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Clinical guidelines for human immunodeficiency virus (HIV) preexposure prophylaxis (PrEP) developed by the US Centers for
Disease Control and Prevention have been instrumental in the implementation of PrEP in medical practices throughout the country.
However, the eligibility criteria contained within may inadvertently limit PrEP access for some patients. We describe the following
key considerations and caveats related to these criteria: promotion of a selective vs universal approach to sexual health education
involving PrEP; misalignment between criteria stated in the table and text boxes; problematic categorization and confounding of
sexual orientation, gender identity, and risk behavior; underemphasis of network/community-level drivers of HIV transmission;
oversimplification of serodiscordant risk; and lack of clarity surrounding the relevance of condoms to PrEP eligibility. We offer con-
crete recommendations to address the identified issues and strengthen future iterations of the guidelines, applying these recommen-

dations in an alternative table of “criteria.”
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The US Centers for Disease Control and Prevention (CDC) and
the US Public Health Service have pioneered the development of
clinical guidelines to support the implementation of human im-
munodeficiency virus (HIV) preexposure prophylaxis (PrEP).
Between 2011 and 2013, in the wake of clinical trials that first
demonstrated the efficacy of daily oral tenofovir disoproxil fu-
marate as PrEP [1-4], these organizations published interim
guidance for providing PrEP to men who have sex with men
(MSM), heterosexually active adults, and people who inject
drugs (PWID) [5-7]. In 2014, they synthesized and expanded
the early interim guidance to create a single comprehensive re-
source [8], recently updated to Preexposure Prophylaxis for the
Prevention of HIV Infection in the United States-2017 Update:
A Clinical Practice Guideline [9]. This evidence-informed im-
plementation guidance, directed toward clinicians and policy-
makers, is commonly referred to as the “CDC guidelines” for
PrEP. The guidelines summarize evidence of PrEP’s safety and
efficacy, provide PrEP eligibility criteria for select populations,
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supply recommendations for the provision and discontinuation
of PrEP, and offer suggestions for supporting patients’ medica-
tion adherence and risk reduction. Publication of the prelim-
inary and present CDC guidelines has coincided with rising
rates of PrEP prescription nationally [10]. Both primary and
HIV care providers have reported CDC guidelines to be a top
resource guiding PrEP service delivery [11, 12]. Additionally,
the official state health department websites of 42 of 50 states
and Washington, DC, appear to have duplicated, adapted, or
linked to CDC guideline criteria [13], further underscoring the
potential reach of the guidelines.

Despite the positive and critical role that the CDC guidelines
have played in supporting PrEP uptake in the United States, the
PrEP eligibility criteria presented within, reproduced in Table 1,
and accompanying information surrounding their application
require reconsideration if the goal is for all people at risk for
HIV acquisition to have access to this prevention resource.
Here, we describe several clinical considerations and caveats
related to the application and contents of the eligibility crite-
ria contained within the current CDC guidelines. We also offer
recommendations to address these issues and strengthen future
iterations of the guidelines, several of which may be pertinent to
PrEP guidelines established by other health authorities as well,
such as the World Health Organization [14, 15]. We implement
our recommendations in an alternative set of PrEP “criteria,’
presented in Table 2.
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Table 1. Overview of 2 Versions of Criteria Contained Within the US Centers for Disease Control and Prevention Guidelines
Population
Version of
Criteria MSM Heterosexual Women and Men® PWID
Summary of e HIV-positive sexual partner e HIV-positive sexual partner e HlV-positive injecting partner
guidance e Recent bacterial STI (gonorrhea, chlamydia, e Recent bacterial STI (gonorrhea or syphilis) e Sharing injection equipment
or syphilis) * High number of sex partners
e High number of sex partners e History of inconsistent or no condom use
e History of inconsistent or no condom use e Commercial sex work
e Commercial sex work * In high-prevalence area or network
Recommended  Adult man Adult person Adult person
indications Without acute or established HIV infection Without acute or established HIV infection Without acute or established

Any male sex partners in past 6 months (if
also has sex with women, see recom-
mended indications for heterosexually
active men and women)

