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Introduction Efficacy and resistance analyses of the Long-term Figure 1: Distribution of Knodell Necroinflammatory Scores at Baseline, Figure 3: Distribution of Knodell Fibrosis Scores at Baseline, Summary of Results
. . . Histoloev Cohorts from JTanan Week 48 and Week 148 Week 48 and Week 148 - - .
 In large observational studies, elevated baseline HBV DNA has been 5y Jap  Threeyears of ETV treatmentresulted in histologic improvementin 100%
demonstrated to be a significant risk factor for cirrhosis and hepatocellular | ® Efficacy assessments at Week 43 (1 year) and Week 148 (3 years) included _ ) o _ ) o of nucleoside-naive and 89% of LVDr patients
. 13 prop ortions of pati ents with: Nucleoside-naive (ETV-053/060) Lamivudine-refractory (ETV-052/060) Nucleoside-naive (ETV-053/060) Lamivudine-refractory (ETV-052/060) . . .
carcinoma o . , " - n=37 n=27 n=37 n=27 e Treatment with ETV beyond 48 weeks resulted in further improvement
e HBYV DNA suppression with antiviral therapy can significantly improve N ISEO OEIC 1m)p rovement (=2-point decrease in Knodell necroinflam- p<0.0001* p<0.0001* p=0.0002* p=0.043" in fibrosis scores in both naive and LV Dr patients
. . : . matory score | | | | | | . ' ' .
liver histology in HBeAg(+) patients® , , , , , , . 3
| =) SP | — improvement in fibrosis (>1-point decrease in Knodell fibrosis score) o5 - i 35 - - ;Illghrg g;%iﬁgg:fﬁgﬁ;ﬁg;ggg (Ilﬁglr %atlz;?: g;l]lgl?sd HBV DNA
o Entle?ca\{u‘ (E;l;\./) demonstra?edl. pOtiI'lt iuppr§3510nl of .dHB\{. DNﬁ _  detectable HBV DNA by PCR . PP gy
rep .1cat19n and improvement in liver 1st0.ogy in nucleoside-naive an _ ALT normalization (ALT <1 x ULN) . 201 2 o0
lamivudine-refractory (LVDr) Japanese patients with chronic hepatitis B . ~ 8 £ 25 Conclusion
(CHB) (studies ETV-053 and ETV-05 2)5’6 * Resistance .,§ 15° rif::g?:ﬂammatory ﬂg 20 1 157 Knodell fibrosis score
e All patients who completed studies ETV-053 and ETV-052 could enroll — Paired samples from baseline and all patients with HBV DNA 2400 3 e 3 15 = * The results .from these col}orts demonstrate t.hat long-term c.:ont.muous
in rollover study ETV-060 copies/mL at Week 148 (or last on-treatment measurement for patients s 10° A 2§, 107 ot treatment with ETV results in durable suppression of HBV rephcatlop and
discontinuing prior to Week 148) were analyzed for substitutions 5 mos 107 .. "] Non-evaluable significant histologic improvement in nucleoside-naive and LVDr patients
e We present histologic results from nucleoside-naive and LVDr patients associated with ETV resistance non-evaluable 5 1
who received at least 3 years of ETV therapy 1n studies ETV-052, ETV- . o . . . _ _
053 and ETV-060 — All patients w1th.V1rolog1c breakthrough (=1 log  increase from nadir BL | Wk 48 " Wk 148 OBl Wk48 Wk 148 0 o T wkas Wk 148 0T o "wias 'wma_' References
on two consecutive measurements) were also genotyped
Methods * Wilcoxon Signed rank test * Wilcoxon signed rank test 1 Chen CJ, Yang HI, SU. J, et al JAMA 2006,29565'73
ReSllltS 2. lloeje UH, Yang HI, Su J, et al. Gastroenterology 2006;130:678-686.
Study population 3. Chen G, Lin W, Shen F, et al. Am J Gastroenterol 2006;101:1797-1803.
: : : Table 1: Baseline Demographics and Disease Characteristics . L .
* The Long-term Histology Cohorts from Japan consist of patients who: Figure 2: Histologic Improvement through Week 148 Figure 4: Improvement in Knodell Fibrosis Score through Week 148 4. Mommeja-Marin H, Mondou E, Blum MR, et al. Hepatology 2003:37:1309-1319.
— were initially treated with ETV in studies ETV-053 or ETV-052 ETV-053/060  ETV-052/060 5. Kobashi H, Takaguchi K, Ikeda H, et al. J Gastroenterol Hepatol 2008. In press.
