Virological response and safety of Bl 201335 protease inhibitor, peginterferon alfa 2a and ribavirin treatment of HCV genotype-1
patients with compensated liver cirrhosis and non-response to previous peginterferon/ribavirin
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ABSTRACT _ after ?8 d.a.ys in combination with peginterferon alfa (PeglFN) 2a e No breakthroggh (>0.8 log,, rebound from VL nadir) was j2.7 mg/.dL, predominantly direct bilirubir?, w!thout increase
and ribavirin (RBV) 240 mg QD (n=6) 240 mg BID (n=7) observed during treatment in other liver laboratory tests). Study medications were
ﬁg;l/(f;ofol?;ailezig:]ﬁif: h;]g:slé/ ?2:;“:':2;?:2:{? ALY ¢ \We now describe a phase 1b trial which has assessed safety, Median VL (range) 6.0 66 e At Day 28, 5/6 and 6/7 patients, respectively, achieved VL S;sginﬂﬂne:nzsfdﬁfé?ﬁd g)?nt?:cgzgocc?;oI;Ifk)elgr\L/lvti)’:;\]in 8 davs
k P d HCV GT-1 .t' pt d trated iral short-term efficacy, and pharmacokinetics of Bl 201335 in (log,, IU/mL) (5.6-6.9) (6.2-6.9) below the LLQ in the QD and BID groups u u ry u y
Iexpderle[] ce ducti f_ 5 gal en sIU/emIf) r;s raBIe2 Oj er’gzan_ vira GT-1 patients with compensated liver cirrhosis and virologic Mean age (years) 54 54 — 4/6 and 1/7 patients had VL below the LLD in the 240 mg QD e There were 2 discontinuations in the BID group; 1 described
oa (\é ?I re ff:C 'gg g o 9, (b' rr:[ Jifer ith int rglven i non-response to previous PeglFN/RBYV, a difficult-to-treat Gender and BID groups, respectively (Table 2) above and another in a patient suffering from moderate nausea
once aarly afier =6 days ih combination With peginterieron afta HCV population with a high unmet medical need EL 9 2 (Day 6)
(PeglFN) 2a and ribavirin (RBV). We now describe a phase 1b Female 1 2
trial which has assessed safety, short-term efficacy, and Subtype - Virologic response 1o » Pegiriv an e Safety laboratory analyses showed that blood cell counts were
pharmacokinetics of Bl 201335 in GT-1 patients with METHODS ﬁ 1 0 2 240 mg QD (n=6) 240 mg BID (n=7) reduced as is typical for PegIFN/RBV. Isolated unconjugated
compensated liver cirrhosis and non-response to previous 1‘; i ;‘ Maximum VL reduction from hyperbilirubinemia was more common and more pronounced
PeglFN/RBYV, a difficult-to-treat HCV population with a high e This trial was an open label, sequential group, dose-escalating Brevious treatment resooneg” E::elg;e to Day 28, median (_-g-g 'ffwé) (:2;4_) 'Sgg ) at the 240 mg BID dose level (Table 4)
unmet medical need. comparison of 240 mg Bl 201335 QD (n=6) or twice daily (1[I P o ° ¢ o o
Methods: In this open-label. sequential Aroun comparison (BID; n=7), given orally for 28 days in combination with PeglFN Partial responder 3 5 Day 28 VL <25 IU/mL 5 6 .
HCV GT—1- patientspwith com’per?sated Iiv%r cill?rhosisl,3 who h’ave (180 pg/week SC) and RBV (weight based: 1,000 or 1,200 mg rinon . . e - .
; X dally) (Figure 1) BMI (m#/kg) 26 27 *n=4 for VL reduction at 240 mg BID due to lack of baseline VL in 3 patients .
never achieved undetectable VL under previous PeglFN/RBV B ; . . . e T S TR TIy . . _ 240 mg QD (n=6) 240 mg BID (n=7)
were treated with 240 mg once (QD; n=6) or twice daily (BID; EIII gg:'gg?;:iﬁg’?i‘:;jgge'e loading dose of 480 mg RN mUlseaponcier e VL. reduction <1 g, from bosete st ey e e * Alanine aminotransferase (ALT) and aspartate aminotransferase | » A
n=7) in combination with PeglFNa2a (180 mcg/week) and . (AST) decreased in the majority of patients (L) (-95,-17) (-66, +68)
RBV (1000/1200mg/d) for 28 days. Al patients received a — the 240 mg BID cohort started enrollment after review of ] -
