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underused by women in the UK. Even though cisgender
women make up a quarter of new HIV diagnoses,
only 2.8% of PrEP users in England are women.!

PrEP is an effective tool for HIV prevention, but it's

In the UK, few women have been offered PrEP by a
healthcare provider and there are very low rates of
knowledge of PrEP among women. Even among women
who are aware of PrEP, few have used it. A national study
of women'’s experiences of HIV published in 2018 found that
74% of 151 women who had ever been ‘concerned’ about
HIV were aware of PrEP, but none of them had used it.2

This briefing is about how well PrEP works for cisgender
women. Cisgender women were assigned female at birth
and still identify as female. It reviews relevant research
about PrEP and women in the UK for sexual health and
HIV services, and for advocacy.

What types of PrEP are available for women?

There are several different types of PrEP. However, not all of
them can be used by women. And, of the PrEP options that
women can use, not all of them are available in the UK.

Oral PrEP: Currently, in the UK, only one type of PrEP is
approved for women. This is an oral tablet that contains
both tenofovir disoproxil and emtricitabine (TDF/FTC);
it is sometimes sold under the brand name Truvada.

A second type of oral PrEP is a tablet containing tenofovir
alafenamide and emtricitabine (TAF/FTC), sold under the
brand name Descovy. It is not yet licensed as PrEP for
cisgender women at risk of acquiring HIV through vaginal
sex because it has not been studied enough in this
population. There is evidence to suggest it should work well
for women? but the results of two ongoing African studies
are needed to confirm this. The PURPOSE 1 study is
investigating the efficacy of the injectable drug
lenacapavir compared to both TDF /FTC and TAF/FTC.
The first results are expected in 2024.* The PrEPVacc study
is comparing TDF/FTC to TAF/FTC over a short period

of six months.?

It is rare for people to be unable to take emtricitabine,
but if this is the case, women can take a tablet containing
TDF alone as PrEP¢ In the Partners PrEP study, the
effectiveness of both solo TDF and dual TDF/FTC was
measured. The difference between the medications was
not statistically significant.”

As well as oral PrEP, two other types of PrEP have also been
shown to be effective for cisgender women: injectable

PrEP, and the vaginal ring. Neither are currently available
in the UK.

Injectable PrEP: Injectable PrEP consists of antiretroviral
medications which are given by injection. There is currently
only one type of injectable PrEP, cabotegravir, which needs
to be taken every two months.

Injectable PrEP has proved to be very effective for
women. In 2020, the results of a study called HPTN 084
were released. The study compared cabotegravir
injections with TDF /FTC in women aged 18-45 in seven
African countries. Among 1586 women assigned to oral PrEP,
36 participants (2.3%) acquired HIV, whereas among 1592
women assigned to injectable PrEP, 4 participants (0.3%)
acquired HIV.2 With nearly nine times fewer infections
among women receiving the injections, this was the best
effectiveness ever seen in a PrEP study. Nonetheless,

oral PrEP tablets were still effective at stopping infections.
The key difference in these results was probably due

to adherence.

Injectable long-acting cabotegravir has been approved
by the European Medicines Agency (EMA) but hasn't been
approved in the UK yet. The World Health Organization
(WHO) and the US Centers for Disease Control and
Prevention (CDC) both recommend long-acting injectable
cabotegravir as prevention choice for people who are at
substantial risk of HIV.10

Lenacapavir is another HIV medication that's currently
being studied to see if it can be used as PrP, but clinical
trials are still ongoing. A large study (PURPOSE 1) is looking
at how well lenacapavir works as PrEP for 5000 women in
Africa and is in the final stages. The results are expected
in 2025."

Vaginal ring: A vaginal ring used for PrEP has also been
developed. It's a ring made of silicone which contains the
anti-HIV drug dapivirine. It's used by inserting it into the
vagina where the drug is slowly released over the course of
a month, after which it needs to be replaced.

The vaginal ring might not be as effective as oral PrEP.

Two early studies found that the ring only prevented a
quarter to a third of HIV infections.’>’* However, this is
partly due to the fact that the rings weren't being used as
prescribed. In more recent studies where the ring has been
used more consistently, it has proved to be more effective.*

Vaginal rings for HIV prevention are not currently available
in the UK. They have been approved by the WHO and EMA
for use in low- and middle-income countries.!s
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Cost is likely to be a barrier to the widespread use of new
forms of PrEP, including injections. Decision makers in the
NHS need to compare the cost and effectiveness of new
types of PrEP against the cost and effectiveness of oral
TDF/FTC. As the latter is now available as a low-cost
generic medicine, any alternative must demonstrate
substantial advantages over TDF /FTC. A new type of

PrEP is unlikely to become a first-line option, but may

be recommended for specific groups of PrEP users.

For example, TAF /FTC is currently only recommended for
individuals for whom TDF /FTC is not suitable, such as
adolescents and those with kidney problems.” As mentioned
above, it is not yet available to women.

Is oral PrEP as effective for women as for men?

When taken consistently, as prescribed, PrEP can be highly
effective at preventing HIV transmission for cisgender
women.’8 Studies showing this were conducted in
sub-Saharan Africa.

