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BACKGROUND OB JECTIVES

Antiviral Activity Summary

 ANAS598 in combination with SOC accelerated the rate of achieving undetectable levels of virus in
genotype-1 patients. At week 4, the percentage of patients achieving undetectable levels of virus

« ANA598 is a potent non-nucleoside inhibitor of the HCV genotype-1 (GT-1) NS5B polymerase. Primary was 56%, 42% and 13%, respectively, for patients receiving ANA598 200 mg BID, ANA598 400
« A Phase 1 study (ANA598-502) in treatment naive HCV GT-1 patients demonstrated a rapid and + To assess the proportion of patients achieving cEVR (defined as undetectable HCV RNA at Table 2. Proportion of Patients (%) with Undetectable Virus (<15 IU/mL) by Week mg BID c;r vlacebo adde,d t6 SOC At’ week 8, the corresponding rates were 69% }2% and 38%
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Secondary Treat t Wﬁek W;ek W§ek Wiek erk Wf;ek W1e oe “ W1eze “ « ANAS598 20(3 mg BID plus SOC resulted in a 73% cEVR,;
Figure 1A. Median Antiviral Response Figure 1B. Simulation of Loading-Dose , , o , | _reamem _____~ < - L - O @ ° @ = o Z | . > . . ! _
Effect on ANA598 Concentrations « TJo assess the proportion of patients achieving RVR (defined as undetectable HCV RNA at 200 BID+SOC 111 | 222 | 444 | 556 | 654 | 69.2 | 73.1 | 73.1 * No patient receiving ANA598 experienced viral breakthrough,;
- e . Week 4) and SVR (undetectable HCV RNA 24 weeks after end-of-treatment); 400 BID+SOC 88 | 27.3 | 303 | 424 | 56.3 | 71.9 « Six (6) patients receiving Placebo plus SOC failed to achieve at least a 1 log decline in viral load
& oo 140 - —— 200mg BID (no loading) . To assess the comparative safety and tolerability of ANA598 administered with SOC compared Placebo+SOC | 00 | 3.1 | 94 | 125 | 18.8 | 37.5 by week 4; in contrast, only one (1) patient receiving 200 mg BID ANA598 plus SOC and no patient
T .- Placebo (n=8) ] 120 G5 ugimbCmin 88 to SOC alone during 12 weeks of treatment; e o 2. ot wesks 10 and 12 (i progress). on 400 mg BID ANA598 plus SOC failed to meet this protocol-defined benchmark. All 7 patients
> 200 Mo BID (o) = . To determine ANA598 plasma concentrations over 12 weeks of dosing. discontinued ANA598 or placebo at week 4 but continued on SOC;
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g 30 2 - .+ Viral breakthrough was defined as a confirmed >1 log, , increase in HCV RNA from nadir; % e OIS There was no unexpected drug accumulation in the 200 mg BID cohort over time.
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Note: The study is ongoing and the database has not been locked. Patients in the second cohort N O Most CommonAdvzzzsglllf)venjzo(:;]faﬁﬁts)’;
- The median viral load reduction was 2.4 log,, (range 0.4 to 3.4 log, ) at 200 mg BID, 2.3 log., (range (400 mg BID) are still receiving ANA598 or placebo. Preliminary 8-week results for this cohort are E QO Adverse Event m=29) | n=34) | (n=32)
1.6 t0 3.5 log, ) at 400 mg BID, and 2.9 log., (range 2.2 to 3.4 log. ) at 800 mg BID on Day 4 (EOT). reported here. =] RTTTRTTITER TR TR P T B ' 332_598 nas been sale and well lolerated to
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. Based on antiviral activity/kinetics seen in the 3-day monotherapy study, a loading dose was grap - T TR R i * Theincidence of AEs has been similar between
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° Wg now describe prgllmlnary results of.an ongoing Phase 2 trial which evaluates safety and antiviral Age, mean (SD) yr 49 (12) 50 (8) 51 (10) . Atotal of 95 HCV GT-1 patients were ?é Prartus - 21 19 changes in safety [aborato valu);s J
activity of ANAS98 with PEG-IFN and ribavirin (SOC) for 12 weeks. Male, n (%) 15 (52) 23 (68) 14 (44) dosed 2 g N~ . ] Chills 10 9 19 9 y y '
o | : i T T —
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StUdy DeSIQn % Lr;ltci:lgngispanic 34% 18% 41% ranged from 6.26-|Og10 to 6'56'|091o i _ N | -6 g‘:é‘ﬁiﬁm 170 132 g
