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Background: Islatravir (MK-8591) is a deoxyadenosine analog in
development for the treatment and prevention of HIV-1 infection. An
islatravir-eluting implant could provide an additional option for pre-
exposure prophylaxis (PrEP).

Setting: Previous data support a threshold islatravir triphosphate
concentration for PrEP of 0.05 pmol/106 cells in peripheral blood
mononuclear cells. Prototype islatravir-eluting implants were pre-
viously studied to establish general tolerability and pharmacokinetics
(PKs) of islatravir relative to the threshold level.

Methods: In this randomized, double-blind, placebo-controlled,
phase 1 trial, a next-generation radiopaque islatravir-eluting implant

(48 mg, 52 mg, or 56 mg) or placebo implant was placed for a
duration of 12 weeks in participants at low risk of HIV infection.
Safety and tolerability, as well as PK for islatravir parent and
islatravir triphosphate from plasma and peripheral blood mono-
nuclear cells, were assessed throughout placement and 8 weeks
after removal.

Results: In total, 36 participants (8 active and 4 placebo per dose
arm) were enrolled and completed this study. Implants were
generally well tolerated, with no discontinuations due to an adverse
event, and no clear dose-dependence in implant-related adverse
events. No clinically meaningful relationships were observed for
changes in laboratory values, vital signs, or electrocardiogram
assessments. Mean islatravir triphosphate levels at day 85
(0.101–0.561 pmol/106 cells) were above the PK threshold for all
dose levels.

Conclusion: Islatravir administered using a subdermal implant has
the potential to be an effective and well-tolerated method for
administering PrEP to individuals at risk of acquiring HIV-1.
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INTRODUCTION
Antiretroviral therapy has played an important role in

reducing mortality, morbidity, and transmission rates for
HIV.1,2 However, new HIV infections continue to be
prevalent, especially in specific regions of the world, with
up to 1.5 million new HIV-1 infections estimated worldwide
each year.2,3 Pre-exposure prophylaxis (PrEP) has proven to
be effective in reducing transmission among individuals at
risk of acquiring HIV.4–6 Daily oral antiretroviral drugs are
currently the main method for HIV-1 PrEP, but the effec-
tiveness of PrEP can be variable given the challenges
associated with maintaining strict adherence to a daily oral
dosing schedule.7–10 In people at high risk of HIV infection,
PrEP delivered using a long-acting implant has been identi-
fied as a preferred potential method of treatment compared
with daily oral PrEP, particularly if a long dosing interval for
an implant can be achieved.11–13 Therefore, novel PrEP
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strategies that use a subdermal implant may improve
outcomes for people at risk of acquiring HIV.

Islatravir is a deoxyadenosine analog that is converted
intracellularly into its active form, islatravir triphosphate, where
it suppresses HIV-1 replication through inhibition of reverse
transcriptase.14,15 Islatravir demonstrated high potency in pre-
clinical studies and in trials in adults with HIV infection.16–18

Evaluation of more recent findings suggests decreases in
total lymphocyte and CD4+ T-cell counts in some participants
who received islatravir in clinical studies,19 but it is not known
whether this is a potential complication after implant placement.
Because of its high potency, islatravir is a candidate drug for
PrEP administered using a subdermal implant with a potential
for long-lasting delivery.

Based on preclinical and clinical data demonstrating
effective lowering of viral load, an intracellular islatravir
triphosphate concentration of 0.05 pmol/106 cells, which is
approximately 5 times the in vitro concentration required to
inhibit 50% of the replication activity (IC50) of wild-type HIV-1,
was established as a target threshold for PrEP.14 An initial
placebo-controlled, double-blind, phase 1 clinical trial of
islatravir delivered using a prototype polymer implant (54 mg
and 62 mg) over 12 weeks in adult participants at low risk of
acquiring HIV offered encouraging results.20 This prototype
implant was generally well tolerated at both dose levels (n = 16;
6 active and 2 placebo per panel); no systemic events were
reported and no deaths, serious adverse events (AEs), or
discontinuations due to an AE occurred throughout the 12-
week study.20 Through 12 weeks in both the islatravir 54 mg
and the 62-mg implant cohorts, mean islatravir triphosphate
concentrations were above the prespecified pharmacokinetic
(PK) threshold of 0.05 pmol/106 peripheral blood mononuclear
cells (PBMCs).20 These promising results led to the develop-
ment of a next-generation radiopaque islatravir-eluting implant.

