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BACKGROUND CONCLUSIONS

* New HIV antiretrovirals that are well tolerated, highly efficacious, with a high * MK-8507 is a novel NNRTI that was generally well tolerated in participants
barrier to resistance, and offer extended dosing intervals are needed'2 without HIV

« Here, we report the first-in-human trials of single and multiple ascending doses * MK-8507 PK is supportive of once weekly oral administration
of MK-8507, a novel non-nucleoside reverse transcriptase inhibitor (NNRTI) * MK-8507 doses 2100 mg achieved the C,gg,r PK target (eg, trough plasma
with strong antiviral potency and in vitro activity against common NNRTI concentration [Cyougn] at 1 week)

associated resistance mutations

METHODS Figure 1. Mean Plasma Concentration vs Time Profiles of Single Oral Doses of
MK-8507 in the Fasted State (Study 1 and Study 2)

* Single (Table 1) and multiple (Table 2) rising-dose clinical trials of MK-8507 in ——e——— 400 mg (Study 2)
participants withoutHIV L e CEEEEE ?ggomg (S(;L:dﬁ 2)2)
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Table 1. Study 1: Single Rising-Dose Trial of MK-8507 ——e—— 2mg (Study 1)
--------- O---===- 10 mg (Study 1)
A 8 2mg or 30 mg or 200 mg or E = A= 100 mg (Study 1)
placebo placebo placebo = % 25000- 200 mg (Study 1)
B 8 10 mg or 100 mg or| 400 mg or|100 mg or placeboP HE_ ? — : —fli— - — 400 mg (Study 1)
placebo placebo? placebo (withfood) OB ( - | 7Y~  lv..  mmmmmmmees PK Target (300 nM)

aRandomized, double-blind, 3:1 active treatment:placebo. P'Same participants received MK-8507 for crossover food effect assessment. “o.
c+21 days from last dose. 200004 il

Table 2. Study 2: Single and Multiple Once-Weekly Rising-Dose Trial of

MK-8507 with Midazolam Interaction Arm 15000

Mean MK-8507 Plasma Concentration (nM)

S |
Single Dose MultipleDose @888 | & | S ol K TTwoo T T A . <o
Panel Na DEVEYS 10000- T~A
>a i T
5 5 T B o S e - N i
A 8 - 400 mg or placebo | 100 mg or placebo | 100 mgorplacebo (&= | @ |4 —— = § = T —__ O o..
T3 s000d &0 10 TT®—e__ O °
B 8 - 800 mg or placebo | 200 mg or placebo | 200 mg or placebo UE_ 2
400 mg or
C 8 2 mg midazolam |1200 mg or placebo| 400 mg or placebo | placebo and 2 mg 0- T 1
midazolam 168 336
aRandomized, double-blind, 3:1 active treatment:placebo. b+21 days from last dose. Time (hr) Time (hr)
° E||g|b|e participants: Adults without HIV; in good health and not using prescription The time point in Study 1 for the proceeding period was used in the preceding period, resulting in an additional time point of 480 hours.
T . . . PK, ph kinetic.
or non-prescription medication or herbal remedies pharmacoinete
Assessments Figure 2. MK-8507 Plasma PK under Fed and Fasted Conditions (Study 1) (A),
« Safety/tolerability (adverse events [AEs], vital signs, electrocardiograms [ECGs], and Interactions with Midazolam (Study 2) (B)

and laboratory safety tests)

QO Individual ratio @ Geometric mean ratio (95% Cl)
* Plasma pharmacokinetics (PK) of MK-8507

Figure 2A Figure 2B
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Table 3. Baseline Demographics 5 ‘é
§
Sex, n (%) g 'e) 5
Male 16 (100.0) 21 (87.5) 2 0 s
Female 0(0.0) 3 (12.5) :-—'- (1.11) % o
Age § 1'00'""0'@"26 R %-(3-0-2-) g 1.004 -9 ) Rl
18 to 60 years, n (%) 16 (100.0) 24 (100.0) g ?(6.91) & ooy E § . JR
Mean (range), years 36 (24 to 53) 34 (21 to 54) E O ~(0.86) o + o (0.88)
Race, n (%) S 0 5 (0.78) ©8D
White 10 (62.5) 22 (91.7) ] O 71072 § é (0.70)
Black or African American 4 (25.0) 0(0.0) © +(0.65) g o
Black or African American, White 1(6.3) 0(0.0) (g (0.58) -;-
Asian 1(6.3) 2(8.3) =
Ethnicity?, n (%) 0.50- ® 0.50-
Not Hispanic or Latino 15 (93.8) 24 (100.0)
Hispanic or Latino 0(0.0) 0(0.0) AUC, C oo Ccanr AUC, Cax

aThe ethnicity of one participant in Study 1 was listed as ‘Unknown’. . . o . . .
AUCO0-=, area under the concentration—time curve from 0 to infinity; Cggp,, plasma concentration at 168 hours; Cl, confidence interval;

Cmax» maximum plasma concentration; PK, pharmacokinetics.

Safety

 All single and multiple oral doses of MK-8507 were generally well tolerated
9 P g y  High-fat meal had no clinically meaningful effect on MK-8507 PK (Figure 2A)

* MK-8507 400 mg once weekly had no clinically meaningful interaction with
midazolam (Figure 2B)

* All AEs were mild in intensity, non-serious, resolved by end of study, and no one
discontinued due to an AE

* Most common AEs were headache, cough and rhinorrhea

— One AE of decreased appetite was considered to be drug related in Study 2 References
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* No trends with dose and no clinically meaningful changes were observed in clinical
laboratory values, vital signs, or ECG safety parameter values following treatment

with MK-8507
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