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Back d Table 3. Drug-related2 AEs were similar across MK-8527 and placebo groups Figure 3. No meaningful change in CD4 count for MK-8527 doses up to Figure 5. MK-8527-TP PBMC concentration vs time profiles (semi-log scale)
dCKgroun 12 mg oral QM

- - MK-8527 MK-8527 2 10.0-
. Despltg the approva! Qf several agep_ts for pre-exposure prophyIaX|s (PreP), Table 1. Baseline characteristics Number (%) of 3 mg 12 mg Placebo 201 o MK-8527 3 mg A MK-8527 12 mg z -0~ MK-8527 3 mg QM
approximately 1.3 million (1.0-1.7 million) people acquired HIV in 2023 participants N=101 N=99 N=49 G & MK-8527 6 mg QM
* The efficacy of emtricitabine/tenofovir disoproxil fumarate (FTC/TDF) and MK-8527 MK-8527 Py MK-8527'6 mg Placebo E & MK-8527 12 mg QM
emtricitabine/tenofovir alafenamide (FTC/TAF) for PrEP is strongly correlated with 3 mg 12 mg Placebo With drug-relateda AE 15 (14.9) 16 (15.8) 20 (20.2) 9 (18.4) c _ 2 1.00 -
adherence to daily oral therapy,2 which can be a challenge for some people who could N=101 N=99 N=49 With arade 3.4 E: L 3
benefit from PrEP® - : n o o 1.(1.0) 0 (0.0) 1.(1.0) 1(2.0) S 10 - T T — =
— Long-acting oral options for HIV-1 PrEP, with less frequent dosing, are needed Sex at birth, n (%) drug-related At 2 T °=_' 010
* Once-monthly (QM) oral PrEP was the preferred modality among respondents in a Male 43 (42.6) 42 (41.6) 41 (41.4) 20 (40.8) Most common drug-relateda AEs (>2% in any MK-8527 group) O & ]
recent online survey” Femal 58 (574) 59 (584)  58(586) 29 (59.2 Lcl:': 3
* MK-8527 Is a novel, oral, nucleoside reverse transcriptase translocation inhibitor with Smae (574) (58.4) (58.6) (59-2) Headache 4 (4.0) 5 (5.0) 2 (2.0) 1(2.0) > - PK efficacy threshold = 0.03 pmol/10¢ cells
pharmacokinetic properties supporting QM dosing® Age (years), median (IQR)  27.0 (23, 33) 28.0 (24, 34) 28.0 (23,34) 28.0 (24, 34) © e
» We studied the safety, tolerability, and pharmacokinetics of MK-8527 oral QM in Race, n (%) Nausea 3 (3.0) 4 (4.0) 2 (2.0) 1(2.0) O 0 84 168 252 336 420 504 588 672 0 84 168 252 336420 504 588 672 756 840 9241008
adults with low likelihood of HIV-1 exposure in a randomized, double-blind, ? ° CD4 Ivrmphocvt = Time (hr) Time (hr)
placebo-controlled phase 2 clinical study (MK-8527-007, NCT06045507) White 49 (48.5) 54 (53.5) 51 (51.5) 26 (53.1) decre;/rsne% OeYIes 2 (2.0) 1(1.0) 3 (3.0) 1(2.0) é’ First Dose (Day 1) Last Dose (Week 20)
) * Pharmacokinetic parameters for MK-8527-TP are dose-proportional
MK-8527-007 StUdy deS|gn Black 44 (43.6) 40 (39.) 40 (40-4) 21(329) -ymphooye count 0(0.0) 1(1.0) 4 (4.0) 1(2.0) 10 0 21 é 1|2 1|6 2|0 2|4 2|8 Minimal accumuleﬂion of MK-8527-TP in PBMCs with mzntﬁly dosing
decreased ' ' ' ' ’ ) )
* Participants were randomized (2:2:2:1) to receive oral monthly doses of MK-8527 Asian 3 (3.0) 2 (2.0) 3 (3.0) 0 (0.0) Fatigue 0 (0.0) 3(3.0) 2 2.0 | 2.0 Studv Week Table 5. MK-8527-TP Pharmacokinetic parameters