A study was conducted to investigate the safety,
tolerability, and PK of intracellular islatravir triphosphate
and plasma islatravir in next-generation radiopaque sub-
dermal islatravir-eluting implants.

METHODS
This study was a randomized, double-blind, placebo-

controlled, phase 1 trial (protocol MK-8591-008). This study
was performed in accordance with the International Confer-
ence on Harmonization Good Clinical Practice guidelines and
the principles of the Declaration of Helsinki. The protocol and
relevant study materials were reviewed and approved by
Advarra, Inc., (Columbia, MD) and the ethics review
committee of Ghent University Hospital (Ghent, Belgium).
All participants signed informed consent documents before
enrollment. This study was registered on EudraCT (Study
Identifier: 2019-002718-38). This study was conducted at 2
sites in 2 countries (Celerion, Lincoln, NE, and Drug
Research Unit, Ghent, Belgium).

Participants
Adult healthy male and female participants at low risk

of HIV-1 infection, aged 18–55 years, and with a body mass

index 18–32 kg/m2 were eligible for enrollment. Participants
had to be in general good health, per medical history and
screening laboratory values, and were required to be HIV
negative and at low risk of HIV infection based on standard
criteria for PrEP. For women of childbearing potential, a
negative pregnancy test was required within 24 hours before
implant placement, and participants had to maintain an
approved method of birth control. Participants were excluded
if they had a history of a clinically significant disease or a
known hypersensitivity or idiosyncratic reaction to the drugs
used in this study. Participants with tattoos, scars, or other
physical findings at the site of implant placement, a history of
keloids, or a contraceptive subdermal implant in place also
were excluded from this study.

Study Design
This study consisted of 3 panels (A, B, and C)

comprising 12 participants each; participants were random-
ized (2:1) within each panel to receive an islatravir-containing
or placebo-containing implant according to a computer-
generated allocation schedule. Participants were allocated
evenly between the 2 sites so that, within each panel, exactly
half of the participants on active and on placebo were at each
site. Panel A participants received islatravir 48 mg or placebo
implant, panel B participants received islatravir 52 mg or
placebo implant, and panel C participants received islatravir
56 mg or placebo implant. All placebo participant data were
pooled for analyses. The next-generation radiopaque 56-mg
implant was formulated to release the drug at a rate similar to
that of the 62-mg prototype implant assessed previously.
Placebo implants were identical in appearance to the active
implants. The implants were approximately 4 cm in length
and 2 mm in diameter and were inserted subdermally on the
inner aspect of the nondominant upper arm, overlying the
triceps muscle approximately 8–10 cm (3–4 in) from the
medial epicondyle of the humerus and 3–5 cm (1.25–2 in)
posterior to the sulcus between the biceps and triceps
muscles. Site personnel responsible for implant insertion
and removal were experienced in implant placement and
received refresher training before the study start.

Blood for PK assessment was collected, and safety was
assessed throughout this study. Implants were removed 12
weeks after placement. A subset of participants had rectal or
vaginal biopsies collected on day 85 or 12 weeks (after
implant removal) for PK tissue assessment. Implant removal
was assessed during this trial, including difficulty during
removal and the presence of bent/broken implants.

Pharmacokinetics Analyses
Blood samples for plasma analyses were collected

predose; at 0.5, 1, 2, 4, 8, and 12 hours after receiving the
implant on day 1, on days 2, 3, 5, 8, 11, 15, 22, 29, 43, 57, 71,
and 85 after implant placement, and after removal on days 92,
99, 106, and 113 (Fig. 1). Blood samples for PBMC analyses
were collected at the same time points as plasma analyses
except 0.5-h and 8-h samples were not collected on day 1, and
blood samples were collected on day 141 (Fig. 1).
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PK parameters of interest included the following:
intracellular concentrations of islatravir triphosphate in
PBMCs and tissue on day 85 [C85d], maximum concentration
(Cmax), time to maximum concentration (Tmax), and apparent
terminal half-life (t½), as well as plasma islatravir Cmax, C85d,
and Tmax. All parameters were calculated using noncompart-
mental methods using Phoenix WinNonlin, version 6.3 or
higher (Certara, Princeton, NJ). Bioanalysis of islatravir in
human plasma was conducted by protein precipitation
followed by reversed-phase chromatographic separation cou-
pled with tandem mass spectrometric detection. The lower
limit of quantitation (LLOQ) was 0.1 ng/mL (0.000341 mM),
with a linear calibration range from 0.1 ng/mL to 100 ng/mL
(0.000341 mM–0.341 mM).

