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Current Issues

Efficacy: 90 - 95%

Duration: 6, 8, 12 or 24 weeks

Relapse approaches - salvage therapy
Special populations - are there any?

Future Research



Properties of DAAs of Clinical Importance

Genotype Resistance

Potency coverage barrier

Safety/ Half-life:
tolerability dosing interval

Potential for
drug-drug
interactions

Metabolism
and elimination




Highly Effective DAA Regimens for
Genotype 1a/b
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Abbreviations: NNI, nonnucleoside inhibitor; NS5A, nucleoside 5A inhibitor; Nuc, nucleotide; PI, protease inhibitor; RBV, ribavirin.



Less Effective DAA Regimens focus
on Genotype 1b only
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Abbreviations: NNI, nonnucleoside inhibitor; NS5A, nucleoside 5A inhibitor; Nuc, nucleotide; PI, protease inhibitor; RBV, ribavirin.



Highly Effective DAA Regimens for
Genotype 1a/b

No nucleotide Outcomes and Regimens
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Abbreviations: NNI, nonnucleoside inhibitor; NS5A, nucleoside 5A inhibitor; Pl, protease inhibitor; RBV, ribavirin.



Highly Effective DAA Regimens for
Genotype 1a/b

Nucleotide Backbone Treatment

ION TRIALS
SOF / LED
8, 12 and 24 weeks

SVR 94 — 100%
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COSMOS TRIAL
SOF / SIM
12 and 24 weeks

SVR 95%

Abbreviations: NNI, nonnucleoside inhibitor; NS5A, nucleoside 5A inhibitor; Nuc, nucleotide; PI, protease inhibitor; RBV, ribavirin.



Treatment of HCV Special Populations

REGIMEN / SVR

* Cirrhosis 85 — 99% AbbVie 3D /
SOF-LED

* Pre-transplant SOF/RBV 70%

* ChildsB/C SOF-LED 90%

* Post-Transplant SOF-LED 90%

* Pl Failures SOF-LED 94%

* Renal Disease remains only major subgroup needing study

* Clinical Outcomes needed in advanced liver disease patients



Shortening Treatment Duration

Convenience
Compliance
Cost

Cannot sacrifice SVR

Must be predictable for different patient
populations — kinetic / immunological
predictors

Must have a real clinical rationale



: Intfernational

treatment
with ACH-3102 and SOF in G1 treatment-naive patients:

A Phase 2 ‘proxy’ study

Virologic response (n=12)
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Promising clinical results consistent with preclinical profiles of both

drugs
Potential in long-term for new combinations of NS5A/nucleotide * other

DAA to enter the HCV treatment space




C-SWIFT: MK-5172 (grazoprevir)+ MK-8742 (elbasvir) + SOF in
treatment-naive G1 pts with/without cirrhosis, for 4, 6, or 8
weeks
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C-SWIFT: MK-5172 (grazoprevir)+ MK-8742 (elbasvir) + SOF in
treatment-naive G1 pts with/without cirrhosis, for 4, 6, or 8
weeks

Intfernational
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- International

Phase 1/2a study assessing 7-day dosing of MK-
3682 (formerly IDX21437) in HCV-infected subjects

MK-3682 is a uridine nucleotide polymerase inhibitor
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Gane EJ, et al. AASLD 2014, Boston. #1974 — 50 mg — 300 mg



»  International

Phase 1/2a study assessing 7-day dosing of MK-
3682 (formerly IDX21437) in HCV-infected subjects
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New uridine nucleotide polymerase inhibitor achieves potent activity (N4
logs])

in G1-3 at 300 mg
No safety signals to date; await safety and efficacy data from longer
exposures




Pangenotypic all oral regimen: Sofosbuvir/GS-

5816
©
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Picomolar activity
in GT 1-6

High SVR rates in Phase 2 studies

- 12-week treatment

- No RBV

Phase 3 program underway
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