CHCs

Comparator Non-use of CHCs

Outcome VTE

Databases searched PubMed and Cochrane Library

Recommendations

e Women with varicose veins can use combined hormonal
contraceptives (combined oral contraceptives, combined
contraceptive patch, combined contraceptive vaginal ring,
combined injectable contraceptives) without restriction
(MEC Category 1).

e Women with superficial venous thrombosis (SVT) can
generally use combined hormonal contraceptives (combined
oral contraceptives, combined contraceptive patch,
combined contraceptive vaginal ring, combined injectable
contraceptives) (MEC Category 2). SVT may be associated
with an increased risk of venous thromboembolism (VTE).

Remarks

e Due to heterogeneity of study designs, contraceptive
formulations and outcome measures, a meta-analysis was
not performed.

e (CHCs do not protect against sexually transmitted infections
(STls), including HIV. If there is a risk of STI/HIV, the correct
and consistent use of condoms is recommended. When
used correctly and consistently, condoms offer one of the
most effective methods of protection against STls, including
HIV. Female condoms are effective and safe, but are not
used as widely by national programmes as male condoms.

e Voluntary use of contraception by women is critical for
upholding their reproductive rights. All women have the
right to evidence-based, comprehensive contraceptive
information, education and counselling to ensure informed
choice. Women'’s contraceptive choices are made in a
particular time, societal and cultural context; choices are
complex, multifactorial and subject to change. Decision-
making for contraceptive methods usually requires the
need to make trade-offs among the different methods, with
advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Summary of the evidence

One study suggested that among women with varicose veins,
the rate of VTE and SVT was higher in oral contraceptive users
compared with non-users; however, statistical significance
was not reported and the number of events was small (7). One
study demonstrated that among women with SVT, the risk of
VTE was higher in oral contraceptive users compared with
non-users (2).
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Quality of the evidence

Women with varicose veins:
(intervention versus comparator; outcome)

Use of CHCs versus non-use of CHCs; very low
risk of VTE:
Use of CHCs versus non-use of CHCs; very low
risk of SVT:

Women with superficial venous thrombosis:
(intervention versus comparator; outcome)

Use of CHCs versus non-use of CHCs; risk | very low
of VTE:
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5. Recommendations for combined hormonal Question 3: Among women with known dyslipidaemias

contraceptives among women with without other known cardiovascular risk factors, does
dyslipidaemias combined hormonal contraceptive (CHC) use increase risk

for worsening of lipid abnormalities compared with no CHC
use? (Indirect evidence)
Question 1: Among women with known dyslipidaemias,

without other known cardiovascular risk factors, does Selection criteria for the systematic review

combined hormonal contraceptive (CHC) use increase risk of

arterial thromboembolism (ATE), venous thromboembolism Study design Randomized controlled trials, cohort
(VTE) or pancreatitis compared with no CHC use? (Direct and case-control studies
evidence) Population Women of reproductive age with
. o . . dyslipidaemia
Selection criteria for the systematic review
Intervention CHC use
Study design Randomized controlled trials, cohort Comparator Non-use of CHCs
and case-control studies X — -
: : : Outcome Worsening of lipid abnormalities (e.g.
Population Wome_n of re_zproductwe age with increase in total cholesterol, LDL or
dyslipidaemia triglycerides; decrease in HDL)
Intervention CHC use Databases searched | PubMed and Cochrane Library
Comparator Non-use of CHCs
, , Recommendations
Outcome Arterial thrombotic events (e.g.
myocardial infarction or thrombotic e Women with known dyslipidaemias without other
stroke), VTE or pancreatitis known cardiovascular risk factors can generally use
Databases searched | PubMed and Cochrane Library combined hormonal contraceptive methods (combined

oral contraceptives, combined contraceptive patch,
combined contraceptive vaginal ring, combined injectable
contraceptives) (MEC Category 2). Routine screening is not
appropriate because of the rarity of the conditions and the

Question 2: Among women of reproductive age using
combined hormonal contraception (CHC), are women with
known dyslipidaemias without other known cardiovascular

risk factors at increased risk for ATE, VTE or pancreatitis high cost of screening. Increased levels of total cholesterol,
compared to women without known dyslipidaemias? low-density lipoprotein (LDL) and triglycerides, as well
(Indirect evidence) as decreased levels of high-density lipoprotein (HDL), are

known risk factors for cardiovascular disease. Women
with known severe genetic lipid disorders at much higher
lifetime risk for cardiovascular disease may warrant further

Selection criteria for the systematic review

Study design Randomized controlled trials, cohort clinical consideration
and case-control studies '
Population Women of reproductive age using Remarks
CHCs e The Guideline Development Group (GDG) determined that
Intervention Known dyslipidaemia without other the existing condition name, “known hyperlipidaemias”,
known cardiovascular risk factors should be changed to “known dyslipidaemias” to better
Comparator No known dyslipidaemia describe the spectrum of clinically important lipid
Outcome ATE or VTE or pancreatitis ?bnormalmes. They EiIS(-) specified that the condﬁmn should
include only women “without other known cardiovascular
Databases searched | PubMed and Cochrane Library risk factors” for better clarity.

¢ The GDG noted that the baseline absolute risk for
cardiovascular disease among women of reproductive age
is very low. Using available cardiovascular risk prediction
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models, even among healthy perimenopausal women

with high total cholesterol and normal HDL, 10-year risks
for cardiovascular disease remain low. The most recent
guidelines from the Fifth Joint Task Force of the European
Society of Cardiology, published in 2012, predict that a
healthy woman aged 45-49 years with total cholesterol
levels greater than 280 mg/dL has < 1% 10-year risk for
fatal myocardial infarction (MI) or stroke; similarly, recent
guidelines released by the American College of Cardiology
and the American Heart Association predict a 1.9% 10-year
risk for a non-fatal or fatal first Ml or stroke. Further, it

was concluded that even if combined oral contraceptive
(COC) use increases risk for Ml or stroke among women of
reproductive age with known dyslipidaemias and no other
risk factors for cardiovascular disease, the absolute risk for
these serious adverse events remains low.

Use of combined hormonal contraception (CHC) among
women with severe genetic lipid disorders may warrant
further clinical consideration given that these women are at
much higher lifetime risk for cardiovascular disease.

The GDG determined that risk for arterial thrombotic events
was the main safety concern for women with known
dyslipidaemias without other cardiovascular risk factors.
Independent of COC use, there does not appear to be a clear
association between dyslipidaemia and risk for VTE among
women of reproductive age, and indirect evidence from one
study identified in our systematic review noted only a slight
increased risk for VTE among COC users with the condition
compared to users without the condition. No comparative
data were available to assess the risk of pancreatitis among
women with known dyslipidaemias, and while it is well
established that elevated triglyceride levels are associated
with acute pancreatitis, severe hypertriglyceridemia is a
very rare condition with a risk for pancreatitis associated
with triglyceride levels > 1000 mg/dL estimated at
approximately 5%.

Due to heterogeneity of study designs, contraceptive
formulations and outcome measures, a meta-analysis was
not performed.

CHCs do not protect against sexually transmitted infections
(STls), including HIV. If there is a risk of STI/HIV, the correct
and consistent use of condoms is recommended. When
used correctly and consistently, condoms offer one of the
most effective methods of protection against STIs, including
HIV. Female condoms are effective and safe, but are not
used as widely by national programmes as male condoms.

e \Voluntary use of contraception by women is critical for
upholding their reproductive rights. All women have the
right to evidence-based, comprehensive contraceptive
information, education and counselling to ensure informed
choice. Women'’s contraceptive choices are made in a
particular time, societal and cultural context; choices are
complex, multifactorial and subject to change. Decision-
making for contraceptive methods usually requires the
need to make trade-offs among the different methods, with
advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Summary of the evidence

One case-control study suggested an increased risk for Ml
among COC users with hypercholesterolemia compared to
non-users without hypercholesterolemia (7). One retrospective
cohort study suggested an increased risk for stroke and

VTE among COC users with dyslipidaemia compared to COC
users without dyslipidaemia (2). One prospective cohort

study suggested no worsening of lipid abnormalities among
CHC users with dyslipidaemia compared to non-users with
dyslipidaemia (3).

Quality of the evidence

CHC use versus non-use of
CHCs; ATE, VTE or pancreatitis

very low

(direct):

Know dyslipidaemia versus | very low
no known dylipidaemia; ATE,

VTE or pancreatitis (indirect):

CHC use versus non- very low

use of CHG; risk of lipid

abnormalities (indirect):
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6. Recommendations for progestogen-only
contraceptives and levonorgestrel-releasing
intrauterine devices among breastfeeding women

Question 1: Among breastfeeding women (and their infants),
does the use of progestogen-only contraceptives (POCs) and
levonorgestrel-releasing intrauterine devices (LNG-1UDs)
have an impact on breastfeeding or infant health outcomes
compared with those not using POCs? (Direct evidence)

Selection criteria for the systematic review

Study design | Randomized controlled trials, cohort studies
and case-control studies

Population Breastfeeding women and their infants

Intervention | Use of POCs or LNG-IUDs

Comparator | Non-use of POCs

Outcome Breastfeeding continuation and exclusivity/
supplementation; infant growth (as measured
by weight, length, head circumference, arm
circumference or skin-fold thickness); infant
health (as measured by illness and mortality);
infant development

Databases PubMed and Cochrane Library

searched

Question 2: Among breastfeeding women (and their infants),
does the use of progestogen-only contraceptives (POCs)
and levonorgestrel-releasing intrauterine devices (LNG-
1UDs) initiated up to 6 weeks postpartum have an impact

on breastfeeding or infant health outcomes compared with
initiation after 6 weeks postpartum? (Direct evidence)

Selection criteria for the systematic review

Study design | Randomized controlled trials, cohort studies
and case-control studies

Population Breastfeeding women and their infants

Intervention Use of POCs or LNG-IUDs initiated < 6 weeks
postpartum

Comparator Use of POCs or LNG-IUDs initiated > 6
weeks postpartum

Outcome Breastfeeding continuation and exclusivity/
supplementation; infant growth (as
measured by weight, length, head
circumference, arm circumference or skin-
fold thickness); infant health (as measured
by illness and mortality); infant development

Databases PubMed and Cochrane Library

searched

6a. Recommendations for use of progestogen-only
contraceptives (pills, injectables, implants)

< 6 weeks postpartum

e Breastfeeding women who are < 6 weeks postpartum
can generally use progestogen-only pills (POPs), and
levonorgestrel (LNG) and etonogestrel (ETG) implants (MEC
Category 2).

e Breastfeeding women who are < 6 weeks postpartum
generally should not use progestogen-only injectables
(DMPA/NET-EN) (MEC Category 3). There is theoretical
concern about the potential exposure of the neonate
to DMPA/NET-EN during the first 6 weeks postpartum.
However, in many settings pregnancy-related morbidity and
mortality risks are high, and access to services is limited. In
such settings, DMPA/NET-EN may be one of the few types
of methods widely available and accessible to breastfeeding
women immediately postpartum.

> 6 weeks to < 6 months postpartum

¢ Breastfeeding women who are 6 weeks to < 6 months
postpartum can use without restriction the following
contraceptive methods: POPs, progestogen-only
injectables (DOMPA and NET-EN), and LNG and ETG implants
(MEC Category 1).

> 6 months postpartum

e Breastfeeding women who are > 6 months postpartum can
use without restriction the following contraceptive methods:
POPs, progestogen-only injectables (DMPA and NET-EN),
and LNG and ETG implants (MEC Category 1).

6b. Recommendations for use of levonorgestrel-
releasing intrauterine devices (LNG-IUDs)

< 48 hours postpartum

e Breastfeeding women who are < 48 hours postpartum can
generally use LNG-IUDs (MEC Category 2).

> 48 hours to < 4 weeks postpartum

e Breastfeeding (and non-breastfeeding) women generally
should not have an LNG-IUD inserted from 48 hours to
< 4 weeks postpartum (MEC Category 3).

> 4 weekKs postpartum

¢ Breastfeeding (and non-breastfeeding) women can use an
LNG-IUD without restriction at > 4 weeks postpartum (MEC
Category 1).
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Puerperal sepsis

¢ Breastfeeding (and non-breastfeeding) women with
puerperal sepsis should not have an LNG-IUD inserted (MEC
Category 4).

Remarks

e Animal data suggest an effect of progesterone on the
developing brain; whether similar effects occur following
progestogen exposure in humans is unclear (7-3). Available
data from clinical and observational trials do not suggest
an increased risk for either breastfeeding performance
or infant health outcomes with use of progestogen-only
injectables compared to outcomes in studies using other
progestogen-only methods (4-8). However, the Guideline
Development Group felt that, as infants in the first 6 weeks
of life may be exposed to higher hormone levels with use of
progestogen-only injectables, as compared to the exposure
using other methods of progestogen-only contraceptives
(POCs), the theoretical risks of progestogen-only injectables
may outweigh the benefits, particularly in settings with
access to a wide variety of contraceptive methods.

e Due to heterogeneity of study designs, contraceptive
methods/formulations and outcome measures, a meta-
analysis was not performed.

e POCs do not protect against sexually transmitted infections
(STls), including HIV. If there is a risk of STI/HIV, the correct
and consistent use of condoms is recommended. When
used correctly and consistently, condoms offer one of the
most effective methods of protection against STls, including
HIV. Female condoms are effective and safe, but are not
used as widely by national programmes as male condoms.

e \Voluntary use of contraception by women is critical for
upholding their reproductive rights. All women have the
right to evidence-based, comprehensive contraceptive
information, education and counselling to ensure informed
choice. Women’s contraceptive choices are made in a
particular time, societal and cultural context; choices are
complex, multifactorial and subject to change. Decision-
making for contraceptive methods usually requires the
need to make trade-offs among the different methods, with
advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Summary of the evidence

Forty-seven articles reporting on 45 different studies were
identified in the systematic review that investigated the use
of POCs in breastfeeding women and reported clinically

relevant outcomes of infant growth, health or breastfeeding
performance. Direct evidence demonstrates no effect of
POCs on breastfeeding performance (4-57), and generally
demonstrates no harmful effects on infant growth, health or
development (6, 7, 28, 42). However, these studies have been
inadequately designed to determine whether a risk of long-
term effects exists.

One randomized trial found that immediate insertion of the
LNG-I1UD was associated with decreased breastfeeding
duration compared with delayed insertion (5). Two other
randomized controlled trials assessing early versus delayed
initiation of POCs failed to show a difference in breastfeeding
outcomes (4, 16). In other studies, initiation of LNG-IUD after
4 weeks postpartum demonstrated no detrimental effect on
breastfeeding outcomes (77, 13, 45).