Islatravir triphosphate was analyzed in human PBMC
lysate using protein precipitation, followed by ion
exchange chromatography coupled with tandem mass
spectrometry. The LLOQ was 0.1 ng/mL (0.000188 mM),
with a linear calibration range from 0.1 ng/mL to 40 ng/mL
(0.000188 mM–0.0752 mM). PBMC cell counts (per 106

cells) were estimated using a hemocytometer, and the
conversion from mM to pmol/106 cells was made using the
standard assumption that 1 PBMC has an approximate
volume of 0.2 pL.20,21

Islatravir triphosphate of rectal and vaginal tissue
samples was analyzed by protein precipitation of tissue
homogenates, followed by ion exchange chromatography
coupled with tandem mass spectrometry. Rectal and vaginal
tissues were homogenized at a ratio of 1:19 (tissue: homog-
enization solvent). The LLOQ was 0.1 ng/mL (0.000188 mM),
with a linear calibration range from 0.1 ng/mL to 40 ng/mL
(0.000188 mM–0.0752 mM).

Safety Assessments
Safety was assessed by clinical evaluation, including

full physical examination, vital sign assessment, 12-lead
electrocardiogram measurements, laboratory tests, and local
inspection at the site of implant placement, at prespecified
time points. Participants were also monitored for the emer-
gence of AEs.

Statistical Analysis
The primary hypothesis, that a true geometric mean

(GM) intracellular islatravir triphosphate C85d .0.05 pmol/106

cells is maintained for up to 12 weeks at a dose level of an
islatravir-eluting implant that is generally well tolerated, was
tested using a linear fixed-effects model having dose as a fixed
effect. Individual islatravir triphosphate C85d values were
natural log transformed before analysis. A posterior distribution
for the true GM intracellular islatravir triphosphate C85d on the
log scale was generated for each dose level using flat priors.
Using the posterior distributions for each dose level, the
posterior probability that the true GM intracellular islatravir
triphosphate C85d .0.05 pmol/106 cells was calculated for each
dose. A 70% posterior probability for at least 1 dose level that
is generally well tolerated for up to 12 weeks was considered to
satisfy the primary PK hypothesis. Point estimates and 90%
confidence intervals of islatravir triphosphate C85d GM are
provided by dose. Safety data, including the incidence of AEs,
are summarized descriptively. The intensity of each AE and
SAE was assessed by the investigator according to the National
Institutes of Health Division of AIDS criteria.22

The between-subject log-SDs for islatravir triphosphate
PBMC C85d were estimated at 0.268 and 0.431 after
administration of a single subdermal implant dose of 54 mg
and 62 mg, respectively, based on the previous clinical trial.20

The pooled between-subject log-SD across 2 dose levels was
estimated to be 0.359. Using this estimated SD and a posterior
probability of 70%, at each dose level, with 8 participants in
the islatravir treatment group, if the true mean islatravir
triphosphate PBMC C85d is .0.06 pmol/106 cells, there
would be at least an 80% probability that the hypothesis is
supported that the islatravir implant exhibits a GM islatravir
triphosphate PBMC C85d of .0.05 pmol/106 cells.

RESULTS
In total, 36 participants were enrolled, with a mean age

of 36.0 years (range, 19–54 years). The study population was
evenly balanced between male and female participants and
was predominantly White (Table 1). All participants

FIGURE 1. Study design. R, randomization.
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completed this study per protocol. The first participant was
enrolled on July 9, 2020, and the last participant completed
their last visit on December 14, 2020.

Safety and Tolerability
Islatravir implants were generally well tolerated. AEs

were reported by 20 of 24 participants (83%) who received
islatravir compared with 6 of 12 participants (50%) of who
had received placebo (Table 2). The most common implant
site AEs were induration, pain, pruritis, hematoma, and
erythema. All implant site AEs were mild or moderate in
intensity and resolved, or were resolving, by the last clinic
visit. Moderate erythema was observed in 2 of 8 participants
(25%) for islatravir 48 mg and 1 of 8 participants (13%) for
islatravir 56 mg, and moderate pruritis was observed in 1 of 8
participants for islatravir 48 and 56 mg (13% for both). The
incidence and severity of implant-related AEs were higher
with the islatravir implant compared with placebo. Pain was
the only implant AE that appeared to have a dose-dependent
relationship (Table 2). Some AEs, particularly erythema and
induration, persisted for several weeks in some participants
(see Figure S1, Supplemental Digital Content, http://links.
lww.com/QAI/B997). All implants were removed without
complication, and all implants were removed intact.

