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A lthough human immu-
nodeficiency virus (HIV) 
pre-exposure prophylaxis 

(PrEP) is a highly effective method of 
HIV prevention, it is largely underuti-
lized by women, who account for 
almost 20% of all new HIV diagnoses 
in the United States.1,2 Awareness 
and utilization of PrEP is increasing 
among men who have sex with men 
(MSM) but continues to remain low 
among women, particularly among 
those at increased risk. The latter 
group includes Black women and 
women living in geographies with 
a high concentration of HIV such as 
the Southern region of the United 
States, which accounts for 52% of 
new HIV diagnoses.3 Trends in HIV 
infections further highlight the sig-
nificant racial disparities that persist 
for Black women, whose rate of HIV 
acquisition is 16 times that of White 
women and 5 times that of Hispanic 
women.4 PrEP use among women 
has the potential to reduce new HIV 
infections by 61% (with ≥ 75% ad-
herence), yet less than 10% of men 
and women who are “behaviorally 
indicated for PrEP” are utilizing this 
important prevention tool.3  

There are many known political, 
cultural, and institutional barriers 
that increase girls’ and young wom-
en’s HIV risk, including poverty, gen-
der inequality, sexual and partner 
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violence, and inadequate access to 
educational opportunities.5 PrEP has 
the potential for high acceptability 
and uptake among women; how-
ever, access to sexual health services 
and knowledge of HIV prevention 
tools are often limited, particularly 
in areas where it is most needed. As 
barriers to access have been exacer-
bated by current political pressures, 
economic cutbacks, and health dis-
parities intensified by the Covid-19 
pandemic, connecting our most 
vulnerable populations with the care 
and prevention tools they need to 
live healthy lives is critical.  

What WHNPs/NPs need 
to know
The Centers for Disease Control and 
Prevention (CDC) clinical guidelines 
for HIV PrEP are widely used to 
assess patients’ PrEP eligibility, but 
they may inadequately evaluate 
many women who are at risk and 
would benefit from HIV protection.6 
Because the CDC guidelines are 
designed to identify women “at 
substantial risk” for HIV acquisition, 
they do not fully account for a range 
of psychosocial and behavioral fac-
tors associated with HIV risk among 
women, such as education level, his-
tory of sexual violence, and HIV risk 
self-assessment.7 The current CDC 
guidelines may not consider that the 
person may be unaware of a part-
ner’s risks of HIV infection such as 
injection drug use, sexual networks, 
sex with male partners, recent incar-
ceration, or HIV status.4

PrEP is largely underutilized in 
part because clinicians lack aware-
ness about PrEP as an HIV preven-
tion tool and an understanding 
of how to prescribe and monitor 
patients who are taking it.8 PrEP for 
HIV prevention is simple to initiate 
and monitor, and it has the power to 
substantially reduce HIV infections 
in women.

Nurse-led HIV prevention pro-
grams have been shown to increase 
uptake of PrEP. Women’s health 
nurse practitioners (WHNPs) are in 
an ideal position in discussions with 
women concerning sexual health 
behavior to assess risk factors and 
connect those who are vulnerable 
to HIV infection with PrEP.9 Research 
has shown that individual percep-
tion of risk is generally inaccurate 
and often underestimated.10 There-
fore, it is critical that a patient-cen-
tered approach be used to provide 
accurate and objective information 
when counseling patients for PrEP.4 

Evidence in PrEP 
treatment
There have been multiple, large clin-
ical trials that have investigated the 
effectiveness of PrEP within popu-
lations including MSM, transgender 
men and women, and heterosexual 
men and women. Studies among 
heterosexual women are summa-
rized here. 