Not in a monogamous partnership with a
recently tested, HIV-negative man

AND 1+ of the following:

e Any anal sex without condoms (receptive or
insertive) in past 6 months

e A bacterial STI (syphilis, gonorrhea, or
chlamydia) diagnosed or reported in past
6 months

Any sex with opposite sex partners in past 6 months

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

AND 1+ of the following:

® |s a man who has sex with both women and men
(behaviorally bisexual; see also recommended
indications for MSM)

¢ Infrequently uses condoms during sex with 1+ part-
ners of unknown HIV status who are known to be
at substantial risk of HIV infection (PWID or bisexual
male partner)

e |sin an ongoing sexual relationship with an HIV-

HIV infection
Any injection of drugs not pre-
scribed by a clinician in past
6 months
AND 1+ of the following:
Any sharing of injection or
drug preparation equipment
in past 6 months
Risk of sexual acquisition (see
also recommended indications
for MSM and heterosexually
active men and women)

positive partner
e A bacterial STI (syphilis, gonorrhea in women or
men) diagnosed or reported in past 6 months

US Centers for Disease Control and Prevention, US Public Health Service. Preexposure prophylaxis for the prevention of HIV infection in the United States-2017 update: a clinical practice
guideline. Available at: https://www.cdc.gov/hiv/pdf/risk/prep/cdc-hiv-prep-guidelines-2017,pdf. Accessed 10 October 2018.

Abbreviations: HIV, human immunodeficiency virus; MSM, men who have sex with men; PWID, people who inject drugs; ST, sexually transmitted infection.

“Labeled instead as “Heterosexually Active Men and Women” for the corresponding recommended indications text box.

Consideration/Caveat 1

The guidelines promote a selective (vs universal) approach to
PrEP education and provision, which will limit the access of po-
tential beneficiaries.

Within the guidelines, PrEP provision is presented as discre-
tionary and predicated on provider assessment of patient risk.
The guidelines do recommend that sexual history-taking be
routinely performed with all patients, warning against a selec-
tive (vs universal) approach to sexual history-taking “because
new HIV infections and STIs [sexually transmitted infections]
are occurring in all adult and adolescent age groups, both sexes,
and both married and unmarried persons” [9] (p. 33). However,
they do not extend the same logic to sexual health education
involving PrEP. Instead, provider-initiated discussion of PrEP
is contingent upon patients’ self-disclosure of sensitive infor-
mation and providers” judgment of patient risk. This is prob-
lematic because patients may not be fully forthcoming about
their sexual and injection histories, especially when unaware
of the benefits to disclosing stigmatized risk behaviors to their
providers. Moreover, providers’ judgment of patient risk is im-
perfect, even when risk prediction tools or standard criteria are
used, and vulnerable to social biases, which inevitably results
in missed opportunities and could potentially jeopardize access
for racial minorities, MSM, and other key populations in partic-
ular [16]. Previous research has suggested that CDC guideline
criteria fail to consistently identify individuals at risk for HIV
[13, 17, 18]. For example, in a cohort study of 300 young black

MSM, 48% of the 33 who seroconverted did not qualify for
PrEP according to criteria derived from CDC guidelines [18].
Although continued evaluation and refinement of criteria may
improve their sensitivity and reduce disparities in sensitivity, no
criteria will ever capture the full range of patients who could
benefit from PrEP.

Recommendation

We recommend that the guidelines promote a universalized
approach to sexual health education that consistently includes
PrEP and is not predetermined by criteria. Specifically, provid-
ers in primary care and other preventive and behavioral health
settings should engage all patients in conversations about sexual
health, regardless of patients’ sexual orientation, gender iden-
tity, or self-disclosed risk behavior, and routinely mention PrEP
among the HIV prevention strategies available. Assessment of
risk and consideration of PrEP should be a shared endeavor
between patient and provider, a standard that aligns with the
shared and patient-driven decision-making approaches pre-
ferred by many specialists and generalists [19-21]. While we
encourage a universalized approach to PrEP education, we
recommend that the guidelines continue to include specific
criteria related to PrEP prescription because abolishing crite-
ria altogether could inadvertently discourage prescription; pro-
viders have previously expressed a preference for specificity in
clinical guidance surrounding identification of PrEP candidates
[22]. However, the criteria, perhaps more accurately labeled
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Table 2. Recommended Alternative to US Centers for Disease Control and Prevention Preexposure Prophylaxis Eligibility Criteria