The most common nonimplant site AE was headache,
which occurred in 8 participants (1/12 [8%] in placebo, 2/8
[25%] for islatravir 48 mg, 2/8 [25%] for islatravir 52 mg, and
3/8 [38%] for islatravir 56 mg). In addition, 4 participants (1/12
[8%] in placebo and 3/8 [38%] in islatravir 56 mg) reported
paresthesia in the arm in which the implant had been placed, of
short duration (up to 2 hours) or intermittently up to
approximately 1 week; all resolved before implant removal.
All nonimplant site AEs were mild or moderate intensity and
resolved by study completion. No clinically meaningful
relationships were observed for changes in clinical laboratory
values, vital signs, or electrocardiogram safety parameter values
as a function of treatment. No serious AEs were reported, and
no participant discontinued the study because of an AE. There
were no meaningful differences in total lymphocyte count
between the different implant dose levels and placebo. CD4+

T cells were not collected in this study.

Pharmacokinetics
The mean islatravir triphosphate concentrations in

PBMCs remained above the prespecified PK threshold
of .0.05 pmol/106 cells throughout the 12-week duration
after placement of an islatravir-containing implant (48, 52,
and 56 mg) (Fig. 2). Concentrations above 0.05 pmol/106

cells for all individuals were attained at 8 hours after implant
placement and were maintained above this threshold at the
52-mg and 56-mg dose levels throughout the implant
insertion period.

PK results of islatravir triphosphate in PBMCs and
islatravir in plasma are summarized in Table 3. Cmax in PBMCs
was approximately 2.6 times higher for the islatravir 56 mg
implant compared with the islatravir 48 mg implant (0.375 vs.
0.984 pmol/106 cells), and Tmax was substantially longer for the
islatravir 56 mg implant (671.7 hours) relative to the islatravir
48 mg implant (95.1 hours). At day 85, GM concentrations were
well above the 0.05 pmol/106 cells threshold in PBMCs (range,
0.101–0.561 pmol/106 cells) at all dose levels. The posterior
probability of GM islatravir triphosphate concentrations being
above the threshold of 0.05 pmol/106 cells at C85d was .0.99
for all panels. The GM apparent terminal half-life for islatravir
triphosphate in PBMCs was 183–247 hours after
implant removal.

The number of participants who had rectal and vaginal
biopsies performed was low. Data from the limited number of
vaginal and rectal biopsies are summarized in Table 3.

DISCUSSION
PrEP has proven to be effective in reducing HIV

transmission, and a long-acting PrEP option offers one
method of overcoming some of the challenges associated
with daily oral PrEP for people at risk of acquiring HIV-1.
The long duration of activity and low maintenance charac-
teristics of subdermal implants have been highlighted as key
benefits for administering PrEP.23 Islatravir, a nucleoside
reverse transcriptase translocation inhibitor, has demonstrated
clinical efficacy in reducing HIV-1 viral load and is a
candidate as an implant PrEP agent.18,20 A next-generation
subdermal radiopaque implant containing islatravir was
assessed in a safety and PK study, and PK data indicated

TABLE 1. Baseline Characteristics

Islatravir 48 mg
Implant (n = 8)

Islatravir 52 mg
Implant (n = 8)

Islatravir 56 mg
Implant (n = 8)

Total Islatravir Implant
(n = 24)

Placebo Implant
(n = 12)*

Age, mean (SD), years 37.6 (9.7) 34.9 (9.5) 35.4 (7.1) 36.0 (8.5) 36.0 (11.6)

Male sex, n (%) 5 (62.5) 4 (50.0) 2 (25.0) 11 (45.8) 7 (58.3)

BMI, mean (SD), kg/m2 27.4 (3.9) 25.2 (3.5) 24.8 (3.6) 25.8 (3.7) 25.1 (4.1)

Race, n (%)

White 8 (100) 7 (87.5) 8 (100) 23 (95.8) 11 (91.7)

Black or African
American

0 (0) 0 (0) 0 (0) 0 (0) 1 (8.3)

American Indian or
Alaska Native

0 (0) 1 (12.5) 0 (0) 1 (4.2) 0 (0)

