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Abstract #74

C-ISLE: Graioprewr/EIbasvw plus Sofosbuvir in
Treatment nalve and Treatment- experlenced 4
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C-ISLE: Study Design
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Baseline Factors

Cirrhotic GT3-Infected Patients

(n=100)
Male, n (%) 68 (68)
REGE, 1 (0) 29 (29)
Asian
White 69 (69)
Other 2 (2)
Cirrhosis diagnosis method
Liver biopsy, n (%) 5132 (%132)
FibroScan®, n (%) (84)
Mean FibroScan® score, kPa (SD) 25.4 (12.1)
Prlllor__treatment history, n (%) 47 (47)
aive
PR-Experienced 53 (53)
Albumin, g/dL, mean (SD) 3.6 (1.2)
Total bilirubin, mg/dL, mean (SD) 0.7 (0.4)
Platelets x 102 cells/el, mean (range) 148 (46-396)
Platelet count <100 x 102 cells/el, n (%) 24 (24)

Foster G, et al. Abstract #74, AASLD 2016.

S -



EBR/GZR + SOF + RBV x 8, 12 or 16

Weeks: SVR12

. Treatment-naive

Internationa [ Coalition of

Treatment-experienced

91 100 100 100 100
75 -
X
T 50
N
=2 17 17 17
0 17 17 17
EBR/GZR EBR/GZR EBR/GZR EBR/GZR EBR/GZR
+ SOF + RBV + SOF + SOF + SOF + RBV + SOF
(8 weeks) (12 weeks) (12 weeks) (12 weeks) (16 weeks)
Relapse 2 0 0 0 0

MFAS excluded patients who discontinued treatment for reasons unrelated to study medication.
Foster G, et al. Abstract #74, AASLD 2016.
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Abstract #110

Safety and Efﬁcacy of the Fixed-Dose Combination

Regimen of MK-3682/Grazoprevir/MK-8408
Without Ribavirin in Non-cirrhotic or CIH‘hOIIC
Patients with Chronic HCV GT1, 2 or 3 Infectlon- |
(Part B of C-CREST-1& 2) e

Eric Lawitz?, Eric M. Yoshida3, MariagButi4, John M. Vierling®, Piero L. Almasio®,
Savino Bruno!?, Peter J! Ruane’, Tarek |. Hassaneing,
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MK3: MK-3682/Grazoprevir/Ruzasvir

AMKS3 is a three-drug regimen formulated into a fixed-dose
combination tablet. The regimen is given as two tablets,
once-daily, without regard to food.

A Triplet also called MK-3682B

A HCV NS3/4A protease

A HCV NS5B polymerase inhibitor A HCV NS5A next-
nucleotide inhibitor A 50 mg per tablet generation inhibitor
A 225 mg per tablet _ A 30 mg per tablet

MK-3682 Grazoprevir Ruzasvir

(MK-5172) (MK-8408)

Lawitz E, et al. Abstract #110, AASLD 2016.
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C-CREST Design
(MK3: MK-3682/Grazoprevir/Ruzasvir; N=664)
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Lawitz E, et al. Abstract #110, AASLD 2016.
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C-CREST Patient Demographics

Internationa [ Coalition of

Hepatology Education Providers

GT3, Overall GT1,
n=337 GT2 and GT3,
(N=664)
Male, n (%) 107 (61) 86 (57) 199 (59) 392 (59)
Race, White, n (%) 156 (89) 135 (89) 304 (90) 595 (90)
56(1;3’ Black (or African American), 18 (10) 8 (5) 4(1) 30 (5)
Ethnicity: Hispanic or Latino, n (%) 33(19) 37 (25) 13 (4) 83 (13)
Cirrhosis (Metavir F4), n (%) 75 (43) 57 (38) 117 (35) 249 (38)
HCV GT/subtype, n (%)
GTla 90 (51) - - 90 (14)
GT1b 86 (49) -- -- 86 (13)
Treatment-naive, n (%) 176 (100) 151 (100) 189 (56) 516 (78)
Treatment (PR)-experienced, n (%) -- -- 148 (44) 148 (22)
HCV/HIV Co-infected, n (%) 9 (5) 4 (3) 10 (3) 23 (3)
Geographic Region, n (%)
North America 87 (49) 87 (58) 125 (37) 299 (45)
European Union 78 (44) 56 (37) 128 (38) 262 (39)
Asian Pacific 4(2) 4 (3) 45 (13) 53 (8)
Middle East 7 (4) 4 (3) 39 (12) 50(8)

