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Introduction SEIIE
« Tenofovir DF has demonstrated durable efficacy and safety in 2 pivotal studies in chronic hepatitis B through 144 Figure 3. Number of Patients Remaining on Studies Figure 6. Mean HBV DNA Over Time (Iog10 copies/mL) Table 2. Safety and Tolerability in Patients on TDF for 144 Weeks
weeks (3 years) of treatment.
» Asian patients comprised a substantial subset of the participants in these studies : " - 2
- Evaluation of efficacy and safety in Asian patients was considered important given the prevalence of HBV infection 6504 10 Parameter Asians Non-Asians
in this population ] (n=127) (n =299)
i i 600 9 Grade 3/4 AEs 19 (15.0%) 44 (14.7%)
Obj ective 550 § 2 8 AEs causing discontinuation 2 (1.6%) 6 (2.0%)
500 § 8 7 Both treatment arms combined Serious AEs 13 (10.2%) 42 (14.0%)
« To evaluate the efficacy and safety of tenofovir DF among Asian patients with chronic hepatitis B participating in 8 ] 5 5
tenofovir DF pivotal studies GS-US-174-0102 (HBeAg-) and GS-US-174-0103 (HBeAg+) 2+ g o Phosphorus < 2 mg/dL 0 (0%) 7 (2.3%)
5 400 Z ] i\ Creatinine = 0.5 mg/dL increase 0 (0%) 0 (0%)
q(,_) ] é E i (o) (o)
Meth Od S 5 350 EE . CrCl < 50 ml/min 0 (0%) 0 (0%)
S 300 °§, 3_: M a. Asians and Non-Asians originally randomized to TDF (n=426; 127 Asians; 299 non-Asians)
) g:ﬁ;??;f Xvse\r;efknsdomlzed 2:1 to double-blind tenofovir DF (TDF) 300 mg or adefovir dipivoxil (ADV) 10 mg once = 250 ‘sﬁ 2 il ' ¢ - 4 - > >— One Asian patient died of poorly differentiated nasopharyngeal carcinoma, and 6/189 (3.2%) had fractures
+ Open-label tenofovir DF commenced at week 48 for those patients completing the double-blind phase 200 226 (none pathologic)
* Virologic (HBV DNA < 400 copies/mL [69 IU/mL]), biochemical, and serologic response were prospectively 150 1 '] ] )
evaluated o Table 3. Grade 3/4 Laboratory Values in Patients on TDF for 144 Weeks
+ HBV DNA and safety laboratory parameters* were performed every 4 weeks in year 1, every 8 weeks in year 2, and 1001 A A N AR S S B L L LR LY S LS S LS S
every 12 weeks in year 3 with annual resistance surveillance (*creatinine clearance calculated by Cockcroft-Gault 50 4 Weeks on Study Asians? Non-Asians?
with actual body weight) ) Non-Asian - Parameter (n =127) (n =299)
* Asian ethnicity was determined by self-report as recorded on the case report form -T—TTTTr—T—TT—TT 7T T T T T T T T T T T T T T T T T T T T T T T
. i o 0 4 8 1216 20 24 28 32 36 40 44 48 5 64 72 80 8 9% 108 120 132 144 _ _ _ _ Serum amylase 8 (6.3%) 14 (4.7%)
Statistical methods are described in Posters 481 and 483 Weeks on Study Figure 7. Percentage of Patients with Normal ALT (On-Treatment Analysis) T — 2 (1.6%) 5 (1.7%)
Figure 1. GS-US-174-0102 (HBeAg-) and
: ALT 16 (12.6% 32 (10.7%
GS-US-174-0103 (HBeAg+) Study Design (12.6%) (10.7%)
86% AST 6 (4.7%) 19 (6.4%)
= Double-Blind > G —— Open-Labe| m— 8 Years _ _ _ _ Prothrombin time 3 (2.4%) 15 (5.0%)
TOF 300mg (1 <4269 Figure 4. PLeTrée1r_1['[)z:1:ge of Patients with HBV DNA < 400 copies/mL (69 IU/mL) ’ Urine glucose 5 (3.9%) 16 (5.4%)
TDF 300 mg ( i ) e Creatine Kinase 7 (5.5%) 7 (2.3%)
ADV 10 mg (n = 2159 . g 607 a. Asians and Non-Asians originally randomized to TDF (n=426; 127 Asians; 299 non-Asians)
v ;’35 e Note: Includes Grade 3/4 laboratory parameters occurring in > 1 Asian patient
f Week 48 2 Week 72 option for Weok 240 90 3 § 1 ) o ]
Pre-treatment Liver Biopsy FTCTDF ifconfirmed viremis: 5e§lear o] 7 ' + H Both treatment arms combined Figure 10. Serum Creatinine Over Time
Liver Biopsy Paired biopsies in 391 TDF 34 added FTC Li Bi 30
(92%) and 192 ADV (89%) IVer Blopsy 70 4
. i 79% 20+ 1.07