Indicators of PrEP Candidacy

Individual level Recent or anticipated condomless oral, anal, or vaginal sex
Recent or anticipated sharing of injection equipment
Biomarkers of recent condomless sex (eg, sexually transmitted infection® or pregnancy)

Reported desire to use PrEP

Partner® level Sexual or injecting partner with unknown HIV status and/or perceived to be at risk for acquiring HIV
Sexual partner living with HIV who has a clinically detectable viral load or unknown viral suppression status®
Injecting partner living with HIV

Partnerrelated barriers to using other forms of protection (eg, intimate partner violence, economic incentive)
Multiple partners

Partner concurrency

Partner network known to have high HIV prevalence

Neighborhood/community known to have high HIV prevalence

Network/Community level

Key Considerations for Applying Indicators
These indicators of PrEP candidacy are intended to guide conversations about PrEP with patients and to support patients in making informed decisions about

whether to use PrEP.

e The indicators are not intended to be used as screening criteria to determine whether a patient should be educated about or offered PrERP.

behaviors.

according to individual-level circumstances.

The indicators listed may not identify all individuals at risk for HIV or all HIV risk factors affecting a single individual.
All patients should be educated about PrEP as part of routine sexual healthcare, irrespective of sexual orientation, gender identity, or self-disclosed risk

The indicators vary in their strength of association with population-level HIV incidence, and the magnitude of risk posed by any single indicator will vary

Patients who express a desire for PrEP but do not report specific HIV risk factors should still be offered PrEP. Patients may choose not to disclose private

and potentially stigmatizing sexual behavior or injection practices but wish to mitigate the risk associated with these activities.

PrEP can be used alone or in combination with other methods (eg, condoms) to protect against HIV.

e Patients should be informed that PrEP is highly effective in preventing HIV during sexual acquisition when used as a standalone prevention method and
that use in combination with condoms offers added protection against other sexually transmitted infections and pregnancy.

e Further guidance on counseling patients about PrEP and condom use can be found here: https://www.ncbi.nlm.nih.gov/pubmed/26895239.

Abbreviations: HIV, human immunodeficiency virus; PrEP, preexposure prophylaxis.

2" Sexually transmitted infection” is not further specified since all sexually transmitted infections may suggest condomless sex. However, certain sexually transmitted infections are more
frequently associated with subsequent HIV infection than others, in part, because of the biological susceptibility that they confer, which may be a point of discussion with patients.

o Partner” includes any person whose blood, semen, preseminal fluid, rectal fluids, or vaginal fluids come into direct contact with the patient.

°Partners whose HIV viral load is durably suppressed will not transmit the virus. However, PrEP may still offer value to HIV-negative patients whose partners are virally suppressed because
partner viral suppression status may change, other partners/behaviors may pose a risk, and psychosocial benefits may be gained (eg, reduction in anxiety).

as potential “indicators of PrEP candidacy,” should be accom-
panied by a clear statement of their purpose and limitations.
Specifically, the following should be expressly affirmed: the
indicators are intended to guide conversations about PrEP with
patients and to support patients in making informed decisions
about whether to use PrEP. Furthermore, the indicators may not
identify all individuals at risk for HIV or all HIV risk factors af-
fecting a single individual. Patients who do not report specific
risk factors but nonetheless report a desire for PrEP may still be
at risk for HIV (because they have chosen not to disclose such
risk factors or because they have other risk factors) or may oth-
erwise benefit from PrEP.

Consideration/Caveat 2

Within the CDC guidelines, there are inconsistencies between
the PrEP eligibility criteria stated in the summary of guidance
table [9] (p. 13) and recommended indications text boxes [9]
(pp. 36-38), which may foster confusion and lead to discrepant
assessments of PrEP candidacy.