*Data pooled for 4 participants in each panel (12 participants total) who were administered the placebo implant. BMI, body mass index.
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that intracellular islatravir triphosphate concentrations in
PBMCs, above a projected therapeutic threshold, were
quickly reached and maintained for the entire duration of
placement. The safety and tolerability profile of the islatravir
implant was consistent with that expected from an implant
and with the previously reported safety profile of islatravir,
whether administered orally or as an implant.15,20

The outcomes observed in this study were consistent
with an earlier investigation of a prototype polymer islatravir
implant.20 A similar islatravir triphosphate t½ after removal
was reported for the radiopaque implant versus the prototype

implant, and this t½ was also similar to that after oral
administration of islatravir.20,24 The delivery mechanism is
not expected to affect islatravir triphosphate clearance, and
there is no evidence of islatravir dose level affecting islatravir
clearance.24,25 The next-generation radiopaque implant facil-
itates in situ localization of the implant through x-ray in
addition to palpation or ultrasound, which is clearly advan-
tageous during clinical assessment of implants that may
have migrated.

The greater-than-dose-proportional changes in islatravir
triphosphate Cmax, Tmax, and C85d with the implants with

TABLE 2. Most Common AEs Observed in $2 Participants in at Least 1 Treatment Group

n (%)
Islatravir 48 mg Implant

(n = 8)
Islatravir 52 mg Implant

(n = 8)
Islatravir 56 mg Implant

(n = 8)
Total Islatravir Implant

(n = 24)
Placebo Implant

(n = 12)*

$1 AE 7 (87.5) 5 (62.5) 8 (100.0) 20 (83.3) 6 (50.0)

General implant site
AEs

Erythema 4 (50.0) 2 (25.0) 4 (50.0) 10 (41.7) 3 (25.0)

Hematoma 4 (50.0) 4 (50.0) 3 (37.5) 11 (45.8) 6 (50.0)

Hemorrhage 1 (12.5) 0 3 (37.5) 4 (16.7) 0

Induration 4 (50.0) 4 (50.0) 4 (50.0) 12 (50.0) 2 (16.7)

Pain 2 (25.0) 4 (50.0) 6 (75.0) 12 (50.0) 4 (33.3)

Pruritus 5 (62.5) 2 (25.0) 5 (62.5) 12 (50.0) 3 (25.0)

Swelling 2 (25.0) 0 1 (12.5) 3 (12.5) 1 (8.3)

Nonimplant site AEs

Headache 2 (25.0) 2 (25.0) 3 (37.5) 7 (29.2) 1 (8.3)

Paresthesia 0 0 3 (37.5) 3 (12.5) 1 (8.3)

*Data pooled for 4 participants in each panel (12 participants total) who were administered the placebo implant. AE, adverse event.

FIGURE 2. Arithmetic mean (range) concentration–time profiles for PBMC islatravir triphosphate in adult participants without HIV
after placement of an islatravir-containing implant over 12 weeks and 4 weeks after implant removal. Horizontal dashed line
corresponds to the threshold concentration of 0.05 pmol/106 PBMCs. Vertical dashed line corresponds to implant removal.
PBMC, peripheral blood mononuclear cell.
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increasing dose are consistent with the expected properties of
a subdermal implant, where changes in drug load modulate
the drug-releasing properties of the implant.26 The Cmax and
C85d for the 56-mg implant are approximately 2-fold to 6-fold
higher than the 48-mg and 52-mg implants, likely because of
the higher drug load and subsequent cumulative drug release
profile. This projected increase in drug release is further
reflected in the longer Tmax, with longer continuous release to
reach Cmax.

The radiopaque implant seems to offer a similar safety
profile as the prototype implant.20 The implant was generally
well tolerated, and no serious AEs or discontinuations due to
AEs were reported. Although the frequency, duration, and
severity of AEs could possibly be dose-dependent, only the
presence of pain and duration of some AEs seemed dose-
related. Localized pain associated with implant insertion is a
known and expected AE after subdermal implant insertion,
and other AEs associated with implant insertion, such as
moderate bruising, a small scar, and tenderness or bleeding
after insertion or removal, may be considered acceptable by
implant recipients.13 In addition, an implant of the size used
in this study may not be considered bothersome by patients at
risk of being infected with HIV-1.13 However, the small
sample size in this study and the prototype implant study
precludes conclusive analysis of any dose-dependent effect on
AEs; additional studies in a larger population will be needed
for appropriate assessment.

