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BACKGROUND RESULTS RESULTS (cont) RESULTS (cont)

Globally, 130—-150 million people are chronically infected with HCV, resulting in up to 350,000 Table 1. Baseline Demographic and Disease Characteristics Table 2. Other Virologic Endpoints Table 5. On-Treatment Safety Summary
deaths per year!? .
_ _ o . , , _ _ _ _ Treatment-naive Treatment-experienced Total . . All patients
— Chronic HCV infection is associated with progressive liver disease that can lead to cirrhosis and e N =312 N = 103 N = 415 Treatment-naive Treatment-experienced Parameter, n (%) N = 415
hepatocellular carcinoma Age, median years (range) 53.5 (19-77) 57.0 (22-69) 55.0 (19-77) Parameter, n (%) N =312 N =103 Death? 1(0.2)
o , , , , _ , , Male, n (% 175 (56 64 (62 239 (58 : : b
m The all-oral combination of daclatasvir, asunaprevir, and beclabuvir achieved sustained virologic RaaC:’ :((%)) . 2 o8] HCV RNA undetectable at: Serious ‘.\Es . o 72)
response (SVR12) rates of > 92% in genotype (GT) 1 treatment-naive patients and 100% in GT 4 White 270 (87) 91 (88) 361 (87) k 248 (79 1 (69 AEs leading to discontinuation 3(0.7)
: : : : Black/African American 34 (11) 7(7) 41 (10) Week 4 48 (79) 71169) Any AE 328 (79)
patients with 12 weeks of treatment in Phase 2 studies3* Other 3 (3) 5 (5) 133) Most frequent AEs (= 10% of patients|
, , . HCV RNA. n (%) End of treatment 301 (96) 98 (95) ? =R otP
m Here we present results of the Phase 3 UNITY-1 study evaluating this all-oral, ribavirin-free - 800,000 1U/mL 65 (22) 10 (10) 78 (19) Headache 107 (26)
combination in non-cirrhotic treatment-naive and -experienced patients with HCV GT 1 infection > 800,000 1U/mL 244 (78) 93 (90) 337 (81) HCV RNA <LLOQ at posttreatment: Fatigue 69 (17)
. _ _ _ . _ HCV GT 1 subtype, n (%) Diarrhea 58 (14)
m Safety and efficacy in GT 1 cirrhotic patients are reported at this congress (Late-Breaker Oral LB-2) 1a 229 (73) 75 (73) 304 (73) Week 4 (SVR4) 292 (94) 92 (89)
1b 83 (27) 28 (27) 111 (27) e Nausea 56 (13)
IL28B genotype (rs 12979860), n (%) Week 8 (SVRS 584 (91 91 (88 Grade 3/4 laboratory abnormalities
cC 90 (29) 16 (16) 106 (26) eek 8 ( ) (91) (88) Hemoglobin < 9.0 g/dL 0
CT 174 (56) 73 (71) 247 (60) Absolut trophils < 0.75 x 10° /L 2 (0.5
ALL-ORAL DCV-TRIO REGIMEN T 7013 1404 o115 Week 12 (SVR12) 287 (92) 92 (89) solute neutrophils <0. (03]
Not reported 1(0.3) 0 1(0.2) Absolute lymphocytes < 0.5 x 10° /L 1(0.2)
Prior IFN-based treatment, n (%) N/A 93 (90) 93 (22) Platelets < 50 x 10° /L 0
Daclatasvir (DCV) P;ior treatment OL:tcome 1038 90) Figure 3. SVR12 by Baseline Factors Alanine aminotransferase > 5 x ULN 19 (5)
. S . . . . osttreatment relapse - IgU . Y ! :
— Pangenotypic® NS5A inhibitor with low potential for drug—drug interactions Null response? _ 25 (24) 25 (6) ASpa:r;alte abm'nOtranSferase > > x ULN 2(2)
Total bilirubin > 2.5 x ULN 0
— Safe and well tolerated in > 6000 subjects Partial response - 12 (12) 12 (3) o .I TR
: 92 Total lipase > 3.0 x ULN 16 (4)
— Approved in Europe and Japan; under regulatory review in the US Interferon intolerant - 7(7) 7(2) 100 - 92 I L
PP , Indeterminate® _ 10 (10) 10 (2) I AE, adverse event; ULN, upper limit of normal. | |
m Asunaprevir (ASV) / \ Other prior anti-HCV treatment, n (%) N/A 10 (10) 10 (2) ZL?::;:\:?ZE?,S;:dnEE Ecc)):cstil('jeearter;\err;'Ica\é\(/;etkoifuudeytrcr)]de;g;)ilgnoverdose and was not considered related to treatment.
— NS3 protease inhibitor —_— Yiral RRA Z';“J_” response defined as <2 logy decrea:lsj in HEV RNA at.trejtment Week 12 compared with baseline. 80 - ¢ Patients discontinued due to a treatment-related AE (insomnia, ALT elevation, ALT/AST elevation); all achieved SVR12.
rior treatment response missing or could not be categorized.