Nonetheless, a number of PrEP studies and PrEP
programmes with women have had less encouraging results
than has been seen elsewhere with gay and bisexual men.
Major reasons for this are lower levels of adherence and
social barriers to consistent use of PrEP.

There may also be some biological differences. Different
concentrations of the two main PrEP drugs (TDF and FTC)
are achieved in rectal and vaginal tissues.2® After stopping
PrEP (or missing a few days of doses), drug levels decline
more quickly in vaginal tissue.?

Different groups of experts have re-analysed data from
research studies to estimate required levels of adherence.
As they have used different methods and assumptions, they
have sometimes come to different conclusions. One analysis
found that for cisgender women who managed daily
dosing, PrEP had an average likely efficacy of 99%.

But if they took 4-6 doses a week it was 88% and 2-4 doses,
80%.22 Similarly, another analysis found that women who
took seven, four and two pills a week PrEP had an efficacy
of 96%, 84% and 59%.%

A third analysis found that with three doses per week,
efficacy was 95% (confidence interval: 90-98%), but
efficacy dropped substantially at one dose per week.24
Importantly, this group of researchers found that
differences in drug levels between vaginal and rectal tissue
did not help explain the results - drug levels in blood cells
were much more relevant. As these are the same in men and
women, biological differences may be less relevant to PrEP
effectiveness than sometimes thought.

Women taking oral PrEP are recommended to have a
lead-in period of taking PrEP before a possible HIV
exposure. This should allow an effective level of PrEP

to build up in the body. Guidelines often recommend a
longer lead-in period for women than men, because of
the time it takes for tenofovir (one of the drugs in PrEP)
to build up in the vagina. For example, the World Health
Organization (WHO) recommends a lead-in period of
seven days.”

However, some experts point to data which suggests that
taking one pill a day for three days before sex should be
long enough to protect women from acquiring HIV from
vaginal sex.2¢ If this isn't possible, starting with a double
dose of PrEP between 2 and 24 hours before potential
exposure to HIV (such as condomless sex) is expected to
provide some protection.

Women should continue to take PrEP daily for at least
seven days after their last sex.

Event-based PrEP has not been tested in women and
guidelines do not recommend it for women at risk of
acquiring HIV from vaginal sex - but it should be
effective for women who need to protect themselves
during anal sex. (Event-based PrEP is sometimes called
on-demand PrEP or 2-1-1 PrEP. It involves taking two pills
of TDF/FTC between 2 and 24 hours before condomless
sex, one pill 24 hours later, and one pill 24 hours

after that.)

Does taking PrEP affect your contraception
options?

Taking TDF/FTC PrEP does not affect how well any
contraceptive works.”?¢ These drugs have been widely
used by women living with HIV for many years, including by
women using contraceptives.

However, studies have suggested that bone mineral density
loss can be worsened by using intramuscular DMPA
contraceptive injectable and TDF at the same time.?
Experts recommend that women using DMPA should
consider an alternative contraceptive method, particularly
if they are already at a higher risk of bone problems.s°

There are no known drug interactions between
contraceptives and injectable cabotegravir or the
dapivirine vaginal ring. However, the dapivirine vaginal
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ring (PrEP) shouldnt be used at the same time as a
contraceptive vaginal ring. Vaginal rings containing both
dapivirine and a contraceptive are being developed.

Does PrEP affect the menstrual cycle?

There's no evidence that PrEP will affect the menstrual cycle
or fertility.

and breastieeding?

The World Health Organization (WHO) recommends
that pregnant and breastfeeding women who are at risk
of acquiring HIV should be offered daily oral PrEP
containing TDF/FTC.¥

Safety

All the evidence suggests that PrEP is safe for women

to take when they are trying to get pregnant and
throughout their pregnancy.325334 These drugs have been
wide|y used by women |iving with HIV for many years,
including during pregnancy.

Studies have found minimal differences in the weight,
growth, bone health or neurological development of
babies born to mothers taking PrEP, or in the rate of
adverse pregnancy outcomes such as stillbirth,
premature birth or neonatal death.?%¢

It is worth noting that many studies of PrEP have
excluded pregnant and breastfeeding women. Most of
the guidelines that advise on PrEP use for pregnant and
breastfeeding women are relatively new. There are some
ongoing studies and planned studies which will provide
further data about safety.3728

Currently, there isn't enough data to recommend
cabotegravir during pregnancy or breastfeeding.?

The first studies following women using the vaginal ring
for PrEP raised no safety concerns when used in the third
trimester of pregnancy and while breastfeeding.o#

Efficacy

PrEP should still work well during pregnancy, which is a
time of increased risk of HIV acquisition. There is some
evidence to suggest that levels of PrEP in the body might
be reduced during pregnancy.®2 Until we have more
research data, we can'’t know for sure if this affects how
well it works. What we do know is that women who are
at risk of acquiring HIV greatly reduce their risk when
they use PrEP, regardless of whether they are pregnant.

Does PrEP affect menopause?