Heterosexual men and 
women
The Partners PrEP trial enrolled 4,758 
serodiscordant heterosexual couples 
in Uganda and Kenya.11 Partici-
pants received either daily tenofovir 
disoproxil fumarate (TDF), (TDF)/
emtricitabine (FTC), or placebo for 
the prevention of HIV infection. The 
HIV-positive participants, in accor-
dance with local treatment guide-
lines, were not on antiretroviral ther-
apy. Investigators reported a 75% 
reduction in HIV infection among 
the HIV-negative partners taking 
TDF/FTC as well as a 67% reduction 
among those taking TDF alone. 
Among women, the estimated effi-
cacy was 71% for TDF and 66% for 
TDF/FTC. The TDF2 trial in Botswana 
enrolled 1,219 heterosexual men 
and women who received daily TDF/
FTC.12 The study found a 62% reduc-

tion in HIV acquisition among those 
taking TDF/FTC. 

Heterosexual women
The FEM-PrEP study enrolled het-
erosexual women in South Africa, 
Kenya, and Tanzania to receive daily 
TDF/FTC or placebo to prevent HIV 
infection.13 The study was stopped 
early when an interim analysis de-
termined that the trial was unlikely 
to show efficacy. The Vaginal and 
Oral Interventions to Control the 
Epidemic (VOICE) trial enrolled 5,029 
heterosexual women to receive 
either daily oral TDF, daily oral TDF/
FTC, topical vaginal tenofovir, or 
corresponding placebo.14 Based on 
plasma tenofovir levels, adherence 
was approximately 30%. The trial 
was stopped early due to futility.

Women who should be 
considered for PrEP
Heterosexually active women who 
have had sex in the past 6 months, 
do not have an acute or estab-
lished HIV infection, and are not in 
a monogamous partnership with a 
recently tested HIV-negative partner 
are considered PrEP eligible if their 
situation or sexual behavior includes 
at least one of the following risks2: 
•  Infrequent use of condoms 

during sex with one or more 
partners of unknown HIV status. 

•  In an ongoing sexual relationship 
with an HIV-positive partner. 

•  Diagnosed with or reported as 
having a bacterial sexually trans-
mitted infection (STI), such as 
gonorrhea, chlamydia, or syphilis 
within the past 6 months (Table 1).

Regimens approved for 
HIV PrEP
In July 2012, the US Food and Drug 
Administration (FDA) approved oral 
fixed-dose combination tenofovir 
DF-emtricitabine in a single daily 
dose for prevention of sexually ac-
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quired HIV infection among MSM, 
heterosexual men and women, and 
transgender women who have sex 
with men.2 TDF/FTC contains 300 
mg of tenofovir DF and 200 mg of 
emtricitabine, and is not recom-
mended for people who have an es-
timated creatinine clearance of less 
than 60 mL/min. The most common 
reported side effects in several large 
clinical trials that used TDF/FTC were 
nausea and decreased appetite.2 
Although TDF/FTC can cause renal 
dysfunction, adverse renal events in 
the large clinical trials of TDF/FTC for 
PrEP were rare.11 Outcome data from 
the use of TFD/FTC among pregnant 
women showed no evidence of ad-
verse effects to fetuses exposed to 
these medications.12,13 

Lab evaluation and 
counseling at initiation 
of PrEP 
Baseline laboratory studies including 
renal function, viral hepatitis serol-
ogy, STI testing, and HIV testing using 
an HIV-1/2 antigen-antibody immu-
noassay should be performed within 
1 week of starting PrEP.2 Oral rapid 
tests are not recommended for HIV 
testing prior to starting PrEP (Table 2). 

When starting PrEP, clinicians 
should educate patients on how to 
take their medication, common side 
effects, and how to handle them. 
The most common side effects with 
PrEP initiation include mild gastroin-

testinal symptoms, which generally 
resolve within the first month of 
use.14 Patients should be counseled 
about the potential for these side 
effects and to continue with daily 
adherence. If side effects cannot be 
tolerated, patients should consult 
with their providers. In addition, cli-
nicians should provide patients with 
resources such as evidence-based, 
reliable websites to which they 
can refer if questions arise. For 
many people, PrEP is one facet of a 
broader approach to HIV and  
STI prevention. Offering patient- 
centered counseling to support 
risk-reduction efforts is an important 
component of PrEP care.

