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Information is constantly evolving on hormonal contraceptive methods, their impact on HIV risk in HIV-negative
women, and their use in women living with HIV. We encourage you to supplement this factsheet with a visit to
www.avac.org/hc-hiv for the most recent information.

What are the available data about hormonal contraceptive use
and risk of HIV infection?

The data are mixed. Some studies suggest that use of certain
hormonal contraceptives—particularly injectable progestogen-
only methods like Depo-Provera (DMPA)-IM and NET-EN—
increase women’s risk of HIV infection. Other studies do not show
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DMPA-IM, and HIV risk. Far more information is available on www.who.int/reproductivehealth/
DMPA-IM than on NET-EN at the moment, and that information publications/family_planning/HC-
primarily comes from observational data. This refers to data and-HIV-2017/en

derived from trials or studies originally designed to answer other
questions. Observational data is hard to analyze since there are
many variables that could have influenced or biased the outcome.

The Evidence for Contraceptive Options and HIV Outcomes Study, or ECHO, is a randomized clinical trial
designed to compare the risks of acquiring HIV among women who used copper intrauterine device (IUD), a
levonorgestrel (LNG); Jadelle implant, and DMPA-IM. Results are expected by July 2019.

How are available data being used to guide contraceptive use and programs?

As of March 2017, the World Health Organization’s (WHO) Guidance Statement on “Hormonal contraceptive
eligibility for women at high risk of HIV” states that there “continues to be evidence of a possible increased risk
of acquiring HIV” among women using DMPA, NET-EN and other progestogen-only injectables. The guidance
states that women should be counseled about this risk, and that no woman should be denied her method of
choice, regardless of HIV risk. Even with this possibility, DMPA and other injectables remain important options,
including for women living with HIV.

What exactly do available data say?

As of July 2016, a WHO-commissioned systematic review of available data found “increased concern” regarding
the impact of DMPA-IM on HIV-negative women’s risk of HIV acquisition.

A “systematic review” involves gathering all available evidence on an issue, evaluating the quality of that
evidence and summarizing it to provide a reliable overview of knowledge on a topic. Such reviews are often
conducted by teams of independent researchers who agree on search terms and criteria for identifying quality
evidence. This was the approach used in the WHO publication.

Two previous systematic reviews concluded that there was uncertainty about the relationship between DMPA-
IM and HIV risk. This latest review indicates concern but does not draw a firm conclusion. The key findings
from the 2016 review are summarized below:

e Data on the oral contraceptive pill and levonorgestrel implants do not suggest an association with HIV
acquisition, though data on implants are limited. Right now, there’s no suggestion that hormonal methods
other than progestogen-only injectables might impact HIV risk. But the information available on some
methods is limited.
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e The 2016 review noted that a previous systematic review had suggested a possible association between
NET-EN and increased HIV risk, but the updated review did not show this association. In March 2017,
WHO gave NET-EN a “MEC 2” rating indicating that there is a possible increased HIV risk among users, but
emphasized that while women should be informed about this possibility, they should not be restricted from
choosing this or another contraceptive method.

e Newer, higher-quality observational data on DMPA-IM, added to previous information, increase
concerns about DMPA-IM use and HIV acquisition in women. The cumulative data strengthen concerns
that DMPA-IM might be increasing women’s HIV risk.

e The study states that, “Recent analyses contradict the hypothesis that differential over-reporting of
condom use by HC users explains observed associations between HC use and HIV infection in some
studies.” The argument that women who use DMPA-IM also use fewer condoms than women who choose
other methods has been suggested to explain previous data. It’s important to note that this review directly
addresses this argument and supports research suggesting that it is not valid.

What'’s the difference between hormonal contraceptive methods?

