Efficacy and Safety of All-Oral, 12-Week Ravidasvir Plus Ritonavir-Boosted Danoprevir and Ribavirin in Treatment-Naive Non-
Cirrhotic HCV Genotype 1 Patients : Results from a Phase 2/3 Clinical Trial in China
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INTRODUCTION Inclusion Criteria: Table 1. Baseline Characteristics (FAS) Table 3. Safety Summary
* Chronic GT1b HCV-infection; —
 In China, more than 10 million people may be chronically infected with . Anti-HCV positive; Characteristic VEEELTEnt ¢ 7oy - AMY AE AI.ES
the hepatitis C virus (HCV), HCV genotype 1b (GT1b) is the most . HOVRNA S X 1’0000 U/ mL- (n=318) | Leading to
prevalent sub-genotype. [ =~ ! | | o Female, n (%) 165(52%) 58(55%) Serious AE | Drug d/c
« Ravidasvir (RDV) is a potent pan-genotypic NS5A inhibitor, chemically ) (ND();:Argaéicjl V_V'th Interferon and / or any other direct-acting antiviral Age, median (range), years 48(21-73) 45(23-72) 68% 2% 0% 1.6% 1
classified as a benzimidazole-naphthylene —imidazole core containing J _ o _ o BMI, mean + SD, kg/m2 2732+28 2798+28 (216/318) (7/318) (0/318) (5/318) #  (0.23%)"
th hi : : 2] « Absence of Cirrhosis using 1 of the following criteria; ! —
compound with high barrier to resistance . HCV RNA. median (range) 6.3(4.1-7.3) 6.2(4.1-7.4) S _
 Inaphase I clinical study, Ravidasvir was proved to be well tolerated, B Eetelr.m'n(Ed ?S I’!OI’]-(;I)I’I‘hOtIC by Liver biopsy L year prior to the log10 IU/m,L | fh?ﬁu%ay“ﬁ?ﬁgds'mmmuw fue 0 Gl allergy oihers was nof considered fobe relatec 0
with no reported treatment discontinuation in both healthy volunteers aseline (Metavir = 5), 5 5 . — .
and patient groups, I _  Fibroscan value < 9.6 kpa during the enrollment period IL28B CC genotype, n (%) 259(8](; %) 89(840/0) One death due to t-rafflc acmde-nt was not cons@e‘red to be relafed to the study drugs.
. As reported in the phase 2 EVEREST study, all-oral RDV and _ 9.6 kpa < Fibroscan value <12.9 kpa, and determined as non- HCV genotype 1a, n(%) 6(1.9%) 2(1.9%) . (I\/I;):dteoi tPe2 ;wer function abnormalities were mild or moderate
Danoprevir (DNVr) plus ribavirin(RBV) regimen achieved 100% cirrhotic by liver biopsy (metavir < 3). (If the liver biopsy HCV genotype 1b, n(%) 312(98.1%) 104(98.1%) g -
SVR12 rate (38/38) in the treatment-nawe non-cirrhotic Taiwan patients results are inconsistent with the Fibroscan value, use the liver Table 4. Preval £ AEE 1094
- - i [4] i _ able 4. Prevalence o requency > 10%
with HCV GT1 Infection. _ b'(_)p3¥ results.) Table 2. Prevalence of NS5A RAS in the Treatment Group i y
« The EVEREST study demonstrated that RDV and DNVr plus RBV Exclusion Criteria: (PPS) Treatment
i _naw _Ci i . : _ _ o Control gro
rHe(gll\r}12nTV]\_/aS f_afetanghwell toleratedd bt);] trteatrtnent tna :/et gon (_:lrrhOSIS HCV gen-otypes 2 to 7 or undetectable HCV genotype or mixed HCV + In the treatment group, NS5A resistance-associated substitution (RAS) group 0 ( O/gj) up
patients. There was no death, tred men[ 4ire ated Serious genotype, was detected in 76 patients (24.6%, 76/309) at baseline. n (%)
adverse events, or discontinued cases due to AE. . E_ibrosca;]n ;/alt_Je I> 12.9 _kPa_ ,or_ determined as cirrhotic by ol A RAS e anemia 128 (40%) 5 (5%)
|sto_pat ologica exarr_unatlon, | aseline wit S rea m_en group Upper respiratory tract infection 67 (219) 22 (21%)
OBJECTIVE » Previous or current evidence shows the presence of non-HCV-induced (n=309) .
. : _ elevated bilirubin 52 (16%) 6 (6%)
chronic liver disease; R30Q, n (%) 38(12.3%) o
» This phase 2/3 study is carried out to confirm the efficacy and safety of - Previous history of hepatocellular carcinoma, or suspected of W 21(6.8%) hyperuricemia 34 (11%) 4 (4%)
RDV and DNVr in combination with RBV regimen for treatment-na'we hepatocellular carcinoma prior to or during the enrollment period , or n (%) '
HCV genotype 1 (GT1) patients without cirrhosis in a large population AFP > 100 ng/mL when being screened,; R30Q/Y93H,n (%) 8(2.6%)
from the Mainland of China. + Anti-HAV (IgM), HBsAg, anti-HEV (IgM) or anti-HIV is positive; L28M.n (%) 3(1.0%) CONCLUSIONS
« BMI < 18 or > 30 kg/m?; S 1 1(0.3%)
METHODS « ANC < 1.5X109L, PLT< 100X 10%/L, HB < 110 g/L(female) or < 120 n (%) 27 « Treatment with all-oral RDV and DNVr in combination with RBV for
. . . 0 0
g/Ig (male) : INR>1.51, ALT.or AST > 5*ULN; TBIL > 2*ULN (DBIL > Y93C,n (%) 1(0.3%) 12 weeks resulted in SVR 12 of 96.23%(FAS) and 99%(PPS).
* This is a multi-center, randomized, double-blind, placebo-controlled 35%TBIL); Cr= 1.5*ULN; R30Q/L31M,n (%) 1(0.3%) _ o _
phase 2/3 trial (NCT03362814). » Others are as specified in the study protocol. BN O3C (0 1(0.3%) * All-oral RDV and DNVr in combination with RBV for 12 weeks
 Four hundred and twenty four treatment-nawe, non-cirrhotic adult HCV End Points: n (%) ki treatment was well tolerated in treatment-na’we non-cirrhotic HCV
GT1 patients were enrolled and randomized 3:1 to receive a *The Primary Efficacy Endpoint L28M/Y93H,n (%) 1(0.3%) qenotype 1 Chinese patients
combination of RDV 200 mg once daily plus DNVr 100 mg/100 mg - Percentage of patients achieved sustained virologic L28Q,n (%) 1(0.3%) |
twice daily and oral RBV 1000/1200 mg/day (body weight<75/>75 kg) response 12 weeks after the end of treatment (SVR12)
(n = 318) or placebo (n =106) for 12 weeks (Figure 2). Patients were accessed by the CAP/CTMHCYV 2.0 assay (LLOQ =15 Total, n (%) 76(24.6%)
ited from 42 sites in different inces. IU/mL).
recruited from 42 sites in different provinces ) REFERENCE