Time to achieve 
suppression
The time from first dose of TDF/FTC 
to tissue concentrations that offer 
maximal protection against HIV 
infection is unknown. Pharmacoki-
netic studies suggest that oral TDF 
attains maximal concentration in 
rectal tissues in about 7 days, cervi-
covaginal tissues at about 20 days, 
and blood at about 20 days.15-17 It is 
important to counsel patients that 
time to protection from PrEP is not 
definitively known. Guidelines rec-
ommend counseling patients that 
optimal protection is achieved for 
rectal exposure after 7 days of daily 
dosing of TDF/FTC, and that optimal 
protection is achieved for all sites of 

exposure after 20 days of daily dos-
ing.18-20 

Ongoing monitoring 
Once PrEP is established, patients 
should return approximately every 
3 months for monitoring and lab 
work to ensure safety and efficacy 
(Table 2). There is a small risk of os-
teopenia with TDF use, although it is 
not considered clinically significant 
and does not require monitoring 
of bone mineral density.21 A risk of 
nephrotoxicity, particularly with long-
term TDF use among people living 
with HIV occurs with an incidence 
of 1.09/1,000 person-years and is re-
versible on discontinuation of TDF.21 
Discussions about “seasons of risk” 
and life circumstances such as stable 
partnerships, trying to conceive, and 
major life events should be consid-
ered and addressed at each follow-up 
visit to identify need for ongoing 
PrEP.22 Given changes to clinical prac-
tice in the era of Covid-19, creative 
approaches to PrEP monitoring using 
telemedicine and self-collected HIV 
testing is currently being studied and 
evaluated.23 

Pregnancy, 
breastfeeding, PrEP 
use
The use of PrEP in pregnancy and 
breastfeeding is a safe and effective 
method for reducing HIV infection. 
A systematic review of PrEP use in 

Table 1. Women candidates for HIV pre-exposure prophylaxis2 

Without acute or established HIV infection

Any sex with opposite sex partners in past 6 months

Not in a monogamous partnership with a recently tested HIV-negative partner

And at least one of the following:
Infrequent use of condoms during sex with 1 or more partners of unknown HIV status

In an ongoing sexual relationship with an HIV-positive partner

A bacterial STI (syphilis, gonorrhea, chlamydia) diagnosis or reported in the past 6 months

HIV, human immunodeficiency virus; STI, sexually transmitted infection.
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women did not find any safety-related 
concerns to warrant prohibiting or 
discontinuing PrEP during pregnancy 
or lactation.24 Given that pregnancy 
is a time of particular HIV vulnerability 
and the clinical implications of HIV ac-
quisition in pregnancy are significant, 
many experts recommend PrEP spe-
cifically during pregnancy for at-risk 
women.25,26 

There is a small potential for in-
creased loss of bone mineral density 
(BMD) with TDF-based PrEP during 
pregnancy and breastfeeding. How-
ever, there is limited research in this 
area and loss of BMD is naturally 
occurring during this time.27 Phar-
macokinetic studies of TDF (which 
is quickly absorbed and converted 
to tenofovir in the gut) have shown 
it to have poor absorption and 
bioavailability in breastmilk, with 
minimal exposure to the infant.27 
The use of PrEP during pregnancy 
and breastfeeding has the potential 
to eliminate vertical transmission of 
HIV and improve maternal and child 
health outcomes globally. 