Quality of the evidence
< 6 weeks postpartum:

Breastfeeding outcomes

Progestogen-only pills (POPs):

Breastfeeding continuation, breastfeeding low
duration:

Use of supplementation: very low

Progestogen-only injectables (DMPA/NET-EN):

Breastfeeding duration and use of low
supplementation:
Breastfeeding continuation: very low

Progestogen-containing implants:

Breastfeeding continuation, breastfeeding very low
episodes, breastfeeding duration, and use of
supplementation:

LNG-IUD:

Breastfeeding continuation anxd breastfeeding | very low
duration:

Infant outcomes
POPs:

Infant growth: very low
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Progestogen-only injectables (DMPA/NET-EN): Progestogen-only injectables (DMPA/NET-EN):

Infant growth: low Infant growth: low
Progestogen-containing implants: Progestogen-containing implants:

Infant growth: low Infant growth: low
LNG-IUD: LNG-IUD:

Infant growth: very low Infant growth: very low

> 6 weeks postpartum:

Breastfeeding outcomes

POPs:

Breastfeeding duration: low
Breastfeeding continuation and use of very low
supplementation:

Progestogen-only injectables (DMPA/NET-EN):

Breastfeeding duration: low
Breastfeeding continuation and use of very low
supplementation:

Progestogen-containing implants:

Breastfeeding duration and use of low
supplementation:

Breastfeeding continuation: very low

LNG-IUD:

Breastfeeding duration and use of very low
supplementation:

Infant outcomes
POPs:

Infant growth: low
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7. Recommendations for safety of depot
medroxyprogesterone acetate delivered
subcutaneously

Question 1: What is the safety of depot medroxyprogesterone
acetate (104 mg/0.65 mL) delivered subcutaneously
(DMPA-SC) for women with medical conditions or other
specific characteristics established within the World Health
Organization’s eligibility criteria for contraceptive use?

Question 2: Among healthy women or among a general
population of women of reproductive age, do those who
use depot medroxyprogesterone acetate (104 mg/0.65
mL) delivered subcutaneously (DMPA-SC) have an
increased risk for serious adverse events or other relevant
outcomes compared with those who use DMPA delivered
intramuscularly (DMPA-IM)? (Indirect evidence)

Selection criteria for the systematic review

(Direct evidence) Study design | Randomized controlled trials, cohort studies
and case-control studies
A. Selection criteria for the systematic review : X
Population Healthy women or general population of
Study design | Randomized controlled trials, cohort studies reproductive-age women
and case-control studies Intervention Use of DMPA-SC
Population Women of reproductive age with medical Comparator | Users of DMPA-IM
conditions or other specific characteristics Outcome Serious adverse events or outcomes relevant
Intervention Use of DMPA-SC to medical conditions (i.e. changes in weight,
Comparator | Users of DMPA-intramuscular (DMPA-IM); blood pressure, vaginal bleeding)
for endometriosis included non-comparative Databases PubMed and Cochrane Library
prospective data searched
Outcome Serious adverse events (i.e. ectopic )
pregnancy or method discontinuation dug to | iécommendations
a medical condition) or outcomes related to Age:
medical conditions (i.e. changes in weight, ¢ Young women (menarche to < 18 years) can generally use
contraceptive efficacy, changes in bone DMPA (MEC Category 2).
mineral density)  Women between the ages of 18 and 45 years can use
Databases PubMed and Cochrane Library DMPA without restriction (MEC Category 1)
searched e \Women > 45 years old can generally use DMPA

B. Selection criteria for the systematic review

Study design | Randomized controlled trials, cohort studies
and case-control studies

Population Women of reproductive age using DMPA-SC

Intervention Presence of medical condition or specific
characteristics

Comparator No medical condition or specific
characteristic

Outcome Serious adverse events (i.e. changes in
weight, contraceptive efficacy, changes in
bone mineral density)

Databases PubMed and Cochrane Library

searched

(MEC Category 2).

Endometriosis:

e Women with endometriosis can use DMPA without
restriction (MEC Category 1).

HIV:

e Women living with HIV who have asymptomatic or mild
clinical disease (WHO stage 1 or 2) can use DMPA without
restriction (MEC Category 1).

e Women living with HIV who have severe or advanced HIV
clinical disease (WHO stage 3 or 4) can use DMPA without
restriction (MEC Category 1).

Obesity:

e Women with a body mass index (BMI) > 30 kg/m2 can use
DMPA without restriction (MEC Category 1).
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e Young women (menarche to < 18 years) with a BMI > 30
kg/m2 can generally use DMPA (MEC Category 2).

e There is evidence for differential weight gain among
normal-weight and obese adolescents who use DMPA,
but not those using norethisterone enanthate (NET-EN).
However, NET-EN is MEC Category 2 due to evidence
regarding potential effects of NET-EN on bone mineral
density among adolescents.

Remarks

e The Guideline Development Group determined that no
change to the existing recommendations for DMPA was
warranted with inclusion of DMPA-SC as a new method.

¢ The body of evidence evaluating use of DMPA-SC and
DMPA-IM among healthy women of reproductive age
suggests a similar safety profile. Due to heterogeneity of
study designs and outcome measures, a meta-analysis was
not performed.

e DMPA-SC does not protect against sexually transmitted
infections (STls), including HIV. If there is a risk of STI/
HIV, the correct and consistent use of condoms is
recommended. When used correctly and consistently,
condoms offer one of the most effective methods of
protection against STls, including HIV. Female condoms are
effective and safe, but are not used as widely by national
programmes as male condoms.

e Voluntary use of contraception by women is critical for
upholding their reproductive rights. All women have the
right to evidence-based, comprehensive contraceptive
information, education and counselling to ensure informed
choice. Women’s contraceptive choices are made in a
particular time, societal and cultural context; choices are
complex, multifactorial and subject to change. Decision-
making for contraceptive methods usually requires the
need to make trade-offs among the different methods, with
advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Summary of the evidence

A randomized trial evaluating changes in bone mineral density
(BMD) among adult DMPA-SC and IM users demonstrated no
differences at two years of follow-up (7). Limited evidence
from three Phase 3 contraceptive trials reported no consistent
differences in weight change or bleeding patterns according
1o age; adolescents aged < 18 years were not included in

any studies (7-3). Two prospective, non-comparative studies
demonstrated that women with endometriosis treated with

DMPA-SC for six months experienced minimal weight gain
and decreases in BMD; serious adverse events were rare

and DMPA-SC improved pain symptoms associated with the
condition (4, 5). A randomized cross-over study reported that
women living with HIV tolerated injection of DMPA-SC and
that experiences of serious adverse events were rare and
occurred at similar rates as in users of DMPA-IM (6). Evidence
from three Phase 3 contraceptive trials and four reports from a
small prospective cohort study reported similar contraceptive
efficacy, weight change, bleeding patterns and other adverse
effects, including variations in a number of biomarkers, among
obese and non-obese DMPA-SC users (7, 3, 7-12).

DMPA-IM and DMPA-SC appear to be therapeutically
equivalent; the two formulations demonstrate similar
pharmacokinetics, effects on serum estradiol levels and high
contraceptive efficacy (7). In addition, similar effects on weight
change, bleeding patterns and experience of other adverse
effects have been reported among healthy reproductive age
users (1, 3, 13).

Quality of the evidence

DMPA-SC and age: very low
DMPA-SC and endometriosis: very low
DMPA-SC and HIV: very low
DMPA-SC and obesity: very low
DMPA-SC versus DMPA; contraceptive very low
efficacy (indirect):

DMPA-SC versus DMPA; weight gain very low
(indirect):

DMPA-SC versus DMPA; changes in very low.
bleeding pattern (indirect):
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8. Recommendations for safety of Sino-
implant (I)

Question 1: What is the safety of the contraceptive implant
Sino-implant (Il) for women with medical conditions
established within the World Health Organization’s eligibility
criteria for contraceptive use? (Direct evidence)

Selection criteria for the systematic review

Question 2: Among healthy women or among a general
population of women of reproductive age, do those who use
Sino-implant (Il) have an increased risk for serious adverse
events or other relevant outcomes compared with those who
do not use Sino-implant (Il)? (Indirect evidence)

Selection criteria for the systematic review

Study design | Randomized controlled trials, cohort studies

and case-control studies

Randomized controlled trials, cohort studies
and case-control studies

Study design

Population Healthy women or general population of

reproductive-age women

Women with medical conditions or other
specific characteristics

Population

Intervention Use of Sino-implant (1)

Intervention | Use of Sino-implant ()

Comparator | Non-use of a hormonal contraceptive

(i.e. either use of no contraceptive method
or use of a non-hormonal method such as
barrier methods, withdrawal, copper-bearing
IUDs, tubal ligation/vasectomy, etc.) or

users of other implants (Norplant, Jadelle,

Implanon/Nexplanon)

Comparator Users of non-hormonal contraceptive
methods (i.e. either use of no contraceptive
method or use of a non-hormonal method
such as barrier methods, withdrawal,
copper-bearing IUDs, tubal ligation/
vasectomy, etc.) or users of other implants

(Norplant, Jadelle, Implanon/Nexplanon)

Outcome Serious adverse events (i.e. ectopic
pregnancy or method discontinuation due to
a medical condition) or outcomes related to
medical conditions (i.e. changes in weight,

blood pressure, vaginal bleeding)

Outcome Serious adverse events (i.e. ectopic
pregnancy or method discontinuation due to
a medical condition) or outcomes related to
medical conditions (i.e. changes in weight,

blood pressure, vaginal bleeding)

Databases
searched

PubMed and Cochrane Library

Databases
searched

PubMed and Cochrane Library

Recommendations
e Recommendations for Sino-implant (Il) will be the same

recommendations as for other levonorgestrel implants
(see p. 143-158).

Remarks
e Although there was no direct evidence regarding Sino-

implant (Il) among women with medical conditions, studies
were identified that looked at safety of the implant among
healthy women compared to those who do not use the

SI (I1). In addition, the safety data from studies of other
levonorgestrel (LNG) implants among women with medical
conditions is used due to the similarity of Sl (Il) and other
LNG implants in hormone formulation, quality profile

and daily release rates. Given this, the panel decided to
make the same recommendations for Sl (Il) as the other
LNG implants. Due to heterogeneity of study designs and
outcome measures, a meta-analysis was not performed.

¢ The Sino-implant (ll) does not protect against sexually

transmitted infections (STIs), including HIV. If there is a
risk of STI/HIV, the correct and consistent use of condoms
is recommended. When used correctly and consistently,
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condoms offer one of the most effective methods of
protection against STls, including HIV. Female condoms are
effective and safe, but are not used as widely by national
programmes as male condoms.

e \Voluntary use of contraception by women is critical for
upholding their reproductive rights. All women have the
right to evidence-based, comprehensive contraceptive
information, education and counselling to ensure informed
choice. Women’s contraceptive choices are made in a
particular time, societal and cultural context; choices are
complex, multifactorial and subject to change. Decision-
making for contraceptive methods usually requires the
need to make trade-offs among the different methods, with
advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Summary of the evidence

No studies were identified that provided direct evidence on

the use of the Sino-implant (Il) among women with medical
conditions in the MEC that included a comparison group.
When looking at the studies on healthy women, evidence

from four studies comparing Sl (Il) users with users of other
LNG-containing implants demonstrates that SI (Il) has a similar
safety profile with no significant differences in serious adverse
events such as ectopic pregnancy or discontinuation due to
medical problems (7-3).

When investigating serious adverse events in healthy women
using Sl (Il), three articles were identified (7-3). These three
articles reported on four randomized controlled trials (RCTs)
and found no difference between users of Sl (ll) and users of
Sl (I) or Norplant with respect to incidence of serious adverse
events. Similar effects on selected markers of disease in
healthy women were seen for healthy women using SI (1)
compared to women using Sl (I) or Norplant. These markers of
disease were liver function (3), weight (7, 4-6), blood pressure
(1, 6), bone mineral density (7), ovarian cysts and benign
myomas (6). Two studies provided limited evidence regarding
menorrhagia (7, 8). The studies suggest that Sl (Il) is not
harmful and may be beneficial for women with menorrhagia.
One RCT found an increased pregnancy rate among women
weighing 70 kg or over using Sl (Il) (9), while another RCT
failed to find this association and also reported no association
between duration of use, weight and pregnancy (3).

Quality of the evidence

Women with medical conditions or other specific
characteristics:
(intervention versus comparator; outcome)

Sino-implant (Il) versus non-use of Sino- no evidence

implant (Il); serious adverse events (direct):

Healthy women or general population of reproductive age
women:
(intervention versus comparator; outcome)

Sino-impant (Il) versus non-use of Sino-implant (Il); various
outcomes (indirect):

Ectopic pregnancy: low
Weight gain: moderate
Blood loss: low

Bone mineral density: very low
Blood pressure: low
Other adverse events: very low
Pregnancy: very low
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9. Recommendations for use of emergency
contraceptive pills, including adding the
condition of obesity and the new method,
ulipristal acetate

Question 1: Among women with certain characteristics or
medical conditions, are those who use levonorgestrel (LNG),
ulipristal acetate (UPA) or combined oral contraceptive
(COC) regimens for emergency contraceptive pills (ECPs)

at increased risk for adverse events compared with those
who do not use these forms of emergency contraception?
(Direct evidence)

Selection criteria for the systematic review

Study design | Primary research articles in all languages,
including pharmacokinetic studies

Population Women with characteristics or medical
conditions outlined in the Medical
eligibility criteria (MEC) update (pregnancy,
breastfeeding, past ectopic pregnancy,
history of severe cardiovascular
complications, angina pectoris, migraine,
severe liver disease, CYP3A4 inducers,
repeated [ECP] use and rape).

Intervention | Use of hormonal ECPs (COCs, LNG or UPA)

Comparator | Non-use of hormonal ECPs

Outcome Any adverse events (did not include side-
effects)

Databases PubMed and Cochrane Library

searched

Question 2: Among women who use levonorgestrel (LNG),
ulipristal acetate (UPA) or combined oral contraceptive (COC)
regimens for emergency contraceptive pills (ECPs), are
those with obesity at increased risk for adverse events or
pregnancy compared with those who do not have obesity?
(Direct evidence)

Selection criteria for the systematic review

Study design | Randomized controlled trials, cohort studies
and case-control studies

Population Women using hormonal ECPs (COCs, LNG or
UPA)

Intervention | Obesity

Comparator | Non-obesity

Outcome Any adverse events or pregnancy

Databases PubMed and Cochrane Library

searched

Recommendations

e For pregnant women, emergency contraceptive pill (ECP)
use is not applicable. Although this method is not indicated
for a woman with a known or suspected pregnancy, there is
no known harm to the woman, the course of her pregnancy,
or the fetus if ECPs are accidentally used.

Women who are breastfeeding can use COCs or LNG
regimens for ECPs without restriction (MEC Category 1).
Women who are breastfeeding can generally use UPA

(MEC Category 2). Breastfeeding is not recommended for
one week after taking UPA since it is excreted in breast-
milk. Breast-milk should be expressed and discarded during
that time (7).

