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* Combining 3 potent DAAs may provide effective treatment with shorter * Exclusion criteria SVR24 (full analysis sett) C-CREST Part C: RASs present at retreatment C-CREST Part C: adverse events
(I:IDlXitltohn for most individuals, including those who failed prior all-oral — Co-infection with HBV « The resistance analysis population included all 23 E——— -
. i vent, n =
erapy — Significant laboratory abnormalities 100 93 100 participants who had viral sequencing at baseline and a : -
« ALT or AST >5 times ULN 100 treatment outcome of either SVR12 or virologic failure ?”e or moreladv:rs: event, n (%) 20 (83)
. . - . . reatment-related adverse event,
ObjeCtlveS « Hemoglobin <11 g/dL in females or <12 g/dL in males - E:i;g};gﬁfﬁﬁ:'ﬁﬁzzﬁ:?tZ‘: gg?nglzd-gg:(ﬁﬁg o n (%) 17(11)
+ Platelets <125 x 103/uL —~ 80 vomiting and tachycardia Serious adverse event, n (%) 2 (8)f
Phase Il C-CREST studies © * All RASs observed at time of failure in Part A were also Treatment;related RaSLL 167
° Part A Evgluate an NS3/4A inhibitor (gr'azoprevir, GZR), plus a'n NS5A C-CREST Part C: endPOints § detected at initiation of retreatment in Part C '?rzaatt%;]n(t/;)iscontinuation 0
(Uprifosbuni. UPR. MK.3633] oo RER) plus an TS5 inhibior » Primary efficacy endpoint vo 00 + 83% (19/23) of all participants had RASs in both NS3 due fo AE, n (%) 207
Obtimal reai GZR 100 ma/RZR 60 ma/UPR 450 — SVR12, defined as HCV RNA <LLOQ [<15 IU/mL] 12 weeks after Yy &£ and NS5A AEs occurring in 220% of patients
- or?ctgn;ai:e?émen was mg mg mg the end of treatment (EOT) (measured using the Roche COBAS® > S 40 +  High-impact NS5A RASs (>5-fold reduction in Headache 9(38)
a AmpliPrep/COBAS® TagMan® HCV Test, v2.0) @ k= susceptibility to RZR in vitro) were detected in: Fatigue 6(25)
‘ PaerB: EvaIlIJafced GfZHRC/EZ_Rf/UPF; */- ribavirin (RBV) and durations in - Secondary efficacy endpoint: SVR24 (HCV RNA <15 |U/mL at % — 10/13 (77%) of GT2-infected participants Nausea 6 (2?
a wide population of HCV-infected persons 24 weeks after EOT) S 90 - 9/13 (69%) had L31M:; 2/13 (15%) had F28C; one Rash_ o)
* Part C: Evaluate 16 weeks of GZR/RZR/UPR + RBV for individuals + Resistance-associated substitutions (RAS) in NS3, NS5A, and NS5B participant had both Insomnia 5@
who failed 8 weeks in Part A ’ ’ _ 0 i i
— Evaluated at time of initial failure and at retreatment baseline 0 7/85528(:?2;; ﬁTj\z‘Se;tetd par]:umﬁants dat Q,?f;i,r_sf:\/ems (AE) on treatment fhrough 14 days of
— Next-generation sequencing with 15% sensitivity threshold oY o) had T=5H, two of whom emerged a tTwo participants had 3 SAEs: One GT2-infected
* HCV NS5B polymerase ﬁﬁi\éigrssm protease ; | ° ’ Y GT1 GT2 GT3 time of virologic failure in Part A participant withdrew after a single dose with SAEs
nucleotide inhibitor . 50 mg per tablet * HCV NS5A inhibitor® + NS3 RASSs: Change from reference at 14 positions (36, 54, 55, 56’ « 3/8 (38%) had one (A30K or Y93H)’ 4/8 (50%) of vomiting and tachycardia, considered related to
+ 225 mg per tablet ) + 30 mg per tablet 80. 107. 122. 132. 155. 156. 158. 168. 170 175) had two (A30K L31M. S62L. or Y93H) GZR+RZR+UPR+RBV. One GT3-infected participant
. | " ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ ’ was hospitalized for severe anxiety, considered
i : i . NS5A RASs: Relapse 0 0 * No h|gh-|mpact RASs were detected among unrelated to GZR+RZR+UPR+RBV.
Co-fi lated . . ] p . T1-inf ici 1T ticipants di tinued study drug: One GT2-
2 tablets once daily (QNERTFI vted GT1 - Change from reference at 4 positions (28, 30, 31, 93) Discontinued 0 1 0 GTi-infected participants infectod paricipant withdrew after a singlé dose with
without regard to food ?{;I?g; %gz)ange from reference at 9 positions (24, 28, 30, 31, 32, 38, C-CREST Part C: laboratory abnormalities gﬁg%ﬁ;ﬁg?gzed participant disconfinued RBV 4
’ ' . TFull Analysis Set includes all participants who received =1 dose of study drugs. Event, n (%) N = 24 gffﬁe?:;(;r?jﬁz(ic,sﬁe:gi? ;(;r:plit:;? d(;fr;g VRVS(\EXS
SJSSE %gaggze ggm reference at 10 positions (24’ 28, 30, 31, 32, ¥One GT2 participant withdrew after a single dose with SAEs of vomiting and tachycardia. - . ' related. This participant compléted 16 weeks of
, 58, 62, 92, 93) Hemoglobin <10 g/dL, n (%) 2(8) GZR+RZR+UPR+RBVY.

