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« Tegobuvir (TGV) is a potent non-nucleoside HCV polymerase  + Inclusion Criteria included: Figure 1. Study Design Figure 3. Kaplan-Meier On-Therapy Estimator for Study Table 3. Treatment-Emergent Adverse Events Reported
inhibitor, which interacts with NS5B close to the enzyme Subjects Who Achieved RVR by >10% in Any Treatment Arm

Active site — Male or Female, Age 18-70 0 4 12 24 36 48 60 72
Week: | ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] ] 1imi ; ; ; System Organ Class | Arm 1: Placebo n=63 | Arm 2:9190 n=126 | Arm 3:9190 n=62
o — Chronic HCV Genotype 1a or 1b infection, | PrijUCt Limit Survival Function Estimates — Preferred Term AE (% of subjects) (% of subjects) (% of subjects)

* TGV was safe and well tolerated when administered for 8 days it getectable viremia i rowantors ||| e D . meament | SIS | | {Headache 22 K 035
as monotherapy at a dose of 40 mg BID. At higher doses, QTcF . _ Arm with RVR Inso?nnia 313 30.2 29.0
prolongation was observed — HCV treatment naive status (no prior therapy) S z PBOPEGIRBY| 12113 = 02% Alopecia 15.6 27.0 32.2

2 Arm * Tegobuvin, 40 mg Follow-up for SVR 8" m Pyrexia 6.3 28.6 24.2

. TGV + the HCV protease inhibitor GS-9256 + PEG/RBV — Body Mass Index (BMI) between 19-36 kg/m 2 A TOVPEGRSV| 5167 _7ey, | | [Nauses 19 T T
achieved 100% RVR in Gilead Study GS-US-196-0112 « Exclusion criteria included: 5 VPEGREY Pruritus 17.2 23.0 25.8
(EASL 2011 POSter 340) Arm — Follow-up for SVR i 0.2 (RGT—Arm 3) 27/36 = 75% FIU-LIke ”IneSS 203 270 145

— History of cirrhosis or other significant liver disease 3 W24: STOPRxifeRVR+(RGT) | ; I\Cﬂo:?gr;a 19245 ; ?2 ggg
: o] [Cogmancp=02677] : : :

» We present the results of a Phase 2b evaluation of TGV versus _ HIV or HBV coinfection [ t - - ~ Dgpression 203 222 177
placebo’ in Combination With PEG(IFN-za)/RBV’ for treatment \Ell\;gl?ag.lrl:.lI'Set?\/r\)/zzkglel:JliszalgglIdeedcllcﬁ']rE?lété):)nltS]eEr]apy)D No. of Subjects Evlz:t:w:::nred Median Surival (95% CL) Dlarrhea 156 198 194
of chronic Genotype 1 HCV infection. in treatment naive Study — QTcF > 450 msec Confirmed viremia (not undetectable) at Week 24 or thereafter ol A s o A AR :_\';”ta:'“ty f?g :]]gg g:‘lg

’ as . . :
subjects — Conditions excluding eligibility for PEG/RBV (autoimmunity; * Higher drop out rate among 9190 RVR subjects resulted in lower PPV fiﬂi','s. _ 170'89 };g f;‘g

_ van rdi r oulmonarv di - gaver hiatri _ _ _ o * Reasons for discontinuation were varied, and were generally not related il - : :
Tegobuvir (TGV) R ﬁl?\ezs?ed cardiac o %u _oda y disease; severe psychiatric Table 1. Subject Demographics & Baseline Characteristics to virologic failure Anxiety 18.8 15.9 8.1
. ; pregnancy or desired pregnancy) A 1 PE0) [ Arm 2 (7Gv) | A3 (TGV-RGT) Asthenia 31 143 9.7

. ' A= , , rm rm rm - : : : Back Pain 78 15.1 6.5
Replicon EC, I\Q;\%-@ « Enroliment from North America (U.S. & Puerto Rico) and EU n=64 n=126 N=62 Figure 4. Kap!an-Meler On_-Therapy I_Estlmator for Study Dyspnoea 7o 157 113
— GT 1a 3.6 nM (Belgium, Germany, France, Ireland, Poland, UK) Mean Age (years) 47 47 47 Subjects Who Did Not Achieve RVR ’S””-ixei:s 192.45 191; 112

