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In sub-Saharan Africa, adolescent girls and young women
(AGYW, aged 15–24 years) bear a disproportionate burden
of HIV infection, as they are more than twice as likely to
acquire HIV than their male counterparts [1]. Fortunately, oral
pre-exposure prophylaxis (PrEP) is a self-initiated option to
reduce AGYW’s HIV risk; however, oral PrEP uptake remains
low among AYGW. Perceived stigma and low risk perception
are some reasons that preclude AGYW from seeking out oral
PrEP [2,3]. AGYW who wish to use oral PrEP understand
their risk and want to protect themselves from HIV acquisi-
tion; despite their readiness and willingness, implementation
factors can delay oral PrEP initiation and affect uptake. Thus,
we posit that the pre-requirement of a normal creatinine
clearance (CrCl) result is an important barrier to oral PrEP
uptake among AGYW. Since renal dysfunction is rare among
this young demographic, we recommend immediate oral PrEP
initiation, with confirmation of a normal CrCl result occurring
prior to the 1-month follow-up visit.

Currently, the World Health Organization recommends that
oral PrEP prescribers ensure normal renal function, usually
done by collecting a blood or urine specimen to evaluate CrCl
levels, with ≥60 ml/minute regarded as a proxy for normality
[4]. In most settings, CrCl levels for men and women (aged
<40 years) range from 107 to 139 and 87 to 107 ml/minute,
respectively [5]. Given these ranges, renal dysfunction is con-
sidered a relatively rare condition among AGYW [6]. Recent
evidence from HPTN 082, a randomized trial in South Africa
to understand AGYW’s oral PrEP use and improve adherence
and persistence, supports this point, as no screened individ-
uals were deemed ineligible due to renal dysfunction [7]. Evi-
dence from Kenya, where immediate oral PrEP initiation is the
standard of care, also underscores the rarity of renal dysfunc-
tion among AGYW. When examining a point-of-care creatinine
test, the PrIYA program found that of the 3% (122/4169) of
women with an estimated CrCl <60 ml/minute, the median
age was 25 (IQR: 23–30) [8]. With renal dysfunction being
rare among AGYW, the likelihood of contraindication is low,
suggesting that confirmation of a normal CrCl result should
not preclude immediate oral PrEP initiation.

In addition to CrCl levels at initiation, there is concern
that oral PrEP use could worsen kidney function over time.

While this may be a valid consideration, oral PrEP discontin-
uation due to CrCl changes is uncommon among AGYW. By
tracking oral PrEP use for 12 weeks via direct observation, a
clinical study in Malawi, South Africa, Uganda and Zimbabwe
reported that no abnormal CrCl changes were attributable to
oral PrEP use among pregnant and postpartum AGYW [9]. In
HPTN 082, though some respondents temporarily discontin-
ued oral PrEP due to conservative renal monitoring criteria
(i.e. >10% decrease from baseline), none of their CrCl levels
went below 60 ml/minute, and only 3 of 427 oral PrEP users
permanently discontinued the intervention due to clinically
relevant CrCl changes [7]. To date, there does not appear
to be an association between oral PrEP use and clinically
relevant renal dysfunction, largely because CrCl reductions
reverse once oral PrEP is discontinued [10]. In the unlikely cir-
cumstance that an AGYW has undiagnosed renal issues and
initiates oral PrEP immediately, the decrease in kidney func-
tion between initiation and the 1-month follow-up visit should
be negligible and reversible [10]. These modest changes to
creatinine levels, coupled with the rarity of renal dysfunc-
tion, underscore the safety of immediate oral PrEP initiation
among AGYW. The minute decreases to creatinine also gen-
erate questions about the frequency of creatinine monitoring
and other laboratory testing among long-term oral PrEP users.
Since few AGYW experience PrEP-related renal dysfunction,
creatinine testing could possibly occur more infrequently. Fur-
ther evaluations of the optimal frequency of creatinine mon-
itoring are needed. The regularity of bacterial STI and HIV
testing among long-term oral PrEP users also warrants addi-
tional investigation.

Given the low likelihood of renal dysfunction and deterio-
ration among AGYW, the requirement of CrCl for oral PrEP
initiation creates an unnecessary operational delay between
the user seeking out and being offered oral PrEP. Depend-
ing on local infrastructure and personnel capacity, the time
needed to collect specimens, process tests and communicate
CrCl results can vary between a few days to 1–2 weeks.
This lag time creates an operational quandary, as potential
users’ motivation is highest at first contact and wanes over
time [11]. Since it is difficult to document why individuals
leave studies prematurely, we turn to an imperfect proxy
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measure to capture loss of motivation due to CrCl delays:
study attrition between screening and enrolment. For HPTN
082, the inability to enrol within 45 days of screening was the
most cited reason for attrition [7]. In FEM-PrEP, after testing
HIV positive and medical reasons, not returning for enrolment
was the most common reason for post-screening loss to fol-
low up [12]. Relatedly, one in five potential participants were
excluded from the VOICE trial because they did not complete
screening and enrolment within the allotted timeframe [13].
While there are multiple factors that influence the decision
to initiate oral PrEP, these attrition rates highlight the missed
opportunities caused by delayed PrEP provision. Though, low
oral PrEP uptake due to delayed provision is not an insur-
mountable issue, for enhancements to the delivery of ART and
HIV testing support that immediate provision improves uptake
and retention [14,15].

Motivation to use HIV prevention methods and technolo-
gies is highest at first contact, yet CrCl, a pre-requisite for
oral PrEP initiation in most settings, creates a delay that may
decrease interest over time, affecting oral PrEP uptake. To
maximize potential users’ interest and improve oral PrEP out-
comes, streamlined delivery is key. Therefore, for AGYW—
whose HIV risk outweighs their risk of renal dysfunction—we
propose immediate oral PrEP initiation, unless there is a his-
tory of renal dysfunction, as a safe and efficient approach for
oral PrEP service delivery.
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