: : 9 ys. At D . safety and efficacy data from the 240 mg QD cohort, and Efficacy Safety and tolerability Total blirubin I >
single loading dose of 480mg of Bl 201335 as the first dose. | by a Data Monitoring C ittee (DMC) . . . o (mg/dL) (0.9,3.1) 0.7,9.8)
Plasma HCV RNA was measured by Roche COBAS TagMan reiease by & Lata Monitonng Lommities * All patients showed a rapid and continuous decline in VL * Safety and tolerability was good in both dose groups and Indirect bilirubin 15 4.1
assay. (Figures 2 and 3). Mean VL declines on Day 28 in the 240 mg similar to non-cirrhotic patients.’ Adverse events (AEs) were G/l (046, 26) (012 61
Results: Mean age was 54 vears. BMI 26 kg/m2 Mean VL at FIGURE 1. Trial design QD and BID groups were -4.8 and -5.0 |Og10, reSpeCtively mostly mild-to-moderate and typ|ca| of PeglFN/RBV (Table 3) WBC -3.0 -2.9
ults: Wi y ) . (10° cells/L) (-3.6, -2.0) (-5.8,-1.0)
patiants showed a rapid and vontinuous deciie 1 L. N
patients showed a rapid and continuous decline in VL. Mean 23'02:1;325[) PegIFN/RBV FIGURE 2. Time curves of individual and mean VLs, normalized to baseline TABLE 3. AEs occurring in more than one patient per dose group (10° cells/L) (-83, +68) (-130, -9)
VL declines on day 28 in the 240mg QD and BID groups were + PegIFN/RBV VL, for the 240 mg QD treatment group 240 mg QD (n=6) 240 mg BID (n=7) Hemoglobin 29 13
-4.9 and -5.0 log, ,, respectively. No breakthrough (>0.8 log, > Nausea 4 5 (g/dL) (-5.2,-1.2) (-2.4,-0.6)
rebound from VL nadir) was observed during treatment. At T T T 0 Vomiting 0 5 Creatinine -0.1 0
: : : Day 1 Day 28 Day 48 - o~ MEAN (mg/dL) (0.2, +0.1) (0, 0.1)
day 28, 5/6 and 5/7 patients achieved VL below level of 3 =—= Patient 1 Diarrhea 4 2 ' :
quantification (< 25 1U/ml) in the QD and BID group. 2 L paent 2 Headache 4 5
Furthermore, 4/6 and 1/7 patients had VL below level of Bl 201335 5 4—a Patient 4 Vertigo 0 .
detection (<10 IU/ml) in the 240mg QD and BID groups. There f;ggf;% /BF:gV gl e E = e Eiﬁ::g Insomnia 5 0
were no SAE in the 240mg QD group and 2 SAE in the 240mg > 3 . CONCLUSIC _
BID group. Both were cases of mild to moderate hepatic f 1 f s Jaundice 2 !
decompensation attributed to PeglFN/RBV by the Day 1 Day 28 Day 48 f Pruritus 2 2 e A 240 mg dose of Bl 201335 given 28 days once or twice daily
investigators. Two patients in the BID group discontinued z Myalgia 3 1 combined with PeglFN/RBV exhibited very strong antiviral
. : ohil 4 0 L ) . o ) .
treatment early, one due to nausea, one QUe to hepatic e HCV GT-1 patients were entered if they had compensated - i S‘ activity in non responder pat|en_ts_ with liver cirrhosis, _
decompensation (SAE). Jaundice due to isolated . ) . ; . o ) ) 5 Pyrexia 3 1 representing the current most difficult-to-treat HCV patient
: AR . : biopsy-proven liver cirrhosis (Child-Pugh-Turcotte Score A; _ , X :
unconjugated hyperbilirubinemia was reported in 2/6 and 1/7 : 6 : : : : : : : Rash 1 2 population with the highest medical need
: ; CPT A) and had never achieved undetectable VL under 5 A 5 o 1 20 o 28
patients at 240mg QD and BID, respectively. Other AE were previous PegIFN/RBV treatment for at least 12 weeks Treatment day Asthenia 1 3 * BI 201335 also exhibited a good safety and tolerability profile
mainly mild to moderate and typical of PeglFN/RBV. Lab ' . . . . Flu-like symptoms 1 3 in these patients, allowing for inclusion of patients with
analyses showed decreases of ALT / AST as well as blood cell ~ * Only patients with partial response (maximum VL reduction Epistanis . . compensated liver cirrhosis into the ongoing phase 2 program
counts typical of PeglFN/RBV. >1 log,, from baseline but never achieved undetectable ) o - .

