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A Decade of PrEP: Overcoming Access Barriers in the U.S.
Through Expanded Delivery

In July 2012, the United States (U.S.) Food and Drug Administration (FDA) approved the first medication
for use as HIV pre-exposure prophylaxis (PrEP).! For the first time in 40 years, an effective HIV prevention
option —in the form of a daily antiviral medication — became available for the millions of Americans at risk
for acquiring HIV. The rollout of this highly effective tool meant that contemporary HIV prevention
methods could rely on two primary approaches: achieving sustained viral suppression through the use of
antiretroviral therapy (ART) for people living with HIV and the use of PrEP among HIV-negative individuals
at risk for HIV. Together, these strategies reduce or eliminate the possibility of HIV transmission among
individuals potentially vulnerable to HIV.

There are also important social and cultural benefits to PrEP availability. For the millions of gay, bisexual,
transgender, and other higher-risk groups living in the U.S. under in the grim shadow cast by an epidemic
that began four decades prior, PrEP meant — for the first time — moving past much of the fear, shame, and
stigma that accompanied sexual encounters and HIV tests. Consequently, PrEP has become the
centerpiece of HIV prevention in the U.S. and some parts of the world. Recent estimates suggest there
are approximately one million active PrEP users worldwide as of 2019.2 While PrEP uptake has increased
over time, recent estimates suggest that only 25% of Americans who might benefit from PrEP have been
prescribed one of the — now three — combination prescription antiviral medications approved for use as
PrEP by the U.S. FDA.2 More disheartening, rates of PrEP use and PrEP awareness among Black and Latinx
men who have sex with men (MSM) remain disproportionately low, while new cases of HIV remain
disproportionately high in these populations.*>

A goal central to the U.S. “Ending the HIV Epidemic” (EHE) initiative is to increase PrEP utilization to at
least 50% of the estimated 1.2 million Americans at risk for HIV by 2030.%® In light of the disparities in PrEP
prescribing and PrEP access in the U.S., meeting this goal will require changing how both clinicians,
healthcare administrators, and policymakers conceptualize HIV prevention and approach PrEP delivery.

PrEP Access: Opportunities and Pitfalls

Following the FDA approval of PrEP in 2012, cost and insurance coverage were initially significant barriers
to PrEP uptake. Gilead, the manufacturer and original patent holder of the first combination medication
approved for use as PrEP, offered many patients copayment and financial assistance to support patient
uptake. Section 2713 of the Affordable Care Act (ACA) contains specific recommendations pertaining to
private health plans’ coverage for preventative health services that are relevant to patients' use of PrEP
as an HIV prevention method.’” Following the 2019 U.S. Preventative Services Task Force recommendation
statement and evidence report granting PrEP an ‘A rating’ as an HIV prevention strategy, most U.S. health
plans were — pursuant to Section 2713 of the ACA — required to cover PrEP with no additional out of pocket
cost incurred by plan beneficiaries.®® Unfortunately, however, this decision does not benefit the
individuals in the U.S. who might benefit from PrEP and lack prescription insurance coverage.
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Person-Centered Dosing Strategies and New Routes of Administration

Emtricitabine (FTC)/tenofovir disoproxil fumarate (TDF) or “TDF/FTC” was the first medication approved
for use as PrEP in the U.S. When taken as prescribed, several studies have shown that this daily oral
regimen is nearly 100% effective in preventing HIV transmission among MSM*%*3 and is also an effective
HIV prevention strategy in other high-risk populations.}*'> However, for some people, a daily PrEP
regimen may not be appealing, feasible, and/or practical. While not currently CDC recommended nor FDA
approved, trials exploring the efficacy of on-demand or “event driven” oral PrEP dosing strategies appear
promising. For example, a 2+1+1 regimen (e.g., taking two TDF/FTC tablets 2-24 hours prior to sexual
intercourse and a daily TDF/FTC tablet for two days thereafter) may be an effective HIV prevention
strategy among MSM.® Event driven PrEP addresses the practical reality that sexual risk is often dynamic,
many people can anticipate sexual activity and plan accordingly, and adherence to daily oral therapy can
be a challenge. The newest ARV addition to the global HIV prevention toolkit, cabotegravir, is a long-acting
injectable administered on a bimonthly schedule.'” For individuals unlikely or unable to reliably take a
daily medication or for whom an on-demand or “event driven” approach to PrEP is not suitable, long-
acting injectable cabotegravir might be a more acceptable HIV prevention strategy.

