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Predictors of Sustained Virologic Response Among Poor
Interferon Responders When Boceprevir is Added to
Peginterferon alfa-2b/Ribavirin
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W. Deng, M. Burroughs, C. Brass, J. Albrecht, S. Flamm

Abstract 33

* Pre-treatment predictors of SVR for IFN-based therapies
include IL-28B, baseline VL, virus genotype, age, ethnicity,
body weight and fibrosis stage

* In two phase 3 studies of BOC + PR, response to a
4 week PR lead-in was the strongest predictor of SVR
— Poor IFN response (<1 log decline after lead-in) occurred
in up to 28% of patients in SPRINT-2! and RESPOND-22
— Among patients receiving BOC, 28-38% of the poor IFN
responders achieved SVR, compared with 0-4% of poor
IFN responders in the PR control arm

BOC, boceprevir; IFN, interferon; PR, peginterferon alfa-2b plus ribavirin; SVR, sustained virologic response; VL, viral load.

1. Poordad F, et al. N Engl J Med. 2011;364:1195-206.
2. Bacon BR, et al. N Engl J Med. 2011;364:1207-17.
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* To identify predictors of SVR in poor IFN
responders (<1 log decline after 4 week PR
lead-in) in patients with genotype 1 hepatitis
C virus receiving BOC + PR

BOC, boceprevir; IFN, interferon; SVR, sustained virologic response.

Bacon B, et al. 62nd AASLD; San Francisco, CA; November 04-08, 2011. Abst. 33.

udy Designs

SPRINT-2 Previously Untreated Patients Study Design (N=1097)
Weeks 8 12 24 28 48

Army Placebo + PR Follow-up
e PR 4 wks 44 wks 24 wks

Decision point for long vs. short therapy 1 FoIIow-up
Arm 2 & ! 44 wks
RGT Placebo + PR Follow-up
20 wks 24 wks

L BOC + PR Follow-up
57l PR 4 wks 44 wks

= Stopping Rule
RESPOND-2 Previous Treatment Failure Patients Study Design (N=403)
Weeks 8 12 24 28 48 72
Syt Placebo + PR Follow-up
cZﬁ‘t‘gl PR 4 wks 44 wks 24 wks
Decision point for long vs. short therapy : FO"OW-LIp

Arm 2 36 wks
RGT . Placebo + PR Follow-up

1 12 wks 24 wks
Arm 3 BOC + PR Follow-up

Lead-in Stopping Rule
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(BOC Arms Combined)

Patients with Poor IFN Response

Bacon B, et al. 62nd AASLD; San Francisco, CA; November 04-08, 2011. Abst. 33.
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*Excludes 1 patient with missing data for METAVIR score
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" Poor IFN espodes

» TW8 virological response

— No patient with <3 log decline at TW8
achieved SVR

— Patients with undetectable HCV RNA at TW8
had best chance to achieve SVR

* Pre-treatment factors predictive of SVR
— Genotype 1b
— FO0/1/2
— BL viral load <2,000,000 1U/mL

Bacon B, et al. 62nd AASLD; San Francisco, CA; November 04-08, 2011. Abst. 33.
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Efficacy of Boceprevir In Prior Null Responders to
Peginterferon/Ribavirin: The PROVIDE Study
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SPOND-2 that were Classified as a

Prior Null Responder to PR Therapy

PROVIDE treatment regimen:
— Boceprevir 800 mg orally TID
— PEG2b 1.5 pg/kg s.c. once weekly

— Ribavirin 600-1400 mg/day (based on weight)
orally in 2 divided doses

All patients in this sub-analysis received a 4-week
PR lead-in prior to receiving BOC

— Patients received BOC + PR for up to 44 weeks, with
24 weeks of post-treatment follow-up to determine SVR

Futility stopping rule: Detectable HCV RNA at TW12

Primary endpoint: SVR, undetectable HCV RNA 24
wks post therapy (Roche TagMan, LLD = 9.3 IU/mL)

Vierling J, et al. 62nd AASLD; San Francisco, CA; November 04-08, 2011. Abst. 931.

®“HCV RNA in Prior Null Repners*

100 - 50% SVR rate in those with a 21 log,, HCV RNA decline

34% SVR rate in those with a <1 log,, decline
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*Of 48 prior Null Responders from SPRINT-2 and RESPOND-2, 3 discontinued during the lead-in phase,
2 are ongoing treatment (1 entering TW3, 1 entering TW18 of BOC/PR) and 1 is in follow-up phase
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