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Background: MK-8742 is a potent, once-daily, inhibitor of the hepatitis C Subject Demographics Table 1. Subject Characteristics Table 4. Statistical Comparison Summary of Plasma
virus (HCV) nonstructural protein NS5A being developed for the treatment . . . . .
of chronic HCV infection. This study was the first comparison of MK-8742 * Of the 36 subjects . Age (yr) | Height (cm) | Weight (kg) | BMI (kg/m?) Pharmacokinetics of MK-8742 With BMI as Covariate
pharmacokinetics (PK) between males and females, as well as the first enrolled. 26 were White . .. . .
comparison between healthy young males and healthy elderly subjects. and non’ Hispanic/ Overall Range | 22-80 | 150.0-190.0 | 50.5-99.6 | 20.33-31.76 FO"OWlng the Administration of a Slngle Dose of 100 mg
Methodology: This was a double-blind, placebo-controlled, randomized, -Hispan N = 36 MK-8742 to Healthy Elderly Male and to Hea|thy Elderly
single-dose study designed to evaluate the safety, tolerability, and PK of non-Latino, 8 were Mean 62 1694 8.1 2109 Female Subiects
MK-8742 in healthy elderly male and female subjects. Panel A and Panel i i i u
B consisted of 14 healthy elderly male (age 65-78 years) and 14 healthy I2-I|span|§|or L_atll'::f, .and Elderly Female Range | 65-80 | 150.0-170.0 | 50.5-84.3 | 21.50-31.69 )
elderly female (age 65-80 years) subjects, respectively. Twelve (12) were black or Alrican N=14 Mean 71 159.4 67.9 26.56 (Healthy Elderly
subjects per panel were randomized to receive a single oral dose of 100 American (Table 1)_ : : ' Female Subjects/
mg MK-8742, and 2 subjects per panel received matching placebo. Panel C Range | 65-78 | 161.0-1870 | 65.7-996 | 22.68-31.76
consisted of 8 young (age 22-45 years) male subjects; 6 received MK-8742 E|d'3r|=y Male g - Healthy Eld_erly Female | Healthy El_derly Male Healthy E_Iderly
and 2 received placebo. Mean 70 174.5 83.5 27.39 Pharmacokinetic Subjects Subjects Male Subjects)
P e BNt Aot Ae o tounghtde | Range | 2245 | 1700-1900 | 736-965 | 20383167 e T | e Taonasn | o0 | oot oot ciaes | oo
The MK-8742 AUC,., C.,. and C,, geometric mean ratios (GMRs) N=8 Mean 34 177.8 86.5 2749 AUG,..." (M-r) | 12 | 5.95 | (4.23,837)| 12 | 363 | (298,510) | 164 | (110,245) | 0574
(90% confidence intervals [90% Cls]) for the comparison of a single dose - t . ) . .
of 100 mg MK-8742 administered to healthy elderly females vs healthy BMI = body mass index. c(;:’”a’jr ((nl\:/;) E :;27 g;z 4:2 z :ji ((3172§ igi)) :;i S :)35 222(1); g::;
elderly male subjects were 1.67 (1.12, 2.48), 1.75 (1.16, 2.66) and 1.58 . n . .0, . U, (2. . U9, 2. .
(1.07, 2.33), respectively. Additional exploratory analyses were conducted Safety and Tolerability t24 ) 12| 350 | (299,400 | 12 | 302 | (200,401
to adjust for body weight or BMI. The resulting AUC,_, GMRs (90% Cls) . . . .99, 4. . Uy, 4.
for the comparison of a single dose of 100 mg MK-8742 administered to * Asingle dose of 100 mg MK-8742 was well tolerated in the healthy elderly males and females A '“a"tt -~
healthy elderly female vs healthy elderly male subjects were 1.33 (0.83, and healthy young males in this study. ppa't'eg (he;mma i | 2208 0.95 2 | 2120 2084
2.14), when adjusted for body weight, and 1.64 (1.10, 2.45), when adjusted 1, (N0 . . . .
for BMI. Similar results were obtained for the C,,, and Cy,, parameters * There were no deaths, serious AEs, or laboratory AEs reported during the study. There were Single gral dose of 100 mg (10 x 10 mg capsules) MK-8742 administered to healthy elderly males and females.