Lawitz E, et al. Abstract #110, AASLD 2016.
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SVR12 by Genotype (Full Analysis Set): s
8,12 or 16 Weeks

08 Weeks m12 Weeks m 16 weeks
100 100
100, B398 98 g6 97 95 97 96
80 A
=
N 60 -
E
> 40 -
. i 40 54 98
20 1 46 %] 62 (26 103
O I I I
GT1b GT2 GT3
Relapse 2 0 1 0 7 0 0 4 3 2
Discontinuation (DR-AE)* 0 O 0 0 1 0 0 0 0 0
Reinfection* 1 0 0 0 0 0 0 0 0 0
Non-virologic failure* 0 1 0 0 1 2 0 1 1 1

Lawitz E, et al. Abstract #110, AASLD 2016.

B



SVR12 (Per Protocol)
GT1 Patients With or Without Cirrhosis
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O No cirrhosis m Cirrhosis
96 100 100 100 100 100
100 - 97 92
80 -
S 60 -
—i
'
> 40 A
%)
20 - 22 30 18
" 23 30 18
Subgenotype 1b la 1b
Duration 8 Weeks 8 Weeks 12 Weeks 12 Weeks
Relapses 1 1 1 0 0 0 0

Lawitz E, et al. Abstract #110, AASLD 2016.
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SVR12 (Per Protocol) GT2 or GT3
Patients With or Without Ribavirin

O Without RBV B With RBV

9 g3 100 100 94 98 97 99 98 06
100 -
X
°. 80 -
N
o 60 -
>
" 40 -
201 |29 44 20 ] 6 mel 48
0 32 44 el 49 78 R0 49
Genotype GT2 GT2 GT3 GT3 GT3
Duration 8 Weeks 12 Weeks 8 Weeks 12 Weeks 16 Weeks
Relapse 3 4 0 0 3 1 2 1 1 1
Discontinuation (DR-AE) 0 1 0 0 0 0 0 0 0 0

Lawitz E, et al. Abstract #110, AASLD 2016.
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SVR12 (Per Protocol): GT3 Treatment-
experienced Patients with Cirrhosis

SVR12, %

100
80
60
40
20

100 100 100 96

0
12 Weeks, 12 Weeks 16 Weeks, 16 Weeks
No RBV + RBV No RBV + RBV
Relapses 0 0 0 1

Lawitz E, et al. Abstract #110, AASLD 2016.
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EN DURANCEE-l' Efficacy and Satety of 8- ve_rsus

Stefan Zeuzem?, Jordan J. Feld?, Stanley Wang?3, Marc Bourli.re#,

Heiner Wedemeyer®, Edward J. Gane®, Robert Flisiak?,
Wan-Long Chuang?, Steven L. Flamm?, Paul Y. Kwo??, Gladys Sepulveda'!,
Ruth Soto-Malave?2, Massimo Puotil3, Edward Tam14,
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ENDURANCE-1: Study Design and
Patient Population

SVR12
assesment

Arm A G/P \:/ i >
N =352 8 weeks ;
Arm B G/P \:/ >
N =351 12 weeks

| | | | |

! ! ' ' ' Post-treatment

Day 0 Wk8 Wk 12 Wk 20 Wk 24 WK 24

Open-label T reatment

A GT1 non-cirrhotics (n=703)

A Treatment naive or treatment-experienced with IFN or PEG +/- RBV or SOF +
RBV +/- PEG (excluded any prior experience with HCV DAA other than SOF)

A HCV monoinfected or HCV/HIV coinfected (ART naive or on stable
ART regimen)

Zeuzem S, et al. Abstract #253, AASLD 2016.
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ENDURANCE-1: Demographics and
Disease Characteristics

G/P G/P
8 Weeks 12 \Weeks
Characteristic N = 352 N =351
Male, n (%) 176 (50) 167 (48)
White race, n (%) 302 (86) 289 (82)
GTla 148 (42) 152 (43)
Baseline Fibrosis Stage
FO-F1 298 (85) 297 (85)
F2 24 (7) 22 (6)
F3 29 (8) 30 (9)

Zeuzem S, et al. Abstract #253, AASLD 2016.
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E N D U RAN C E-1 De mog ra ph |CS a nd e
Disease Characteristics (con’t)