a. Combined across both pivotal studies £ 0 3 _
Eligibility criteria required elevated ALT', Knodell necroinflammatory score = 3, and viremia with HBV DNA > 10° copies/mL % * */%/ ' R 08_} W—W
with the Roche COBAS TagMan assay (LLOQ=169 copies/mL [29 [U/mL]) & 40 1 AT Y . s o 2 25 32 35 40 44 45 | ss | os @ 2 @ a0 @ s es | e oo a2 | m % 1
(fUpper normal limit [ULN] 34 U/L for women; 43 U/L for men) 30 4 +/ o R Weeks on Study 7:' 0.7
%/ Both treatment arms combined Asian e £ 3
. . . . . . . . 07 , Error bars are 95% Cls. 5
Figure 2. Asian Patients Participating in Pivotal Studies 1o ] ‘}/ ALT ULN= 34 U/L for women: 43 U/L for men E  os]
+ 189 Asians and 452 non-Asians were enrolled across the 2 studies 0'—?/4- 8| 12 16 30 2% 28 92 36 20 22 28 | 2o | o1 | 22 | oo " WEp T T T gl w T gamiseiaaT Y Figure 8 Mean ALT Over Time § 04
» Asians comprised ~30% of all patients Weeks on Study ' Lif, ]
- 127/426 (30%) on TDF Non-Asian g °%
- 62/215 (29%) on ADV Asian e 200 o2
» Combined study results are presented to maximize sample size Error bars are 95% Cls. ] ] Both treatment arms combined
+ Of 178 Asian patients eligible to continue in the Open-Label extension, 163 entered the Open-Label phase ITT long-term evaluation with FTC+TDF considered as failure 17 0.1
and 93% completed 144 weeks oo
80 T In the Open-Label extension population with FTC+TDF considered as failure 83% of non-Asian and 87% of Asian patients had HBV 1501 O 4 B 12 16 20 24 28 32 36 40 44 48 56 64 72 80 88 . es 108 . 120 132 144
DNA < 400 copies/mL (69 IU/mL) at Week 144 — ] Both treatment arms combined Weeks on Study
S 1257
60 - < Nemasien
Figure 5. Percentage of Patients with HBV DNA < 400 copies/mL (69 IU/mL) £ ] \
£ (On-Treatment Analysis) § sl %\
o 36 =
& 30 29 ] s TDF Resistance Surveillance
25 507 HH
- ] W  Comprehensive Week 144 resistance surveillance is presented in Poster 480
p ‘ 257 31.7 » Across both pivotal studies 4 Asian patients had HBV DNA > 400 copies/mL (> 69 IU/mL) at Week 144
90 ] : - 1 had no change from baseline in HBV pol/RT
1 H o T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T - 2 had Ol mor hiC Site Chan e
T T 807 97% In both groups O 4 8 12 16 20 24 28 32 36 40 44 48 56 64 72 80 88 96 108 120 132 144 _ 1 COU|§ n(y)t bepgenotyped g
Overall All TDF AllADV  All HBeAg+ All HBeAg- Weeks on Study
Non-Asian
__. 607 Asian ) .
Table 1. Asian Patients: Baseline Characteristics = Conclusions
— DV & Figure 9. Serologic Response Among Asian Patients (On-Treatment Analysis)
Characteristic (n = 127) (n = 62)
Age, yr (SD 40 (10.8 40 (11.2 100 T - .
ge. yr (SD) (10.8) M-2) %/ Both treatment arms combined « TDF demonstrated durable antiviral efficacy, good
Weight, Kg (SD) 63.1 (11.8) 68.5 (15.3) ‘}/ 90 1 _ f t d t | blt th dff b -
Male, n (%) 84 (66) 45 (73) w, 80 - HBeAg loss Anti-HBe sa_e y an . oleranility wi _no I _erences etween
HBV DNA’ |og10 COpleS/mL (SD) 755 (143) 788 (143) 0O 4 8 12 16 20 24 28 32 36 40 44 48 56 64 72 80 88 96 108 120 132 144 ;\3 70 N Aslan patlents and non-ASIan patlents
Weeks on Study \a'; 60
HBeAg+, n (% 62 (49% 33 (53% Non-Asian > i ; :
g+ n (%) (49%) (53%) e g 50 - « HBeAg loss and seroconversion are slowly increasing
Knodell necroinflammation score (SD) 8.5 (2.1) 8.5 (2.1) Error bars are 95% Cls. S 40 - : : :
I — — 52 280 over tlme, no HBsA(Q _Ioss has b(_een observed yet in
6 6 179 1704 2% 0, 19% the Asian subpopulation of studies 102 and 103
ALT, U/L (SD) 137 (131.3) 151 (138.6) 20 T
Genotype A 7 (6%) 4 (6%) 10 7
B 44 (35%) 26 (42%) 0 | | |
Week 48 Week 96 Week 144
C 64 (50%) 30 (48%)
D 7 (6%) 1 (2%) No Asian patient lost HBsAg

Values are means for continuous variables. ALT ULN= 34 U/L for women; 43 U/L for men



