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Evolution of HCV therapies
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e most exciting advances in clinical medicine in decades:
DAAs have cure rates>95% in 8-12 weeks, with few side effects
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Why should we treat PWID with DAAS?

Individual: Reduction in Mortality
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Why should we treat PWID with DAAs?

Public Health: Reduce Transmission
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Why should we treat PWID?- -—

$$$S$S- It’s Cost Effective!
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Martin NK et al. J Hepatol 2016: 65(1):17-25. Montefiore

What is the evidence to show that
DAA’s are effective in
People Who Inject Drugs?
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Defining Populations of PWID

Lifetime PWID

Most Curreht PWID/PWUD were specifically
excluded from registration trials
/ ~ VinosT
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People receiving OST :Post-hoc analysis of phase I/l trials
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L)Grebely J, ILC 2017, Amsterdam, The Netherlands, April 19-23, 2017. 2) Grebely CID 2016. 3) Grebely CID 2016. lVlonteIlore
1) Grebely J, ILC 2017, Amsterdam, The Netherlands, April 19-231¢, 2017. 5) Zeuzem, S. Ann Intern Med 2015. 6) Dore, GJ Ann Intern Med 2016. Zeuzem 2016; Puoti, 2017
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C-EDGE CO-STAR

Elbasvir-Grazoprevir in PWID on Opiate Agonist Therapy

Week 0 12 16 24 28 40

N=201 [Elbasvir-Grazoprevirg— SVR12
Treatment-
naive GT 1, 4
or 6
(N=301) N=100 |Placebo Elbasvir-Grazoprevir———  SVR12

20% with cirrhosis
8% with HIV/HCV Coinfection
| 60% with positive baseline urine toxicology |

Source: Dore G, et al. AALSD. 2015; Abstract 40. Monteflore

Great Cure Results Despite Drug Use

C-EDGE CO-STAR: SVR12 Results with Modified Full Analysis Set”
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Cirrhosis HCV RNA IU/ml

"Excludes patients who discontinued trial for non-treatment related reasons

Source: Dore G, et al. AALSD. 2015; Abstract 40. Montetlore
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PREVAIL Study — Prospective Study

* RCT, HCV genotype 1, history of injecting drug use, receiving OST
» Electronic blister packs to monitor adherence

* Therapy as per AASLD guidelines (TPV/PEG/RBV, SOF/RBV + PEG, SOF/SMV,
SOF/LDV)
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SVRy,
Individual (n=51) +
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Litwin AL, et al. INHSU 2017, NJ, USA

PREVAIL Study — SVR12

* 85% genotype la, 27% cirrhosis, 11% treatment-experienced, 14% HIV
* 98% methadone, 65% with recent drug use in last 6 months
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Litwin AL, et al. ILC 2017, Amsterdam, The Netherlands, April 19-23'4, 2017 (PS-130)



PREVAIL:

Factors Associated with SVR

Subgroup N (%) Exact 85%C! for SVR12 N(SVR12) SVR12%  Fisher-P

Overall 150 (100.0%) — 141 94.0%

Race 0.36
Black/Hispanic 124 ( 82.7%) —_—a 15 92.7%

Other 26(17.3%) B — | 26 100.0%

Sex 1.00

Male 97 ( 64.7%) —_— (] 93.7%

Female 53 (35.3%) —_— 50 94.3%
Psychiatric liness 0.08

67 (44.7%) _— 60 89.6%

83(553%) = ) 97.6%

Injection Drug Use 069
Ever Injected 113 ( 75.3%) —_— 107 94.7%

Mever Injected 37 (24.7%) - 34 91.9%

Any Drug Use Utox BL 1.00
Yes 74(49.3%) —_— 70 94.6%

Dg 76(507%) bal S3.4%

HIV Coinfection 1.00
Yes 21 (14.0%) 20 95.2%

No 129 ( 86.0%) —_— 121 93.8%

Genotype 1.00
hmw 128 ( 85.3%) R 120 93.8%

b 22 (14.7%) = 21 85.5%

Cirthosis 1.00
Yes 41(27.3%) —_— 39 95.1%

No 109 ( 72.7%) R 102 93.6%

HCV Treatment 0.60
Naive 134 ( 89.3%) — 125 93.3%
Experienced 16 ( 10.7%) 16 100.0%

Medication 0.44
DAA 15 (76.7%) — 109 94.8%

Non-DAA 35(23.3%) - 32 91.5%
T
70 75 80 85 S0
SVR12%
Montefiore

CHAMPS study:

* RCT, genotype 1, HIV-infected and history of injection drug use

History of Injection

» Primary Outcome: Treatment UPTAKE
* 25% CURRENT PWID

Week 0

Usual care (nurse)