Women who have experienced past ectopic pregnancies
can use COCs, LNG or UPA for ECPs without restriction
(MEC Category 1).

e Women with history of severe cardiovascular disease,
including ischaemic heart disease, cerebrovascular attack,
or other thromboembolic conditions, can generally use
COCs, LNG or UPA for ECPs (MEC Category 2).

e Women with migraines can generally use COCs, LNG or UPA
for ECPs (MEC Category 2).

e \Women with severe liver disease, including jaundice, can
generally use COCs, LNG or UPA for ECPs (MEC Category 2).

e Women using CYP3A4 inducers (e.g. rifampicin, phenytoin,
phenobarbital, carbamazepine, efavirenz, fosphenytoine,
nevirapine, oxcarbazepine, primidone, rifabutin, St John’s
wort/Hypericum perforatum) can use COCs, LNG or UPA for
ECPs without restriction (MEC Category 1). Strong CYP3A4
inducers may reduce the effectiveness of ECPs.

e There are no restrictions on repeated ECP use for COCs,
LNG or UPA (MEC Category 1). Recurrent ECP use is an
indication that the woman requires further counselling
on other contraceptive options. Frequently repeated ECP
use may be harmful for women with conditions classified
as Category 2, 3 or 4 for use of combined hormonal
contraceptives (CHCs) or progestogen-only contraceptives
(POCs).

e There are no restrictions for use of COCs, LNG or UPA for
ECPs in cases of rape (MEC Category 1).

e Women who are obese can use COCs, LNG or UPA for ECPs
without restriction (MEC Category 1). ECPs may be less
effective among women with BMI > 30 kg/m2 than among
women with BMI < 25 kg/mz. Despite this, there are no
safety concerns.
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Remarks

Ulipristal acetate (UPA) was added as a new method to the
MEC.

The duration of use of ECPs is less than the duration of
regular use of COCs or POPs and thus would be expected to
have less clinical impact for women with history of severe
cardiovascular complications, migraine or severe liver
disease (including jaundice). There are no restrictions for
the use of ECPs in cases of rape.

The Guideline Development Group (GDG) decided to

remove the condition “angina pectoris” from the MEC
recommendations for ECPs. This condition does not

appear elsewhere in the MEC and there was no evidence
suggesting safety concerns for ECP use among women with
angina pectoris.

The GDG decided to change the term “history of severe
cardiovascular complications” to “history of severe
cardiovascular disease” to be more consistent with
terminology used elsewhere in the MEC.

According to labelling information, rifampicin markedly
decreases UPA levels by 90% or more, which may decrease
its efficacy (7). Theoretical concerns, therefore, extend to
use of other CYP3A4 inducers as well as LNG and COCs,
which have similar metabolic pathways to UPA.

Due to heterogeneity of study designs and outcome
measures, a meta-analysis was not performed.

ECPs do not protect against sexually transmitted infections
(STls), including HIV. If there is a risk of STI/HIV, the correct
and consistent use of condoms is recommended. When
used correctly and consistently, condoms offer one of the
most effective methods of protection against STIs, including
HIV. Female condoms are effective and safe, but are not
used as widely by national programmes as male condoms.

Voluntary use of contraception by women is critical for
upholding their reproductive rights. All women have the
right to evidence-based, comprehensive contraceptive
information, education and counselling to ensure informed
choice. Women’s contraceptive choices are made in a
particular time, societal and cultural context; choices are
complex, multifactorial and subject to change. Decision-
making for contraceptive methods usually requires the
need to make trade-offs among the different methods, with
advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Summary of the evidence

Four direct studies examined LNG-ECP use among pregnant
or breastfeeding women (2-5). No studies were identified

that examined UPA- or COC-ECP use among women with
medical conditions or characteristics. One cohort study and
one randomized controlled trial analysed outcomes among
breastfeeding women (3-4), and two cohort studies analysed
outcomes among breastfeeding women (2, 5). Poor pregnancy
outcomes appear rare among pregnant women who used ECPs
during conception cycle or early in pregnancy. Breastfeeding
outcomes do not seem to differ between women exposed

to LNG and those unexposed. One pharmacokinetic study
demonstrates that LNG does pass to breast-milk but is found
in minimal quantities (6).

A small pharmacokinetic study found that concomitant
efavirenz use decreased LNG levels in women taking LNG-ECP
(0.75 mg) by 56% compared with LNG-ECP alone (7).

There is limited evidence from one study that suggests obese
women with BMI > 30 kg/m2 experience an increased risk of
pregnancy after use of LNG compared with women with BMI
<25 kg/m2 (8). Evidence from two studies suggests that obese
women may also experience an increased risk of pregnancy
after use of UPA compared with non-obese women, though this
increase was not significant in one of the studies (8, 9).

Quality of the evidence

Women with certain characteristics or medical conditions:
(intervention versus comparator; outcome)

Breastfeeding women

LNG-ECP use versus non-use of LNG-ECP; very low
breastfeeding outcomes:

LNG-ECP use versus non-use of LNG-ECP; very low
infant growth/behaviour:
Currently pregnant women

LNG-ECP use versus non-use of LNG-ECP; very low

adverse pregnancy outcomes:

GRADE methodology was not used to assess quality of
evidence for studies that did not report clinical outcomes,
including pharmacokinetic studies.

Women using LNG-, UPA- or COC-ECPs:
(intervention versus comparator: outome)

moderate

Obesity versus non-obesity; risk of pregnancy:
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10. Recommendations for intrauterine
devices among women with increased risk for
sexually transmitted infections

Question 1: Among women with an increased risk of sexually
transmitted infections (STIs), does intrauterine device (IUD)
insertion increase risk for pelvic inflammatory disease (PID)
compared with women with an increased risk of STis that do
not undergo IUD insertion?

Selection criteria for the systematic review

Study design | Randomized controlled trials, cohort studies
and case-control studies

Population Women at increased risk of STls

Intervention Initiation of copper-bearing IUD (Cu-IUD) or
levonorgestrel-releasing IUD (LNG-IUD)

Comparator Non-initiation of Cu-1UD or LNG-IUD

Outcome PID

Databases PubMed and Cochrane Library

searched

Recommendations

e Many women with increased risk of sexually transmitted
infections (STls) can generally undergo either Cu-IUD or
LNG-IUD initiation (MEC Category 2). Some women at
increased risk (very high individual likelihood) of STls
generally should not have an IUD inserted until appropriate
testing and treatment occur (MEC Category 3). IUD insertion
may further increase the risk of PID among women at
increased risk of STls, although limited evidence suggests
that this risk is low. Current algorithms for determining
increased risk of STIs have poor predictive value. Risk of
STls varies by individual behaviour and local STI prevalence.
Therefore, while many women at increased risk of STls can
generally have an IUD inserted, some women at increased
risk (very high individual likelihood) of STls should generally
not have an IUD inserted until appropriate testing and
treatment occur.

e Women at increased risk of STIs can generally continue use
of either Cu-1UD or LNG-IUD (MEC Category 2).

Remarks

e The Guideline Review Committee advised that this
recommendation be revised to clarify the Category 2/3
recommendation in the MEC fourth edition. However,
as no new evidence was identified to update this
recommendation, there was no evidence to take through
the GRADE process. This was addressed by the Guideline
Development Group (GDG), who decided that the best
course of action was to revise the clarification. The
GDG highlighted the universal recommendation for dual
protection with condoms, especially for women at increased
risk of STls.

e |UDs do not protect against STIs, including HIV. If there is a
risk of STI/HIV, the correct and consistent use of condoms
is recommended. When used correctly and consistently,
condoms offer one of the most effective methods of
protection against STls, including HIV. Female condoms are
effective and safe, but are not used as widely by national
programmes as male condoms.

e Voluntary use of contraception by women is critical for
upholding their reproductive rights. All women have the
right to evidence-based, comprehensive contraceptive
information, education and counselling to ensure informed
choice. Women’s contraceptive choices are made in a
particular time, societal and cultural context; choices are
complex, multifactorial and subject to change. Decision-
making for contraceptive methods usually requires the
need to make trade-offs among the different methods, with
advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Summary of the evidence

Using an algorithm to classify STl risk status among IUD users,
one study reported that 11% of women at high risk of STI
experienced IUD-related complications compared with 5% of
those not classified as high risk (7). In another small study,

the incidence of PID after IUD insertion was low (2.2%) in a
cohort of women considered to be at high risk based on high
background rates of STls in the general population (2).

Quality of the evidence

For STl and 1UD: No new evidence
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11. Recommendations for use of
progesterone-releasing vaginal ring

Question 1: Among breastfeeding women and their infants,
does the use of the progesterone-releasing contraceptive
vaginal ring (PVR), compared with non-use of progestogen-
only contraceptive (POC) methods, affect maternal health,
breastfeeding performance, infant growth or infant health?
(Direct evidence)

Selection criteria for the systematic review

Study Design |Randomized controlled trials, cohort studies
and case-control studies

Population Breastfeeding women

Intervention | PVR

Comparator | Non-use of a POC method (i.e. either use of
no contraceptive method or use of a non-
hormonal method such as condoms or other
barrier methods, withdrawal, copper-bearing
IUDs, tubal ligation/vasectomy, etc.)

Outcome Maternal adverse events, breastfeeding
performance (e.g. duration of lactation,
continuation, supplementation), infant health
(growth, development, or adverse health
events), pregnancy

Databases PubMed and Cochrane Library

searched

Recommendations

e Women who breastfeed and are > 4 weeks postpartum,
can use without restrictions the progesterone-releasing
vaginal ring (PVR) (MEC Category 1). A woman who uses
the PVR must be actively breastfeeding (e.g. at least four
breastfeeding episodes per day) to maintain the efficacy of
the method.

Remarks

e |f the progesterone-releasing vaginal ring (PVR) is
accidentally used during pregnancy, there is no known harm
to the woman, the course of her pregnancy, or the fetus.

e Due to heterogeneity of study designs and outcome
measures, a meta-analysis was not performed.

e The PVR does not protect against sexually transmitted
infections (STls), including HIV. If there is a risk of STI/
HIV, the correct and consistent use of condoms is
recommended. When used correctly and consistently,
condoms offer one of the most effective methods of

protection against STls, including HIV. Female condoms are
effective and safe, but are not used as widely by national
programmes as male condoms.

e \oluntary use of contraception by women is critical for
upholding their reproductive rights. All women have the
right to evidence-based, comprehensive contraceptive
information, education and counselling to ensure informed
choice. Women’s contraceptive choices are made in a
particular time, societal and cultural context; choices are
complex, multifactorial and subject to change. Decision-
making for contraceptive methods usually requires the
need to make trade-offs among the different methods, with
advantages and disadvantages of specific contraceptive
methods varying according to individual circumstances,
perceptions and interpretations.

Summary of the evidence

Seven prospective cohort studies examined the effect of using
the progesterone-releasing vaginal ring (PVR) on maternal
health, breastfeeding performance, infant health and infant
growth, compared with other hormonal and non-hormonal
contraceptive methods, during the first year postpartum or
longer (1-7).

Of the six studies that evaluated various measures of
breastfeeding performance, neither duration of lactation

(1, 4, 7), the proportion of women fully breastfeeding (2),

the number of breastfeeding episodes (2, 5), nor the timing
of supplementary food introduction (6) significantly differed
among PVR users compared with users of non-hormonal or
progestogen-only contraceptives (POCs) during 12 months of
observation.

No statistically significant differences in infant weight gain
were observed among PVR users compared with women using
non-hormonal or POCs (3, 4, 6) and similar patterns of infant
weight gain were observed in another study that compared
PVR and IUD users (5). One study reported no significant
difference in infant health (5).

Quality of the evidence

Among breastfeeding women, use of PVR versus non-PVR
contraceptive; various outcomes:

Pregnancy: low
Breastfeeding outcomes: low
Infant weight: low
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12. Recommendations for use of hormonal
contraception among women at high risk of
HIV, women living with HIV, and women living
with HIV using antiretroviral therapy

Background

Owing to the public health importance of recommendations

on hormonal contraceptive use for women at risk of HIV and
women living with HIV, the following recommendations were
issued ahead of this fifth edition of the MEC in the document
entitled Hormonal contraceptive methods for women at high
risk of HIV and living with HIV: 2014 guidance statement, which
was approved by the WHO Guidelines Review Committee (GRC)
on 7 July 2014 (7).

Question 1: Does the use of a particular method of hormonal
contraception directly increase the risk of HIV acquisition in
women?

Selection criteria for the systematic review

Question 2: Does the use of various hormonal contraceptive
methods accelerate HIV disease progression in women living

with HIV?

Selection criteria for the systematic review

Study design

Randomized trials and cohort studies

Population

Women of reproductive age living with HIV

Intervention

Use of a hormonal contraceptive method
(injectables, oral contraceptives, implants,
patches, rings or LNG-IUDs)

Comparator

Non-use of hormonal contraceptive methods
(i.e. either use of no method or use of a non-
hormonal method such as condoms or other
barrier methods, withdrawal, copper-bearing
IUDs, tubal ligation/vasectomy, etc.)

Outcomes

Risk of HIV disease progression (as indicated
by HIV viral load, CD4 count, progression to
AIDS, ART initiation, death, or a composite
outcome of progression to AIDS, ART
initiation or death).

Question 3: Does the use of various hormonal contraceptive

Study design Random|_zed controlled tn_alls and methods increase the risk of female-to-male HIV sexual
observational cohort studies L
transmission?
Population ?lr\]/?engggnof reproductive age at risk of HIV Selection criteria for the systematic review
Intervention | Use of a hormonal contraceptive method Study designs | (a) Randomized trials and cohort studies
(injectables, oral contraceptives, implants, . . . .
patches, rings or LNG-IUDs) (reporting direct evidence, with incident HIV
infection rates in male sexual partners as an
Comparator Non-use pf a hormonal contraceptive _ outcome variable);
method (i.e. either use of no contraceptive (b) randomized controlled trials, cohort
method or use of a non-hormonal method ] ) ] ]
such as condoms or other barrier methods, studies, cross-sectional studies (reporting
withdrawal, copper-bearing 1UDs, tubal indirect evidence, assessing proxy measures
ligation/vasectomy, etc.) for infectivity in women)
Outcome Incident, laboratory-confirmed HIV infection Population Women of reproductive age living with HIV
n women Intervention | Use of a hormonal contraceptive method
(injectables, oral contraceptives, implants,
patches, rings or LNG-IUDs)
Comparator | Non-use of hormonal contraceptive methods
(i.e. either use of no method or use of a non-
hormonal method such as condoms or other
barrier methods, withdrawal, copper-bearing
IUDs, tubal ligation/vasectomy, etc.)
Outcomes Risk of HIV transmission to male
partners (measured either directly by HIV
seroconversion among previously HIV-negative
male partners, or indirectly by measurement
of genital HIV shedding or plasma viral load in
women as a proxy for infectivity).
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Question 4: Are there any possible interactions between
hormonal contraceptive methods and antiretroviral (ARV)
medications?

Selection criteria for the systematic review

Study design | Clinical trials, observational studies, case
series and pharmacokinetic studies

Population Women of reproductive age

Intervention Hormonal contraception and antiretroviral
therapy (ART)

Comparator Hormonal contraception and no ART; non-
comparative studies examining changes in
outcomes over time

Outcome Contraceptive hormone pharmacokinetics,

contraceptive effectiveness (pregnancy,
ovulation, ovarian activity, breakthrough
bleeding), ARV pharmacokinetics, ARV
effectiveness (HIV disease progression,
viral load, CD4 count), and adverse effects
of either the hormonal contraceptive or the
ARV medication.