All hormonal contraceptive methods contain synthetic versions of the hormones that orchestrate women’s
menstrual cycles. These synthetic hormones change the normal cycle in ways that prevent pregnancy.
Hormonal contraceptives differ by type of synthetic hormone(s), level of dosage or frequency of dosage, and
they include pills, injections and implants. Not all contraceptives use hormones. Non-hormonal methods
include the copper intrauterine device (IUD), diaphragms, male and female condoms and others. Right now,
concern around HIV risk is focused only on hormonal methods because they affect the lining of the genital tract
as well as the immune environment. Non-hormonal methods like the copper IUD and male and female condoms
do not have the same effects on the genital tract.

Do all hormonal contraceptives have the same effects on the genital tract?

No. Different contraceptive methods contain different synthetic hormones and/or different doses of the same
synthetic hormones.

Is the current discussion on potential increased HIV risk about all hormonal contraceptives?

When it comes to concern about impact on HIV risk, the main focus is on DMPA-IM. Extensive data on the oral
contraceptive pill offers no indication of increased HIV risk. Data are available on these two methods because the
oral pill and DMPA-IM are among the most widely used contraceptive methods in sub-Saharan Africa.

This doesn’t mean that other hormonal methods do not affect HIV risk—there just isn’t as much information
about rates of HIV in women who use them. NET-EN is also classified as having a possible association with HIV
risk, however there are fewer data on this specific method than there are on DMPA-IM. Many other gaps in the
data exist. For example, there are no data on a hormonal contraceptive called Sayana Press (also known as
DMPA-SC), which is being rolled out globally and uses the same hormone found in DMPA-IM but at a lower
dose.

What are the primary concerns for women living with HIV?

Drug interactions are an issue for women living with HIV. Do antiretroviral therapy (ART) regimens undermine
contraceptive efficacy or vice-versa? There is some evidence that the hormones found in some contraceptive
methods interact with some antiretrovirals (ARVs). For example, the efficacy of implants containing the
synthetic hormone called etonogestrel can be adversely impacted by ARV treatments containing efavirenz.
There may be more method failure—increased pregnancy rates—in women taking etonogestrel and efavirenz.
There is evidence of interactions between ARVs and some other synthetic hormones as well. This is one of
many reasons why DMPA-IM and a full range of contraceptive options need to be available for all women. At
this time, no evidence suggests any contraceptive method increases women’s risk of transmitting HIV.
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Who is most impacted by the concern about DMPA-IM, NET-EN and HIV risk?

Over the past several years, the question of what to do if DMPA-IM impacts women'’s risk of HIV has been
widely debated, as has the question of where action, if any, should be taken. These debates reflect a painful
reality: in East and Southern Africa, DMPA-IM is often the only discreet, long-acting method available to
women, and HIV incidence is especially high among adolescent girls and young women. In an ideal world, all
women, including those in East and Southern Africa, would have access to a full range of contraceptive
methods, along with HIV prevention and treatment. Providers would have adequate time for counseling, and
supplies would be on the shelves at all times. In such a context, a finding about DMPA-IM or any other method
would be relatively simple to respond to: change the counseling messages, inform women, let them make the
choice. However, in today’s context of restricted options, human resource gaps and siloed programming, this
isn’t possible—yet.

A woman-centered approach that expands method mix, integrates HIV and family planning programs, and
supports women, peers and providers in conversations based on informed choice is needed everywhere.
Funders, governments and policy makers must act affirmatively to protect contraceptive access, including
access to DMPA-IM, as an option for many women, including HIV-positive women.

Will there ever be a clear answer about how different contraceptives affect HIV risk?

The Evidence for Contraceptive Options and HIV Outcomes Study, known as ECHO, is designed to compare the
risks of acquiring HIV among women who used the copper IUD, a levonorgestrel implant (Jadelle), and DMPA-
IM. From 2015-2018, the trial recruited 7,830 women in eSwatini, Kenya, South Africa and Zambia who were
sexually active, HIV-negative, ages 16-35, seeking highly effective contraception and willing to be randomly
assigned to use one of three contraceptive methods. All of the women received counseling about the risks and
benefits of the study method they were assigned to, HIV risk reduction and, where available, were offered oral
PrEP either at a study site or through a referral. Daily oral PrEP—a single pill containing a tenofovir-based
drug—taken correctly and consistently reduces risk of HIV acquisition in women and men.

