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When discussing health-related issues 
in the transgender population, it is 
important to be aware of the difference 
between the terms sex and gender. 
Sex refers to the biologic and physi-
ologic characteristics that differentiate 
between males and females and is 
assigned at birth based on anatomy. 
Gender refers to an individual’s sense of 
identity as male, female, or something 
else on the spectrum (eg, nonbinary, 
genderqueer, gender diverse, gender 
nonconforming). 

Language around gender identity is 
evolving, and it is crucial that health 
care practitioners stay educated about 
current terminology, which may differ 
culturally and geographically. Herein, 
the term transgender refers to individu-
als whose gender identity is different 
from their sex assigned at birth. Trans-
gender women are those assigned male 
at birth but have a female or feminine 
gender identity, and transgender men 
are those assigned female at birth but  
have a male or masculine gender iden- 
tity. The term cisgender is used to de- 
scribe individuals who are not trans-
gender (ie, whose gender identities 
are aligned with the sex they were as- 
signed at birth).

An estimated 25 million adults 
worldwide identify as transgender. In 
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Perspective

Management and Prevention of HIV Among  
Transgender Adults

the United States, between 1 and 1.4 
million adults identify as transgender 
(35% of those as nonbinary),1-3 and 
nearly 2% of high school students iden-
tify as transgender or nonbinary.4,5

Discrimination and Violence

Many transgender people face discrim- 
ination. In a 2015 survey of transgen- 
der individuals in the United States,  
58% reported experiencing discrim- 
ination; 46% reported experiencing  
sexual or physical assault; 33% re- 
ported experiencing discrimination in  
health care settings; 23% reported that  
they avoided health care because of 
discrimination; 15% reported being 
unemployed; 29% reported living in 
poverty; 30% reported ever being un- 
housed; and 50% reported experiencing  
rejection from their family.6 In addi- 
tion, a majority of those surveyed re- 

ported being bullied or harassed at 
school (K–12) because they were trans-
gender: 54% were verbally harassed; 
24% were physically attacked; 13% 
were sexually assaulted; and 17% drop- 
ped out of school as a result of severe 
mistreatment.6 

In 2019, 27 transgender women 
were reported murdered in the United 
States.7 In 2020, as of August, 28 trans-
gender women had been reported 
murdered in the United States.8

Vulnerability to HIV

Transgender-specific vulnerabilities to  
HIV are often rooted in transphobia or 
in negative attitudes and beliefs about 
transgender people that lead to dis-
crimination. Some of the structural, 
interpersonal, biologic, and individual 
factors that increase vulnerability to HIV 
for transgender individuals are shown 
in the Table. These factors include high 
rates of violence and victimization, as 
well as high prevalence of depression, 
suicidality, and substance use. Trans-
gender individuals have high rates of 
sex work, which is often a result of  
exclusion from the workforce. Mistreat-
ment and discrimination in health care 
settings can lead transgender individ-
uals to avoid medical care, resulting 
in missed opportunities for HIV test-
ing, lack of access to HIV prevention 
services, reduced diagnosis of and 
treatment for sexually transmitted  

Table. Factors That Increase Vulnerability to HIV for Transgender Individuals

Structural and Interpersonal Biologic Individual

•  Social exclusion (eg, housing, 
employment)

• Legal status
•  Mistreated or denied care in 

health care settings
•  Poor access to prevention 

information
• Economic vulnerability
• Violence and victimization

•   Effects of testosterone (eg, atro-
phic vaginitis)

•   Effects of estrogen on tissue 
receptors

•   Sexually transmitted infections

• Inconsistent condom use
• Substance use
• Low self-efficacy
• Sex work
•  HIV prevention is a low 

priority
• Mood disorders
• Suicidality
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infections (STIs), lack of engagement in  
care, and poor medication adherence.

Data on global HIV prevalence 
among transgender individuals are  
limited, largely because transgender  
women are often placed in the same 
category as men who have sex with 
men, especially in low- and middle- 
income countries. In a 2013 meta-
analysis that examined 15 countries, 
the estimated global prevalence of HIV 
among transgender women was 19%, 
and transgender adults were 49 times 
more likely to have HIV than all adults 
of reproductive age.9 In the United 
States, HIV prevalence is estimated 
to be 0.39%. HIV prevalence is sev-
eral times higher among transgender 
women (14.1%) and transgender men 
(3.2%).10,11 

According to the Centers for Disease 
Control and Prevention 2018 HIV Sur-
veillance Report, 9,959 transgender 
women and 403 transgender men are 
living with HIV in the United States, 
with more than two-thirds being Afri-
can American or Latinx (Figures 1 and 
2).12 Overall, new diagnoses of HIV in 
transgender people increased between 
2014 and 2018. 