12a. Recommendations among women at high risk of HIV

infection:

e \Women at high risk of acquiring HIV can use the following
hormonal contraceptive methods without restriction:
combined oral contraceptive pills (COCs), combined
injectable contraceptives (CICs), contraceptive patches
and rings, progestogen-only pills (POPs), progestogen-only
injectables (DMPA and NET-EN), and levonorgestrel (LNG)
and etonogestrel (ETG) implants (MEC Category 1).

e Women at high risk of HIV who are using progestogen-
only injectables (POIs) should be informed that available
studies on the association between POl contraception and
HIV acquisition have important methodological limitations
hindering interpretation. Some studies suggest that women
using POI contraception may be at increased risk of HIV
acquisition; other studies have not found this association.
The public health impact of any such association would
depend upon the local context, including rates of injectable
contraceptive use, maternal mortality and HIV prevalence.
This must be considered when adapting guidelines to local
contexts. WHO expert groups continue to actively monitor
any emerging evidence. At the meeting in 2014, as at
the 2012 technical consultation, it was agreed that the
epidemiological data did not warrant a change to the MEC.
Given the importance of this issue, women at high risk of
HIV infection should be informed that POIs may or may not
increase their risk of HIV acquisition. Women and couples

at high risk of HIV acquisition considering POIs should
also be informed about and have access to HIV preventive
measures, including male and female condoms.

e Women at high risk of acquiring HIV can generally use
LNG-releasing IUDs (LNG-IUDs) (MEC Category 2).

Remarks

e |tis critically important that women and couples at risk of
HIV infection be informed about and have access to male
and female condoms, and other measures to prevent and
reduce their risk of HIV infection and sexually transmitted
infections (STIs), regardless of which form of contraception
they choose.

¢ Hormonal contraceptives, including COCs, CICs, POPs, POIs,
progestogen-only implants, and LNG-IUDs do not protect
against STIs/HIV.

Summary of the evidence (Question 1: HIV acquisition)

Twenty-two prospective observational studies have assessed
the risk of HIV acquisition among women using a method

of hormonal contraception versus the risk of HIV acquisition

in women using a non-hormonal contraceptive method

(i.e. condoms, Cu-IUD, withdrawal) or no contraceptive method
(2-27).

Combined hormonal contraceptives

Eight studies assessed the use of COCs and were considered
to be “informative but with important limitations” (28). Seven
of these studies found no statistically significant association

between use of COCs and HIV acquisition (3, 5-11), although

one study among sex workers in Kenya did (72).

Progestogen-only contraceptives

Five studies assessed the use of NET-EN injectables and were
considered to be “informative but with important limitations”
(28). Four of them reported no statistically significant
association with HIV acquisition (3, 8, 9, 13), while one did (77).

Nine studies assessed DMPA, or, if a DMPA-specific result

was unavailable, assessed non-specified injectables; these
studies were considered to be “informative but with important
limitations” (28). The results were mixed: three of the studies
showed a significant increase in risk (5, 77, 12), one showed

a significant increase in risk using one statistical model but
this association was not statistically significant using another
statistical model (6, 7), and five showed no significant increase
in risk (3, 8-10, 13).
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Two studies assessed implants, one of which was classified

as “unlikely to inform the primary question” (4, 28). Neither of
these studies reported a statistically significant increased risk
of HIV acquisition, but confidence intervals were wide (4, 217).

Quality of the evidence (Question 1: HIV acquisition)

For progestogen-only injectables (DOMPA and | low
NET-EN) and COCs:
For implants: very low

12b. Recommendations among women living

with asymptomatic or mild HIV clinical disease

(WHO stage 1 or 2):

e Women living with asymptomatic or mild HIV clinical
disease (WHO stage 1 or 2) can use the following hormonal
contraceptive methods without restriction: combined
oral contraceptive pills (COCs), combined injectable
contraceptives (CICs), contraceptive patches and rings,
progestogen-only pills (POPs), progestogen-only injectables
(DMPA and NET-EN), and levonorgestrel (LNG) and
etonogestrel (ETG) implants (MEC Category 1).

e Women living with asymptomatic or mild HIV clinical
disease (WHO stage 1 or 2) can generally use the LNG-IUD
(MEC Category 2).

e Because there may be interactions between certain
methods of hormonal contraception and certain
antiretroviral medications (ARVs), refer to the
recommendations on ART medication interactions
(see p. 72).

Remarks

e Hormonal contraceptives do not protect against sexually
transmitted infections (STls), including HIV. Consistent
and correct use of condoms, male or female, is critical
for prevention of HIV transmission to non-infected sexual
partners, and for protection against other STls. Female
condoms are effective and safe, but are not used as widely
by national programmes as male condoms.

e \Voluntary use of contraception by women living with HIV
who wish to prevent pregnancy is critical for upholding
their reproductive rights and continues to be an important
strategy for reducing vertical HIV transmission. All
women have the right to evidence-based, comprehensive
contraceptive information, education and counselling to
ensure informed choice. Women'’s contraceptive choices
are made in a particular time, societal and cultural context;
choices are complex, multifactorial and subject to change.
Decision-making for contraceptive methods usually

requires the need to make trade-offs among the different
methods, with advantages and disadvantages of specific
contraceptive methods varying according to individual
circumstances, perceptions and interpretations.

Summary of the evidence (Question 2: disease
progression; Question 3: female-to-male transmission)

Two systematic reviews investigating Questions 2 and 3
informed the contraceptive eligibility recommendations for
women living with asymptomatic or mild HIV clinical disease
(WHO stage 1 or 2).

Combined hormonal contraceptives (CHCS)

Out of eight available studies, seven suggested no association
between use of COCs and progression of HIV, as measured by
CD4 count < 200 ceIIs/mm3, initiation of ART, or mortality (29—
35). One randomized controlled trial found an increased risk of
a composite outcome of declining CD4 count or death among
COC users when compared with users of copper-bearing IUDs
(Cu-1UDs) (36, 37).

Two prospective observational studies directly assessed the
effects of different hormonal contraceptive methods on female-
to-male HIV transmission by measuring seroconversions

in male partners of women known to be using hormonal
contraceptives. One of these studies reported an elevated,

but not statistically significant, point estimate for COCs (5).

The other study also did not find a statistically significant
association for COCs (4).

Studies indirectly assessing the effect of various hormonal
contraceptive methods on female-to-male HIV transmission by
measuring genital viral shedding as a proxy for infectivity have
had mixed results. The majority of indirect studies measuring
whether various hormonal contraceptive methods affect
plasma HIV viral load have found no effect (38—53).

Progestogen-only contraceptives (POCs)

Out of six available studies, five suggested no association
between use of progestogen-only injectable (POI)
contraceptives and progression of HIV, as measured by

CD4 count < 200 cells/mm?, initiation of ART, or mortality
(31-35). One randomized trial found an increased risk of a
composite outcome of declining CD4 count or death among
oral contraceptive (0C) users (COCs and POPs) when compared
with users of Cu-IUDs; this study, however, had significant loss
to follow-up and method-switching among groups, limiting its
interpretation (36, 37). One study found no difference in ART
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initiation or CD4 count between users and non-users of the
LNG-IUD (54).

Two prospective observational studies directly assessed the
effects of different hormonal contraceptive methods on female-
to-male HIV transmission by measuring seroconversions

in male partners of women known to be using hormonal
contraceptives. One study reported a statistically significant
association between POI contraception and female-to-male
transmission of HIV (5), while another study did not find a
statistically significant association between use of DMPA
and female-to-male HIV transmission (4). The findings of
studies indirectly assessing the effect of various hormonal
contraceptive methods on female-to-male HIV transmission
by measuring genital viral shedding as a proxy for infectivity
have been mixed. The majority of indirect studies measuring
whether various hormonal contraceptive methods affect
plasma HIV viral load have found no effect (38-53).

Quality of the evidence

Disease progression — progestogen-only low
injectables (DMPA and NET-EN) and OCs

(COCs and POPs):

Disease progression — LNG-IUD: very low
Disease transmission (direct evidence) — very low

progestogen-only injectables (DOMPA and NET-
EN) and OCs (COCs and POPs):

Note: As there remains considerable uncertainty regarding

the best way to measure genital HIV shedding (with respect to
collection method, RNA versus DNA, and cell-associated versus
cell/free measures of DNA and RNA), studies providing indirect
evidence assessing proxy measures of transmission did not
undergo a GRADE assessment.

12c. Recommendations among women living with severe or

advanced HIV clinical disease (WHO stage 3 or 4)

e Women living with severe or advanced HIV clinical disease
(WHO stage 3 or 4) can use the following hormonal
contraceptive methods without restriction: combined
oral contraceptive pills (COCs), combined injectable
contraceptives (CICs), contraceptive patches and rings,
preogestogen-only pills (POPs), progestogen-only
injectables (DMPA and NET-EN), and levonorgestrel (LNG)
and etonogestrel (ETG) implants (MEC Category 1).

e \Women living with severe or advanced HIV clinical disease
(WHO stage 3 or 4) should generally not initiate use of the

LNG-IUD (MEC Category 3 for initiation) until their illness
has improved to asymptomatic or mild HIV clinical disease
(WHO stage 1 or 2). However, women who already have
an LNG-IUD inserted and who develop severe or advanced
HIV clinical disease need not have their IUD removed (MEC
Category 2 for continuation). LNG-IUD users with severe or
advanced HIV clinical disease should be closely monitored
for pelvic infection.

e Because there may be interactions between certain
methods of hormonal contraception and certain
antiretroviral medications (ARVs), refer to the
recommendations on ART medication interactions
(see p. 72).

Remarks

e Hormonal contraceptives do not protect against sexually
transmitted infections (STls), including HIV. Consistent
and correct use of condoms, male or female, is critical
for prevention of HIV transmission to non-infected sexual
partners, and for protection against other STls. Female
condoms are effective and safe, but are not used as widely
by national programmes as male condoms.

e \Voluntary use of contraception by women living with HIV
who wish to prevent pregnancy is critical for upholding
their reproductive rights and continues to be an important
strategy for reducing vertical HIV transmission. All
women have the right to evidence-based, comprehensive
contraceptive information, education and counselling to
ensure informed choice. Women’s contraceptive choices
are made in a particular time, societal and cultural context;
choices are complex, multifactorial and subject to change.
Decision-making for contraceptive methods usually
requires the need to make trade-offs among the different
methods, with advantages and disadvantages of specific
contraceptive methods varying according to individual
circumstances, perceptions and interpretations.

Summary of the evidence (Question 2: disease
progression; Question 3: female-to-male transmission)

Two systematic reviews investigating Questions 2 and 3
informed the contraceptive eligibility recommendations for
women living with severe or advanced HIV clinical disease
(WHO stage 3 or 4).

All of the identified studies excluded women with severe

or advanced HIV clinical disease (WHO stage 3 or 4)

from enrolment, although some participants experienced
progression to severe or advanced disease during the trials.
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Combined hormonal contraceptives (CHCS)

Out of eight available studies, seven suggest no association
between use of COCs and progression of HIV, as measured

by CD4 count < 200 cells/mm3, initiation of ART, or mortality
(29-35). One randomized trial found an increased risk of a
composite outcome of declining CD4 count or death among
COC users when compared with users of copper-bearing IUDs
(Cu-IUDs) (36, 37).

Two prospective observational studies directly assessed the
effects of different hormonal contraceptive methods on female-
to-male HIV transmission by measuring seroconversions

in male partners of women known to be using hormonal
contraceptives. One of these studies reported an elevated,

but not statistically significant, point estimate for oral
contraceptives (OCs) (5). The other study also did not find a
statistically significant association for OCs (4).

Studies indirectly assessing the effect of various hormonal
contraceptive methods on female-to-male HIV transmission by
measuring genital viral shedding as a proxy for infectivity have
had mixed results. The majority of indirect studies measuring
whether various hormonal contraceptive methods affect
plasma HIV viral load have found no effect (38—53).

Progestogen-only contraceptives (POCs), including LNG-IUD

Out of six available studies, five suggested no association
between use of progestogen-only injectable contraceptives
and progression of HIV, as measured by CD4 count

< 200 cells/mm?, initiation of ART, or mortality (37-35). One
randomized trial found an increased risk of a composite
outcome of declining CD4 count or death among 0C (COC
and POP) users when compared with Cu-IUD users; this
study, however, had significant loss to follow-up and method-
switching among groups, limiting its interpretation (36, 37).
One study found no difference in ART initiation or CD4 count
between users and non-users of the LNG-IUD (54).

Two prospective observational studies directly assessed the
effects of different hormonal contraceptive methods on female-
to-male HIV transmission by measuring seroconversions in
male partners of women with known hormonal contraceptive
use status. One of these studies reported a statistically
significant association between injectable contraception and
female-to-male transmission of HIV (5), while the other study
did not find a statistically significant association between use
of DMPA and female-to-male HIV transmission (4).

The findings of studies indirectly assessing the effect of
various hormonal contraceptive methods on female-to-male
HIV transmission by measuring genital viral shedding as a
proxy for infectivity have been mixed. The majority of indirect
studies measuring whether various hormonal contraceptive
methods affect plasma HIV viral load have found no effect
(38-53).

Quality of the evidence

Disease progression — progestogen-only low
injectables (DOMPA and NET-EN) and OCs (COCs

and POPs):

Disease progression — LNG-I1UD: very low
Disease transmission (direct evidence) — very low

progestogen-only injectables (DMPA and NET-
EN) and OCs (COCs and POPs):

Note: As there remains considerable uncertainty regarding

the best way to measure genital HIV shedding (with respect to
collection method, RNA versus DNA, and cell-associated versus
cell/free measures of DNA and RNA), studies providing indirect
evidence assessing proxy measures of transmission did not
undergo a GRADE assessment.

12d. Recommendations among women living with HIV using

antiretroviral therapy (ART)

e Women taking any nucleoside/nucleotide reverse
transcriptase inhibitor (NRTI) can use all hormonal
contraceptive methods without restriction: combined oral
contraceptive pills (COCs), contraceptive patches and rings,
combined injectable contraceptives (CICs), progestogen-
only pills (POPs), progestogen-only injectables (DOMPA and
NET-EN), and levonorgestrel (LNG) and etonogestrel (ETG)
implants (MEC Category 1).

e Women using ART containing either efavirenz or nevirapine
can generally use COCs, patches, rings, CICs, POPs, NET-EN
and implants (MEC Category 2). However, women using
efavirenz or nevirapine can use DMPA without restriction
(MEC Category 1).

e Women using the newer non-nucleoside/nucleotide reverse
transcriptase inhibitors (NNRTIs), etravirine and rilpivirine,
can use all hormonal contraceptive methods without
restriction (MEC Category 1).

e \Women using protease inhibitors (e.qg. ritonavir and
ARVs boosted with ritonavir) can generally use COCs,
contraceptive patches and rings, CICs, POPs, NET-EN, and
LNG and ETG implants (MEC Category 2), and can use
DMPA without restriction (MEC Category 1).
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e \Women using the integrase inhibitor raltegravir can use all
hormonal contraceptive methods without restriction (MEC
Category 1).

e \Women using ARV medication can generally use LNG-IUDs
(MEC Category 2), provided that their HIV clinical disease
is asymptomatic or mild (WHO stage 1 or 2). Women living
with severe or advanced HIV clinical disease (WHO stage 3
or 4) generally should not initiate use of the LNG-IUD (MEC
Category 3 for initiation) until their illness has improved to
asymptomatic or mild HIV clinical disease. However, women
who already have an LNG-IUD inserted and who develop
severe or advanced HIV clinical disease need not have their
IUD removed (MEC Category 2 for continuation). LNG-1UD
users with severe or advanced HIV clinical disease should
be closely monitored for pelvic infection.