g:\lﬂogsm(%ég/?scelSz;df?rntohn: Iczr;nag};s;gssnTgfe al\ilf,;;?goég%?'%gﬁg ,?Aan_ g}%fzh also no consistent, treatment-related changes in the safety laboratory profiles, vital signs, or Back-transformed least-squares mean and confidence interval from ANOVA model containing fixed effect
administered to healthy elderly males vs healthy young males were 1.02 ECG assessments during the study. for population and continuous covariate for BMI (P>0.05), and performed on natural log-transformed values;
(0.69, 1.53), 0.91 (0.60, 1.38), and 0.97 (0.66, 1.44). . . . #rMSE: Square root of the residual variance component from the ANOVA model. rMSE*100% approximates
Conclusions: The plasma exposures following a single 100 mg dose of e Atotal of 8 SUb]eCtS reported a total of 9 treatment-emergent adverse experiences; 4 of which the study %CV on the raw scale; Il Median (min, max) reported for t,,.; SGeometric mean and geometric CV
MK-8742 in healthy elderly female subjects is approximately 70% greater were considered treatment-related: constipation, abdominal distension, and myalgia following are reported for apparent terminal t,,. GM = geometric least-squares mean; GMR = geometric least-squares
than that observed in healthy elderly male subjects. The plasma AUC,_, MK-8742; and eczema following placebo. mean ratio; CI = confidence interval.
is approximately 33% greater in healthy elderly female subjects when ’
adjusted for weight, suggesting that the observed gender effect may . . e .
partially be explained by gender differences in body weight. A single 100 mg MK-8742 Pharmacokinetics Table 5. Statistical Com parison Summary of Plasma
2?;.‘2”;?1‘5"",‘:22.@; “f;f;,?;“ﬁ;.:sg‘lﬂ‘;-;&; 'TA'E‘TS$Z‘2’°;:§’§V;H t';?:r';':gdei',?iﬂg * Administration of MK-8742 resulted in higher MK-8742 exposure (by approximately 70%) in Pharmacokinetics of MK-8742 With Weight as Covariate
healthy elderly male and female subjects in this study. elderly female subjects as compared with elderly male subjects (Figure 1, Table 2). Following the Administration of a Single Dose of 100 mg
| m— — Similar results were observed for MK-8742 peak exposure (C,,,) and trough concentrations MK-8742 to Healthy Elderly Male and to Healthy Elderly
g (C,,), indicating a gender effect in the elderly. Female Subjects
» MK-8742 is a potent, once-daily inhibitor of the * Absence of differences in the mean apparent terminal t,, observed between elderly males
” . ’ _ - . . . . 72 e (Healthy Elderly
hepatitis C virus (HCV) nonstructural protein NS5A and females indicates possible differences in absorption and/or distribution parameters. Female Subjects/
.being. de\(eloped for the treatment O]f chronic HCV  PK parameters were similar between elderly male and young male groups, suggesting no effect Healthy Elderly Female | Healthy El_derly Male Healthy E_Iderly
infection in mono- and HCV/human immunodeficiency on MK-8742 exposure due to age (Figure 1, Table 3) (pooling of the data from the elderly male Pharmacokinetic Subjects Subjects Male Subjects)
virus (HIV)-coinfected patients. and elderly female subjects was not allowed by the statistical plan because of the differences Parameter | n | GM | 95%Cl | n | GM | 95%Cl |GMR| 90%Cl | rMSE!
« This study represented the first comparison of in the pharmacokinetic parameters between elderly males and elderly females [the 70% higher AUC,..T (uM#hr) | 12| 5.20 | (3.52,7.69) | 12 | 3.91 | (2.75,5.57) | 1.33 | (0.83,2.14) 0.562
MK-8742 PK between healthy elderly males and AUC,_, in females compared to males]). Comd (M) |12/ 260 | (174,389) | 12 | 201 | (140,289) | 1.29 | (0.79,210) | 0.577