A randomized, double-blind, placebo-controlled study in treatment-naive GT-1 HCV patients BMI, mean (SD), kg/m? | 28.4 (6) | 28.3 (3.7) | 27.4 (4.5) IU/mL. —— 0 2 4 0 8 0 12 [Vomiting 10 T ;
. Time (Week) AE's listed are those reported in at least 10% of patients in any group.
(Flgure 2), HCV RNA Iog 10 (|U /mL) Time (W eek S) g?:/)erglgsbld cohort and approx. half of placebo patients reflect data available through
E: 2 Studv Desi Mean (SD) 6.26 (0.77)* | 6.56 (0.59) | 6.48 (0.53)
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N=30 ANA598 200 mg BID PeglFN/RBV [ » SVR . Ie:o ypel( _aﬁ_ ) " ( ) ( ) ( ) CONCLUSIONS
= + PegIFN/RBV PeglFNRBV | > SVR otal of 27 patients included in efficacy analysis.
N30 ANA598 400 mg BID PeglFN/RBV =~ - * SVR he 400 mg BID cobort and secane- Study Patients As of Data Cutoff: ) g\lgl)é5aglc8)r?leus SOC has been well tolerated to date with an AE proflle comparable tothe group receiving
e . "R e or ek ety o + In the 200 mg BID cohort, 44 patients received at least one dose of study drug (29 received ANA598  +  In the 400 mg BID cohort, 51 patients received at least one dose of study drug (34 received ANAS98 | 1 " | i ovion of ANA598 with SOC accelerated the rate of achieving undetectable levels of virus
) Placebo BID PeglFNRBY [ > SVR and 15 placebo): and 17 placebo): In genotype-1 patients compared to patients receiving Placebo plus SOC.
N0 + PegIFN/RBY PegFNRBV | > SVR - 2 patients discontinued during the 1**week for personal reasons (unrelated to study drug). - 1 patient (ANAS98) voluntarily withdrew from the study between weeks 4 and 6, notrelatedto  «  ANA598 200 mg BID plus SOC resulted in a 73% cEVR. At 8 weeks, ANA598 400 mg BID plus SOC
f ; ; ; ; > - 2 patients were lost to follow-up: 1 on ANAS598 lost after week 4 (HCV RNA undetectable at AEs. resulted in 72% of patients achieving undetectable levels of virus.
+ + week 4), and 1 on placebo lost after week 10 (HCV RNA 5.1 log, . at week 10). - 1 patient discontinued ANA598 and SOC after 1 week due to mania (unrelated to ANAS598). o i /i i i in thi i
Wk 4 Wk 12 Wk 24 Wk 48 Wk 72 10 No patient receiving ANAS598 has experienced viral breakthrough in this ongoing study.
- 40 patients completed 12 weeks of treatment: - 1 patient discontinued Placebo and SOC after 7 weeks due to colitis.
« Patients received ANA598 200 mg BID or 400 mg BID, both with a loading dose of 800 mg g12h - 1 patient discontinued ANA598 and 3 patients discontinued placebo due to failure to reach - 3 patients discontinued placebo due to failure to reach a 1 log., decline in HCV RNA at week
given on Day 1, or placebo, with SOC for 12 weeks; a 1 log,, decline in HCV RNA at week 4; they continued on SOC & are included in the 12- 4, but continued to receive SOC and are included in the 8-week data. DISCLOSURES
« Patients who achieved undetectable virus at weeks 4 and 12 were randomized to SOC alone for week data. - 1 patient discontinued ANA598 due to Grade 1 rash at week 5; this patient continued SOC and
12 or 36 additional weeks; remaining patients were to receive SOC for additional 36 weeks; -1 patient on ANA598 discontinued all study drugs at week 8 due to Grade 3 rash, resumed IS included in the 8-week data. Mohamad Rahimy - Employee of Anadys Pharmaceuticals, Inc., Stock Holder of Anadys Pharmaceuticals, Inc.;
« Approximately 90 patients were planned, 30 at each dose level of ANA598 and 30 on placebo, enrolled SOC alone and is included in the 12-week data. - 1 patient discontinued ANA598 and SOC due to Grade 3 rash at week 6 and is included in the  Constance Crowley - Employee of Anadys Pharmaceuticals, Inc., Stock Holder of: Anadys Pharmaceuticals, Inc.;

in two staggered cohorts each comprised of 30 patients on ANA598 and 15 on placebo. 8-week data. James Freddo - Employee of Anadys Pharmaceuticals, Inc., Stock Holder of: Anadys Pharmaceuticals, Inc.