Remarks

e Hormonal contraceptives do not protect against sexually
transmitted infections (STIs), including HIV. Consistent
and correct use of condoms, male or female, is critical
for prevention of HIV transmission to non-infected sexual
partners, and for protection against other STls. Female
condoms are effective and safe, but are not used as widely
by national programmes as male condoms.

e \Voluntary use of contraception by women living with HIV
who wish to prevent pregnancy is critical for upholding
their reproductive rights and continues to be an important
strategy for reducing vertical HIV transmission. All
women have the right to evidence-based, comprehensive
contraceptive information, education and counselling to
ensure informed choice. Women’s contraceptive choices
are made in a particular time, societal and cultural context;
choices are complex, multifactorial and subject to change.
Decision-making for contraceptive methods usually
requires the need to make trade-offs among the different
methods, with advantages and disadvantages of specific
contraceptive methods varying according to individual
circumstances, perceptions and interpretations.

e Women living with HIV and using ARVs should discuss the
potential impact of certain ARVs on contraceptive efficacy
with their health-care provider.

Summary of the evidence (Question 4: hormonal
contraception-ART interactions)

Nucleoside/nucleotide reverse transcriptase inhibitors (NRTIs)

NRTIs do not appear to have significant risk of interactions with
hormonal contraceptive methods (55, 56).

Non-nucleoside reverse transcriptase inhibitors (NNRTIs)

Three clinical studies, including one large study, found use

of nevirapine-containing ART did not increase ovulation or
pregnancy rates in women using COCs (57-60). For efavirenz-
containing ART, a pharmacokinetic study showed consistent
significant decreases in contraceptive hormone levels in
women using COCs, and a small clinical study showed higher
ovulation rates in women taking efavirenz-containing ART and
COCs (57, 61, 62). Etravirine and rilpivirine do not interact with
COCs (63, 64). One retrospective chart review of women using
efavirenz-containing ART showed increased contraceptive
failure rates for women using LNG implants (65). Based
primarily on pharmacokinetic data, the effectiveness of DMPA
is likely not affected by NNRTIs, and vice versa (66, 67).

Protease inhibitors (PIs)

Pharmacokinetic data suggest decreases in COC progestin
levels with ritonavir and ritonavir-boosted PIs. In women using
the patch, co-administration resulted in higher progestin
levels (68). One study found higher progestin levels with
concurrent Pl use in users of POPs (69). Based primarily on
pharmacokinetic data, the effectiveness of DMPA is likely not
affected by Pls, and vice versa (66, 67).

Integrase inhibitors

The integrase inhibitor raltegravir does not appear to interact
with COCs (55, 56, 70, 71).

Quality of the evidence

Hormonal contraception + ART versus hormonal | very low
contraception alone:

Efavirenz-containing ART versus other ART in very low
women using hormonal contraception;

ART + hormonal contraception versus ART alone: |low
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2.1 Background

The Medical eligibility criteria for contraceptive use

(MEC) provides guidance regarding which clients can use
contraceptive methods safely. The goal of the document

is to improve access to, and quality of, family planning
services by providing policy-makers, decision-makers

and the scientific community with recommendations that

can be used for developing or revising national guidelines

on the medical eligibility criteria for the use of specific
contraceptive methods. Methods covered by this guidance
include all hormonal contraceptives, intrauterine devices,
barrier methods, fertility awareness-based methods, coitus
interruptus, lactational amenorrhoea method, male and female
sterilization, and emergency contraception. These evidence-
based recommendations do not indicate a “best” method that
should be used in a particular medical context; rather, review
of the recommendations allows for consideration of multiple
methods that could be used safely by people with certain
health conditions (e.g. hypertension) or relevant characteristics

(e.g. age).

2.1.1 Reproductive and sexual health care as a human
right

The Programme of Action of the International Conference on
Population and Development (ICPD) defines reproductive health
as: “a state of complete physical, mental and social well-
being, and not merely the absence of disease or infirmity, in all
matters relating to the reproductive system and to its functions
and processes”'. The Programme of Action also states that

the purpose of sexual health “is the enhancement of life

and personal relations, and not merely counselling and care
related to reproduction and sexually transmitted diseases”.
Recognizing the importance of agreements made at the ICPD
and other international conferences and summits, the Beijing
Declaration and Platform for Action defines reproductive rights
in the following way:

1 Programme of Action of the International Conference on Population
and Development. In: Report of the International Conference on
Population and Development (Cairo, 513 September 1994). Unit-
ed Nations; 1994 para. 7.2 (A/CONF.171/13, http://www.un.org/
popin/icpd/conference/offeng/poa.html, accessed 24 April 2015).

Reproductive rights embrace certain human rights
that are already recognized in national laws,
international human rights documents and other
relevant consensus documents. These rights rest
on the recognition of the basic right of all couples
and individuals to decide freely and responsibly
the number and spacing and timing of their
children and to have the information and means to
do so, and the right to attain the highest standard
of sexual and reproductive health.>

Among the Millennium Development Goals (MDGs) agreed

by states in 2001, target 5b calls for universal access to
reproductive health by 2015. Reproductive and sexual health
care, including family planning services and information, is
recognized not only as a key intervention for improving the
health of men, women and children but also as a human right.
International and regional human rights treaties, national
constitutions and laws provide guarantees specifically relating
to access to contraceptive information and services. These
include the guarantee that states should ensure timely and
affordable access to good quality sexual and reproductive
health information and services, including contraception,
which should be delivered in a way that ensures fully informed
decision-making, respects dignity, autonomy, privacy and
confidentiality, and is sensitive to individuals’ needs and
perspectives in a client—provider partnership.® A rights-based
approach to the provision of contraceptives assumes a holistic
view of clients, which includes taking into account clients’
sexual and reproductive health care needs and considering all
appropriate eligibility criteria when helping clients choose and
use a family planning method safely.

Evidence shows that the respect, protection and fulfilment
of human rights contribute to positive health outcomes.
The provision of contraceptive information and services
that respect individual privacy, confidentiality and informed
choice, along with a wide range of safe contraceptive

2 Beijing Declaration and Platform for Action. In: Report of the Fourth
World Conference on Women (Beijing, 4—15 September, 1995).
United Nations; 1995: para. 95 (A/CONF.177/20; http://www.
un.org/documents/ga/conf177/aconf177—-20en.htm, accessed 17
April 2015).

3 Ensuring human rights in the provision of contraceptive infor-
mation and services: guidance and recommendations. Geneva:
World Health Organization; 2014 (http://apps.who.int/iris/bitstre
am/10665/102539/1/9789241506748_eng.pdf, accessed 24 April
2015).


http://www.un.org/popin/icpd/conference/offeng/poa.html
http://www.un.org/popin/icpd/conference/offeng/poa.html
http://www.un.org/documents/ga/conf177/aconf177-20en.htm
http://www.un.org/documents/ga/conf177/aconf177-20en.htm
http://apps.who.int/iris/bitstream/10665/102539/1/9789241506748_eng.pdf
http://apps.who.int/iris/bitstream/10665/102539/1/9789241506748_eng.pdf
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methods, increase people’s satisfaction and continued use of
contraception.* 567

Delivery of care in accordance with the client’s human and
reproductive rights is fundamental to quality of care. The
development of international norms for medical eligibility
criteria and practice recommendations for contraceptive use
is only one aspect of improving the quality of reproductive
health care. Many family planning programmes have included
screening, treatment and follow-up procedures that reflect
high standards of public health and clinical practice, but
these should not be seen as eligibility requirements for
specific contraceptive methods. These procedures include
the screening and treatment of cervical cancer, anaemia and
sexually transmitted infections (STls), and the promotion of
breastfeeding and cessation of smoking. Such procedures
should be strongly encouraged if the human and material
resources are available to carry them out, but they should not
be seen as prerequisites for the acceptance and use of family
planning methods since they are not necessary to establish
eligibility for the use or continuation of a particular method.

2.1.2 Contraceptive choice

While this document primarily addresses medical eligibility
criteria for contraceptive use, considerations of social,
behavioural and other non-medical criteria — particularly client
preference — must also be taken into account. To provide
contraceptive choices to clients in a way that respects and
fulfils their human rights necessitates enabling clients to make
informed choices for themselves. Women'’s choices, however,
are often taken away from them or limited by direct or indirect
social, economic and cultural factors. From a woman’s

point of view, her choices are made at a particular time, in a
particular societal and cultural context; choices are complex,
multifactorial and subject to change. Decision-making
regarding contraceptive methods usually requires the need to
make trade-offs among the advantages and disadvantages

of different methods, and these vary according to individual
circumstances, perceptions and interpretations. Factors to

4 Koenig MA. The impact of quality of care on contraceptive use:
evidence from longitudinal data from rural Bangladesh. Baltimore
(MD): Johns Hopkins University; 2003.

5 Arends-Kuenning M, Kessy FL. The impact of demand factors,
quality of care and access to facilities on contraceptive use in Tan-
zania. J Biosoc Sci. 2007;39:1-26.

6 RamaRao S, Lacuest M, Costello M, Pangolibay B, Jones H. The

link between quality of care and contraceptive use. Int Fam Plann
Perspect. 2003;29(2):76—-83.

7 Sanogo D, RamaRao S, Johnes H, N'diaye P, M’bow B, Diop CB.
Improving quality of care and use of contraceptives in Senegal. Afr
J Reprod Health. 2003;7:57-73.

consider when choosing a particular contraceptive method
include the characteristics of the potential user, the baseline
risk of disease, the adverse effects profile of different products,
cost, availability and patient preferences.

This document does not provide recommendations about
which specific product or brand to use after selecting a
particular type of contraceptive method. Instead, it provides
guidance for whether women with specific medical conditions
or medically relevant physiological or personal characteristics
are eligible to use various contraceptive methods. Decisions
about what methods to use should also take into account
clinical judgment and user preferences.

Issues of service quality and access that affect method use
and choice

The following service-delivery criteria are universally relevant
to the initiation and follow-up of all contraceptive method use:

e (lients should be given adequate information to help them
make an informed, voluntary choice of a contraceptive
method. This information should at least include:

— the relative effectiveness of the method;
— correct usage of the method;

— how it works;

— common side-effects;

— health risks and benefits of the method;

— signs and symptoms that would necessitate a return to
the clinic;

— information on return to fertility after discontinuing
method use; and

— information on STI protection.

Information should be presented using language and
formats that can be easily understood and accessed by the
client.

¢ In order to offer methods that require surgical approaches,
insertion, fitting and/or removal by a trained health-care
provider (i.e. sterilization, implants, IUDs, diaphragms,
cervical caps), appropriately trained personnel in adequately
equipped and accessible facilities must be available, and
appropriate infection-prevention procedures must be
followed.

e Adequate and appropriate equipment and supplies need
to be maintained and held in stock (e.g. contraceptive
commodities, and supplies for infection-prevention
procedures).

e Service providers should be provided with guidelines, client
cards or other screening tools.
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2.1.3 Effectiveness of method

Contraceptive choice is in part dependent on the effectiveness
of the contraceptive method in preventing unplanned
pregnancy, which, in turn, is dependent for some methods not
only on the protection afforded by the method itself, but also on
how consistently and correctly it is used. Table 2.1 compares
the percentage of women experiencing an unintended
pregnancy during the first year of contraceptive method use
when the method is used perfectly (consistently and correctly)
and when it is used typically (assuming occasional non-use
and/or incorrect use). Consistent and correct usage can both
vary greatly with client characteristics such as age, income,
desire to prevent or delay pregnancy, and culture. Methods
that depend on consistent and correct usage by clients

(e.g condoms and pills) have a wide range of effectiveness.
Most men and women tend to be more effective users as

they become more experienced with a method. However,
programmatic aspects also have a profound effect on how
effectively (consistently and correctly) the method will be used.

2.1.4 Conditions that expose a woman to increased
risk as a result of unintended pregnancy

Women with conditions that may make unintended pregnancy
an unacceptable health risk should be advised that, because
of their relatively higher typical-use failure rates, sole use

of barrier methods for contraception and behaviour-based
methods of contraception may not be the most appropriate
choice for them. These conditions are noted in Box 2.1.

Box 2.1 Conditions that expose a woman to increased health risk as a result of unintended pregnancy

e Breast cancer
e Complicated valvular heart disease

e Diabetes: insulin-dependent; or with nephropathy/
retinopathy/neuropathy or other vascular disease;
or of > 20 years’ duration

e Endometrial or ovarian cancer

e Epilepsy

e High blood pressure (systolic > 160 mm Hg or
diastolic > 100 mm Hg)2

e HIV (WHO stages 1-4)P
® [schaemic heart disease

e Malignant gestational trophoblastic disease

e Malignant liver tumours (hepatoma) and
hepatocellular carcinoma of the liver (HCA)

e Schistosomiasis with fibrosis of the liver
e Severe (decompensated) cirrhosis

¢ Sickle cell disease

o STIP

e Stroke

e Systemic lupus erythematosus (SLE)

e Thrombogenic mutations

¢ Tuberculosis

a Throughout this document, blood pressure measurements are given in mm Hg. To convert to kPa, multiply by 0.1333

(e.g. 120/80 mm Hg = 16.0/10.7 kPa).

b Dual protection is strongly recommended for protection against HIV/AIDS and other STIs when a risk of STI/HIV transmission exists. This can
be achieved through the simultaneous use of condoms with other methods, or the consistent and correct use of condoms alone.
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Table 2.1 Percentage of women experiencing an unintended pregnancy during the first year of typical use and
the first year of perfect use of contraception and the percentage continuing use at the end of the first year,
United States

% of women experiencing an unintended % of women continuing
pregnancy within the first year of use use at one year®
Method Typical use' Perfect use?
No method* 85 85 -
Spermicides® 28 18 42
Fertility awareness-based methods 24 - 47
Standard Days Method®® - 5 -
TwoDay Method®® - 4 -
Ovulation Method® - 3 -
Sympto-thermal method - 0.4 -
Withdrawal 22 4 46
Sponge - - 36
Parous women 24 20 -
Nulliparous women 12 9 -
Condom’
Female 21 5 41
Male 18 2 43
Diaphragm® 12 6 57
Combined pill and progestin-only pill 9 0.3 67
Evra patch 9 0.3 67
NuvaRing® 9 0.3 67
Depo-Provera 6 0.2 56
Intrauterine devices
Paragard® (copper T) 0.8 0.6 78
Mirena® (LNG) 0.2 0.2 80
Implanon® 0.05 0.05 84
Female sterilization 0.5 0.5 100
Male sterilization 0.15 0.10 100
Emergency contraceptives: Emergency contraceptive pills or insertion of a copper-bearing intrauterine device after unprotected
intercourse substantially reduces the risk of pregnancy.9
Lactational amenorrhea method: LAM is a highly effective, temporary method of contraception.10

Source: Trussell J. Contraceptive efficacy. In: Hatcher RA, Trussell J, Nelson AL, Cates W, Kowal D, Policar M, editors. Contraceptive technology:
twentieth revised edition. New York (NY): Ardent Media; 2011.
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Notes:

1

Among typical couples who initiate use of a method (not necessarily for the first time), the percentage who experience an accidental preg-
nancy during the first year if they do not stop use for any other reason. Estimates of the probability of pregnancy during the first year of
typical use for spermicides and the diaphragm are taken from the 1995 National Survey of Family Growth corrected for underreporting of
abortion; estimates for fertility-awareness-based methods, withdrawal, the male condom, the pill and Depo-Provera are taken from the 1995
and 2002 National Survey of Family Growth corrected for underreporting of abortion. See the text for the derivation of estimates for the other
methods (Trussell, 2011).

