Efficacy and Safety of Sofosbuvir-Based Direct-Acting Antiviral Therapies for Hepatitis
C Virus in Patients Receiving Opioid Substitution Therapy:
An Analysis of Phase 3 Studies
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Introduction Results

¢+ Sofosbuvir (SOF)
— Once-daily, oral, 400-mg tablet
used in combination with other
medications

Baseline Demographics SVR12: Overall and by Treatment Regimen

SOF : :
OSTat | No OST at (Intention-to-Treat Analysis)

Nucleotide
polymerase

enrollment | enrollment

— Potent antiviral activity against i hibi (N=194) (N=4549) mOST = No OST
HCV genotypes (GT) 1-6 inhibitor Mean Age (SD) 48 (10.7) 54 (10.4) be0 060 bo0 063 bo0 065 et 00
¢+ Ledipasvir (I._DV)/Sof_osbuvir (SOF) Male Sex, n (%) 141 (73) 2770 (61) ' ' ' '
R e LDV HCV Genotype, n (%) 100 | 94 9 g % 9 w8
(FDC, 90/400 mg) tablet ﬁ?ﬁtor 12 8142(463) 281 1069 (1486)
— Single-tablet regimen (STR) for (6) e o
HCV GT 1,4, 5,6 2 14 (7) 409 (9) _
¢+ Sofosbuvir/Velpatasvir (VEL) FDC 3 74 (38) 787 (17) & 60 -
—  Once-daily, oral, FDC (400/100 mg) VEL 4 10 (5) 269 (6) =
tablet NS5A 5 0 54 (1) > 40 -
— Pan-genotypic STR for HCV GT inhibitor 6 0 86 (2)
- f“;’) e atasyiVoxianre Mean (SD) HCV RNA log,  IU/mL 6.3 (0.7) 6.3 (0.7) 20 -
ofosvuvirivelpatasvirvoxiiaprevir HCV RNA =800,000 IU/mL, n (%) 142 (73) 3456 (76) 183 87 47
(VOX) vOx Cirrhosis, n (%) 70(36) 1041 (23) 0 | Mk = =
— Once-daily, oral, FDC (400/100/100 NS3/4A Rl I ' LDV/SOF+RBY FEVEL  SOENELNVOX
mg) tablet VEL Protease Treatment-experienced, n (%) 42 (22) 1568 (35) Dl X /a Snngweeks 81(2)\/\22 " 882né\/12 V{/\e/ S(S
— Pan-genotypic STR for HCV GT Inhibitor Therapy
1-6 Ledipasvir/sofosbuvir + ribavirin (8 weeks) 8 (4) 423 (9)
Ledipasvir/sofosbuvir + ribavirin (12 weeks) 32 (17) 835 (18) _ _ _
Ledipasvir/sofosbuvir + ribavirin (24 weeks) 13 (7) 641 (14) + Overall, and by regimen, there was no difference in SVR12
Backg round Sofosbuvir/velpatasvir (12 weeks) 92 (47) 1643 (36) between those who were and were not receiving OST therapy
Sofosbuvir/velpatasvir/voxilaprevir (8 weeks) 41 (21) 570 (13)
Sofosbuvir/velpatasvir/voxilaprevir (12 weeks) 8 (4) 437 (10)
¢+ People who inject drugs (PWID) are disproportionately affected OST at Enroliment, n (%)
by hepatitis C virus (HCV) infection™ Methadone 113 (58) ' SVR12 in OST Group:* by OST Type, Cirrhosis Status
+ International guidelines recommend that all people should Buprenorphine 35 (18) - d GT 3 vs. GT 1a (Intention-to-T ’ t Analvsi
- PRY Buprenorphine/Naloxone 40 (21) an VS. d ( ntenton-to-ireat Ana ySIS)
receive HCV treatment and that PWID should be prioritized, Other 6 (3)
given the potential to reduce transmission to others>® P=0.68 P=0.089 P=0.850
¢ |nterfer0n-based therapy iS effeCtive in people Wlth a hIStory *19 patients were classified as other, unknown, or missing and all were not receiving OST at enrolment 100 -
. . . . . . . . . Abbreviations: HCV, hepatitis C virus; OST, opioid substitution therapy; SD, standard deviation
of injecting drug use including those with recent injecting drug
use and those receiving OST, with responses similar to that <0
observed in large clinical trials™®
¢+ Although data are emerging on outcomes to DAA-based HCV Treatment Completion Rates el

9
therapy among PWID receiving OST, most studies are limited by Characterict: OSTat | No OST at =
small numbers of HCV non-genotype 1 patients®2 aracieristic enroliment| enroliment » 40 -