The trial’s primary question is: what are the relative rates of new cases of HIV among HIV-negative women
randomly assigned to either DMPA-IM, the Jadelle implant or the copper IUD? The findings of the study may
clarify if one (or more) of the evaluated methods increase women'’s risk of HIV compared to the other methods
in the trial. It’s also possible that the trial won’t provide definitive answers. The data are now being analyzed
and results are expected by July 2019.

For the latest on ECHO, visit www.avac.org/hc-hiv.

What’s needed now?

The following actions are of paramount importance to ensure informed choice and should be ongoing. Many of
these are recommended or suggested by the March 2017 WHO guidance on hormonal contraception and HIV.

e Programs, policies and messages should reflect women'’s right to know all available information
regarding the contraceptive method(s) they are being offered. Women weigh risks and benefits all
the time. If properly delivered, information about hormonal contraceptives and HIV risk should not
cause women to abandon contraception or their method of choice.

e Investment in programs should provide women with choices in contraception and HIV
prevention. In most of East and Southern Africa, DMPA-IM is the only invisible, long-acting method
available for women. The way to learn about preference is to increase the number of options that
women can choose from (improve method mix), train providers and engage with women as experts on
their own lives.

e Ongoing engagement with women affected by these issues is essential. Their perspectives and
experiences must guide policy, programs and messaging.
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Do hormonal contraceptives protect against HIV infection?

No. Hormonal contraceptives do not protect against HIV or other STIs. Currently, there are no contraceptives,
with the exception of condoms (male and female), that protect against HIV. Women using hormonal
contraceptives must also use a condom or take other measures to protect themselves against HIV.

What is the history of World Health Organization guidance regarding hormonal contraceptive use and
HIV risk?

Since 1991, there have been data suggesting a possible link between some hormonal contraceptives and HIV.
The WHO has been tracking the issue for many years and has reflected its analysis in the grading system it uses
to classify contraceptive methods. This grading system is known as the Medical Eligibility Criteria, or MEC. For
a plain language explanation of the MEC see AVAC'’s fact sheet, “What is up with DMPA and ‘grades’ for family
planning?” available at www.avac.org/dmpa-grades.

In early 2012, the World Health Organization issued a “technical statement” on hormonal contraceptives and
HIV risk that stated: “The World Health Organization should continue to recommend that there are no
restrictions (MEC Category 1) on the use of any hormonal contraceptive method for women living with HIV or
at high risk of HIV.” However, the statement recommended a clarification that changed the grade to a MEC 1*.
The clarification stated that

[B]ecause of the inconclusive nature of the body of evidence on possible increased risk of HIV
acquisition, women using progestogen-only injectable contraception should be strongly advised
to also always use condoms, male or female, and other HIV preventive measures. Expansion of
contraceptive method mix and further research on the relationship between hormonal
contraception and HIV infection is essential.

In 2014, WHO updated this technical statement. DMPA-IM and other similar methods remained a MEC 1* with
the additional recommendation that women at risk of HIV selecting DMPA-IM be informed of the mixed data
regarding that method’s impact on risk of HIV acquisition. In March 2017, WHO updated guidance changes the
MEC froma 1*toa 2.

WHO has said that immediately after ECHO results are released, it will release a statement to provide context
for countries and other stakeholders on the next steps. After the statement, WHO will initiate its formal
guideline review process to see how the ECHO trial impacts the current contraceptive guidance. This process
can be lengthy; but WHO has committed to working on an accelerated timeline. African women impacted by the
data must also be involved in this process.

AVAC | AVAC is a non-profit organization that uses education, policy analysis, advocacy and a network of global
collaborations to accelerate the ethical development and global delivery of new HIV prevention options as part of a
comprehensive response to the pandemic.
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