. . . . . HCV RNA at any time) or null-response (maximum VL reduction ] i ] ] SAE 0 2 * Similar antlwral potency .\Nas. obsgrved in the 240 mg QD
conCIUSIOnS: BI 201 335 once or tWICe dally Comblned Wlth 1 I f b |- t t- t d_ I FIGURE 3- Tlme curves Of |nd|V|duaI and mean VLS, normallzed tO basellne *SAEs due to hosp|ta||zat|on for metabolic decompensaﬁon of moderate intensity, recovered and related to gl’OUp, Wlth IeSS hyperblllrUblnemla and a IaCk Of SAES and
PegIFN/RBV exhibited potent antiviral activity in non- <1log,, from baseline at any time) were entered; relapsers VL, for the 240 mg BID treatment group PegIFN/RBV by judgment of investigator discontinuations

der patients with liver cirrhosis. Bl 201335 al were excluded indicate a better risk profile for this dose in cirrhoti
responder patients with liver cirrhosis. 1335 also « Pationts with a history of decompensated liver cirrhosis were , e Mild-to-moderate jaundice due to isolated unconjugated — may indicate a better risk profile for this dose in cirrhotic
eXh.Iblted a gogd LY Efm.d tolel"abl!lty e t.h ese | v P oA hyperbilirubinemia was reported in 2/6 and 1/7 patients at patients
patients, allowing for their |ncIL{S|on into the ongoing phase 2 excluded 14 s Pationt2 240 mg QD and BID, respectively (maximum bilirubin * Both dosages are currently being tested in ongoing phase 2
program. These data also confirm that lgN ey o e Plasma HCV RNA was measured by Roche COBAS TagMan o, Patentd 12.7 mg/dL, see below) trial SILEN-C2 in treatment-experienced non-cirrhotic patients
responsiveness in previous non-responders can be overcome ; T . , :
by Eapid and profoSnd inhibition of \?iral replication by BI aslsex/, rV\ll;::ita I]? évetr Ilrt?ltnoz‘LqLLE):;\nt;f;c; Tﬁ/r:rf::LQ) of 25 IU/mL and e There were no serious AEs (SAEs) in the 240 mg QD group and * These data also cor\flrm that IFN NON-Tesponsiveness can bg
501335. alowe of detectio ) 2 SAEs in the 240 mg BID group surmounted by rapid and profound inhibition of viral replication

— 1 patient with a low baseline CPT Class B score (high CPT A
at screening) was diagnosed with transient jaundice and
ascites due to worsening hypoalbuminemia after completion
of 28 days of Bl 201335, that was attributed to PeglFN/RBV REFERENCE ﬁ
by the investigator. The event was successfully treated
allowing the patient to continue PeglFN/RBV thereafter
without interruption

| RESULTS .
INTRODUCT _ Baseline demographics

e Bl 201335 is a highly potent and specific hepatitis C virus (HCV) e Mean age of entered patients was 54 years, body mass index
NS3/4A protease inhibitor (BMI) 26 kg/m? 0 4 8 12 16 20 24 28

Change in VL from baseline (IU/mL log,,)
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e A phase 1 trial in treatment-experienced (TE) HCV genotype-1 * Mean VL at baseline was 6.0 and 6.6 log,, (IU/mL) in the . - — a second patient with a low baseline CPT Class A score with chronic hepatitis C genotype 1 infection. The 59th Annual Meeting
(GT-1) patients demonstrated a mean viral load (VL) reduction 240 mg QD and BID groups, respectively Tratont 1 was <25 1imL st Day 10 a1 <10 IfmLat Day 20 nd lesr s ol experienced an asymptomatic rise of conjugated and of the American Association for the Study of Liver Diseases (AASLD),
of 5.3 log,, (IU/mL) for Bl 201335 given 240 mg once daily (QD) — baseline demographics are shown in Table 1 unconjugated bilirubin peaking at Day 24 (total bilirubin San Francisco, CA, USA; 2008. Abstract 1882.
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