— Clinical datain GT 1 and 4 NS2 i S 0 o it H . m DCV-TRIO was well tolerated with low rates of serious AEs (2%) and AE discontinuations (0.7%)
DOOK 0 a : :
= Beclabuvir (BCV: BMS-791325 " > " The majority of patients (73%) were infected with HCV GT 1a % 60 - m The most commonly observed AEs were headache, fatigue, diarrhea, and nausea
eclabuvir (BCV; ) C wé’la m Most were male (58%) and white (87%), and the median age was 55 years "5
— Non-nucleoside NS5B polymerase inhibitor ’ . m Treatment discontinuation due to an ALT elevation occurred in 2 patients:
—_ Clinical data in GT 1 and 4 \ / m Both treatment-naive and -experienced patients were predominately non-CC /L28B genotype a A0 - — A 43-year-old male whose ALT rose to a maximum of 579 U/L on Day 43; total bilirubin (Ty,;,) peak was 0.9 mg/dL;
\_ | U A 0 0 : . . .
(71% and 84%, respectively) treatment was discontinued on Day 46 and the ALT elevation resolved at Day 81
m DCV/ASV/BCV co-formulated as a twice-daily, fixed-dose combination m The majority of patients (97%) completed the treatment period — A 58-year-old male with elevated ALT on Day 56 (188 U/L) and Day 77 (833 U/L). Ty, reached 2.3 mg/dL. Treatment
a Pangenotypic: GT 1-6 in vitro and GT 14 in clinical trials. — 8 patients (6 naive, 2 experienced) discontinued due to lack of efficacy 20 - was stopped on Day 78; on Day 79, ALT reached maximum of 862 U/L (Tg,, was 1.6 mg/dL); both resolved on Day 98
_ 3 patients discontinued due to an AE; all achieved SVR12 m 1 dsath |OCC:rred atdpostt:fatrpenLWehek-?; dug to a heroin overdose and was not considered
to be related to study medication by the investigator
— 1 patient discontinued due to pregnancy at Week 6 and achieved SVR12 0 - | i Y y 5

M ETHODS <65 265 Male Female  White Black Other < 800K = 800K CC Non-CC
| || | | | | | | |

Figure 1. Overall SVR12 Rates
. . Age Gender Race HCV RNA IL28B
Figure 1. UNITY-1 Study Design (Al443-102) . cenotype SUMMARY
100 - 91 aHCV RNA < LLOQ (25 1U/mL); patients with missing SVR12 data counted as treatment failures.
Treatment-naive b Error bars reflect 95% ClI. ] ] o ) . .
o DCV/ASV/BCV FDC 20 Treatment with the all-oral, ribavirin-free, fixed-dose combination of DCV/ASV/BCV
' 2 m SVR12 rates were high across patient subgroups based on baseline characteristics (DCV-TRIO) for 12 weeks achieved an SVR12 of 91% in non-cirrhotic GT 1 patients
Follow-u X . : :
P / ~ 60 1 m Overall, SVR12 was achieved by 91% of m SVR12 rates were comparable with respect to gender, age, race, baseline HCV RNA,
Treatment-experienced . HCV genotype 1-infected patients i .
N = 103 DCV/ASV/BCV FDC > 40 - B 7P P Table 3. Virologic Outcomes and /L28B genotype
m DCV-TRIO was generally safe and well tolerated
| | f | 20 - Treatment-naive Treatment-experienced — Low rates of serious AEs and AEs leading to discontinuation
Week 0 Week 12 Week 24 Week 48 5 o N - 215 $ 1:3
fixed-d b (SVR12) 0 utcome, n (%) - _
FDC, fixed- ination.
ixed-dose combination ZECV R;\IA < L]Ic_|OO£ (9255/'%mL); patients with missing SVR12 data counted as treatment failures. SVR12 287 (92) 92 (89) The safety and efficacy results of DCV-TRIO in treatment-naive and -experienced
rror bars reflec % CI.
Primary Endpoint On-treatment failures GT 1-infected patients with cirrhosis (UNITY-2) will be presented at this meeting
m SVR12in treatment-naive patients Figure 2. SVR12 Rates by Patient Population Virologic breakthrough 6 (2) 2(2) (Muir A, et al. Late-Breaker Oral LB-2)
— HCV RNA < lower limit of quantitation (LLOQ) at posttreatment Week 12 . .
— Demonstrate SVR12 is significantly greater than historical threshold of 79% (based on an analysis Treatment-naive Treatment-experienced Detectable HCV RNA at EOT 3 (1) 2 (2)
of sofosbuvir plus peginterferon/ribavirin data) 98 100
— Assessed using the Roche HCV COBAS TagMan® test v2.0 (LLOQ, 25 IU/mL) I OSTHEatMENt Taliures R E F E R E N C ES
: 80 - Relapse 15 (5) 6 (6)
Treatment Regimen 1. World Health Organization. Hepatitis C fact sheet No. 164. Updated April 2014.
m Twice-daily, fixed-dose combination tablet (DCV-TRIO) % o - Missing HCV RNA 1(0.3) 1(1) http://www.who.int/mediacentre/factsheets/fs164/en/. Accessed October 22, 2014.