Antiretroviral Therapy and Viral 
Suppression

When people are diagnosed with HIV, 
it is crucial that they are engaged in 
care and initiated on antiretroviral ther-
apy (ART) as early as possible. Rates 
of viral suppression are lower among  

transgender individuals than the gen-
eral population for a variety of reasons: 
prioritization of transition-related med-
ical care over HIV care, fears about 
drug interactions between hormones 
and HIV, low adherence to antiretrovi-
ral medications, negative experiences 
with care practitioners and health sys-
tems, fear of discrimination, stigma, 
mental health issues, substance use, 
and unstable housing.13-19 Data from 
the Ryan White HIV/AIDS Program 
from 2018 show an overall rate of vi- 
ral suppression among transgender 
individuals of 81.8%, approximately 
5% lower than all individuals living with  
HIV. Rates are lower in younger trans-
gender individuals; 67.8% among those  
aged 20 to 24 years and 72.7% among  
those aged 25 to 29 years. Rates are 

also lower among those in temporary 
or unstable housing (74.1% and 68%, 
respectively).20 

Studies from the Program Enhanc-
ing Engagement and Retention in 
Quality HIV Care for Transgender 
Women of Color, funded by Health 
Resources and Services Administration 
(HRSA) between 2012 and 2017, inves-
tigated ways to improve the HIV care 
continuum for transgender women.17-

19,21-27 Interventions found to improve 
HIV outcomes included integrating 
HIV care with hormone therapy, peer 
health navigation, and contingency 
management (eg, a cash incentive for 
keeping appointments or achieving 
viral suppression). Additional studies  
of such interventions are underway. 

Interactions Between ART and 
Gender-Affirming Hormone 
Therapies 

A concern often raised is the possibil-
ity of drug-drug interactions between 
ART and gender-affirming hormone 
therapy, especially regimens contain- 
ing estrogen. The first step in the meta- 
bolism of estrogen is Fhydroxylation in 
the liver by cytochrome P450 enzymes. 
Some hormone levels may be elevated 
or lowered, depending on the compo-
nents of the ART regimen. 

Although there are no data that spe-
cifically examine interactions between 
hormones used by transgender people 
and ART, recommendations regarding  
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Figure 2. Transgender people living with HIV in the United States, by race and ethnicity, in 
2018. Adapted from Dailey et al12
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Figure 1. Transgender women diagnosed with HIV in the United States, by age, in 2018. 
Adapted from Dailey et al.12
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potential interactions have been ex- 
trapolated from research on oral con- 
traceptive medications containing ethi- 
nylestradiol.28 The antiretroviral drug 
classes with the least potential for inter-
actions with gender-affirming hormone 
therapy are unboosted integrase strand 
transfer inhibitors and nonnucleoside  
reverse transcriptase inhibitors. ART 
regimens containing cobicistat-boosted 
elvitegravir or cobicistat- or ritonavir- 
boosted protease inhibitors may increase 
levels of testosterone and finasteride. 
ART regimens containing ritonavir-
boosted protease inhibitors, efavirenz, 
etravirine or nevirapine, may decrease 
levels of estradiol, testosterone, and 
finasteride.

PrEP Efficacy in Transgender 
Individuals

HIV preexposure prophylaxis (PrEP) 
was first approved by US Food and Drug 
Administration for use based on results 
of the iPrEx (Preexposure Prophy-
laxis Initiative) study, which reported 
29 transgender women in the study 
population (approximately 1% of partic-
ipants).29 A later subanalysis identified 
additional transgender women in the 
study population, including people 
who did not identify as transgender but 
were taking estrogen, which increased 
the number of transgender women 
included to approximately 339 (14% 
of participants).27 Among transgen-
der women in the study, PrEP initially 
appeared to be ineffective as the num-
ber of seroconversions was the same 
among people who were or were not  
taking PrEP (hazard ratio, 1.1). However,  
further examination of the data re- 
vealed that transgender women had ex- 
tremely low adherence to PrEP. Among 
those assigned to PrEP who serocon-
verted, most had no detectable levels 
of PrEP drugs in their blood; among 
those who had levels consistent with 
taking more than 4 pills per week, no 
seroconversions were noted. Subse-
quent analyses have shown baseline 
characteristics that may explain differ- 
ences in PrEP efficacy between trans-
gender women and cisgender men 
who have sex with men.30 

The iFACT (Interaction between the 
use of feminizing hormone therapy and 
Antiretroviral agents Concomitantly 
among Transgender Women) Study, 
conducted in Thailand, examined inter-
actions between PrEP and feminizing 
hormones among 20 transgender wom- 
en.31 The investigators found that estro-
gen levels were not affected by PrEP but 
that tenofovir exposure was reduced 
by approximately 12% in the presence 
of feminizing hormones.32 In a small 
study of PrEP in North Carolina, in 4  
transgender women taking feminiz-
ing hormones, 4 cisgender men, and 
4 cisgender women, concentrations of 
tenofovir in blood and in rectal tissue 
were similar, although there were lower 
ratios of tenofovir diphosphate and de- 
oxyadenosine-triphosphate in rectal 
tissue of transgender participants.33 
The clinical significance of these data 
are unclear, considering the small sam- 
ple sizes; however, they did show that 
estrogen levels do not change with 
PrEP use.