=37% =27% :
_ subsequently enrolled in ETV-060 - - Nucleoside-naive (ETV-053/060) Lamivudine-refractory (ETV-052/060) Nucleoside-naive (ETV-053/060) Lamivudine-refractory (ETV-052/060) 6. Suzuki F, Toyoda J, Katano Y, et al. J Gastroenterol Hepatol 2008;23:1320-26.
n=37 n=27 n=37 n=27
—  had biopsies from three time points: baseline, Week 48 and Week 148 | Age, mean (years) 44 44 P<0.0001 compared
100 <0. compare
Nucleoside-naive 100 100 P o baselinr 1007 100, StUdy Group
Male, n (%) 29 (78) 24 (89) o . — . . —
ETV-053 (ETV 0.1 mg) ETV-060 (ETV 0.5 mg/day) Investigators: J. Toyota: Sappro Kose1 Hospital, T. Hasebe: Yoshida Hospital, S. Kawanishi:
> maraay = 801 80 - ~ 807 80 Inazumi Koen Hospital, K. Suzuki: Iwate Medical University, Y. Ueno: Tohoku University,
> >
b | | | HBeAg(+), n (%) 28 (76) 18 (67) = ) £=0.0002 compared S. Mochida: Saitama Medical University, O. Yokosuka: Chiba University, N. Izumu:
Baseline Wk 48-52 Wk 100 Wk 148 - é 60- 60- B 60- to baseline* 0l Musashino Red Cross Hospital, H. Saito: Keio University, N. Masaki: International Medical
ETV 0.1 mg n=32 n=32 n=32 n=31 = £ £ 47 520.043 compared Center, K. Tatemoto: Tokyo Women’s Medical University, Y. Arakawa: Nihon University,
ETV 0.5 mg n=34 n=34 n=33 n=33 | HBV DNA by PCR, log, copies/mL, mean (SD) 7.24 (1.03) 7.87 (0.77) 89 5, = to baseline* H. Kumada: Toranomon Hospital, Y. Matsuda: Niigata University, S. Okada: Yamanashi
10 c Q - = 4 4
Lamivadine-refractor L E 40- 407 3L 40 40 32 University, E. Tanaka: Shinsyu University, Y. Katano: Nagoya University, E. Orito: Nagoya
y a2 5 = City University, S. Kakumu: Aichi Medical School, N. Hirashima: Chyukyo Hospital, E.
ETV-052 (ETV 0.5 mg) ALT, IU/L, mean (SD) 155 (194) 122 (80) S 20- 20 - 15/26+ % 20+ 17 20- 12 Tomita: Gifu Municipal Hospital, T. Kumada: Ogaki Municipal Hospital, T. Okanoue: Kyoto
ETV-052 (ETV 1.0 mg) E, E_ j M Prefectural University, N. Hayashi: Osaka University, K. Katayama: Osaka Koseinenkin
Baseline Wk 4852 Wk 100 wk 148 | Knodell HAI score, mean (SE) 9.0 (0.48) 6.2 (0.60) 0+ . 0 - = o . 0- . Hospital, M. Kato: Osaka National Hospital, Y. Yoshihara: Osaka Rosai Hospital, T. Hijioka:
ETV 0.5 mg =41 =40 n=37 =30 Wk 48 Wk 148 Wk 48 Wk 148 Wk 48 Wk 148 Wk 48 Wk 148 Osaka Minami National Hospital, M. Shindo: Akashi Municipal Hospital, K. Sakaguchia:
ETV 1: 0 mg =43 45 =38 =35 - Wilcoxon signed rank test * Wilcoxon signed rank test Okay.ama University, G..Yam.ada: Kawa.s.aki Ho.spital, K Chayama: H%roshima University,
Knodell fibrosis score, mean (SE) 2.5 (0.17) 2.6 (0.18) * 22-point decrease in Knodell necroinflammatory score | * 21-point decrease in Knodell fibrosis score o K. Hino: Yamaguchi University, N. Horiike: Ehime University, S. Sakisaka: Fukuoka
* One patient had a baseline biopsy not evaluable for necroinflammation . 19‘23 EZISEIS“.?: dab";asse‘?i':‘leb?(')°p'figs"r‘::f;’:::j':ﬁ:‘:;:'zxg"sﬁs University, R. Kumashiro: Kurume University, K. Hamasaki: Nagasaki University, H.
Yatsuhashi: Nagasaki Medical Center, M. Seike: Oita University, H. Sasaki: Kumamoto
g i i R TP I L HBY genotype C, n (%) 37 (100) 27 (100) University, K. Hayashi: Miyazaki University, S. Fijioka: Okayama Saiseikai General Hospital,
ETV-053/-052/-060: Ehglblllty K. Takaguchi: Kagawa Prefectural Central Hospital, H. Ikeda: Kurashiki Central Hospital,
 Eligibility criteria (ETV-053 and ETV-052) *;aAtlleIl:tShjzltgif;?lecifvi}??rizlel)?e Week 48, and Week 148 llz/I.kMiyake:C TSU}Sma.Cel:nlt\zalpl:I%spiK/Ialj Y. Agki: Hilrl(){shima lCity Hospital, K. Fujio:
. . . . . T . . . . . . . . ukuyama City Hospital, M. Ando: Mitoyo General Hospital.