The expanding toolbox of PrEP options increases the likelihood that people at risk for HIV will eventually
be able to choose from a “menu” of highly effective PrEP options tailored to their personal needs and
preferences. As we have learned from 40 years of the epidemic, HIV prevention - similar to HIV care - is
not a one-size-fits-all endeavor; a prevention strategy that works for one individual may be impractical
for another individual. With a pipeline of new PrEP formulations on the horizon, providers must remain
abreast of the available and emerging PrEP strategies in order to provide patients with HIV prevention
option(s) that will be most successful within the context of their day-to-day lives and overall HIV risk.

In addition to the growing number medications and dosing strategies available for patients interested in
PrEP, the U.S. CDC (2021) PrEP Clinical Practice Guidelines support same day PrEP prescribing — a strategy
poised to further decrease barriers to access and increase patient uptake and convenience.'® Some
patients may face time constraints that make returning to clinic a week or two after an initial evaluation
burdensome. To minimize the time between an initial visit, awaiting diagnostic test results, and starting
PrEP, these updated clinical practice guidelines support same-day initiation of PrEP in patients for whom
same-day HIV and renal function testing is feasible.
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Opportunities for Provider Education

Combatting the “Purview Paradox”

While PrEP uptake hasincreased over time in the U.S., there remains some question about which clinicians
should be responsible for PrEP prescribing in clinical practice. This phenomenon, referred to as the
“purview paradox,” was first described by Krakower (2014) and refers to ambiguity surrounding which
providers should or could screen patients for PrEP eligibility and prescribe PrEP.' Infectious disease
practitioners likely have the most experience with HIV treatment and prevention, but these providers are
in limited supply and it is unreasonable to expect the estimated 9,000 practicing infectious disease
physicians in the U.S.%° could be capable of providing PrEP to the approximately 1.2 million Americans
who might benefit.?

Viewed through a lens of disease prevention, it might seem that PrEP would be well suited to the primary
care setting. Currently, there are more than 120,000 active primary care or internal medicine physicians
in the U.S., and disease prevention is a cornerstone of primary care practice.?! However, some primary
care providers — including providers who serve high-risk populations — remain reluctant to approach the
topic of PrEP with their patients or start patients on PrEP. Commonly cited reasons for this reluctance
include: a lack of knowledge or awareness about PrEP, feeling uncomfortable prescribing a ‘new’ medicine
or discussing HIV risk behaviors with patients, perceived cost and/or insurance coverage, and competing
clinical priorities.?>2* However, while PrEP is currently far from universally available in the primary care
setting in the U.S, some primary care practices have made a concerted effort to offer PrEP to patients.?
Some health systems, such as Kaiser Permanente, have integrated PrEP clinics and developed a
streamlined referral process to these clinics into their model of care delivery to ensure patients have
access to PrEP services.?® However, there may be opportunities for expanded PrEP access beyond the
primary care setting. Some intrepid providers are exploring alternative models for PrEP delivery including
in women’s health (OB-GYN) clinics,?’ pharmacies, the emergency department (ED),”® and outpatient
substance use treatment centers.?