For example, as shown in Table 1, women at risk due to heter-
osexual activity could qualify for PrEP based on their own risk
behavior alone according to the summary of guidance criteria,

whereas to qualify for PrEP according to the recommended
indications criteria, they would need to know their partner’s
HIV risk or recognize a potentially asymptomatic STT [13, 23].
This discrepancy has meaningful implications for assessing
PrEP candidacy. In a sample of 679 women recently engaged in
care at Planned Parenthood health centers, 82% of the sample
qualified for PrEP based on the summary of guidance criteria,
whereas less than 2% of the same sample qualified based on the
recommended indications criteria [13]. Thus, the 2 sets of cri-
teria presented in the guidelines yield vastly different eligibility
estimates and could lead to variable clinical standards and prac-
tices enacted by healthcare professionals.

Recommendation

The criteria stated in the summary of guidance table and rec-
ommended indications text boxes should be brought into align-
ment or reduced to a single set of criteria.

Consideration/Caveat 3

The 3 risk categories for which separate criteria have been estab-
lished, MSM, heterosexual women and men, and PWID, are un-
necessary and confound sexual orientation, gender identity, and
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risk behavior. These 3 categories likely arose from the protocols
and entry criteria established for participant sampling in PrEP
clinical trials, which themselves reflect classification paradigms
used in other health contexts. These trials yielded different
bodies of evidence and led to the staggered release of CDC in-
terim guidance across categories [5-7]. However, these catego-
ries do not necessarily represent how at-risk people identify and
are not inclusive of people of all sexual orientation and gender
identities (all lesbian, gay, bisexual, transgender, questioning,
queer + individuals). The criteria related to sexual risk are lim-
ited to “men” and “women.” Although PrEP for transgender
people is now recommended for consideration in the main
text of the guidelines [9], transgender people and people who
otherwise identify their gender as something besides “man” or
“woman” (eg, nonbinary, genderqueer, 2-spirit) are not clearly
represented in the table and text box criteria despite the high
HIV prevalence found among transgender women [24] and
their active participation alongside MSM in foundational PrEP
research [1]. Exclusion also occurs based on sexual orientation.
For example, women who sexually identify as something other
than “heterosexual” (eg, bisexual, queer, pansexual) are implic-
itly excluded from the 2 sexual risk categories, MSM and het-
erosexual (also referred to as “heterosexually active”) women
and men, despite potentially engaging in behavior that confers
HIV risk. Division by gender identity and sexual orientation
is unnecessary when people of all genders and sexual orienta-
tions are at risk for HIV if they engage in behaviors known to
transmit infection.

Recommendation

A simpler and more inclusive approach to organizing PrEP el-
igibility criteria would facilitate more equitable access to PrEP.
We recommend a single set of criteria that pertain to all popu-
lations, relabeled as indicators of PrEP candidacy. These indi-
cators would incorporate both sex- and injection-related risk
factors.

Consideration/Caveat 4

The guidelines’ criteria underemphasize network- and communi-
ty-level factors that drive HIV transmission.

The criteria are particularly insensitive to risk factors outside
of individual-level behavior and partner characteristics. There
is preliminary evidence to suggest that black MSM are less
likely than white MSM to meet CDC-based criteria [17, 25],
which may be because network and neighborhood dynamics,
including assortative mixing (eg, same-race partnering among
black MSM), are not captured by the guideline criteria de-
spite being primary drivers of HIV transmission among black
MSM in some communities [17]. Epidemiological context is
an acknowledged consideration in the main text of the CDC
guidelines and in the summary of guidance criteria specified
for heterosexual men and women. However, epidemiological

context is absent in the summary of guidance criteria for MSM
and PWID and in the recommended indications criteria for all
3 populations.

Recommendation

Epidemiological context (eg, network and community HIV
prevalence) should be incorporated as a relevant indicator of
PrEP candidacy for all individuals. Additionally, indicators
should be presented in a way that gives comparable emphasis to
indicators at the network/community level vs indicators at the
individual and partner levels.