1Z2Z1 . . .
_ GT1b 0.6 nM ~ H — Overall enroliment was predominantly North American (75%) [Male Sex 51.6% 65.1% 59.7% Product-Limit Survival Function Estimates Weight Decreased 10.9 9.5 113
N o B _ Race: White 85.9% 85.7% 83.9% oE - SV Fetn Inj Site Erytherma 31 6.3 177
« Resistance Mutations CF4 — Randomization stratified by region (NA vs EU), HCV RNA Black 7.8% 7.9% 8.1% reament  non-RVR Study| | [Dry Skin 9.4 10.3 8.1
C316Y. CA45F V448H. C452H (greater or less than 400,000 IU/mL) and race (black versus Other 6.3% 6.4% 8.0% L TR Subjects \éf;rsnr;te')gzia 132-15 22 16259
- ; ) ; non-black) Hispanic 15.6% 15.1% 21.0% B oo (Arm 1) 24/51 = 47% : : :
. . CF £
« Monotherapy (8 day) Antiviral Activity: 3 . Study Assessments: Mean BMI (kg/m?®) 279 27.0 27.3 5 . - - (Tﬁr‘;’z)EG’RBV 19/59 = 32% Conclusions
: . Non-nucleoside HCV NS5B Mean ALT (UIL) 89 82 68 : e e
— Mean Maximal HCV RNA Decline (polymerase) inhibitor — HCV RNA Mean HCV RNA 6.3 63 63 o (ROTAm3) | 8/26=31%
. _ (GS-9190/TGV) . ] - Log,,|U/mL ' ' ' — « Similar SVR rates of 56% were observed with TGV/PEG/
40 mg BID: 1.6 Log,, IU/mL Sfoétzriﬁfﬁirjagyﬂ}rﬁr) PCR Assay (Lower Limit HCV: GT1a 57.8% 54.8% 59.7% B i p ) p pa RBV and PEG/RBYV, despite a ~30% improvement in RVR
« 120 mg BID: 2.0 Log,, IU/mL ’ IL28B Genotype (tested) S, 0 S and a ~20% improvement in cEVR
— Safety assessments CcC 18/40 (45.0%) | 19/55 (34.5%) 9/31 (29.0%) Pacebo 51 saw(8) dw(2s) 5343 (314 NAY . SVlIJQ in the PhEG/RBVL9190 RGIT ardm was 96% (24 of 25) in
. . _ _ _ CT 21/40 (52.5%) | 26/55 (47.3%) 17/31 (54.8%) ) : ) subjects with RVR who completed 24w treatment
Objectives - Laboratories: hematology, chemistry, coagulation tests, TT 1/40 (2.5%) | 10/55 (18.2%) |  5/31 (16.1%) g'gherdr‘;p ‘Zj‘ﬂt rate among 9190 NO’_"dRVt? SU_bJQICtS_ r‘?s}l“ted in lower PPV The PPV for SVR in both RVR and non-RVR groups was
TSH In Arm 3, 25 subjects with eRVR stopped therapy at Week 24 easons for discontinuation were varied, but viro OgIC Talure was promlnent

lower in the PEG/RBV/9190 arms compared
with PEG/RBV

— More discontinuations due to tolerability in RVR pts
— More discontinuations due to virologic failure

* Unexpectedly high PPV for non-RVR subjects in the placebo arm

« Primary Objective

« Adverse event monitorin
J Table 2. GS-9190: No Unique Safety Concerns

through 48 Weeks

— Antiviral activity in the first 12 weeks of therapy
« RVR: week 4 HCV RNA <LLOQ

Figure 2. Antiviral Efficacy
Proportion of Subjects with HCV RNA < 25 IU/mL Over Time

* Physical examination

— ECG collection ©3/G4 TE Lab Abnis ] 9190 | PBO AEs and 9190 | PBO In non-RVR pts
. - 1007 n=188 | n=64 Discontinuations n=188 | n=64 — 12% imbalance in IL28B CC favoring PEG/RBV
CEVR: week 12 HCV RNA <LLOQ « Screen, Baseline, Day-2, Weeks 2, 4, 12, 24, and 48 _ ALT 3.2% | 3.1% | [Any TE Adverse Event 95.7% | 95.3% _ g
1) ) y bl 1) 1) ) b E 81 d h / /
. s darv Obiecti _ Sy 76 76 AST 43% | 1.6% | [Any G3/G4 AE 25.0% | 28.1% * No new adverse events with 9190/PEG/RBV
econdary Lbjeclives - ECGs were read by a core cardiology laboratory = 2Ees o Bilirubin 11% | 0% | [SAE 4.8% | 4.7% (overall AE profiles were similar)
SVR _ _ _ v s ss T e LA Hemoglobin 7.4% | 12.5% | [Reasons for Early Treatment
- — Specimens for resistance sequencing g 601 s — Neutrophils 30.9% | 37.5% | | Discontinuation Acknowled gem ents
— Safety and tolerability of TGV + PEG/RBV (EASL 2011 Poster 571) g SRS D I R o oo [ 17.6% [ 125%
IL2SB G tvpi t tivelv det . d (j>g 40 7 gl'?é(lezleéztcomes 2.1% | 3.1% gx S/gaﬂ); I\%eeia‘lsgrll?NA 43% | 6.3% W%grfattﬁfullyr?cknciwlque tr;e pfrticipa(;i?ﬁ of tPe'GTQ’-US-m?{(tM% study subjects,
. . —_ eno INg was retrospective etermine . . and of the participating investigators and their clinical research teams:
— Pilot assessment of 24-week Response Guided Therapy ) bset ¥p tg { P y < 20 Max Observed QTcF Rx D/C for Week 24 Viremia | 11.2% [ 10.9% |  investigators:
(RGT) in Arm 3 of the study N & Subset of patients = 207 >450but <480 msec | 3.7% | 3.2% | [Rx DIC for Viral Breakihrough| 0.5% | 1.6% | Seloum Chrsiopre torens, ek nevers, tors bnieogpe.
— PEG/RBV > >480 but < 500 msec 0.5% | 0% Rx D/C, other causes* 8.0% | 6.3% Ireland: John Lambert, Suzanne Norris ‘
— Characterize TGV resistance mutations 0 . . . . >500msec | 0% | 0% | |Total (arly DICOTR) ___ LALSY LST.5% | (iddhcoion G Fomar oo Tomees o Wlodsmr Hewr
ax C ange irom *Include Investigator discretion, wi rew consent, United States & Puerto Rico: Leslie Bank, | B , Kimberly B , Michael B tt, Martin Black, Robert B , Natali
(EASL 2011 POSter 571 ) ® Pegylated |FNG-28 (Pegasys®) 1 80 IJg QW Week 4 Week 12 Week 24 Week 48 SVR < 30 msec 89.4% | 98.4% and lost-to-f/u BQ(I)\?vej, \?eﬁiata gﬁal?a, gr?risti;%eer gﬂristsesr?s%n,algz’;%or:(rinCirl%g,eE(\j/\?vrii Del.clezﬁs, I‘\ilri](r:‘l?ael Dael\/ll?ccoe,“,:’\dria% IgiBis?evgl]ie, Ig:blii
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