The iBrEATHe (Interactions Between 
Truvada and Hormone Therapy) study, 
a pharmacokinetic substudy of the Tri-
umph Project (a PrEP demonstration 
project in transgender populations), 
investigated drug-drug interactions 
between PrEP and estrogen in trans-
gender women and testosterone in trans 
gender men.34 The study included 24  
transgender men and 24 transgender  
women who were taking testosterone  
and estradiol, respectively. Participants  
received daily PrEP for 4 weeks, di- 
rectly observed by video or in per- 
son. Investigators measured the par-
ticipants’ serum hormone levels and 
tenofovir diphosphate levels weekly for 
4 weeks and found that serum hormone 
levels were not affected by oral PrEP. 

The PrEP Care Continuum

Data on the PrEP care continuum for 
transgender people are limited. The 
multisite LITE (Leading Innovation for 
Transgender Women’s Health and Em- 
powerment) study, examined PrEP up 
take among 1,100 transgender women 
without HIV across 6 US cities.35 Par- 
ticipants received baseline HIV and STI  
tests and then ongoing testing every 

3 months. Of participants who were 
sexually active, 82% had heard of PrEP  
but only 22% had ever taken it, only 
13% had taken PrEP in the last month, 
and only 9% had been adherent to 
PrEP in the last week. In a US study 
that enrolled 1,808 transgender men 
24.3% met 1 or more criterion for PrEP  
eligibility, but only 34% of those had 
received information on PrEP from 
their care practitioner and only 11% 
were taking PrEP.36 

Many transgender individuals meet 
criteria for PrEP use, but only approxi-
mately 9% to 10% of those individuals 
take it. Several studies have examined 
key barriers to PrEP uptake in this pop- 
ulation, including lack of knowledge 
about PrEP, mistrust of medical practi-
tioners and researchers, concerns about 
interactions between PrEP medications 
and hormone therapy, low perceived 
HIV risk, HIV stigma, and lack of trans- 
gender-inclusive marketing.26,35-38 Fac- 
ilitating PrEP uptake among transgen-
der individuals requires implementing 
transgender-competent services, such 
as prescribing hormones in the HIV 
clinic, providing educational and pro- 
motional materials about PrEP, and en- 
suring that clinicians are recommend-
ing PrEP whenever appropriate and 
advising about the lack of interactions 
between PrEP and gender-affirming 
hormones. Because many transgender 
individuals are underinsured or unin-
sured, linking them to insurance or to 
medication assistance programs is also 
important.

Inclusivity in the HIV Clinic 

To help engage and retain transgender 
individuals in care, the clinic environ-
ment should be made as inclusive as 
possible. Having a 2-step question on 
clinic intake forms that asks 1) current 
gender identity and 2) sex assigned  
at birth ensures that a patient’s gen-
der identity is known and provides 
the physician with information to pro 
vide appropriate preventive care. Clinic  
staff should take special care to use 
an individual’s chosen name and pro- 
nouns consistently. Staff should also  
avoid using gendered titles (eg, Mr,  
ma’am) until they have verified a pa- 



477

HIV and Transgender Adults   Volume 28 Issue 3   December 2020/January 2021

tient’s gender identity and language-
preference. A common mistake is mis- 
gendering patients based on assump-
tions (eg, assuming during a phone 
call that someone with a deeper voice 
is a cisgender man). Additionally, clin-
ics should ensure that the psychosocial 
and material needs of their patients 
can be easily met (eg, gender-neutral 
restrooms are provided); that educa-
tional materials or brochures featuring 
transgender individuals are available;  
that nondiscrimination, diversity, and 
confidentiality policies are clear and 
known; and that practitioners are able 
and willing to prescribe hormones when 
appropriate (see Box).

Individualized Care

Gender affirmation refers to the pro-
cess of being recognized and supported 
in one's gender identity and expres-
sion, and may include social, legal, 
and psychological components, as well 
as medical interventions such as hor-
mones and surgeries. Some individuals 
may change their name and pronouns 
and nothing else, or they may take hor-
mones and decide against surgery, or 
vice versa. Medical care for a transgen-
der individual should be individualized 
based on their goals, which may or may 
not include medical intervention. 

Presented by Dr Radix in August 2020 and 
updated in October 2020. First draft prepared 
from transcripts by Rachel Lastra. Reviewed 
by Dr Radix in January 2021.
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