Access for all women
New HIV diagnoses among women 
decreased from 2014 to 2018, but 
Black women in the United States re-
main at highest risk of HIV infection.1 

Unfortunately, PrEP uptake among 
Black women is lower when com-
pared with White women. Analysis of 
prescription data from 2014 to 2016 
showed that among the female PrEP 
users for which race/ethnicity data 
were available, only 26% were Black 
(48% were White).28 There are numer-
ous barriers to PrEP use among Black 
women, including underestimation 
of risk by healthcare providers, lack 
of access to providers who prescribe 
PrEP, medical mistrust, and healthcare 
providers who have racial or other 
biases that negatively impact clinical 
decision making.29 

Future of PrEP
Several novel PrEP agents are cur-
rently in various stages of clinical 
trials and regulatory review includ-
ing intramuscular (IM) injectables, 
vaginal rings, implants, patches, 
inserts, enemas, and douches.30 
Cabotegravir long-acting IM injec-
tion is currently in phase 3 clinical 
trials (this may change by publica-
tion) for MSM, transgender women 
(TGW), and cisgender women in 
Sub-Saharan Africa with promising 
results.30 

In A Study to Prevent Infection 
with a Ring for Extended Use  
(ASPIRE), a monthly vaginal ring 

containing dapivirine has shown ev-
idence of HIV protection in women 
ages 18 to 45 years living in Malawi, 
South Africa, Uganda, and Zimba-
bwe.31 Clinical studies evaluating co-
formulation with levonorgestrel for 
combined HIV protection and con-
traception are currently undergoing 
review.32 A subdermal implant 
(similar to the etonogestrel implant) 
containing the drug islatravir would 
provide protection for up to 1 year 
and is currently being investigated 
for safety.33   

The use of “on-demand” PrEP 
(taken 2–24 hours before sexual 
encounter and 2 days after) has only 
been studied in MSM populations 
and rectal tissue (ANRS IPERGAY 
trial and iPREX study) where drug 
concentrations reach optimal levels 
quicker. Given the lack of research 
on the use of “on-demand” PrEP 
in women, and the potential for 
confusion around dosing, female 
patients should be counseled on the 
importance of daily adherence. The 
challenges with daily oral PrEP high-
light the need for the availability of 
long-acting and on-demand options 
specifically for women that can 
provide consistent protection while 
reducing adherence barriers.

Table 2. Monitoring for individuals receiving PrEP2  

Laboratory test Baseline At least every 3 months At least every 6 months

HIV screening test X X

Hepatitis B screening* X

Hepatitis C screening X

Serum creatinine with eCRCl X X

STI testing X X X

Pregnancy test for women X X

anti-HBc, antibody hepatitis B core antigen; anti-HBs, hepatitis B surface antibody; eCrCl, estimated creatinine clearance; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; 
HIV, human immunodeficiency virus; PrEP, pre-exposure prophylaxis; STI, sexually transmitted infection; TDF/FTC, tenofovir/emtricitabine.
*Includes HBsAg, anti-HBc, and anti-HBs
Note: Renal function: A serum creatinine test should be done and an eCrCL should be calculated using the Cockcroft-Gault formula. Any person with an eCrCl of < 60 mL/min should 
not be prescribed TDF/FTC. Hepatitis serology: Sexually active adults are at risk for acquiring viral hepatitis B and C infection. Any person found to be HBsAg positive should be 
further evaluated for management of hepatitis B. HBV infection is not a contraindication for PrEP, but persons with HBV infection require additional evaluation. Persons who are not 
immune to hepatitis B should be offered vaccination. Baseline screening for hepatitis C infection with a hepatitis C antibody test should be performed prior to starting PrEP.
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Conclusion
PrEP is a powerful prevention tool 
that has the potential to significantly 
reduce, if not nearly eliminate, new 
HIV infections. There is a clear need 
to scale up PrEP use among women 
who are at risk for HIV infection, but 
it takes providers having the training 
and knowledge base to appropri-
ately connect patients with this pre-
vention tool. This includes a need for 
providers to address and confront 
racial biases within their own clinical 
practice to ensure equitable, high- 
quality care for all patients. HIV risk 
assessment should become a rou-
tine part of sexual health discussion 
and screening process, and initiating 
and managing PrEP a common 
practice for nurse practitioners and 
primary care practices. 
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