Among couples who initiate use of a method (not necessarily for the first time) and who use it perfectly (both consistently and correctly), the
percentage who experience an accidental pregnancy during the first year if they do not stop use for any other reason. See the text for the
derivation of the estimate for each method (Trussell, 2011).

Among couples attempting to avoid pregnancy, the percentage who continue to use a method for one year.

The percentages becoming pregnant in columns 2 and 3 are based on data from populations where contraception is not used and from
women who cease using contraception in order to become pregnant. Among such populations, about 89% become pregnant within one year.
This estimate was lowered slightly (to 85%) to represent the percentage who would become pregnant within one year among women now
relying on reversible methods of contraception if they abandoned contraception altogether.

Foams, creams, gels, vaginal suppositories and vaginal film.

The Ovulation Method and TwoDay Method® are based on evaluation of cervical mucus. The Standard Days Method® avoids intercourse on
cycle days 8—19. The sympto-thermal method is a double-check method based on evaluation of cervical mucus to determine the first fertile
day and evaluation of cervical mucus and temperature to determine the last fertile day.

Without spermicides.
With spermicidal cream or jelly.

Plan B One-Step®, ella® and Next Choice One Dose® are the only dedicated products specifically marketed for emergency contraception

in the United States at the time of writing. The label for Plan B One-Step (one dose is one white pill) says to take the pill within 72 hours after
unprotected intercourse. Research has shown that all of the brands listed here are effective when used within 120 hours after unprotected
sex. The label for Next Choice One Dose (one dose is one peach pill) says to take one pill within 72 hours after unprotected intercourse. The
United States Food and Drug Administration has in addition declared the following 19 brands of oral contraceptives to be safe and effective
for emergency contraception: Ogestrel® (one dose is two white pills), Nordette® (one dose is four light-orange pills), Cryselle®, Levora®,
Low-0gestrel®, Lo/Ovral®, or Quasence® (one dose is four white pills), Jolessa®, Portia®, Seasonale® or Trivora® (one dose is four pink
pills), Seasonique® (one dose is four light-blue-green pills), Enpresse® (one dose is four orange pills), Lessina® (one dose is five pink pills),
Aviane® or LoSeasonique® (one dose is five orange pills), Lutera® or Sronyx® (one dose is five white pills), and Lybrel® (one dose is six
yellow pills).

10 However, to maintain effective protection against pregnancy, another method of contraception must be used as soon as menstruation re-

sumes, the frequency or duration of breastfeeds is reduced, bottle feeds are introduced, or the baby reaches 6 months of age.
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2.1.5 Return to fertility

Among contraceptive methods, only male and female
sterilization are regarded as irreversible (or permanent).

All other methods are reversible, usually with prompt

return to fertility upon method discontinuation, with the
exception of depot medroxyprogesterone acetate (DMPA) and
norethisterone enanthate (NET-EN). The median delay in return
to fertility with these methods is 10 and 6 months, respectively,
from the date of the last injection, regardless of the duration
of their use. Male and female sterilization should be regarded
as permanent methods (no possibility of future childbearing),
and all individuals and couples considering these methods
should be counselled accordingly. No other methods result in
permanent infertility.

2.1.6 STIs and contraception: dual protection

In addition to the imperative of international norms for
contraceptive provision to assure quality of care in services,
the social, cultural and behavioural context of each client

must also be considered. In this regard, the problems of
exposure to STIs, including HIV, deserve special consideration
because of the equal importance of preventing pregnancy

and preventing transmission of infections among sexually
active clients of reproductive age. When a risk of HIV and

other STI transmission exists,® it is important that health-care
providers offer information on safer sexual practices to prevent
transmission and strongly recommend dual protection to all
persons at significant risk, either through the simultaneous use
of condoms with other methods or through the consistent and
correct use of condoms alone for prevention of both pregnancy
and STls, including HIV. Women and men seeking contraceptive
advice must always be reminded of the importance of condom
use for preventing the transmission of STI/HIV and such use
should be encouraged and facilitated where appropriate. When
used correctly and consistently, condoms offer one of the most
effective methods of protection against STIs, including HIV.
Female condoms are effective and safe, but are not used as
widely by national programmes as male condoms.

2.2 How to use this document

The present document is intended for use by policy-makers,
family planning programme managers and the scientific
community. It aims to provide guidance to national family
planning and reproductive health programmes in the

8 This can be context specific. These may include high prevalence
rates of STIs and HIV in the geographic area, and/or individual risk
behaviour such as multiple partners without using condoms.

preparation of guidelines for delivery of contraceptive services.
It is not meant to serve as the actual guidelines but rather as a
reference.

The guidance in this document is intended for interpretation

at country and programme levels in @ manner that reflects the
diversity of situations and settings in which contraceptives are
provided. While it is unlikely that the classification of categories
in this document would change during this process, it is very
likely that the application of these categories at country level
will vary. In particular, the level of clinical knowledge and
experience of various types of providers and the resources
available at the service-delivery point will have to be taken into
consideration.

Recommendations are presented in tables according to the
contraceptive methods included in the guidance with each
condition. Each condition was defined as representing either
a known pre-existing medical/pathological condition (e.g.
diabetes, hypertension) or a medically relevant individual
characteristic (e.g. age, history of pregnancy).

It is expected that national and institutional health-care and
service-delivery environments will decide the most suitable
means for screening for conditions according to their public
health importance. Client history will often be the most
appropriate approach. A family planning provider may want to
consult an expert in the underlying condition.

Initiation and continuation

The medical eligibility criteria for the initiation and continuation
of all contraceptive methods are used in the evaluation of
eligibility. The assessment of continuation criteria is clinically
relevant whenever a woman develops the condition while she
is using the method. Where medical eligibility for initiation and
continuation of a contraceptive method differ, these differences
are noted in the columns of the tables for each contraceptive
method (I = initiation; C = continuation). Where | and C are

not denoted, the category is the same for initiation and
continuation of use.

As shown in Table 2.2 in a simplified template of the tables for
each contraceptive (provided in section 2.7), the first column
indicates the conditions (each in a separate row). Several
conditions are subdivided to differentiate between varying
degrees of the condition. The second column classifies the
condition for initiation and/or continuation into one of the four
MEC categories, as described in section 2.3. The third column
provides space for any necessary clarifications or presentation
of evidence regarding the classification
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2.3 Using the categories in practice

Categories 1 and 4 are self-explanatory. Classification of a
method/condition as Category 2 indicates the method can
generally be used, but careful follow-up may be required.
However, provision of a method to a woman with a condition
classified as Category 3 requires careful clinical judgement
and access to clinical services; for such a woman, the
severity of the condition and the availability, practicality and
acceptability of alternative methods should be taken into
account. For a method/condition classified as Category 3,

use of that method is not usually recommended unless other
more appropriate methods are not available or acceptable.
Careful follow-up will be required.

Where resources for clinical judgment are limited, such as in
community-based services, the four-category classification
framework can be simplified into two categories. With this
simplification, a classification of Category 1 or 2 indicate that
a woman can use a method, and a classification of Category 3
or 4 indicate that a woman is not medically eligible to use the
method (see Table 2.3).

Medical eligibility criteria (MEC) categories for contraceptive use

Category 1 A condition for which there is no restriction for the use of the contraceptive method

Category 2 A condition where the advantages of using the method generally outweigh the theoretical or proven risks
Category 3 A condition where the theoretical or proven risks usually outweigh the advantages of using the method
Category 4 A condition which represents an unacceptable health risk if the contraceptive method is used

Table 2.2 Template of contraceptive method tables

Type of contraceptive

Different categories are used for fertility awareness-
based (FAB) methods and surgical sterilization; these are
described at the beginning of the relevant sections.

Condition Category Clarifications/evidence
| = initiation C = continuation
Condition Condition classified as Category 1, 2, 3 or 4 Clarifications and evidence regarding the

classification

Table 2.3 Interpretation and application of the categories in practice

With limited resources for clinical

Category With good resources for clinical judgement judgement
1 Use method in any circumstances
Yes (Use the method)
2 Generally use the method
3 Use of method not usually recommended unless other more

appropriate methods are not available or not acceptable

No (Do not use the method)

4 Method not to be used
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2.4 Programmatic implications

The following issues need to be addressed when
applying the medical eligibility criteria in this document
to programmes:

e informed choice
e elements of quality of care

e essential screening procedures for administering the
methods

e provider training and skills
e referral and follow-up for contraceptive use as appropriate.

Service-delivery practices that are essential for the safe use
of the particular contraceptive method should be distinguished
from practices that may be appropriate for good health care
but are not related to use of the method. The promotion of
good health-care practices unrelated to safe contraception
should be considered neither as a prerequisite nor as an
obstacle to the provision of a contraceptive method, but as
complementary to it.

As a next step, the recommendations on medical eligibility
criteria need to be considered in light of the country context,
s0 as to be applicable to providers at all levels of the service-
delivery system. It is expected that national and institutional
health-care and service-delivery environments will decide the
most suitable means for screening for conditions according to
their public health importance. Client history will often be the
most appropriate approach. A family planning provider may
want to consult an expert in the underlying condition. Countries
will need to determine how far and by what means it may be
possible to extend their services to the more peripheral levels
of the health system. This may involve upgrading both staff and
facilities where feasible and affordable, or it may require or a
modest addition of equipment and supplies, and redeployment
of space. It will also be necessary to address misperceptions
sometimes held by providers and users about the risks and
side-effects of particular methods, and to look closely at the
needs and perspectives of women and men in the context of
informed choice.

Adaptation is not always an easy task and is best done by
those well acquainted with prevailing health conditions,
behaviours and cultures. These improvements must be made
within the context of users’ informed choices and medical
safety.

2.5 Clients with special needs

2.5.1 People with disabilities

According to United Nations Convention on the Rights of
Persons with Disabilities (CRPD), people with disabilities must
have access, on an equal basis with others, to all forms of
sexual and reproductive health care (Article 25) as part of the
general right to marry, found a family and retain their fertility
(Article 23)°. Health-care professionals often fail to offer sexual
and reproductive health services to people with disabilities,
based on the common misconception that they are not
sexually active.™ Provision of contraceptive services to people
with disabilities may, however, require decisions regarding
appropriate contraception considering the preferences of the
individual, the nature of the disability and the specifics of
different contraceptive methods.

For example, some barrier methods may be difficult to use

for those with limited manual dexterity; COCs may not be

an appropriate method for women with impaired circulation

or immobile extremities, even in the absence of known
thrombogenic mutations, because of concerns about an
increased risk of DVT; and other methods will be preferable for
individuals with intellectual or mental health disabilities who
have difficulty remembering to take daily medications. For
women who have difficulty with menstrual hygiene, the impact
of the contraceptive method on menstrual cycles should also
be considered.

In all instances, medical decisions must be based upon
informed choice, based on adequate sexual and reproductive
health education. When the nature of the disability makes it
more challenging to discern the will and preferences of the
individual, contraceptives should only be provided in a manner
consistent with Article 12 of the CRPD. Specifically, in such
cases a process of supported decision-making should be
instituted in which individuals who are trusted by the individual
with disabilities, personal ombudsman and other support
persons jointly participate with the individual in reaching a
decision that is, to the greatest extent possible, consistent with
the will and preference of that individual. Given the history of
involuntary sterilization of persons with disabilities, often as

9 United Nations Convention on the Rights of Persons with Disabili-
ties. Resolution adopted by the United Nations General Assembly.
United Nations; 2006 (A/RES/61/106; http://www.un-documents.
net/a61r106.htm, accessed 24 April 2015).

10 World report on disability 2011. Geneva: World Health Organiza-
tion; 2011 (http://www.who.int/disabilities/world_report/2011/
report/en/, accessed 9 April 2015).
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a technique for menstrual management in institutions," it is
especially important to ensure that decisions about sterilization
are only made with the full, uncoerced and informed consent of
the individual, either alone or with support.

2.5.2 Adolescents

Adolescents in many countries lack adequate access to
contraceptive information and services that are necessary

to protect their sexual and reproductive health. There is an
urgent need to implement programmes that both meet the
contraceptive needs of adolescents and remove barriers to
services. In general, adolescents are eligible to use all the
same methods of contraception as adults, and must have
access to a variety of contraceptive choices. Age alone does
not constitute a medical reason for denying any method to
adolescents. While some concerns have been expressed about
the use of certain contraceptive methods by adolescents

(e.g. the use of progestogen-only injectables by those below
18 years), these concerns must be balanced against the
advantages of preventing unintended pregnancy. It is clear
that many of the same eligibility criteria that apply to older
clients also apply to young people. However, some conditions
(e.g. cardiovascular disorders) that may limit the use of some
methods in older women do not generally affect young people,
since these conditions are rare in this age group.

Political and cultural factors may affect adolescents’ ability to
access contraceptive information and services. For example,
where contraceptive services are available, adolescents (in
particular unmarried ones) may not be able to obtain them
because of restrictive laws and policies. Even if adolescents
are able to obtain contraceptive services, they may not do so
because of fear that their confidentiality will not be respected,
or that health workers may be judgmental. All adolescents,
regardless of marital status, have a right to privacy and
confidentiality in health matters, including reproductive health
care. Appropriate sexual and reproductive health services,
including contraception, should be available and accessible
to all adolescents without necessarily requiring parental or
guardian authorization by law, policy or practice.