G/P G/P
8 Weeks 12 WEeeKsS
Characteristic, n (%) N =352 N'= 351
Treatment-naive 217 (62) 219 (62)
Treatment experienced 135 (38) 132 (38)
IFN-based, n/N (%) 133/135 (99) 131/132 (99)
SOF-based, n/N (%) 2/135 (1) 1/351 (0.8)
HIV co-infected 18 (5) 15 (4)
Raltegravir-containing ART, n/N (%) 3/18 (17) 7115 (47)
Dolutegravir-containing ART, n/N (%) 12/18 (67) 5/15 (33)
Rilpivirine-containing ART, n/N (%) 3/18 (17) 3 (20)
ART-naive 0 0
CDA4+ cell count, median (range), /uL 801 (362-1208) 644 (211-1098)
PPI use 35 (10) 20 (6)

Zeuzem S, et al. Abstract #253, AASLD 2016.
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GLE/PIB x 8 Weeks or 12 Weeks in GT1
Noncirrhotics (Primary Endpoint)

100 99 100

100 T
N Primary endpoint threshold: 91%
o’ 80 T
- ITT-PS: ITT population,
S 60- excluding HIV co-infected
= and SOF-experienced
2 . patients
2
s ITT-PS-PP: ITT-PS
s 207 population excluding

patients with premature D/C
0- or virologic failure prior to

ITT-PS ITT-PS ITT-PS-PP week 8, and missing data in
the SVR12 window

12 Week G/P B s Wweek G/P

Zeuzem S, et al. Abstract #253, AASLD 2016.
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SURVEYOR»—II Part 3: Efficacy and Safety of#
493/ABT-530 in Patients with Hepatitis C Vlru“é,
Genotype 3 Infection with Prior Treatment
Experience and/or Cirrhosis

David L. Wyles?, Fred Poordad?, Stanley Wang?, Laurent Alric*,
Franco Felizarta®, Paul Y. Kwa?¢, Benedict Maliakkal?, Kosh Agarwal’,
Tarek I. HassaneinS,Kank Weilert?, Samuel S. Leel?,

Ran Liu?, Chih-Wei Lin?, Teresa Ng!, Federico Mensa?;
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AbbVie, Inc, North Chicago, IL; \ 6. Indiana University School of Medicine, Indianapolis, IN;
University of California San Diego, La Jolla, CA; ) ;\7. Institute of Liver Studies, Kings College Hospital, London,
The Texas Liver Institute, University of Texas Health Science .', United Kingdom;

Center, San Antonio, TX; 8. Southern California Gl and Liver Centers and Southern
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SURVEYOR-II Part 3: Study Design
and Patient Population

Treatment Period Post-Treatment Period

G/P N =22 SVR12
TE without cirrhosis ‘

01

1
Randomized

G/P SVI312
TE without cirrhosis '

G/IP N'=40 SVR12
TN with cirrhosis .

e SVR12

TE with cirrhosis

l | | | | | |
I I I I I I I
0 12 16 24 28 36 40

Weeks
A Included GT3
A Patients without cirrhosis or with compensated cirrhosis
A Excluded prior treatment with HCV DAA other than SOF
A Excluded HBV or HIV coinfection

Wyles D, et al. Abstract #113, AASLD 2016.
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SURVEYOR-II, Part 3: SVR 12 With
GLE/PIB x 12 or 16 Weeks

91 96 98 96

SVR12, % Patients
o1
o

Cirrhosis - - + +
T-Experience + + - +
Breakthrough 0 0 0 1
Relapse 2 1 0 1

LTFU 0 0 1 0

Wyles D, et al. Abstract #113, AASLD 2016.
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LB-15
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Glecaprevir/Pibrentasvir Demonstrates High
Rates in Patients with HCV Genotype 2, 4, 5%
Infection without Cirrhosis Following an 8- Wee
Treatment Duration (SURVEYOR-II, Part4)

Tarek |. Hassanein?, Da;wd [ Wyles2 Stanley Wang?,
Paul Y. Kwo*, Mitchell L. Shiffman?®; Ziad Younes®, Susan Greenbloom?,
Catherine A. Stedmané, JfSasadeuszg, Humberto I. Aguilar?9,
Jeong Heo!, Ran Liu3, Teresd'Ngs3, Chih-Wei Lin3, Federico J. Mensa3;

Southern California Gl and Liver Centers and Southern 8. Christchurch Haospital, Christchurch, New Zealand;
California Research Center, Coronado, CA; ‘< 9. Island Health Authority, Victoria, BC, Canada;

University of California San Diego, La Jolla, CA; \ _10. Louisiana Research Center, Shreveport, LA;

AbbVie, North Chicago, IL; ) Kll' Pusan National University and Medical Research Institute,
Indiana University School of Medicine, Indianapolis, IN; ' Busan, Korea (the Republic of)

Liver Institute of Virginia, Bon Secours Health System, !

