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Background Study Assessments

e Safety and tolerability
 NSS5A 1s an essential component of the hepatitis C virus (HCV) replication complex _

e BMS-790052 1s a first-in-class, highly selective, oral HCV NS5A inhibitor

« BMS-790052 has broad genotype coverage and exhibits picomolar in vitro
potency against genotypes la and 1b

Figure 3: Mean Change in HCV RNA from Baseline Following a Single Dose of
BMS-790052 or Placebo

Figure 1: Mean (SD) Plasma Concentration vs. Time Profiles of BMS-790052

Assessed by physical examination, vital sign measurements, ECGs,
clinical laboratory tests and adverse event (AE) reporting
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e Bioanalytical methods
— LC/MS/MS (tandem mass spectrometry) - 1ome
— LLOQ=0.05 ng/mL for BMS-790052 A— 1mg
— QC deviations within +/- 15% for BMS-790052
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Table 1: BMS-790052 EC;, for HCV Genotypes 1-5
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 Double-blind, placebo-controlled, single ascending dose study

e Patients were randomized to receive 1, 10 or 100 mg of BMS-790052 or placebo
— Six patients per dose (active:placebo=35:1)

 Enrollment criteria
— Male or female
— 18 to 49 years of age
— HCV genotype 1
— Treatment naive or experienced
— Body mass index (BMI) of 18-35 kg/m?
— HCV RNA 210° IU/mL at screening
— Documented FibroTest™ score of <0.59 and AST to platelet
ratio index (APRI) <2
— Non-cirrhotic compensated liver disease
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* FEighteen patients were randomized 1nto the study

— One patient randomized to the placebo arm received active drug (1 mg)
due to a dosing error

— One patient in the 10 mg cohort withdrew from the study 8 hours after study

2 (100)

drug administration due to personal, non-drug related reasons

Safety

There were no serious adverse events (SAEs) or AE-related study
discontinuations

e There were 15 AEs 1n total

— Headache was the most common AE (n=4)

13 (72)

Normal healthy volunteer (NHV) @ HCV-infected patient (HCV)

* Following oral administration in HCV-infected patients, BMS-790052:

was readily absorbed

exhibited more than dose-proportional increases in exposures over the dose
range of 1 to 100 mg

produced exposures comparable to those observed in a previous study in
healthy volunteers (Protocol Al444-001)

had C24 above the protein binding-adjusted (PBA) EC,, derived in
replicon for both genotypes 1a and 1b at doses 21 mg

The 100 mg dose of BMS-790052 resulted 1n a mean decline in HCV RNA of
3.6 log,, IU/mL (range 3.0—4.1 log,, IU/mL) observed at 48 hours after dosing,
which was maintained at 144 hours

All active drug recipients had at least a 0.5 log,, decrease from baseline HCV RNA

Eight of 16 (50%) active drug recipients achieved at least a 3 log;, IU/mL
decrease in HCV RNA

One active drug recipient achieved HCV RNA <LLOQ

Conclusions

e BMS-790052 is a potent NS5A 1nhibitor that:
— was safe and well tolerated 1n single doses up to 100 mg

— has a PK profile that potentially supports once-daily dosing
— produced a robust decline in HCV RNA following a single dose in patients

Study Objectives . Tncidence was not dose-related Table 3: Summary of Pharmacokinetic Parameters of BMS-790052 in HCV-infected Patients chronically infected with HCV genotype 1
* Primar : - . . . .
Y 3 | — No other AE occurred 1in more than one patient Dose 1 mg 10 mg 100 mg Multiple ascending dose trials are ongoing
— To assess the safety and tolerability of a single oral dose of 1, 10 and 100 mg — All AEs were mild except for one event of moderate headache that began prior
f BMS-790052 1 tient 1ith ch . t 1 HCV infecti . . : Cax (ng/mL), geometric mean (CV %) 15.7 (56) 178 (52) 2417 (27)
O - 1 patients With Chronic genotype Intecuon to receipt of BMS-790052 and deemed as unrelated by the Principal Investigator :
 Secondary e No clinicallv rel £3 ¢ ita] Si hvsical nat; AUC (ng-h/mL), geometric mean (CV%) 129 (49) 1,431 (45) 29,256 (53) Disclosures
. O Clinica y relevan lmp acl On vita Slgns’ p y81ca cxamind 1OIlS, Richard E Nettles, Caly Chien, Ellen Chung, Anna Persson, Min Gao, Makonen Belema, Nicholas Meanwell, John Coumbis, Juan Carlos Lopez-Talavera and
— TO ASSECSS the Slngle-dose PK Of BMS—790052 ECGS or laboratory tests T, (hours), median (min, max) 1.0 (0.5, 3) 1.0 (1, 1.5) 1.5 (1, 3) Dennis M Grasela are all employees of Bristol-Myers Squibb
— To assess the effect of a single dose of BMS-790052 on plasma  Single doses of 1, 10 and 100 mg of BMS-790052 were generally safe, ) . oo o ot Gonmab, Roche, Wyeth and Conttus o oo and ARol and fas recelved fescarch support from Bristoryers Squibh, Novarts, Astelas
HCV RNA dynamiCS Well t()ler ated and had d Safety prOﬁle Similar to that Of plaCGbO t» (hours), mean (1) 7 &) 1 20) 004 Michael DeMicco, Thomas Marbury, Ronald Goldwater, Patrick Northup and Walter K Kraft have received research support from Bristol-Myers Squibb

@X@ Bristol-Myers Squibb Company

AASLD, The Liver Meeting in San Francisco, CA, October 31 - November 4, 2008.