Social and behavioural issues should be key considerations

in the choice of contraceptive methods by adolescents. For
example, in some settings, adolescents are also at increased
risk for STls, including HIV. While adolescents may choose to
use any one of the contraceptive methods available in their
communities, in some cases, using methods that do not
require a daily regimen may be more convenient. Adolescents,

11 Ibid.

married or unmarried, have also been shown to be less
tolerant of side-effects and therefore have high discontinuation
rates. Method choice may also be influenced by factors such
as sporadic patterns of intercourse and the need to conceal
sexual activity and contraceptive use. For instance, sexually
active adolescents who are unmarried have very different
needs from those who are married and want to postpone,
space or limit pregnancy. Expanding the number of method
choices offered can lead to improved satisfaction, increased
acceptance and increased prevalence of contraceptive use.
Proper education and counselling — both before and at the
time of method selection — can help adolescents address their
particular needs and make informed and voluntary decisions.
Every effort should be made to prevent the costs of services
and/or methods from limiting the options available.

2.6 Summary of changes within the MEC fifth edition

The following tables highlight changes within the fifth

edition of the MEC, compared with the fourth edition (see
Tables 2.4-2.6). These changes include: changes to MEC
categories between the earlier editions and the fifth edition;
recommendations for new conditions issued in the fifth edition;
changes to the labelling of certain conditions (in order to be
consistent with current clinical practice); and details for the
new contraceptive methods included in this fifth edition.
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Table 2.4 Summary of changes from the fourth edition to the fifth edition of the MEC (changes are highlighted in
bold)

Condition COC/P/ CIC POP DMPA LNG/ ETG Cu-IUD LNG-IUD

CVR NET-EN implants

Breastfeeding

a) < 6 weeks postpartum 4 4 22 3 22
b) > 6 weeks to < 6 months 3 3 1 1 1
(primarily breastfeeding)
¢) > 6 months postpartum 2 2 1 1 1
Postpartum
(non-breastfeeding women)
a) < 21 days 1 1 1
(i) without other risk factors for VTE 3a 34
(ii) with other risk factors for VTE 42 42
b) > 21 days to 42 days 1 1 1
(i) without other risk factors for VTE 22 22
(i) with other risk factors for VTE 3 3
c) > 42 days 1 1 1 1 1
Postpartum

(breastfeeding or non-breastfeeding
women, including after caesarean

section)

a) < 48 hours including insertion 1 not BF=1;
immediately after delivery of the placenta BF=2
b) > 48 hours to < 4 weeks 3 3

c) > 4 weeks 1 1

d) Puerperal sepsis 4 4

Superficial venous disorders

a) Varicose veins 1 1 1 1 1 1 1

b) Superficial venous thrombosis 24 2a 1 1 1 1 1
Known dyslipidaemias without other 22 22 28 28 2a 18 22
known cardiovascular risk factors

STis I C I C
a) Current purulent cervicitis or 1 1 1 1 1 4 22 4 22
chlamydial infection or gonorrhoea

b) Other STls (excluding HIV and 1 1 1 1 1 2 2 2 2
hepatitis)

¢) Vaginitis (including Trichomonas 1 1 1 1 1 2 2 2 2
vaginalis and bacterial vaginosis)

d) Increased risk of STls 1 1 1 1 1 2/32 | 2 | 2/32| 2
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Condition COC/P/ CIC 0] DMPA LNG/ ETG Cu-IUD LNG-IUD
CVR NET-EN  mplants

HIV/AIDS | C | C
High risk of HIV (evidence updated 1 1 1 1 1 1a | 1a | 1a 1a
2019) bit.ly/HIV-HC-2019

Asymptomatic or mild HIV clinical 1a 12 12 12 12 2 2 2 2
disease (WHO stage 1 or 2)

Severe or advanced HIV clinical 12 12 12 12 12 3 22 3 22
disease (WHO stage 3 or 4)

Antiretroviral therapy

a) Nucleoside reverse transcriptase

inhibitors (NRTIs) | C | C
Abacavir (ABC) 1 1 1 1 1 2/32 | 23 | 2/32 | 22
Tenofovir (TDF) 1 1 1 1 1 2/32 | 23 | 2/32 | 22
Zidovudine (AZT) 1 1 1 1 1 2/32 | 23 | 2/32 | 22
Lamivudine (3TC) 1 1 1 1 1 2/32 | 23 | 2/32 | 22
Didanosine (DDI) 1 1 1 1 1 2/32 | 23 | 2/32 | 22
Emtricitabine (FTC) 1 1 1 1 1 2/32 | 23 | 2/32 | 22
Stavudine (D4T) 1 1 1 1 1 2/32 | 23 | 2/32 | 22

b) Non-nucleoside reverse transcriptase

inhibitors (NNRTIs)

Efavirenz (EFV) 22 22 22 1=DMPA; 22 2/32 | 23 | 2/32 | 22
2 = NET-EN2

Etravirine (ETR) 1 1 1 1 1 2/32 | 23 | 2/32 | 22

Nevirapine (NVP) 22 22 22 1=DMPA; 22 2/32 | 23 | 2/32 | 22
2 = NET-EN2

Rilpivirine (RPV) 1 1 1 1 1 2/32 | 23 | 2/32 | 22

c) Protease inhibitors (Pls)

Ritonavir-boosted atazanavir (ATV/r) 22 22 22 1 =DMPA; 22 2/32 | 22 | 2/32 | 22
2 = NET-EN@

Ritonavir-boosted lopinavir (LPV/r) 22 22 22 1 =DMPA; 22 2/33 | 22 | 2/32 | 22
2 = NET-EN@

Ritonavir-boosted darunavir (DRV/r) 22 22 22 1 =DMPA; 22 2/32 | 22 | 2/32 | 22
2 = NET-EN@

Ritonavir (RTV) 22 22 22 1= DMPA; 22 2/3a | 22 | 2/3a | 22
2 = NET-EN@

d) Integrase inhibitors
Raltegravir (RAL) 1 1 1 1 1 2/32 | 22 | 2/32 | 22

BMI: body mass index; COC: combined oral contraceptives; CIC: combined injectable contraceptives; CVR: combined contraceptive vaginal ring;
Cu-1UD: copper-bearing IUD; DMPA: depomedroxyprogesterone acetate (intramuscular and sub-cutaneous) injectable; ETG: etonogestrel;

LNG: levonorgestrel; LNG-IUD: levonorgestrel-releasing intrauterine device; NET-EN: norethisterone enanthate injectable contraceptive;

P: combined patch; POP: progestogen-only pills; STI: sexually transmitted infection; VTE: venous thromboembolism.


bit.ly/HIV-HC-2019
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@ please consult the relevant table for each contraceptive method in section 2.7 for a clarification to this classification.

Table 2.5 Emergency contraceptive pills (ECPs) (changes are highlighted in bold)

Condition CoC LNG UPA
Pregnancy NA2 NA2 NA2
Breastfeeding 1 1 22
Past ectopic pregnancy 1 1 1
Obesity 1 12 12
History of severe cardiovascular disease (ischaemic heart 2 2 2
disease, cerebrovascular attack, or other thromboembolic

conditions)

Migraine 2 2 2
Severe liver disease (including jaundice) 2 2 2
CYP3A4 inducers (e.g. rifampicin, phenytoin, 1a 12 1a
phenobarbital, carbamazepine, efavirenz, fosphenytoin,

nevirapine, oxcarbazepine, primidone, rifabutin,

St John’s wort/Hypericum perforatum)

Repeated ECP use 1a 1a 12
Rape 1 1 1

COC: combined oral contraceptives; CYP3A4: cytochrome P450 3A4 enzyme; LNG: levonorgestrel; UPA: ulipristal acetate.

a Please consult the relevant table for each contraceptive method in section 2.7 for a clarification to this classification.

Table 2.6 Progesterone-releasing vaginal ring (PVR) (changes are highlighted in bold)

Condition ‘ Category
Pregnancy NA
Breastfeeding and > 4 weeks postpartum 1
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2.7 Tables
2.7.1 Combined hormonal contraceptives (CHCs)
COMBINED ORAL CONTRACEPTIVES (COCs)

The recommendations in this guidance refer to low-dose
COCs containing < 35 mcg ethinyl estradiol combined with a
progestogen.

Venous thrombosis is rare among women of reproductive age.
All COCs are associated with an increased risk for venous
thromboembolism (VTE) compared to non-use. A number

of studies have found differences in risk for VTE associated
with COCs containing different types of progestogens (7-19).
Current evidence suggests that COCs containing levonorgestrel,
norethisterone and norgestimate are associated with the lowest
risk (20). The absolute differences, however, are very small.

Limited data do not suggest that the small absolute risk for
arterial events associated with COC use varies according to the
type of progestogen (5, 6, 20-34).

Recommendations in this guidance are the same for all COC
formulations, irrespective of their progestogen content.

COMBINED INJECTABLE CONTRACEPTIVES (CICs)

Two CIC formulations, are considered here:

1.  Cyclofem = medroxyprogesterone acetate 25 mg plus
estradiol cypionate 5 mg

2. Mesigyna = norethisterone enanthate 50 mg plus
estradiol valerate 5 mg

CICs contain the naturally occurring estrogen, estradiol plus
a progestogen (35-39). Estradiol is less potent, has a shorter
duration of effect and is more rapidly metabolized than the
synthetic estrogens used in other contraceptive formulations
such as COCs, the combined contraceptive patch (P) and the
combined contraceptive vaginal ring (CVR). These differences
imply that the type and magnitude of estrogen-related side-
effects associated with CICs may be different from those
experienced by COC/P/CVR users. In fact, short-term studies of
CICs have shown little effect on blood pressure, haemostasis
and coagulation, lipid metabolism and liver function in
comparison with COCs (40-42). As CICs are administered by
injection, the first-pass metabolism by the liver is avoided,
thereby minimizing estradiol’s effect on the liver.

However, CICs are a relatively new contraceptive method, and
there are few epidemiological data on their long-term effects.
There is also the concern that, while the effect of the hormonal
exposure associated with use of COCs and progestogen-only
pills (POPs) can be reduced immediately by discontinuing their

use, this is not the case with injectables, for which the effect
continues for some time after the last injection.

Pending further evidence, the Guideline Development Group
(GDG) concluded that the evidence available for COCs

applies to CICs in many but not all instances. Therefore, the
GDG assigned categories for CICs somewhere between the
categories for COCs and POPs. However, for severe pathologies
(e.g. ischaemic heart disease), the classification of conditions
was the same as for COCs. The assigned categories should,
therefore, be considered a preliminary, best judgement, which
will be re-evaluated as new data become available.

COMBINED CONTRACEPTIVE PATCH (P) AND COMBINED
CONTRACEPTIVE VAGINAL RING (CVR)

The combined contraceptive patch (P) and combined vaginal
ring (CVR) are relatively new contraceptive methods. Limited
information is available on the safety of these methods

among women with specific medical conditions. Moreover,
epidemiological data on the long-term effects of P and CVR use
were not available for the GDG to review. Most of the available
studies received support from the manufacturers of these
methods.

According to available evidence, the P provides a comparable
safety and pharmacokinetic profile to COCs with similar
hormone formulations (43-60). Reports of transient, short-term
breast discomfort and skin-site reactions were greater among
P users; however, less than 25% of users experienced these
events (45, 49, 50, 56-58, 61). Limited evidence suggests the
effectiveness of the P may decline for women weighing 90 kg
or more (58, 60).

According to available evidence, the CVR provides a
comparable safety and pharmacokinetic profile and has similar
effects on ovarian function to COCs with similar hormone
formulations in healthy women (67-75). Evidence from use

in obese women (BMI > 30 kg/m?) found that weight gain for
women in this category was not different between CVR users
and COC users (76). Limited evidence from use in women post
medical and surgical abortion found no serious adverse events
and no infection related to use during three cycles of follow-up
post-abortion (77), and limited evidence on women with low-
grade squamous intraepithelial lesions found that use of the
vaginal ring did not worsen the condition (64).

Pending further evidence, the GDG concluded that the evidence
available for COCs applies to the combined contraceptive P
and CVR, and therefore the P and CVR should have the same
categories as COCs. The assigned categories should, therefore,
be considered a preliminary, best judgement, which will be
re-evaluated as new data become available.
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COMBINED HORMONAL CONTRACEPTIVES (CHCs)

CHCs do not protect against sexually transmitted infections (STIs), including HIV. If there is a risk of STI/HIV, the correct and
consistent use of condoms is recommended. When used correctly and consistently, condoms offer one of the most effective
methods of protection against STls, including HIV. Female condoms are effective and safe, but are not used as widely by national

programmes as male condoms.

CONDITION CATEGORY CLARIFICATIONS/EVIDENCE
| = initiation, C = continuation
coc | P | o | cic

T recommendations reviewed for the COC = combined oral contraceptive

MEC 5™ edition, further details after this | P = combined contraceptive patch

table CVR = combined contraceptive vaginal ring

* additional comments after this table | CIC = combined injectable contraceptive

PERSONAL CHARACTERISTICS AND REPRODUCTIVE HISTORY

PREGNANCY NA NA NA NA | NA = not applicable
Clarification: Use of COCs, P, CVR or CICs is not
required. There is no known harm to the woman,
the course of her pregnancy, or the fetus if COCs,
P, CVR or CICs are accidentally used during
pregnancy.

AGET* Evidence: Evidence about whether CHC use
affects fracture risk is inconsistent (78-89),

8) Menarche to < 40 years 1 1 1 1 although 3 recent studies show no effect

b) > 40 years 2 2 2 2 (90-92). CHC use may decrease bone mineral
density (BMD) in adolescents, especially in those
choosing very low dose formulations (< 30 pg
ethinyl estradiol-containing COCs) (97, 93-105).
CHC use has little to no effect on BMD in
premenopausal women (90, 93-102, 106—109),
and may preserve bone mass in those who are
perimenopausal (703, 104, 110-117).BMD is a
surrogate marker for fracture risk that may not
be valid for premenopausal women, and which,
therefore, may not accurately predict current or
future (postmenopausal) fracture risk (778—120).

PARITY

a) Nulliparous 1 1 1 1

b) Parous 1 1 1 1
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COMBINED HORMONAL CONTRACEPTIVES (CHCs)

CHCs do not protect against sexually transmitted infections (STIs), including HIV. If there is a risk of STI/HIV, the correct and
consistent use of condoms is recommended. When used correctly and consistently, condoms offer one of the most effective
methods of protection against STls, including HIV. Female condoms are effective and safe, but are not used as widely by national
programmes as male condoms.

CONDITION CATEGORY CLARIFICATIONS/EVIDENCE
| = initiation, C = continuation
coc | P | o | cic

T recommendations reviewed for the COC = combined oral contraceptive
MEC 5™ edition, further details after this | P = combined contraceptive patch

table CVR = combined contraceptive vaginal ring

* additional comments after this table | CIC = combined injectable contraceptive

BREASTFEEDING Evidence: Clinical studies demonstrate
conflicting results regarding effects on

8) < 6 weeks postpartum 4 4 4 4 breastfeeding continuation or exclusivity in

b) > 6 weeks to < 6 months 3 3 3 3 women exposed to COCs during lactation. No

postpartum (primarily breastfeeding) consistent effects on infant growth or illness
have been reported (727-126). Adverse health

¢) > 6 months postpartum 2 2 2 2

outcomes or manifestations of exogenous
estrogen in infants exposed to combined
contraceptives through breast-milk have not
been demonstrated; however, studies have been
inadequately designed to determine whether a
risk of either serious or subtle long-term effects
exists.