— CHB infection with compensated liver disease Table 2: Histologic, Virologic and Biochemical Endpoints at Week 148 Table 3: Mean platelet count and Albumin through Week 148 Co-ordinating Committee: K. Suzuki: Iwate Medical University, O. Yokosuka: Chiba
: University, H. Kumada: Toranomon Hospital, T. Okanoue: Kyoto Prefectural University,
_ > °
HBV DNA =5 loglo copies/mL by PCR assay ReSIStanCE ETV-053/060 ETV-052/060 . N. Hayashi: Osaka University, Y. Shiratori: Okayama University, M. Sata: Kurume University,
— ETV-053 -_37 -_27 Baseline Week 43 Week 143 H. Tsubouchi: Kagoshima University.
: . : n= n= Efficacy and Safety Committee: K. Kiyosawa: Shinsyu University, C. Sato: Tokyo Medical
e <12 weeks prior treatment with anti-HBV nucleoside analogues | * Nucleoside-naive patients (ETV-053/060) and Dental University, K. Tanikawa: International Institute for Liver Research.
_ : > : . . Biopsy Reading Committee: F. Imazeki: Chiba University, M. Moriyama: Nihon University,
_  ETV-052 Up to Week 148, 5/37 patients had HBV DNA >400 copies/mL Mean change from baseline in Knodell 13 045) 4.9(0.57) Nucleoside-naive (ETV-053/060) M. Kage: Kurume University,
e >24 weeks prior lamividine therapy, ongoing at the time of — Oneoffivepatientshadevidence of genotypic ET Vrsubstitutions™ with | HAl score (SE) o (n=26) Medical Expert: M. Omata: University of Tokyo.
randomization: or virologic breakthrough. However, both Knodell necroinflammatory
’ - - - - Mean albumin, g/dL (SD) 4.33 (0.36) 4.53 (0.31) 4.57 (0.27) .
« documented evidence of infection with HBV-carrying LVDr and fibrosis scores of this patient were improved at Week 148 Mean change from baseline in Knodell 0.8 (0.17) 0.5 (0.20) Disclosures
Lt e LVDr patients (ETV-052/060 fibrosis score (SE) (n=36) (n=25)
substitutions P ( ) . . Masao Omata — Global Advisory Board Member: Bristol-Myers Squibb.
— ALT13-10 x ULN —  Up to Week 148, 14/27 patients had HBV DNA >400 copies/mL Mean platelet count, 10*/uL (SD) 14.65(4.63)  16.00 (4.14)  17.66 (3.09) | [\ . o T Sariy Bristol-Myers Squibb employees
— HBeAg(+) or HBeAg(-) - SIX offourte.en Pa.tients ha(.i evidence OfgeHOtypiC ETVr S.UbStitUtionS* HBV DNA <400 copies/mL, n (%) 35 (95) 15 (56) The following people have nothing to disclose: Yoshiaki Katano, Hiromitsu Kumada, Haruhiko
ETV-060 e Fiveofsixpatientshadimprovementin Knodellnecroinflammatory LVD-refractory (ETV-052/060) Kobashi, Joj1 Toyota, Osamu Yokosuka, Koichi Takaguchi, Masayoshi Kage, Mitsuhiko Mortyama
° - -reifractory - and Fumio Imazeki.
score at Week 148
B EI.lrollment 1.mmed.1ately after completion of ETV-053 or ETV-052 e Knodell fibrosis scores at Week 148 were available for five of | Mean change from baseline in HBY DNA
with no gap 1n dosing . . . , . —4.6 (0.17) —4.1(0.33)
the patients: two patients showed improvement and three patients | PY PCR, log,, copies/mL (SE) Mean albumin, g/dL (SD) 4.46 (0.27) 4.53 (0.30) 4.55 (0.31)
— Patients enrolling from ETV-053: ETV 0.5 mg/ day for a total of up to showed no Worsening 1n fibrosis scores
148 weeks (3 years) of ETV treatment e Three of six patients had virologic breakthrough up to Week 148 ALT <1 x ULN, 1 (%) 13/35 (94 1195 (9)
— Patients enrolling from ETV-052: ETV 1.0 mg/day for a total of up to =1 X » L7 (O4) 2) Mean platelet count, 10*/pL (SD) 16.14 (5.29)  16.66 (5.84)  17.87 (6.25)
148 WeekS (3 yeal' S) Of ETV treatment * ETV resistance substitutions = LVDr (M204V/I £ L180M) + substitution at one of the following residues: T184, S202 or M250 NA
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