Risk vs. Benefit: Combatting Compensatory Risk

There is a growing body of evidence suggesting that U.S. health care providers might be reluctant to
prescribe PrEP due to personally held beliefs pertaining to PrEP and the notion that offering their patients
PrEP might somehow encourage patients to engage in or seek out risky sexual behaviors.30-32

The notion that individuals alter their behavior(s) or make choices in response to their perceptions of the
risk(s) of their actions is known as “compensatory risk.”3*34 Risk compensation theory posits that people
may increase risk taking if they are offered an intervention that somehow mitigates perceived risk.>* In
the context of PrEP and HIV prevention, this theory might suggest that offering patients PrEP could
encourage greater sexual risk taking as a result of perceived mitigated risk of HIV transmission. However,
multiple randomized PrEP efficacy trials have found no self-reported increases in sexual risk-taking among
study participants.3>3® A 2021 retrospective study of self-reported sexual behaviors among MSM found
that PrEP use was associated with lower rates of condom use but was not associated with an increased
number of sexual partners or substance use.>’ However, recent studies of MSM and transgender women
have suggested that rates of bacterial sexually transmitted infections (STI) are higher among PrEP users,
while other studies report that PrEP users are at no greater risk for STI transmission following initiation of
PrEP.3842 Given these inconsistent findings, it is unclear whether and/or how the mitigated risk of HIV
offered by PrEP may contribute, if at all, to rising rates of STls in the U.S., perhaps via declining rates of
condom use among PrEP users. There are emerging data to support the notion that the quarterly STI
testing required of PrEP users may actually, over time, result in stabilization or even declines in STl rates.*
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While the presence and magnitude of compensatory risk among PrEP users is unresolved and likely
dependent on the population and setting, there is a growing body of evidence suggesting that some U.S.
health care providers might be reluctant to prescribe PrEP due to personally held beliefs about sexual risk
compensation.**“® |n some U.S. communities, the deleterious effects of providers’ personally held beliefs
regarding PrEP may be further magnified by other personal beliefs grounded in homophobia or racism, or
both.*

For context, providers routinely recommend harm-reduction services and prescribe treatments,
medications, or lifestyle modifications to patients for health conditions or behaviors that could carry risk
compensatory effects. Providers who object to the provision of PrEP and/or limit access to PrEP jeopardize
the health and wellbeing of the communities they serve. Provider bias against PrEP must be addressed via
policy change at the institutional level to support practices such as universal PrEP eligibility screening and
comprehensive sexual health history taking. Additionally, provider education is necessary to ensure that
providers are equipped to have effective and non-judgmental conversations about sensitive topics with
their patients.

Implementation Models to Enhance PrEP Access

PrEP Prescribing in Inclusive, Person-Centered Environments

Discussions about HIV and HIV risk typically requires an open dialogue about sensitive, often stigmatized
behaviors between patients and their healthcare providers. Fostering this dialogue requires the provision
of healthcare services in an environment where patients feel comfortable discussing not only their sexual
histories, but other aspects of their identity that might increase their risk for HIV transmission such as
injection drug use, sex work, violence, food security, and housing status.

Many of the well-established sexual health and LGBTQIA+ specialty clinics in the U.S., often considered
“safe spaces” by members of the LGBTQIA+ community, were early proponents of PrEP, including
organizations such as the San Francisco AIDS Foundation (San Francisco), Callen-Lorde (New York City),
and the Fenway Institute (Boston). These well-established health centers are typically viewed as safe
spaces because they implement best practices for the provision of culturally competent primary and
specialty care to the sexual and gender community members they serve.*®

While LGBTQIA+ community trust is undoubtedly an essential component for the delivery of sexual health
and HIV prevention services in this population, it is also important to note that not all individuals at risk
for HIV seek out or desire to seek out healthcare in these environments. For example, MSM who are
reluctant to disclose their sexuality or who do not identify as MSM despite having sexual encounters with
male-identifying persons, may be unlikely to frequent these clinics for fear of being “outed.” As such,
relegating the provision of PrEP only to these clinical practice environments could risk limiting who has
access to this invaluable HIV prevention tool. Ensuring that all people at risk for HIV have access to PrEP
means offering PrEP in a diverse range of clinical environments frequented by cisgender, heterosexual
individuals and specialty practices serving subgroups like LGBTQIA+ community members and persons
who inject drugs (PWID).