POSTPARTUM (IN NON-BREASTFEEDING WOMEN) '

Although the risk of venous thromboembolism (VTE) is the same in breastfeeding and non-breastfeeding women, use of CHCs is
generally not recommended prior to 6 months postpartum in women who are breastfeeding.

a) < 21 days Clarification: For women up to 6 weeks
postpartum with other risk factors for VTE,
such as immobility, transfusion at delivery,
i) with other risk factors for VTE 4 4 4 4 BMI > 30 kg/m?, postpartum haemorrhage,
immediately post-caesarean delivery, pre-
b) > 21 days to 42 days eclampsia or smoking, use of CHCs may pose an
i) without other risk factors for VTE 2 2 2 2 additional increased risk for VTE.

i) without other risk factors for VTE 3 3 3 3

ljy with other risk factors for VTE 3 3 3 3 Evidence: One study examined use of CHCs

during the postpartum period and found that VTE
rates were higher for CHC users compared with
non-users at all time points postpartum. Rates
were significantly different only after 13 weeks
postpartum, but the numbers needed to harm
were lowest in the first 6 weeks postpartum
(132). VTE risk is elevated during pregnancy
and the postpartum period,; this risk is most
pronounced in the first 3 weeks after delivery,
declining to near baseline levels by 42 days
postpartum (127-131).

c) > 42 days 1 1 1 1
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COMBINED HORMONAL CONTRACEPTIVES (CHCs)

CHCs do not protect against sexually transmitted infections (STIs), including HIV. If there is a risk of STI/HIV, the correct and
consistent use of condoms is recommended. When used correctly and consistently, condoms offer one of the most effective
methods of protection against STls, including HIV. Female condoms are effective and safe, but are not used as widely by national

programmes as male condoms.

CONDITION

CATEGORY
| = initiation, C = continuation

coc | P | o | cic

CLARIFICATIONS/EVIDENCE

T recommendations reviewed for the
MEC 5 edition, further details after this
table

* additional comments after this table

COC = combined oral contraceptive

P = combined contraceptive patch

CVR = combined contraceptive vaginal ring
CIC = combined injectable contraceptive

POST-ABORTION Clarification: COCs, P, CVR or CICs may be
) First trimester 1 1 1 1 started immediately post-abortion.
b) Second trimester 1 1 1 1 Evidence: Women who started taking COCs
, ) ) immediately after first-trimester medical or
¢) Immediate post-septic abortion 1 1 1 T | surgical abortion did not experience more side-
effects or adverse vaginal bleeding outcomes
or clinically significant changes in coagulation
parameters compared with women who used a
placebo, an IUD, a non-hormonal contraceptive
method, or delayed COC initiation (734—141).
Limited evidence on women using the CVR
immediately after first-trimester medical or
surgical abortion indicated no serious adverse
events and no infection related to CVR use during
3 cycles of follow-up post-abortion (77).
PAST ECTOPIC PREGNANCY* 1 1 1 1
HISTORY OF PELVIC SURGERY 1 1 1 1
SMOKING Evidence: COC users who smoked were at
a) Age < 35 years 2 9 2 2 increased risk of cardiovascular diseases,
especially myocardial infarction (MI), compared
b) Age > 35 years with those who did not smoke. Studies also
i) < 15 cigarettes/day 3 3 3 2 |showed an increased risk of Ml with increasing
ii) > 15 cigarettes/day 4 4 4 3 number of cigarettes smoked per day (30, 37,
142-151).
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COMBINED HORMONAL CONTRACEPTIVES (CHCs)

CHCs do not protect against sexually transmitted infections (STIs), including HIV. If there is a risk of STI/HIV, the correct and
consistent use of condoms is recommended. When used correctly and consistently, condoms offer one of the most effective
methods of protection against STls, including HIV. Female condoms are effective and safe, but are not used as widely by national
programmes as male condoms.

CONDITION CATEGORY CLARIFICATIONS/EVIDENCE
| = initiation, C = continuation
coc | P | o | cic

T recommendations reviewed for the COC = combined oral contraceptive
MEC 5™ edition, further details after this | P = combined contraceptive patch

table CVR = combined contraceptive vaginal ring

* additional comments after this table CIC = combined injectable contraceptive

OBESITY Evidence: Obese women who use COCs are
a) > 30 kg/m2 BMI 9 9 9 , | more likely to experience VTE than obese

women who do not use COCs. The absolute risk
b) Menarchze to <18 years and 2 2 2 2| of VTE in healthy women of reproductive age
=30 kg/m” BMI is small. Limited evidence suggests that obese
women who use COCs do not have a higher
risk of acute Ml or stroke than obese non-users
(146, 147, 151-156). Limited evidence suggests
obese women are no more likely to gain weight
after 3 cycles of using CVR or COCs than
overweight or normal-weight women. A similar
weight gain during 3 months was noted in both
the COC group and the CVR group across all
BMI categories (76). Overall, evidence suggests
that contraceptive effectiveness is maintained
among obese CHC users (157—172); however,
among women with very high BMI using COC,
evidence is inconsistent (761, 167, 171). No
association was found between pregnancy risk
and BMI among P users (7161, 167, 171). The
effectiveness of the patch decreased among
women who weighed > 90 kg in 1 study (772).

BLOOD PRESSURE MEASUREMENT NA NA NA NA | NA = not applicable
UNAVAILABLE

Clarification: It is desirable to have blood
pressure measurements taken before initiation
of COC, P, CVR or CIC use. However, in some
settings, blood pressure measurements

are unavailable. In many of these settings,
pregnancy-related morbidity and mortality risks
are high, and COCs, P, CVR or CICs may be
among the few methods widely available. In such
settings, women should not be denied use of
COCs, P, CVR or CICs simply because their blood
pressure cannot be measured.
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COMBINED HORMONAL CONTRACEPTIVES (CHCs)

CHCs do not protect against sexually transmitted infections (STIs), including HIV. If there is a risk of STI/HIV, the correct and
consistent use of condoms is recommended. When used correctly and consistently, condoms offer one of the most effective
methods of protection against STls, including HIV. Female condoms are effective and safe, but are not used as widely by national

programmes as male condoms.

CONDITION

CATEGORY
| = initiation, C = continuation
coc | P | o | cic

CLARIFICATIONS/EVIDENCE

T recommendations reviewed for the
MEC 5 edition, further details after this
table

* additional comments after this table

COC = combined oral contraceptive

P = combined contraceptive patch

CVR = combined contraceptive vaginal ring
CIC = combined injectable contraceptive

CARDIOVASCULAR DISEASE

MULTIPLE RISK FACTORS FOR 3/4 3/4 3/4 3/4 | Clarification: When a woman has multiple
ARTERIAL CARDIOVASCULAR major risk factors, any of which alone would
DISEASE substantially increase the risk of cardiovascular

(e.g. older age, smoking, diabetes,
hypertension and known
dyslipidaemias)

disease, use of COCs, P, CVR or CICs may
increase her risk to an unacceptable level.
However, a simple addition of categories for
multiple risk factors is not intended; for example,
a combination of 2 risk factors assigned a
Category 2 may not necessarily warrant a higher
category.

HYPERTENSION

For all categories of hypertension, classifications are based on the assumption that no other risk factors for cardiovascular
disease exist. When multiple risk factors do exist, the risk of cardiovascular disease may increase substantially. A single reading
of blood pressure level is not sufficient to classify a woman as hypertensive.

a) History of hypertension, where 3 3 3 3 Clarification: Evaluation of cause and level
blood pressure CANNOT be of hypertension is recommended, as soon as
evaluated (including hypertension in feasible.
pregnancy)
Evidence: Women who did not have a blood
pressure check before initiation of COC use had
an increased risk of acute MI and stroke (26, 32,
33,173, 174).
b) Adequately controlled 3 3 3 3 Clarification: Women adequately treated for
hypertension, where blood pressure hypertension are at reduced risk of acute Ml
CAN be evaluated and stroke as compared with untreated women.
Although there are no data, COC, P, CVR or CIC
users with adequately controlled and monitored
hypertension should be at reduced risk of
acute MI and stroke compared with untreated
hypertensive COC, P, CVR or CIC users.
c) Elevated blood pressure levels Evidence: Among women with hypertension, COC
(properly taken measurements) users were at increased risk of stroke, acute MI,
. . . . and peripheral arterial disease compared with
g;ﬁ’;go“rﬁnl‘:f; 59 or diastolic 3 3 3 3 | non-users (14, 26, 31, 33, 142, 144, 150, 151,
173-185). Discontinuation of COCs in women
ii) systolic > 160 or diastolic 4 4 4 4 with hypertension may improve blood pressure
>100 mm Hg control (786).
d) Vascular disease 4 4 4 4
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COMBINED HORMONAL CONTRACEPTIVES (CHCs)

CHCs do not protect against sexually transmitted infections (STIs), including HIV. If there is a risk of STI/HIV, the correct and
consistent use of condoms is recommended. When used correctly and consistently, condoms offer one of the most effective
methods of protection against STls, including HIV. Female condoms are effective and safe, but are not used as widely by national
programmes as male condoms.

CONDITION CATEGORY CLARIFICATIONS/EVIDENCE
| = initiation, C = continuation
coc | P | o | cic

T recommendations reviewed for the COC = combined oral contraceptive
MEC 5™ edition, further details after this | P = combined contraceptive patch

table CVR = combined contraceptive vaginal ring

* additional comments after this table | CIC = combined injectable contraceptive

HISTORY OF HIGH BLOOD PRESSURE 2 2 2 2 Evidence: Women using COCs who had a history
DURING PREGNANCY of high blood pressure in pregnancy had an
(where current blood pressure is increased risk of Ml and VTE, compared with COC
measurable and normal) users who did not have a history of high blood

pressure during pregnancy. The absolute risks
of acute MI and VTE in this population remained
small (32, 33, 151, 174, 176, 187-192).

DEEP VEIN THROMBOSIS (DVT)/
PULMONARY EMBOLISM (PE)*

a) History of DVT/PE 4 4 4 4
b) Acute DVT/PE 4 4 4 4
¢) DVT/PE and established on 4 4 4 4
anticoagulant therapy

d) Family history 2 2 2 2

(first-degree relatives)
e) Major surgery
i) with prolonged immobilization 4 4 4 4

ii) without prolonged 2 2 2 2
immobilization

f) Minor surgery without 1 1 1 1
immobilization

KNOWN THROMBOGENIC 4 4 4 4 Clarification: Routine screening is not
MUTATIONS appropriate because of the rarity of the
(e.g. factor V Leiden; prothrombin conditions and the high cost of screening.
mutation; protein S, protein C, and
antithrombin deficiencies) Evidence: Among women with thrombogenic
mutations, COC users had a 2- to 20-fold higher
risk of thrombosis than non-users (3, 755,
193-214).
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COMBINED HORMONAL CONTRACEPTIVES (CHCs)

CHCs do not protect against sexually transmitted infections (STIs), including HIV. If there is a risk of STI/HIV, the correct and
consistent use of condoms is recommended. When used correctly and consistently, condoms offer one of the most effective
methods of protection against STls, including HIV. Female condoms are effective and safe, but are not used as widely by national
programmes as male condoms.

CONDITION CATEGORY CLARIFICATIONS/EVIDENCE
| = initiation, C = continuation
coc | P | o | cic

T recommendations reviewed for the COC = combined oral contraceptive

MEC 5™ edition, further details after this | P = combined contraceptive patch

table CVR = combined contraceptive vaginal ring
* additional comments after this table | CIC = combined injectable contraceptive

SUPERFICIAL VENOUS DISORDERS T

a) Varicose veins 1 1 1 1 Evidence: One study suggested that among
women with varicose veins, the rate of VTE and
superficial venous thrombosis (SVT) was higher
in oral contraceptive users compared with non-
users; however, statistical significance was not
reported and the number of events was small

(215).
b) Superficial venous thrombosis 2 2 2 2 Clarification: SVT may be associated with an
(SvT) increased risk of VTE.

Evidence: One study demonstrated that among
women with SVT, the risk of VTE was higher in
oral contraceptive users compared with non-
users (216).

CURRENT AND HISTORY OF 4 4 4 4
ISCHAEMIC HEART DISEASE
STROKE 4 4 4 4

(history of cerebrovascular accident)
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COMBINED HORMONAL CONTRACEPTIVES (CHCs)

CHCs do not protect against sexually transmitted infections (STIs), including HIV. If there is a risk of STI/HIV, the correct and

consistent use of condoms is recommended. When used correctly and consistently, condoms offer one of the most effective

methods of protection against STIs, including HIV. Female condoms are effective and safe, but are not used as widely by national

programmes as male condoms.

CONDITION CATEGORY CLARIFICATIONS/EVIDENCE

| = initiation, C = continuation
coc | P | o | cic

T recommendations reviewed for the COC = combined oral contraceptive

MEC 5™ edition, further details after this | P = combined contraceptive patch

table CVR = combined contraceptive vaginal ring

* additional comments after this table | CIC = combined injectable contraceptive

KNOWN DYSLIPIDAEMIAS WITHOUT 2 2 2 2 Clarification: Routine screening is not

OTHER KNOWN CARDIOVASCULAR appropriate because of the rarity of the condition

RISK FACTORS T and the high cost of screening. Increased levels
of total cholesterol, low-density lipoprotein (LDL)
and triglycerides, as well as a decreased level
of high-density lipoprotein (HDL), are known risk
factors for cardiovascular disease. Women with
known severe genetic lipid disorders are at much
higher lifetime risk for cardiovascular disease
and may warrant further clinical consideration.
Evidence: Limited evidence on use of CHCs
among women with dyslipidaemia and
risk of cardiovascular outcomes provided
inconsistent results. One study suggested an
increased risk for Ml among COC users with
hypercholesterolaemia compared to non-users
without hypercholesterolaemia (277); 1 study
suggested an increased risk for VTE and for
stroke among COC users with dyslipidaemia
compared to COC users without dyslipidaemia
(22); and 1 study suggested no worsening
of lipid abnormalities among CHC users with
dyslipidaemia compared to non-users with
dyslipidaemia (278). No evidence of risk for
pancreatitis was identified.

VALVULAR HEART DISEASE*

a) Uncomplicated 2 2 2 2

b) Complicated (pulmonary 4 4 4 4

hypertension, risk of atrial fibrillation,

history of subacute bacterial

endocarditis)
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COMBINED HORMONAL CONTRACEPTIVES (CHCs)

CHCs do not protect against sexually transmitted infections (STIs), including HIV. If there is a risk of STI/HIV, the correct and
consistent use of condoms is recommended. When used correctly and consistently, condoms offer one of the most effective
methods of protection against STls, including HIV. Female condoms are effective and safe, but are not used as widely by national

programmes as male condoms.

CONDITION

CATEGORY
| = initiation, C = continuation
coc | P | o | cic

CLARIFICATIONS/EVIDENCE

T recommendations reviewed for the
ME