Newport News, VA, ke

GastroOne, Germantown, TN; WA

. . : . L
Toronto Digestive Disease Associates, Toronto, ON, Canada; { /"
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Global Prevalence of GT2 (9%), 4 (8%),
5(1%) and 6 (5%)

mm GT6
El >10% prevalence of more than one (GT2, 4-6) GT

Hassanein T, et al. LB-15, AASLD 2016.
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SURVEYOR-II Part 4: Study Design
and Patient Population

SVR12
assesment

GT 24,56 G/P | .
NELReEl 300 mg/120 mg* |

Day O Wk 8 Wk 20 Wk 40

Open-label T reatment

*G/P is co-formulated and dosed once daily as three 100 gm/40 mg pills for a total dose of
300 mg/120 mg.

A Included GT2 (n=123), GT4 (n=41), A 48% Male
GT5 (n=1) or GT6 (n=6) A 76% White, 10% Black, 11% Asian
A Excluded cirrhotics A 87% Treatment-naive, 10% IFN-
A Excluded prior treatment with HCV DAA experienced, 3% SOF-experienced
other than SOF A 84% FO-F1, 6% F2, 10% F3

A Excluded HBV or HIV coinfection

Hassanein T, et al. LB-15, AASLD 2016.
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SURVEYOR-II, Part 4: GLE/PIB x 8 Weeks R e

97 98 93 100 90

1001
(QV
= 1
S 801
n
= 60
=
0
= 40~
2
GEEOR| 196 142
N 203 145
0- |
Overall GT2 GT4 GT5 GT6
Breakthrough 0: 0 0 0 0
Relapse 2: 2 0 0 0
Discontinuation 2: ik ik 0 0
Missing SVR12 data 3: 0 2 0 1

*Patient discontinuedon Day 15 due to loss to follow-up. Apatient discontinued on Day 36 due to non-compliance.

A Of the 3 with missing SVR12 data, 2 had achieved SVR4 and 1 had achieved SVR8

Hassanein T, et al. LB-15, AASLD 2016.
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SOF/VEL/VOX

Background
Sofosbuvir (SOF)/Velpatasvir (VEL)

Nucleotide VEL A SOF: Nucleoside polymerase inhibator with

NS5A

HIEE s inhibitor activity against HCV GT 1-6
A VEL: Potent pangenotypic NS5A inhibitor

VOX Voxilaprevir (VOX)

NS3/4A

imitior A HCV NS3/4A PI with potent antiviral activity
against GT 1-6, including most RASs

AL vox SOF/VEL/VOX

Nucleotide NS5A INISRIZAN
Polymerase Protease

inhibitor M1 inhibitor A Once daily, oral, fixed-dose combination
(400/100/100 mg) for GT 1-6
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SOF/VEL/VOX: Phase |l Program

International Coalition of

Hepatology Education Providers

Wk 0 8 12 20 24
| | | y/2 ]
SVR 12
SOF/VEL/GS-9857 *
POLARIS-1 E'f?igrfég q
: ‘
SVR 12
. n=405 | SOF/VEL/GS-9857 L 2
POLARIS-2 DA(';“TNlag’e' -
- SOFIVEL 5
DAA Naive, SOF/VEL/GS-9857 <>
POLARIS-3 GT 3 with
Cirrhosis SOF/VEL L

n=205 | SOF/VEL/GS-9857
POLARIS-4 |NOn-NSSA'DAA -

Experienced
SOFIVEL
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Compared to Sofosbuvir/Velpatasvir for 12 Wee E
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LB-12

A Ré’hdomized Phase 3 Trial of
Sofosbuwr/VeIpataswr/VOX|IapreV|r for 8 W

DAA-Naive Genotype 1-6 HCV-Infected Patlents ; 4
The POLARIS-2 Study ;

Ira M. Jacobson?!, Tarik Asselah?, Ronald Nahass?, Bal R. Bhandari,
Albert Tran®, Robert H. Hyland®, Luisa M. Stammb®,
Hadas Dvory-Sobol®, Yanni ZhLIJE Diana M. Brainard®, Mani Subramanian®,
John G. McHutchison®,/Stephen Shafran?, Mitchell Davis®,
Catherine A. Stedman?®, Eric Lawitz!?, Edward J. Gane't;

Department of Medicine, Mount Sinai Beth Israel, 7. Department of Medicine, University of Alberta, Edmonton, AB,
New York, NY; ‘< Canada;