— DCV30me/ASV 200 me / BCV 75 m - 2. Mohd Hanafiah K, et al. Hepatology 2013;57:1333-1342.
8/ . 8/ ; 5 0 a(if;‘;i”mtzﬁf_sngfjsdn"_”3”0“1Tf’rz;t°;Zii[‘;‘)‘(se‘:;::c‘;r;‘f'itfcgtg;"e HCV RNA at end of treatment (EOT) 3. Everson GT, et al. 64th AASLD; Nov 1-5, 2013; Washington DC. Oral LB-1.
Key Secondary Endpoints 2 | ' | | 4. Hassanein T, et al. 49th EASL; April 913, 2014; London, UK. Poster 1163.
m SVR12 in treatment-experienced patients
20 ~ . : : . . .
— Demonstrate SVR12 is significantly greater than historical threshold of 48% (based on an analysis 287 206 m Baseline NS5A resistance-associated variants were detected in 34/302 GT 1a patients®
of simeprevir plus peginterferon/ribavirin data) . 312 229 and 17/106 GT 1b patients with available data ACKN OWLE DG M E NTS & D I SC LOS U RES
m Safety: assessed by the frequency of serious adverse events (AEs) and discontinuations due to AEs All GT 1a GT 1b All GT 1a GT 1b — 25/34 GT 1a patients achieved SVR12
Patients ZHCV RNA < LLOQ (25 IU/mL), patients with missing SVR12 data counted as treatment failures. — All 17 GT 1b patientS achieved SVR12 m The authors thank the patients, their fami“es’ and staff at all study sites
Error bars reflect 95% ClI. . . . . :
m Non-cirrhotic patients with chronic HCV GT 1 infection _ . . _ . m The authors would like to thank Meghan Lovegren, of Bristol-Myers Squibb, for support of study execution; and Fiona McPhee,
. . . L g . m Virologic failure occurred in 34/415 patients - ~ - - tol- - -
 aved > 18 vears with HCV RNA > 10.000 |U/m|_ m The SVR12 rate in treatment-naive HCV GT 1 patients (92%) was S|gn|f|cantly hlgher than the g / P Fei Yu, Vincent Vellucci, Joseph Ueland, and Dennis Hernandez, of Bristol-Myers Squibb, for resistance and sequence analyses
sed = 1oy = =% historical threshold rate (79%) — NS5A-Q30, NS3-R155 and NS5B-P495 were the most frequently observed resistance-associated m  ClinicalTrials.gov, registration number NCT01979939 (Study Al443-102)
m No evidence of HIV or hepatitis B virus coinfection or hepatic decompensation . . variants among GT 1a patients® m  UNITY-1 investigators: P Angus, L Bank, K Beavers, M Bennett, N Boyer, N Brau, J-P Bronowicki, S Cohen, B Conway, J Cooper,
Treat t . . to interf If ibaviri di t-acti tiviral (DAA — The lower bound 95% confidence interval (89%) exceeded the threshold value V de Ledinghen, C Dietz, G Dore, M Elkhashab, KP Etzkorn, G Everson, B Freilich, W Ghesquiere, S Gordon, S Haider, S Harrison,
L] rer(]:l ment-naive: no prior exposure to interferon alfa, ribavirin or any direct-acting antiviral ( ) m A significantly higher SVR12 rate was observed in treatment-experienced HCV GT 1 patients — Only 2 GT 1b patients experienced virologic failure R Herring Jr, F Hinestrosa, | Jacobson, WW King, K Korenblat, P Kwo, JP Lalezari, R Lalonde, D Larrey, RP LeBlanc, SS Lee,
or host-targeted agent (89%) compared with the historical threshold rate (48%) a 1 patient had GT 2b sequence at virologic failure and 1 had a non-GT 1a/1b at subsequent analysist JM Levin, D Longpre, V Loustaud-Ratti, P Marcel!m, G Matusov\./fJ Mccone, L Mollison, D Morris, A Muir, G Ortiz-Lasanta,
m Treatment-experienced- orior exnosure to pe interferon/ribavirin and/or select DAAS? or P q g g y P Pockros, S Pol, G Poleynard, F Poordad, M Rabinovitz, A Ramji, N Ravendhran, N Reau, R Reddy, RW Reindollar, H Schwartz,
p P P Peg m High SVR12 rates (98-100%) were observed in treatment-naive and treatment-experienced T Sepe, A Sheikh, M Shiffman, W Sievert, K Stuart, M Sulkowski, E Tam, HA Tatum, A Thompson, E Tse, P Varunok, JM Vierling,
host-ta rgeted agents patients infected with HCV GT 1b b Resistance was performed by population-based sequencing on samples with HCV RNA >1000 IU/mL. F Wootton, J Yozviak
aDAAs excluded: prior exposure to NS5B non-nucleoside thumb-1 inhibitors, NS3 inhibitors or NS5A inhibitors. “ Patients were classified as GT 1b by the commercial Abbott HCV Genotype Il or VERSANT® HCV genotype 2.0 LiPA assay. m  Editorial support was provided by A Street of Articulate Science and funded by Bristol-Myers Squibb
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