(3, 6, or 12 mg) or placebo for up to 6 consecutive months (1 dose every 4 weeks) Other 5 (5.0) 5 (5.0) 5 (5.1) 2 (4.1) ' ' ' ' uay vvee
from day 1 tO week 20 - | | | . . . . aRelationship to study drug was determined by the investigator. Mean % Change at Week 24 (4 weeks after last dcse) First Dose (Day 1) Last Dose (Week 20)
 Randomization was stratlfl.ed by sex (female, .male) and reg|c?n (Africa, non-Africa) Ethnicity, n (%) * Most drug-related AEs were Division of AIDS (DAIDS) toxicity grade 1 or 2 and were 3 mg: +6.1% 6 mg: +1.6% 12 mqg: +5.7% Placebo: +2.3%
* The study was conducted in Israel, South Africa, and the United States Hispanic/Latino 18 (17.8) 13 (12.9) 14 (14.1) 11 (22.4) report.eFI as resolved dl.Jrlng the study | Dose, mg Parameter n GM (GCV%) n GM (GCV%)
Figure 1. Phase 2 randomized double-blind, dose-ranging stud » 2 participants had confirmed CD4 and/or lymphocyte count declines that met protocol- Figure 4. MK-8527 plasma concentration vs time profiles (semi-log scale)
9t ' . J9ing y Country, n (%) specified discontinuation criteria, which resolved within 11 weeks » AUCo.jast 22 204 (71.3) 19 287 (55.9)
-week Follow- _ - - i 9 0 j 3 -
8-wee Follow Up United States 42 (41.6) 48 (47.5) 45 (45.5) 21 (42.9) MK 852? 6 mg;. lymphocyte nadir 0.80x10°/L (36.5% |), CD4 nadir 313 cells/mm %' 1.000 - - MK-8527 3 mg QM Crax 29 1.48 (79.7) 19 1.23 (63.9)
Group 1 (n~100) (Blinded) (grade 1; 51.4% |) =
_ _ . 9 _ 0 E! MK-8527 6 mg QM
MK-8527 (3 mg) QM > South Africa 35 (34.7) 34 (33.7) 34 (34.3) 16 (32.7) — MK-8527 12 mg: lymphocyte nadir 0.61x10°/L (grade 1; 54.1% |) = B MK.8527 12 mg QM AUC .4t 26 108 (56.3) 23 128 (178.6)
=OJZ 1 (I T1IWU) \JIVE ekl (o) -
Key Inclusion criteria B 0.100._
- 18-65 years old Group 2 (n~100) srae 24 (23.8) 19 (18.8) 20 (20.2) 12 (24.9) Figure 2. No meaningful change in total lymphocyte count for MK-8527 doses e Crnax 26 0.707 (89.7) 23 0.782 (72.2)
without HIV . . up to 12 mg oral QM 2
Low lkelinood of HIV MK-8527 (6 mg) QM S > Table 2. Incidence of AEs was similar across MK-8527 and placebo groups . § AUC .zt 21 52.9 (67.7) 20 20.7 (255.5)
;XF:OS““% t Group 3 (n~100) MK-8527 MK-8527 ) ® MK-85273mg & MK-8527 12 mg q 0010 Conax 21 0.394 (89.4) 20 0.325 (78.7)
- broeag?eg;;:gor Number (%) of 3 my 12 mg Placebo ° MK-8527°6 9 Placebo < AUC, area under the curve (hr*pmol/106 cells). C maximum concentration in PBMC (pmol/106 cells)
11 — — — N N~ J - “maxs -
. . . MK-8527 (12 mg) QM participants N=101 N=99 N=49 o o LLOQ = 0.00324 pmol/L GM, geometric mean. GCV%, geometric coefficient of variation.
- No prior use of islatravir = 0
or MK-8527 Group 4 (n~50) With one or more AE 62(614)  69(68.3)  66(66.7) 31 (63.3) & 1 - ~ e e —— Conclusions
Placebo QM T > n B T 0 4 8 12 16 20 24 O 4 8 12 16 20 24
With drug-relateda AE 15 (14.9) 16 (15.8) 20 (20.2) 9 (18.4) g Time (hr) Time (hr) * |n this large, randomized, double-blind, placebo-controlled, Phase 2 study in adults
| | | | | | | | et First Dose (Day 1) Last Dose (Week 20) with low likelihood of HIV-1 exposure:
45-day screenin - _ LL .