189/194 4501/4549

o a
Objectlve Overall, % (n/N) (97.4) (98.9) 0.064 .
Ledipasvir/sofosbuvir + ribavirin, % (n/N) SIS lelgeickl: 0.28 107 72 69 1

(96.2) (98.1) 13 75 ) 1
Evaluate the impact of OST on treatment completion, Sofosbuvirfvelpatasvir, % (n/N) ?99(;92 1634/1643 1, T - o — -
7) (995) ethaaone uprenorpnine . | - .I ou. a
adherence, sustained virologic response 12 weeks post-end of 20/49 10041007 +Naloxone  Cirrhosis Cirrhosis
treatment (SVR12) and safety of sofosbuvir-based therapy in Sofosbuvir/velpatasvir/ voxilaprevir, % (n/N) 1.00
(1 00-0) (99-7) *Pooled data across treatment regimens and durations

patients reCeiVing OST and not reCeiVing OST in Phase 3 trials *The reasons for treatment discontinuation among patients receiving OST (n=5) included AEs (n=1); lost to
Of Sofosbuvir-based therapy follow-up (n=1); consent withdrawal (n=1); lack of efficacy (n=1); and non-compliance (n=1). The reasons

for treatment discontinuation among patients not receiving OST (n=48) included AEs (n=19); lost to follow-
up (n=10); consent withdrawal (n=6); protocol violation (n=6); lack of efficacy (n=4); non-compliance (n=1);

i [ ey (=2 + Patients receiving OST therapy achieved high SVR12 regardless
_ of type of OST, cirrhosis status or if the patient had GT1a or GT3

Adverse Events

ION, ASTRAL, POLARIS Study Designs (s e OST at No OST at OST at enroliment No OST at enrollment
Wi o Wks Wik 12 Wk 24 enrollment enrollment . _ _ _ ] ]

. B . Adverse | edipasvir/ Sofosbuviy/ | SOfosbuvir/| Ledipasvir/ | ¢ . . |Sofosbuvir/
o | Tt e Overall, % (n/N) event, n sofosbuvir M velpatasvir/| sofosbuvir "' velpatasvir/
b A AT velpatasvir i A o velpatasvir i .
2| one Adverse events 152/194 (78.4) 3517/4549 (77.3) 0.79 ripavirin (n=92) voxiaprevir|, + ripavirin (n=1643) voxilaprevir
| e | (n=53) (n=1899) (n=1007)
> | vo C Severe adverse events 7/194 (3.6) 108/4549 (2.4) 0.24
O | o :
___ | L_Te?_i?j”t_”aj‘*_ Bl ovsor s A Ledipasvir/sofosbuvir + ribavirin Adverse events in >10%
S regrmn T Adverse events 47/53 (88.7) 1513/1899 (79.7) 0.12 Headache 12 (22.6) 20(21.7) 8(16.3) 443 (23.3) 450 (27.4) 269 (26.7)
@ | v L
|| e Severe adverse events 2153 (3.8)  50/1899 (2.6)  0.65 Fatigue 19 (35.8) 18 (19.6)  11(22.4) 556 (29.3) 364 (22.2) 222 (22.0)
E No2e0 = Sofosbuvir/velpatasvir
T et T T IR T i
o |oTroten T Severe adverse events 4/92 (4.3)  33/1643 (2.0) 0.13 Diarthea 4 (7.5) 7 (7.6) 5(10.2)  151(8.0) 110(6.7) 183 (18.2)
T | rowms: - - Sofosbuvir/velpatasvir/voxilaprevir |
3 || Gty Insomnia 5 (9.4) 5 (5.4) 3(6.1) 232(12.2) 112(6.8) 59 (5.9)
<é> potAR.st,m T SR Adverse events 37/49 (75.5) 753/1007 (74.8) 1.00
| o | ] Severe adverse events 1/149 (2.0) 25/1007 (2.5) 1.00 Vomiting 4 (7.5) 6 (6.9) 6 (12.2) 60 (3.2) 42 (2.6) 24 (2.4)
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’31211-;, Cirrhosis DAA-Experienced
RBYV, ribavirin Reinfection

¢+ Two subjects were found to have reinfection with a different genotype than at baseline. Neither subject was receiving OST at baseline.