females, providing preliminary safety data for this study . . . C M) | 12| 721 | @8.9,108) | 12 | 551 | (38.8,78.2) | 1.31 | (0.82,200) | 0557
population age group in HCV-infected patients, as well Figure 1. Arithmetic Mean _ 700, 1000 e T35 Toe 200 o 302 o0 eo
as the first comparison between healthy young males Plasma Concentration-Time < 630 A tmaxt: " — : (2.99,4.00) : (2.00,4.01)
and healthy elderly subjects. : ; 2 560 | 100 pparent termina
MK-8742 ' h t'):' CJ irus (HCV) NS5A inhibitor with Profiles 9f-MK'§742 F°"°‘.ng £ 490 t,S (hr) 1212205| 995 |12 [21.20 ] 2084
pot(;nt aC:‘i?/ityegsali:‘Zt S\él‘flejrsag HCV) gen0tylr;]esl I|s0 Lglng the Administration of a Single § 4201 10 Single oral dose of 100 mg (10 x 10 mg capsules) MK-8742 administered to healthy elderly males and females.
; ’ Dose Of 100 mg M K_8742 tO S 5501 TBack-transformed I.east-squares. mean anq confidence interval from ANOVA model containing fixed effect for
developed as a potentlal component of an all-oral, _ 5 1 population and continuous covariate for weight (P>0.05), and performed on natural log-transformed values;
drect-acting antivira regimen. tis curenty nPhase s | Healthy Elderty Male (n=12), 3o B B e e o o e e e e e e e e
. . . . . © -~ Healthy elderly male o ’ ’ max’
development for use in in c?orr.\bllnatlon with MK-5172, Healthy Elderly Female z 2104 e Healhy eldery fomale are reported for apparent terminal t,,. GM = geometric least-squares mean; GMR = geometric least-squares
an HQV NS3{4A pr.otease inhibitor, for the treatment of (n = 12), and Healthy Young B 140 ~-Healthy young males mean ratio: Cl = confidence inerval
chronic HCV infection. Male (n = 6) Subjects g 7o _ o
. - Figure 2. Individual 3
Time, hr = |
« To evaluate safety and tolerability of a single oral dose ot : ot Ln-transformed e IR °
£ MK8742 in h ylth dorl 31 N Ithg o Table 2. Statistical Comparison Summary of Plasma Pharmacokinetics AUC.  Values vs g | ™ - 3
O - INn nea elderly maile, nea elder . . n . . < °
y elaerly mate, nearhy elderly of MK-8742 Following the Administration of a Single Dose of 100 mg 0= . < o °
female, and healthy young male subjects. MK-8742 to Healthy Elderly Male and to Healthy Elderly Female Subjects | Y/eight Following the g e
. . - r n r m . . . 5
¢ To obtain preliminary plasma PK data (eg, AUC,,_,,, C,,, 0 Healthy erly Male a 0 Healthy erly remale subjects Administration of a < ° u
Crnax tmax: @PPArent terminal t,,) after administration Elderly Females/ Sinale Dose of 100 m ol °
: . Ph Kineti Elderly Females Elderly Males Elderly Males g mg .
of single oral dosas of 8742 to healihy elderly Parameter | n | GM | 95%Cl | n | GM | 95%CI | GMR | 90%CI | rMSE! MK-8742 Capsules in W Healny elderty femalo
male subjects compared to healthy elderly female L 0 0 @ Healthy elderly male
subjects and compared to healthy young male subjects AUC_.T (uMehr) 12 | 600 | (4.28,842) | 12 | 360 | (257,5.05) | 1.67 | (1.12,248) | 0577 Healthy Elderly Males A T T T T T
(including historical control data from 6 healthy young C,.. (M) 12 | 316 (221,450) | 12 | 180 | (126,257) | 1.75 | (116,2.66) | 0.604 (n =12) and Healthy Weight (kg)
male SUbJeCtS from MK'8742 PN001'Part I) C t nM 12 81.2 583, 13 12 514 369, 716 158 107’ 233 0.564 Elderly Females (n — 12) Weight: represent weight as assessed on Day -1 of Period 1
2%
. t S(hr 12 3.50 2.99,4.00 12 3.02 2.00, 4.01
Subjects and Methods e () (299,400 (200,40
Apparent terminal t,l (hr) | 12 | 22.05 9.95 12 | 21.20 20.84