The key concern for individuals who use PrEP are
cosmetic elements associated with an implant.11 For example,
implants may be visible or readily felt under the skin.13

Conversely, these properties may offer a degree of security in
confirming presence and evidence of adherence to PrEP.11,13

The ability to readily remove an implant offers an important

safety advantage versus injectables in situations where drug
removal is required.13

Attaining adequate tissue concentrations across plasma,
PBMCs, and vaginal and rectal tissue is likely important for
adequate prevention, but oral emtricitabine and tenofovir-
based PrEP formulations can have inconsistent tissue con-
centrations yet are effective PrEP agents.27,28 The number of
participants providing biopsies in this study was small, but
rectal and vaginal islatravir triphosphate concentrations both
were generally similar to those observed after oral dosing25; it
seems likely that genital tissue distribution would be similar
between oral and implant dosing. Further investigation of
tissue concentrations is warranted, particularly in connection
with efficacy measures.

A strength of this randomized, placebo-controlled trial
is the inclusion of 3 different dosing arms with male and
female participants and an increased number of participants
in each panel compared with a previous islatravir implant
trial. The current trial was conducted to assess implants for a
12-week interval, which provides more robust PK and safety
data over a shorter duration (eg, 4-week duration). However,
this study is also somewhat limited by this 12-week interval
and the relatively small sample size; a larger, longer study is
necessary to more fully address tolerability and safety,
particularly with respect to lymphocyte count and to assess
PK after longer-term implant placement. Given that ade-
quate PK and safety have been demonstrated with the
current implant, long-term studies will be necessary to
demonstrate the safety and PK characteristics of this
approach to offering PrEP over a full 12 months to confirm
adequate drug concentrations and efficacy. Similarly, qual-
itative studies and investigations after repeated implanta-
tions may be required to further understand the efficacy,

TABLE 3. PK of Islatravir Triphosphate in PBMCs and in Tissue Biopsies and PK of Islatravir in Plasma at 12 Weeks After
Administration of an Islatravir Implant in Adults Without HIV

GM (%GCV) Islatravir 48 mg Implant (n = 8) Islatravir 52 mg Implant (n = 8) Islatravir 56 mg Implant (n = 8)

Islatravir triphosphate

Cmax, pmol/106 PBMCs 0.375 (22.4) 0.519 (16.4) 0.984 (31.9)

C85d, pmol/106 PBMCs 0.101 (31.9) 0.204 (54.3) 0.561 (55.7)

Tmax, range, hours* 95.1 (48.0–166.9) 167.3 (48.2–670.5) 671.7 (166.9–2015.7)

Apparent terminal t½, hours 183 (21.9)† 247 (19.0)‡ 190 (27.8)

Vaginal biopsies, fmol/g NC§ (n = 1) NC§ (n = 2) 6220 (32.3) (n = 3)

Rectal biopsies, fmol/g 1290 (173.2)jj (n = 3) 9700 (22.2) (n = 2) 12,400¶ (n = 1)

Islatravir

Cmax, mM 0.00447 (19.6) 0.00696 (119.9) 0.00645 (55.2)

C85d, mM 0.000144 (13.4) 0.000327 (25.1) 0.000615 (11.5)

Tmax, range, hours* 4.0 (4.0–8.0) 4.0 (2.0–4.1) 4.0 (2.0–4.3)

C85d, mM 0.000144 (13.4) 0.000327 (25.1) 0.000615 (11.5)

*Tmax is reported as median (minimum–maximum).
†n = 6; 2 participants had insufficient data at the terminal phase to estimate t½ after implant removal.
‡n = 5; 3 participants had insufficient data at the terminal phase to estimate t½ after implant removal.
§Participants had a week 12 value below the lower limit of quantitation.
jjValues correspond to arithmetic mean (%CV) as few rectal biopsies had C85d values below the lower limit of quantitation. Hence, arithmetic mean (%CV) was reported because

GM (%GCV) was not calculable.
¶%GCV value not reported because n , 2.
C85d, concentration at day 85; Cmax, maximum concentration; CV, coefficient of variation; GCV, geometric coefficient of variation; NC, not calculated; t½, half-life; Tmax, time to

maximum concentration.
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safety, and tolerability of PrEP administered using a
subdermal implant.

CONCLUSIONS
In conclusion, islatravir administered using a subdermal

implant has the potential to be an effective and well-tolerated
method for administering PrEP to individuals at risk of
acquiring HIV-1. Further investigation is warranted.
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