;)/eriod ing ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ With grade 3-4 AE 5 (5.0) 2 (2.0) 4 (4.0) 4 (8.2) @ » Pharmacokinetic parameters for MK-8527 are dose-proportional — 6 consecutive monthly doses of MK-8527 (3 mg, 6 mg, and 12 mg) were
Screen 66'\ 9@7’ Ogerb o‘beb( 0636 0566 0\\&5‘ \3\@% - 0 - - No apparent accumulation of MK-8527 in olasma with monthlv dosin generally well tolerated and demonstrated a safety profile similar to placebo
?N AP “@(\60 \ﬂ%\d ®\%d ®\6\6 ““qp\d < < With SAE 2 (2.0) 0 (0.0) 1(1.0) 1(2.0) T PP Umd P y J — Pharmacokinetics of MK-8527 and MK-8527-TP were dose-proportional and
© 2 Table 4. MK-8527 Pharmacokinetic parameters well-correlated . .
With drug-related SAE 1 (1.0) 0 (0.0) 0 (0.0) 1(2.0) S . f hePseEIrDesults support the continued clinical development of MK-8527 oral QM
= _ or Pr
currently enrolling participants
Safety & Tolerability Discontinued due to 0 (0.0) 1(1.0) 1(1.0) 0 (0.0) 0 4 8 12 16 20 24 28 Dose, mg Parameter n GM (GCV%) n GM (GCV%)
. - a drug-related AE ' ' ' '
* R f ad ts and laboratory test formed at each study visit Study Week
th?;/:]ev;l,'% V?,e\éir::ﬁeevreg; 2gsea Oratory 1ests Were periormed at sach Sy VIS aRelationship to study drug was determined by the investigator. Y 19 AUCO'laSt 97 0.861 (34'1) 95 0.836 (55'0) MK-8527 phase 3 program for PrEP
9 One participant in the 12-mg group died of a gunshot wound (not related to study drug). Mean % change at Week 24 (4 weeks after last dose)
* Study inter\./entis)r.] was discontinued for on-treatment decreases (Confirr.ned at AE, adverse event; SAE, serious adverse event. 3mg: +2.90% 6mg:-0.32% 12 mg: +4.52%  Placebo: -0.04% Chnax 2 0.113 (64.5) S5 0.108 (72.5)
2 consecgtlve visits) in total Iym%hocyte count and/or CD4 Cc):ount, specified as » One serious adverse event (SAE) (spontaneous abortion at ~6 weeks’ gestation) was AUC 1.t 96 0.397 (36.1) 92 0.404 (37.3) ‘
<1.0 x 19 /L and <500 cells/mm?, respectlvely, with a 230% decline from baseline considered related to MK-8527 (3 mg) - o ) 0490 (75 ¢ 0 ) 058 (73 e
* HIV testing was performed at screening, day 1, and every 4 weeks thereaiter » 2 participants discontinued MK-8527 due to drug-related AE: grade 1 CD4/lymphocyte max | (75.6) | (73.9)
Pharmacokinetics count decreased (6 mg); grade 2 hypoesthesia (12 mg) AUC_ast 95 0.132 (84.8) 78 0.129 (81.5) o .
. - i ' iCi : * No HIV-1 seroconversions were observed during the stud '/‘
I;]/Inlfj ?Oﬁ?ocvlnuglizr;? measured in all participants: days 1 and 2, week 20 (or last dose) g y Co. o5 0.0289 (69.0) 78 0.0320 (67.5) ..- elPe X PrESSIVEAT
) i * ' ' ' . ' 2 ‘ eople at greater likelihoo
+ MK-8527-triphosphate (MK-8527-TP), the intracellular active metabolite, was measured Reterences oo o Acknowledgments pisclosures o GOV, gomettic coeticient of varation ™ o poma (me S geometic mean : —. _ e s ™
. . _ . : , dla ana statistics, avalilanie at. PS:// WWW.WNO.IN e than € participants an elir ramilies an e ' ' T t ' t ' ' ' : ’ ' = articipants
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