Service d 6 H® p a t Hopital @eagon, AP-HP, INSERM \ 8. Digestive Care-South Florida Center of Gastroenterology,
UMR1149, Université Paris Diderot, Clichy, France; ) Wellington, FL;

ID Care, Hillsborough, NJ; ‘9 Gastroenterology Department, Christchurch Hospital,
Gastroenterology & Nutritional Medical Services, Bastrop, LA; + Christchurch, New Zealand;

Digestive Center, Centre Hospitalier Universitaire de Nice, ‘._,10. Texas Liver Institute, University of Texas Health Science
Nice, France; ! . Center, San Antonio, TX;

Gilead Sciences, Inc., Foster City, CA; { 17 *Auckland Clinical Studies, Auckland, New Zealand
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Methods

A Genotype 1-4 HCV-infected patients were randomized equally to
receive open-label SOF/VEL/VOX (400 mg/100 mg/100 mg daily) FDC
for 8 weeks or SOF/VEL (400 mg/100 mg daily) FDC for 12 weeks and
stratified according to HCV genotype, prior treatment with an interferon-
based regimen, and cirrhosis status.

A Patients with other genotypes assessed at screening were enrolled in
the SOF/VEL/VOX treatment arm.

A Patients with genotype 3 HCV infection and cirrhosis were excluded
from this study but eligible for another Phase 3 trial (POLARIS-3).

A The primary endpoint is SVR12 with a pre-specified
non-inferiority margin of 5%.

Jacobson |, et al. LB-12, AASLD 2016.
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Sofosbuvir/velpatasvir/voxilaprevir x 8 or 12 wks vs e

sofosbuvir/velpatasvir x 12 w

100
80
)
S 60
(Q\
—
o
> 40
"
20
0

0%
(pbo)

POLARIS-1 (GT1-6) (Placebo
control) (NS5A inhibitor
experienced; 41% cirrhotic)

95% 98%

POLARIS-2 (GT1-6) (DAA-

naive; 18% cirrhotic)

96% 96%

m SOF/VEL/VOX = SOF/VEL
Gilead Press Release, October 20, 2016; Final data to be presented at AASLD, November 11-15, 2016 (abstracts 109, 194, 258 and LB-12).
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POLARIS-3 (GT-3) (DAA-
naive; 100% cirrhotic)

Ks (Phase 3 Program)

97%

Y 90%
wk 12
wk

POLARIS-4 (GT1-4) (DAA-
experienced, no NS5A
inhibitor; 46% cirrhotic)



Abstract #258

A Randomlzed Phase 3 Trial of
Sofosbuwr/VeI‘fbataswr/VOX|IapreV|r for 8 Weeks
Sofosbuwr/VeIpatasvw for 12 Weeks for Patients. $
with Genotype 3 HCV Infection and Cirrhosis: ‘gﬁ- y
The POLARIS-3 Study -wl

Graham R. Foster?, Alex J- Thompson?, Peter J. Ruane?,

Sergio M. Borgia?, Gregory Dore® -Kimberly-Workowskié, Robert H. Hyland?,
Jing Wang’, Evguenia S. Svarovskaia’, Luisa M. Stamm?,
Diana M. Brainard’, Mani Syubramanian’, John G. McHutchison’,
Thomas Berg?g, Kosh Agarﬁ Brian Conway?'°, Jordan J. Feld'!,
Bernard E. Wlllems12 Stuart K. Roberts?3;
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Royal London Hospital, London, United Kingdom; Charit. Universit.tsmedizin Berlin, Berlin, Germany;

. Department of Gastroenterology, St . Vi IHospital,t 0 s 9. Institute of Liver Studies, Kings College Hospital, London,
Melbourne, VIC, Australia; ‘< United Kingdom;
Ruane Medical and Liver Health Institute, Los Angeles, CA; \ 10. Vancouver Infectious Disease Research and Care Centre,
William Osler Health System, Brampton Civic Hospital, 1 Vancouver, BC, Canada;
Brampton, ON, Canada; y 11. Toronto Western Hospital Liver Centre, Toronto, ON, Canada;
St Vi nRuldimHogpial, Sydney, NSW, Australia; 12. Centre Hospitalierde | 6 U n i. deéMiorgrialf Montr.al, QC,
Emory University, Atlanta, GA,; ke Canada;
Gilead Sciences, Inc, Foster City, CA; " 13 Alfred Hospital, Melbourne, VIC, Australia
Medical Department of Hepatology and Gastroenterology, { /%
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