Study Design: Double-blind, randomized, placebo- Single oral dose of 100 mg (10 x 10 mg capsules) MK-8742 administered to healthy elderly males and females. Conc' usions

controlled, single-dose study_ TBack-transformed least-squares mean and confidence interval from ANOVA model performed on natural logtransformed
. . values; frMSE: Square root of the residual variance component from the ANOVA model. rMSE*100% approximates the study
* Subjects: 36 healthy, nonsmoking elderly males %CV on the raw scale; SMedian (min, max) reported for t .,.; lGeometric mean and geometric CV are reported for apparent e The mean p|asma AUCO - fOIIOWing a Single 100 mg
and females between 65 and 80 years of age and terminal t,,. GM = geometric least-squares mean; GMR = geometric least-squares mean ratio; Cl = confidence interval. f MK 8742 i [ H-:h |d | f | b i |
nonsmoking young male subjects between 18 and 50 dose O_ 3 In healthy elaerly tfémale su J_eC SIS
years of age, with a body mass index (BMI) of <32 kg/m?. Table 3. Statistical Comparison Summary of Plasma Pharmacokinetics approximately 70% greater than that observed in healthy
- Treatments: of MK-8742 Following the Administration of a Single Dose of 100 mg elderly male subjects. The mean plasma AUC, _, is
— Panel A: 14 healthy elderly male subjects [n = 12 MK-8742 to Healthy Elderly Male and to Healthy Young Male Subjects approximately 33% greater in healthy elderly female
active (100 mg MK-8742) and n = 2 placebo]. (Panel C and Historical Control Data) subjects when adjusted for weight, suggesting that the
— Panel B: 14 healthy elderly female subjects [n = 12 Elderly Males/ observed gender effect may partially be explained by the
active (1 00 mg MK—8742) and n = 2 placebo]. Pharmacokinetic Elderly Males Young Males Young Males difference in body We|ght
— Panel C: 8 hea|thy young male SUbjeCtS [n = 6 active Parameter n GM 95% CI n GM 95% CI GMR 90% CI I"MSEt
(100 mg MK-8742) and n = 2 placebo]. AUC,_.." (uM-hr) 12 | 360 | (257,505 | 12 | 351 | (250,493) | 102 |(0.69,153) | 0.577 e A single-dose 100 mg administration of MK-8742 results
— Historical Data: 6 healthy male subjects Crrex' (M) 12 | 180 | (126,257) | 12 | 199 | (139,283) | 0.91 |(0.60,1.38) | 0.604 in similar AUC,,_, values between healthy elderly male and
2 . 0
(;,38()212;151?'\1:3330.1?1‘(9/”1 ) from MK-8742 CZ4T (nM) 12 514 (36.9, 71.6) 12 52.8 (37.9,73.5) 0.97 (0.66, 1.44) | 0.564 hea|thy young male SUbJeCtS, Suggestlng no effect of age
-rartl, TEEmg dose. tae® (1) 12 | 302 | (200,401 | 12 | 350 | (300,400 on the pharmacokinetics of MK-8742.
* Assessments Apparent terminal t,/l (hr) | 12 | 21.20 20.84 12 | 18.58 15.95
- Safety: adverse experiences (AEs), physical Single oral dose of 100 mg (10 x 10 mg capsules) MK-8742 administered to healthy elderly males and young males. e A single administration of 100 mg MK-8742 was generally
i i i i i TBack-transformed least-squares mean and confidence interval from ANOVA model performed on natural logtransformed .
Iext;aml?atlon, ;/I:&ﬂ Stlg(;].S, electrocardlograms (ECGS), values; frMSE: Square root of the residual variance component from the ANOVA model. rMSE*100% approximates the study We” tOIerated In the healthy elderly male and female
aboratory sarety studies. %CV on the raw scale; SMedian (min, max) are reported for t__ : lGeometric mean and geometric CV are reported for apparent su bjeCtS and hea|thy young male SUbjeCtS in this StUdy
* MK-8742 PK: Plasma PK samples were collected from terminal t,,; TParameter AUC ,, was not included in the historical data. GM = geometric least-squares mean; ’
. . ) . GMR = geometric least-squares mean ratio; Cl = confidence interval.
subjects in each Panel at predose and at specified