In general, there is very limited data about how well PrEP
works for older women compared to younger women.#*
However, women living with HIV have been taking the same
medications used in PrEP for decades, and this means we
have lots of information about potential side effects and
drug interactions.

Taking PrEP shouldnt make symptoms of menopause, such as
hot flushes, worse. There don't seem to be any drug inter-
actions with PrEP and hormone therapies.* This means it
should be safe to take when using HRT to treat

menopausal symptoms.

However, taking TDF can affect bone mineral density.

This is important to know because post-menopausal women
are already at higher risk of bone loss and osteoporosis.
Women going through menopause, or who are
post-menopausal, can have their bone health monitored
more closely when taking TDF/FTC.

How can women access Prep?

In the UK, PrEP can be accessed through NHS sexual health
clinics, free of charge. It's also possible to pay for PrEP
through a UK-based online pharmacy or private clinic,

or a private online pharmacy in another country.

Women should be able to get PrEP for free through sexual
health clinics simply by asking for it. Women who feel that
they need PreP will probably benefit from it. This may be,
for example, if their sexual partner(s) is living with HIV and
has a detectable viral load or if they sell sex. However,
PrEP might not be prescribed if a doctor or nurse thinks the
risk of taking PrEP outweighs the benefit, or if a woman is
not at high risk of acquiring HIV.

Guidelines that advise healthcare providers about who
needs PrEP*> have been criticised as too restrictive by the
community organisations.*¢ When thinking about whether
PrEP is right for someone, wider risk factors should also be
considered, such as intimate partner violence, a history of
child sexual abuse, socioeconomic stress, insecure housing,
and undocumented migrant status. Current intimate
partner violence is particularly strongly associated with
HIV diagnosis.”
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What are the barriers to PrEP use among women?

In England in 2022, just 2467 of 86,324 PrEP users (2.8%)
were women.*s However, very little research has
investigated barriers to PrEP use among women in the UK
or elsewhere in Europe. The studies that are available often
have small sample sizes or are qualitative. More research
has been conducted in sub-Saharan Africa or the United
States, where many of the contextual factors are different.
Nonetheless, in 2023 researchers synthesised the available
evidence from the UK to identify individual, interpersonal
and structural barriers to PrEP use among women.*°

Individual

* Low awareness and knowledge of PrEP: in several studies,

more than 80% of women had not heard of it. This
sometimes reflects a more general lack of knowledge
about HIV. Women who have heard of PrEP may perceive
that it is only intended for gay and bisexual men.

e Concerns about the effectiveness of PrEP, side-effects
and pregnancy. These concerns are sometimes linked
with gaps in knowledge.

* Low self-perceived risk of HIV acquisition. For example,
in one study, women struggled to judge their individual
vulnerability to HIV; providing information about PrEP
wasn't enough to overcome this.>°

Interpersonal

* HIV stigma: in several studies, women were concerned
that even discussing PrEP would lead others to assume
they were living with HIV or were promiscuous.

* Race and ethnicity: the intersections of race, ethnicity
and gender compound inequities in HIV prevention.
Black women report distrust of the establishment and
experiences of racism in the NHS, which reduces
engagement with healthcare. Black Africans are often
conceived of as a homogenous group, but outreach
workers are likely to be more successful if they
understand the cultural norms in specific communities.

Structural
* PrEP is only available at sexual health clinics. However,
these services are not used by everyone who is

vulnerable to HIV (for example, most heterosexual people

newly diagnosed with HIV have never previously
attended a sexual health clinic®52). HIV stigma
discourages some women from being seen at sexual
health clinics.

« Eligibility criteria in clinical guidelines may miss
women who could benefit from PrEP. Compared with
gay and bisexual men, fewer heterosexual women whose
behaviour and clinical characteristics align with a need
for PrEP have that need recognised by sexual health

clinicians and even fewer start using PrER

* Access to the NHS for migrants: although sexual health
and HIV services are exempt from NHS charging
regulations, the complexity of the rules and data sharing
with the Home Office discourages access.

» Women were under-represented or excluded from
several PrEP clinical trials, leading to a lack of data to
support women’s use of PrEP.

However, the review did identify some facilitators.5*
When women are aware of PrEP, many are interested in
using it. Targeted, community-specific outreach can be
effective at raising awareness. Focused efforts to
identify individual women at risk of HIV and to offer PrEP
have shown promise®® and HIV testing provides an
opportunity to discuss prevention, including PrEP.

Male partners of cisgender women are able to use PrEP
to prevent HIV transmission during vaginal sex. They can
use daily PrEP in the same way as women, or they can
use event-based PrEP> Event-based PrEP is sometimes
called on-demand PrEP or 2-1-1 PrER It involves taking
two pills 24 hours before condomless sex, one pill

24 hours later, and one pill 24 hours after that.

There haven't been any studies on event-based PrEP
done in heterosexual people but scientists have used
the data we have from gay and bisexual men to inform
their advice. If men do take event-based PrEP to
protect themselves from HIV transmission from vaginal
sex they shouldn't take TDF alone as only TDF /FTC has
been tested for event-based PrEP.

Thanks to Dr Will Nutland, Professor Sheena McCormack
and Dr Erica Pool for their advice.
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