Usual care + incentives

Usual care + peer mentors

Week 8
BL

Week 12

Sofosbuvir/ledipasvir
400/90 mg od, n=36

Week 24

SVR,,
*

Sofosbuvir/ledipasvir
400/90 mg od, n=54

Sofosbuvir/ledipasvir

400/90 mg od, n=54

AN - L.
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CHAMPS study — DAA treatment uptake

» HCV genotype 1, 12% cirrhosis, 25% recent cocaine/heroin use
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Sulkowski M, et al. ILC 2017, Amsterdam, The Netherlands, April 19-234, 2017 (SAT-228) lvionteriore

CHAMPS study — SVR12
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All Recent PWID — The SIMPLIFY Study

Kirby/UNSW sponsored, international open-label trial

DAA treatment-naive patients with GT1-6 chronic HCV infection (FO-4)
Electronic blister packs to monitor adherence

100% people with recent injecting drug use (past six months)

74% Injection use in last 1 month

57% on OST

Week 0 Week 12 Week 24

3yrs
SVR,,
Sofosbuvir/velpatasvir . *
400/100 mg od, n=103 Six-monthly follow-up for reinfection
AA — L.
Grebely J, etal. ILC 2017, Amsterdam, The Netherlands, April 19-23'¢, 2017 (FRI-234) lVlon[eIlore

Recent PWID - The SIMPLIFY Study

*  74% injecting in past 30 days
» 35% Gla, 58% G1b, 9% cirrhosis, DAA-treatment naive
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Grebely J, et al. ILC 2017, Amsterdam, The Netherlands, April 19-239, 2017 (FRI-234)



Simplify: Injecting Drug Use During Therapy
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Variable

Age
<40 years
>40 years
Sex
Female

Current OST
Yes
Recent injecting at baseline

Frequency of injecting at baseline

Less than daily
Dail g

aily or greate
Recent injecting during therapy

Yes
Liver Fibrosis
FO-1
F2-3
F4
Sofosbuvir and velpatasvir adherence
<80%
>90%

Viontefiore

Simplify: SVR, stratified by patient characteristics
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Adherence among people who recen
injected drugs (n=103)

YOU DON’T NEED TO HAVE 100% ADHERENCE
A SOMEWHAT FORGIVING DRUG

Daily adherence to sofosbuvir and velpatasvir therapy as measured by weekly
electronic blister packs.
Green boxes represent dose received, yellow boxes represent no dose recm

ontefiore
Grebely et al INHSU 2017

What about in the “real-world”?

AN - L.
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OST in the “real-world”?

SVR Rates for Persons on OST
Real World Data
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Schutz et al. Scherz et al. Boyle et al. Moser etal. Shubert et al.
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PWID (former/recent) in the “Real World”

100% | 96% 95%

80%

<< w»

88% 87%
82%
80% -
33% drug use (I month)
11% IDU
60% -
75% current PWID
140% - (6 months)
o/, -
20% 93/98
0% - T T T : :

50% current PWID
(12 months)

Norton Conway

Bouscaillou Powis Read

Morris

1) Norton B, et al. CROI 2016. 2) Conway AASLD 2016. 3) Bouscaillou EASL 2017. 4) Powis J. Int J Drug Policy In Press 2017. 5) Read

P. Int J DrugPolicy In Press 2017. 6)Morris, et al. Int J Drug Policy in Press 2017
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The Significance of Lost to Follow-up
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Why are these data important?

2014 FFS Medicaid Abstinence Requirements 2016 FFS Medicaid Abstinence Requirements

I:' No Restrictions

. Abstain (6 mos.)

I:‘ Screening & Counseling

. Abstain (12 mos.) I:' Restrictions Unknown*

. Abstain (1 mo.)

. Abstain (3 mos.)

71% of US states have restrictions related to drug use

A P .
1) Barua S, et al. Ann Intern Med 2015, 2) Greenwald R, et al. AASLD 2016, (Modified with permission) lVlontel'lore

Why are these data important?
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2470

35%

6 month abstinence

Not abstinent in 6 mos, but Active PWID
NOT active user
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Conclusions

 DAAs are effective in persons
* prescribed OAT
» prescribed OAT with recent drug us
* Recent drug use only
« Clinicians, advocates, and PWID
* Treat people who use drugs
* Collect data on treatment for PWID
* Influence colleagues, as well as policy makers!

* Linkage to Care and Lost to Follow-up need
to be addressed

AN P L.
lvionteriore

Future Research Priorities

« Collect more real-world data on persons
currently injecting drugs (recent use)
« Focus on linkage, and LTFU

* Models of Care: Treatment in syringe exchange,
CBO, mobile vans: bring tx to the people

« Surveillance systems: determine cascade of care
* Collect Data on Reinfection

« Specifically in PWID Post-HCV Treatment
» Collect Granular Data on Drug Use

* Mode of Use

« Patterns of Use

«  Type of Drug Use, particularly stimulants Montefiore
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