time points over 120 hours following the MK-8742 dose Exploratory Analyses of BMI and Total Body Weight

In each treatment period. * MK-8742 total exposure (AUC,_.,) with BMI as a covariate was similar to that without the BMI

* Exposure parameters (AUC ., AUC 54, Cpy covariate in the model (Table 4).
C,,) were log transformed (on natural log-scale)

and analyzed in an analysis of variance (ANOVA)
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* MK-8742 total exposure (AUC,_,,) with total body weight as a covariate was approximately 33%

Current Phase 2b and Phase 2b/3 Special Population Studies

model with a fixed effect for population (elderly greater in healthy elderly female subjects as compared with healthy elderly males (Table 5). Whitehouse Station, NJ. e B Koo ey B
male, elderly female, and young male). For each — The weight effect was apparent in elderly females due to lower exposures in 4 women * WLM, WWY, LC, PJ, XH, DPD, HPF, and JRB ee | Staging | History | bidity | (Weeks)

. . . . . . . are current employees of Merck & CO., Inc. C-WORTHy 1 + Cirrhosis TN, PR-PTF +HIV 8,12, 18, +tRBV
comparison of interest, least-squares (LS) means and weighing >80 kg (relative to the other 8 elderly women who received the active treatment) CSCAPE | 2,46| Noncihaic | TN | | 12,4RBY
corresponding 95% confidence intervals (Cls) and (Figure 2). %ssﬁ::: I 1 I : Cir.rhzsi? IDAA/:S.WF I CK[.).”I 1122,+F;BB\</

. . - - on-cirrnotic = , N0
differences between LS means and corresponding — The weight effect was not apparent among elderly female subjects who weighed less than 70 kg. Contact Information CSALT | 1,46 Cirhotc (CP-8)| TN, PRPTF | | 12,noR8Y
backtransformed inferential results [geometric mean — NO e ect ol increased weignt on decrease i exposures was apparent in maie erck Research Laboratories Geno- | Fibrosis | Treatment | Comor- Regimen

; 0 ; 0 subjects Merck & Co., Inc. Study type | Staging | History | bidity (Weeks)
(GM) and their 95% Cls and GMRs and their 90% Cls] : BMB3-421 CEDGETN | 1,46 | +Cirhosis | TN - 12, n0 RBV
were reported. Separate exploratory analyses were e Similar results were observed for C_ ., AUC, ,,, and C,,. 33 Avenue Louis Pasteur C-EDGECONFXN| 1,46 | «Cimhosis | TN | HV | 12n0R8v
erformed with BMI and total body weight (TBW) as . . Boston, MA 02115 C-EDGE CO-STAR | 1,46 | +Cirrhosis | TN | OST,#HIV | 12,noRBV
P i ) y weig * Overall, the results suggested that the observed gender effect may partially be explained by the Phone: 617-992-3239 C-EDGETE | 1,46 | +Cimhosis | PR-PTF | #HIV | 12016, +RBY
covariates in the model. difference in body weight between sexes. william.marshall@merck.com KD 5 G iy it Gt 4.t Homolys, OST - s St Ty, R = i
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