Telehealth and TelePrEP

The COVID-19 pandemic jettisoned telehealth services into the lives of both healthcare consumers and
providers. At the height of the pandemic, virtual care and telehealth visits were among the only methods
for receiving routine healthcare services in some settings. Increased institutional support and
infrastructure to support telehealth visits, relaxed licensing requirements to provide telehealth services
across state lines, and changes to reimbursement policies certainly motivated providers to adopt
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telehealth technology amidst the COVID-19 pandemic.*® Just as telehealth has become more prevalent in
many primary care settings and medical subspecialties, telehealth has become a method used to make
PrEP available to patients from the comfort of their home or office.

Several internet based providers provide PrEP services remotely via telehealth.>®*? Unlike the in-office
HIV/STI testing typically performed during most in-person PrEP visits, patients evaluated via telehealth
are given the option to visit a local laboratory or are sent a home test kit to self-test for HIV and STls.
Patients repeat this process quarterly while they remain on PrEP in accordance with current clinical
practice guidelines. Some of these “TelePrEP” services will mail patients’ PrEP medication to their homes
in discreet packaging, eliminating the need to visit a retail pharmacy in their communities. Taken together,
there are many reasons why TelePrEP may be appealing to people at risk for HIV.

At the same time, like all implementation strategies, TelePrEP has limitations. For example, it is
unreasonable to expect that all telehealth providers could contract with all third-party insurance providers
in the U.S. Thus, not all patients have equal access to this care delivery model. Similar to the financial
barriers affecting patients of conventional brick-and-mortar practices, TelePrEP practices might elect to
see uninsured patients on a fee-exempt or a reduced, sliding-scale fee schedule; however, the cost of
medication and quarterly HIV testing remain barriers to PrEP access. In addition, sexual and gender
minority individuals, transgender and gender non-conforming individuals in particular, are
disproportionately affected by poverty and homelessness in the U.S. These individuals may not have
access to the internet or a private space to have a telehealth visit.>? While telehealth certainly makes PrEP
access more convenient, it is unclear how or if these services connect patients to PrEP who would
otherwise not have had access via conventional means (e.g., a primary care provider, STl clinic, LGBTQIA+
specialty practice). Nevertheless, TelePrEP remains a valuable implementation strategy that can expand
the reach of PrEP given the convenience and/or discretion associated with this delivery method.

PrEP Access Via Community-Based Pharmacies

Approximately 90% of Americans live within five miles of at least one pharmacy.>® This is, at least in part,
why retail pharmacies have become popular venues for preventative care services, such asimmunizations.
Recognizing the need for increased PrEP access, as of 2021, legislation has been passed or introduced in
at least 11 U.S. states that would allow pharmacists the ability to dispense a defined quantity of PrEP
medication to a patient — covered by third-party prescription coverage, if applicable — without a physician
prescription.>® For example, sighed into law in California in October 2019, SB 159 allows California
pharmacists to dispense PrEP for 60 days and post-exposure prophylaxis (PEP) to patients without a
prescription.>® This process extends an existing policy framework granting California pharmacists the
ability to dispense hormonal contraception and naloxone hydrochloride without a prescription.

Differentiated PrEP delivery through community pharmacies could be convenient for patients and expand
PrEP access to individuals who might otherwise not know about or have access to PrEP when provided in
primary care. However, there may be impediments to the successful implementation of this PrEP model
that might negatively affect the ability of pharmacists to provide PrEP to patients who would benefit.
Among the most significant barriers to initiating PrEP in a retail pharmacy environment are the staffing
needs, resources, and time required to screen patients for PrEP eligibility and/or perform any necessary
HIV testing. Furthermore, these services may or may not be eligible for reimbursement and may not
generate revenue. Furthermore, in some communities, there may not be a straightforward referral
pathway from the community pharmacist to a prescriber beyond the initial 60-day supply furnished by a
pharmacist, heightening concerns about patient support and the prospects for “prevention effective” use.
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PrEP... In the Emergency Department?