) o . . L . Direct bilirubin >5X baseline, n (%) 0
) ) 0

Creatinine grade 1 (1.1-1.3X ULN), n (%)

C-CREST Part C: study design At Part C Retreatment Baseline ALT = alani . e . e - _
.. . = alanine aminotransferase; AST = aspartate aminotransferase; ULN = upper limit of normal;
— Retreatment started 21-33 weeks after virologic failure in Part A e Part A Regimen (8 weeks) NSSA NS3 NSSB
— Weight-based RBV added* C-CREST Part C: participant characteristics fa GZR +RZR + UPR (450 mg/d) WT WT WT Sum mary
_ Duration of GZR + RZR + UPR + RBV was 16 weeks 1b GZR + RZR + UPR (450 mg/d) WT Y56F, V1701 C316N
= 2b GZR +RZR + UPR (450 mg/d) T24S, F28L, L31M K122R, 1132L WT * Grazoprevir (GZR)/ruzasvir (RZR)/uprifosbuvir (UPR) plus RBV for 16 weeks was highly effective
N=24 . : o : . . . .
: Za_ | GIR+RIR +UPR (300 mgd) LaiM, PGS o2t T ireatment with & 3-DAA regimen ith 100% SVR24 i 23 patients who completed treatment
et e 2 GZR + RZR + UPR (300 mgld) Lo 92 i GZR/RZR/UPR + RBV X Highty sffective despio & high i | f hi : impact NS3 and NS5A
, . was highly effective despite a high prevalence of high-impac an
Age, median years (range) 53 (28 to 75) 2c GZR + RZR + UPR (300 mg/d) T24S, F28C, L31M Y56F, K122R, 1132L WT RASs in this DAA-failure population
Race, white, n (%) 21 (88) 2a GZR +RZR + UPR (300 mg/d) L3l 132l WT « Treatment was generally well tolerated
% GZR + EBR + UPR (450 mg/d) T2483, F28L K122R, 1132L WT — AE profile was consistent with other RBV-containing regimens
Metavir FO to F2, n (%) 23 (96) 2a GZR + EBR + UPR (450 mg/d) L31M [132L WT
Body mass index =30 kg/m?, n (% 3(13
| | | | | ‘ y g (%) 1) 2a GZR + EBR + UPR (450 mg/d) L31M, P58S [132L WT COHC' usions
D1 TWA4 TW8  TW12  TW16 FW12 FW24 . . 0
Refreatment basaline HCV RNA >2 million [U/mL, n (%) 171 23 GZR + EBR + UPR (450 mg/d) T24A, L31M Y56F, 1132L wT - Treatment with GZR/RZR/UPR + RBV for 16 weeks was well tolerated and highly effective in
1RBV dose based on body weight (<65 kg=800 mg/d; 65-85 kg=1000 mg/d: Median baseline HCV RNA (log;o IU/mL) 6.6 2b GZR +EBR + UPR (450 mg/d) T24S, F28L, L31M Y56F, K122R, 11321 WwT participants with HCV infection who had previously failed NS5A inhibitor-containing therapy
>85-105 kg=1200 mg/d; >105 kg=1400 mg/d) o 2a GZR + EBR + UPR (300 mg/d) wT 132L WT « Lack of impact of baseline RASs on the efficacy of 16 weeks of GZR/RZR/UPR + RBV
TW = treatment week; FW = follow-up week; RBV = ribavirin 1% 21'}12(18%-5'1;’ 14%1'115% 2b GZR + EBR + UPR (300 mg/d)t T24S, F28L, L31M K122R, 132L WT demonstrates this regimen’s high barrier to resistance
. o a, : . . . . : .
¢ Inclusion criteria HCV GT (subtype), n (2 GT20) 2 GZR + EBR + UPR (300 mg/d) 1248, F28C Y56F, K122R, 1132L WT -+ These data support further investigation of this regimen in DAA treatment-experienced persons
— Documented chronic HCV GT1, GT2, or GT3 infection 8 GT3 (7 GT3a, 1 GT3h) 3a GZR + RZR + UPR (450 mg/d) S62L, Y93H V170l WT
— Relapse following 8 weeks of a 3-DAA regimen in Part A of NSSA Trbor 1 Part A redimen. GT 3b GZR +RZR + UPR (450 mg/d) A30K, L31M, S62D VA70I WT Refg’ences . . Dis°'°5“’e§ f f
H 1. ne EJ et al. EASL, abstract SAT-139, 2016. « Lawrence Serfaty - Advisor, board member or honorarium from
this study EBRIn Ibitorin Part A regimen, GT (r) GT2(9), GT3 (5) 3a GZR + RZR + UPR (300 mg/d) A30K, S62T, Y93H V1701 WT 2 Gane EJetal AASLD, abstract LB-15, 2015. Gilead, MSD, Briitol-Myers Squibb, Janssen, and Abbvie.
— Non-cirrhotic, defined by one of the following: RZR GT1(2), GT2 (5), GT3 (3) 3a GZR + EBR + UPR (450 mg/d) Y93H L1321, V170l WT 3 Tong L YUW. Ghen L, etal. / Med Chem. 2017.60(1)290-506. Contact Information
* Liver biopsy showing no cirrhosis (FO-F3) within 24 months 3a GZR + EBR + UPR (450 mgid) WT V170! WT Acknowledgments - Lawrence Serfaty, Saint-Antoine Hospital,
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