Consideration/Caveat 5

Presenting “HIV-positive partner” as a sexual risk criterion
without further qualification by viral suppression status is mis-
leading and perpetuates social misunderstanding.

Currently, HIV-positive sexual partners are listed among the
summary of guidance criteria for MSM and heterosexuals and
among the recommended indications criteria for the latter.
However, we are now in an era where sufficient evidence has
accumulated to assert more definitively that people with sus-
tained HIV suppression cannot sexually transmit the virus [26-
29], an assertion that the CDC itself has endorsed [30], and this
ought to be clearly communicated within the criteria. Although
the guidelines do summarize several clinical trials that dem-
onstrate no sexual transmission of HIV between male-female
and male-male serodiscordant couples when the HIV-positive
partner was virally suppressed, this information is presented in
the main text rather than in the summary of guidance table or
recommended indications text boxes. Therefore, the informa-
tion could be easily overlooked by busy clinicians. Additionally,
while the information in the main text is accompanied by a
statement that a partner with HIV may not be virally suppressed
(due to lack of treatment, type of treatment, inadequate adher-
ence, or other reasons) and that partner viral suppression status
may not be verifiable absent medical record access, direct ac-
knowledgment that an HIV-negative individual whose partner
is virally suppressed may also benefit from taking PrEP is war-
ranted. Individuals with virally suppressed partners may benefit
because their other behaviors pose a risk (eg, sex with outside
partners, unsafe injection practices) or because the added layer
of protection and its user-controlled nature alleviate anxiety
about HIV acquisition.

Recommendation

Conveying the nuance that surrounds serodiscordant transmis-
sion risk in the phrasing of the criterion would help patients
and providers to more accurately assess a patient’s likelihood
of benefiting from PrEP. We recommend modifying the sexual
risk criterion “HIV-positive partner” to “sexual partner living
with HIV who has a clinically detectable viral load or unknown
viral suppression status.” A footnote could explain reasons why
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PrEP may still offer added value despite partner viral suppres-
sion (eg, partner viral suppression status may change, other
partners/behaviors may pose a risk, and psychosocial benefits
may be gained).

Consideration/Caveat 6

The relevance of condoms to PrEP eligibility is unclear.

The guidelines convey mixed messages about how patients’
condom practices influence their initial and ongoing eligibility
for PrEP. For example, the guidelines include condomless sex
among the PrEP eligibility criteria for MSM and heterosexuals
and suggest that PrEP use is unwarranted if consistent and cor-
rect condom use can be achieved. At the same time, the guide-
lines report that PrEP was approved for use “in combination
with safer sex practices” and that PrEP patients should be coun-
seled to use condoms.

Recommendation

It is important to clarify PrEP’s value as a standalone form of
HIV prevention and to communicate acceptance of patients’
decision to forgo and/or inability to use condoms while taking
PrEP. Providers should be encouraged to educate patients about
the added protection that concurrent condom use offers with re-
spect to preventing pregnancy and STIs but to also acknowledge
that, when taken as prescribed, PrEP alone is highly effective
in preventing HIV. Linkage to resources specifically designed
for counseling patients about condom decision-making in the
context of PrEP [31] could help providers to navigate these
conversations.

CONCLUSIONS

The CDC guidelines have been instrumental in promoting PrEP
access, offering a rich resource to guide policy and practice
around PrEP service delivery. Additionally, they have positioned
PrEP as a gateway to other forms of preventive healthcare by
promoting vaccination, STT testing, risk reduction counseling,
and behavioral health screening (eg, for alcohol abuse) as part
of the PrEP care package [32]. Creating a resource that is both
comprehensive and digestible is no easy task, and reducing the
complexity of PrEP candidacy to a limited set of bullet points
inevitably requires compromise. Nonetheless, concrete changes
to the eligibility criteria and accompanying text could help to
ensure that the overarching objective of the guidelines, that is,
to support PrEP use for the prevention of HIV, is not thwarted
by the recommendations contained within.
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