The emergency department (ED) has emerged as an important venue for disease screening and
prevention initiatives in some U.S. healthcare facilities — particularly since many Americans do not have
an established relationship with a primary care provider and, as of 2021, nearly one in 10 Americans lack
health insurance coverage.*® With respect to HIV, a number of EDs across the U.S. have adopted an “opt-
out” approach to HIV screening,””*® which is a well-documented strategy to identify people with
undiagnosed HIV infection and to link or re-link people living with HIV to care. In this model, all patients
(or patients meeting specific criteria) who undergo a blood draw in the context of their ED visit undergo
serologic testing for HIV. Opt-out HIV screening has proven to be an effective strategy to diagnose HIV
infections in ED populations, which serve many patients who may not have access to routine preventative
healthcare services or who would not otherwise independently seek out HIV screening.>®

In EDs with HIV testing and linkage-to-care programs, PrEP screening and delivery is a logical
programmatic expansion for people at risk of HIV who are HIV-uninfected. A recent systematic review
conducted by Gormley and colleagues (2022) suggests that several U.S. EDs have trialed PrEP initiatives.?”
Interestingly, many of these programs adopted different patient screening criteria for PrEP candidacy. For
example, some studies included in the review relied on a personal history of a recent STl to be considered
for a PrEP referral; very few studies in this review screened for risk factors such as sex work or having a
person living with HIV or a PWID as a sexual partner. No studies examined PrEP initiation on the same day
of an ED visit. All EDs with PrEP initiatives in the Gormley et al. (2022) review identified a large proportion
of patients they screened to be at high risk for HIV acquisition and to be eligible for PrEP, demonstrating
the potential value of the approach.

The provision of PrEP in the ED faces several implementation challenges that could undermine
organizational and ED providers’ willingness to adopt this strategy. Emergency medicine providers’
knowledge and familiarity with PrEP is one such limiting factor. However, other factors that might limit
the ability to provide PrEP in this fast-paced clinical setting include: the lack of efficient, reliable PrEP
screening tools, a lack of requisite laboratory data (as many PrEP-eligible patients may not have baseline
labs, including renal function, available), and a lack of reliable, established referral networks for patients
to follow-up with for PrEP continuation.

Most EDs have established infrastructure for contacting patients about diagnostic test results and placing
aftercare referrals. Leveraging this existing infrastructure to connect patients to PrEP services could make
the ED a viable setting to reaching a population that may or may not have health insurance or access to
routine medical care and, as a result, may not otherwise be offered PrEP. Conversely, there are established
barriers to patient follow-up following an ED visit; one recent study found that nearly 30% of patients
evaluated in U.S. EDs lacked follow-up one month after being evaluated.>® In this regard, discharging
patients with an established HIV risk from the ED with a prescription for PrEP (e.g., same-day PrEP) without
a reliable follow-up plan or scheduled follow-up appointment may limit the success and feasibility of
initiating PrEP in the ED.

Conclusions

PrEP is a highly effective HIV prevention strategy that has gained significant attention from many
Americans at risk for HIV. However, we are still far from connecting all Americans who might benefit from
PEP to PrEP services. Disparities persist among high-risk subgroups that have less access to healthcare
services and, in turn, less access to PrEP due to a constellation of personal and structural factors. HIV
prevention science is a dynamic field with new HIV prevention methods and additional PrEP trials
underway; person-centered PrEP formulations and strategies such as event-driven PrEP or injectable PrEP
may further mitigate some individual level factors such as adherence among PrEP users. Institutional and
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structural level factors such as TelePrEP, expanded venues for PrEP initiation, provider education, and
some of the other innovative approaches to PrEP delivery presented could improve patient access to PrEP
in the U.S. and should be the focus of future implementation science research.
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