Study Population + One patient enrolled in ASTRAL-3 had genotype 3a at baseline and received SOF/VEL for 12 weeks. The patient achieved SVR4 and
+ Phase 3 trials: ION-1, -2 and -3: ASTRAL-1, -2 and -3: and was found te have genotype 1a 12 weeks after the completion of therapy | |

POLARIS-1. -2 -3 and -4 ¢+ Another patient enrolled in POLARIS-2 had genotype 1a and received SOF/VEL for 12 weeks. The patient achieved SVR12, but was

— Participants receiving OST (e.g. methadone or buprenorphine) found to have genotype 3a 24 weeks after therapy

were eligible for inclusion

— Patients were excluded from enrolment in these studies if
they had clinically significant drug use within 12 months of
screening (as assessed by the investigator) or illicit drug use
(excluding non-cannabinoids) detected by a positive urine

Conclusions

¢+ This post hoc analysis of sofosbuvir-based therapies from the ION, ASTRAL,

by a prescription medication OST, including those with HCV genotype 3 receiving sofosbuvir/velpatasvir and
sofosbuvir/velpatasvir/voxilaprevir
Study Methods o _ _
+ Post-hoc analysis of Phase 3 trials ¢ Similar treatment completion, SVR12, and AE rates were observed among patients
+ Endpoints included treatment completion, adherence, SVR12, with chronic HCV genotypes 1-6 receiving and not receiving OST
safety, and reinfection : : : :
+ Adherence was measured by counting the number of * Collectively, these data add to the body of evidence supporting the efficacy and
unused tablets in the returned bottles to derive the number safety of DAA treatment for HCV among people receiving stable OST, consistent
of administrated tablets. In situations where a bottle was not with international recommendations®-
returned, the number of tablets administered from that bottle was

¢+ SVR12 was defined as the absence of quantifiable HCV RNA

. 1. Nelson PK, Mathers BM, Cowie B, Hagan H, Des Jarlais D, Horyniak D, et al. Lancet 2011;378:571-583. 10.Grebely J, Puoti M, Wedemeyer H, Cooper CS, Sulkowski MS, Foster GF, et al. Journal of Hepatology 2017;66:S514.
IN serum (<25 IU/m |_ or <1 5 IU/mI L) measu red by CO BAS® 2. Hajarizadeh B, Grebely J, Dore GJ. Nature Reviews Gastroenterology & Hepatology 2013;10:553-562. 11. Grebely J, Dore GJ, Zeuzem S, Aspinall RJ, Fox R, Han L, et al. Clinical Infectious Diseases 2016.
3. EASL. EASL Recommendations on Treatment of Hepatitis C 2016. Journal of hepatology 2017;66:153-194. 12.Grebely J, Mauss S, Brown A, Bronowicki JP, Puoti M, Wyles D, et al. Clinical Infectious Diseases 2016.
Taq Man® HCV TeSt, V2 O (ROChe MOIecular SystemS) at 1 2 4. AASLD/IDSA. HCV Guidance: Recommendations for Testing, Managing, and Treating Hepatitis C. 2017 [cited 2017 August 11]; 13.Afdhal N, et al. N Engl J Med 2014; 370:1889-1898
Available from: https://www.hcvguidelines.org/ 14.Afdhal N, et al. N Engl J Med 2014;370:1483-1493.
WeekS after the end Of Study treatment 5. Grebely J, Robaeys G, Bruggmann P, Aghemo A, Backmund M, Bruneau J, et al. Recommendations for the management of hepatitis  15. Kowdley K, et al. N Engl J Med 2014,370:1879-1888.
.. . . C virus infection among people who inject drugs. The International Journal on Drug Policy 2015;26:1028-1038. 16.Feld JJ, et al. N Engl J Med. 2015;373(27):2599-2607.
¢ Pa rt|C| pants were m0n|t0red for recurrence (V| ral relapse or 6. WHO. Guidelines for the screening care and treatment of persons with chronic hepatitis C infection; 2016. 17.Foster GR, et al. N Engl J Med 2015;373(27):2608-2617.
. . 7. Aspinall EJ, Corson S, Doyle JS, Grebely J, Hutchinson SJ, Dore GJ, et al. Clinical Infectious Diseases 2013;57 Suppl 2:S80-89. 18.Bourliere M, et al. N Engl J Med 2017;376:2134-46.
re|nfeCt|On) at 4 WeekS, 1 2 WeekS (SVR1 2), and 24 wee kS 8. Hellard M, Sacks-Davis R, Gold J. Clinical Infectious Diseases 2009;49:561-573. 19. Jacobson |, et al. Gastroenterology 2017 153:113-122.
. . 9. Dimova RB, Zeremski M, Jacobson IM, Hagan H, Des Jarlais DC, Talal AH. Clinical Infectious Diseases of the Infectious Diseases
(SVR24) following the completion of treatment Society of America 2013;56:806-816.
¢+ Phylogenetic analyses were used to distinguish viral relapse Acknowledgments
from reinfection The authors thank the patients who participated in these studies. These studies were funded by Gilead Sciences, Inc.

Presented at the 6t International Symposium on Hepatitis Care in Substance Users, 6-8 Spetember 2017, Jersey City, New York © 2017 Gilead Sciences, Inc. All rights reserved.