Figure 4. Virologic Response Following Treatment

: : - °Oafety Assessment _ o o
Figure 2. Study Design 1. Rao H, Wei L, Lopeztalavera J C, et al. Distribution and clinical

» Percentage of patients with treatment emergent adverse correlates of viral and host genotypes in Chinese patients with chronic

.. . ;\; 100 = 96.54%
35-day g\l/_ergjts E]AES) ]E)trhlab?rgtory abnormalities during the double- g hepatitis C virus infection.[J]. Journal of Gastroenterology & Hepatology,
Patient NG phase OT the Stdy. @ 90- o 2014, 29(3):545-553.
Enroll_ment Double Blind Open Label 2 so- m EoT 2. Zhong M, Peng E, Huang N, et al. Discovery of ravidasvir (PP1-668) as
| Period | Period | Period RESULTS . T svR12 a potent pan-genotypic HCV NS5A inhibitor. Bioorg Med Chem Lett. 2016
treatment aroud( N\  Atotal of 424 patients were enrolled and treated in 41 centers across o Sep 15;26(18):4508-4512.
RDV?- P China. g °° 3. Hafez E, Elbaz T, El Kassas M, et al. Curr Drug Discov Technol.
treatment- 2 2018;15(1):24-31.
-7 + 24-week Follow-u ' ' istributi i > °° ’
e r[i)bNa?//irrin P Figure 3. Regional Distribution of the Patients FAS (n=318) PPS (n=309) 4. Kao JH, Yu ML, Chen CY, et al. Twelve-week ravidasvir plus ritonavir-
cipr(r)]r(])-tic =318 | y « The overall SVR12 rate was 96.23% (306/318, 95%C1:93.50% ~ boosted danoprevir and ribavirin for non-cirrhotic HCV genotype 1
il % 98.04%, FAS) and 99.03% (306/309, 95%CI:97.19% ~ 99.80%, PPS) patients: A phase 2 study. J Gastroenterol Hepatol. 2018 Aug;33(8):1507-
g N rove ¥ ~ respectively. 1510.
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patients slacebo DNV + Figure 5. SVR12 Rate of Patients with NS5A RASs (PPS) ACKNOWLEDGEMENTS
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. Dosage: RDV 200 mg once daily, DNVr 100 mg/100 mg twice 5 As|c|:|e|tt_s Sponsfre.d the gt.”dty’ Cor:t';'.bme? ttﬁ Itosl ?es'gnd’ Pa::]'c'pa?te.d In the
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