Long-term Efficacy and Safety of Adefovir Dipivoxil for the Treatment
of HBeAg-Positive Chronic Hepatitis B (CHB) Patients in Study GS-98-437
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Background & Objective Results
« Treatment of 171 patients with HBeAg+ CHB with adefovir Table 1. Baseline Characteristics of Patients Figure 2. Ranked Assessments of Baseline and LTSES Liver Safety
dipivoxil (ADV) 10 mg over 48 weeks resulted in significant Biopsies (n = 15) N :
- * No serious adverse events related to ADV.
histological, virological, serological, and biochemical Characteristic AV 1(?] T?wpla)‘“e”ts (';]T_S'ég) | | o
improvement compared to placebo in the first year of this study.’ A Ji _32 54 L00% - » Confirmed increase of 2 0.5 mg/dL from baseline in serum
: : 98, MOTAn yedrs - K . creatinine occurred in only 6 patients treated with ADV for up to
* The long-term efficacy and safety of ADV in HBeAg+ CHB Male A .76 é"o y A 5 ?’4 y oo 5 years; two of these patients discontinued ADV due to increases
tient ' tigated f to fi : sian 60%, sian 74%, 80% 1 . ’ .
PALIEN'S Was Investigaied Tor Lip To ive years R White 35%. White 23%. 2006 | in serum creatinine in LTSES phase of study.
Black 5% Black 3% 60% - m improved « The first confirmed increase of = 0.5 mg/dL in serum creatinine
Serum HBV DNA, 50% - No change occurred after 3.5 years on study.
I\/Ieth OdS median log, copies/mL 8.40 8.45 40% - ® Worsened
ALT, multiples of ULN, 30% A 13 CO n Cl us | oNns
: o 33
« Entry criteria were HBsAg+ = 6 months, HBeAg+, serum UTNe(_j'i::)er  S— 2opdEN UPC U ig:’ _
HBV DNA 2 6 log, , copies/mL (Roche Amplicor Monitor PCR, ) 0° | A _ _ _ _
LLQ 1000 Copies/mL), and ALT 1.2 — 10 X ULN. o Necroinflammation Fibrosis In thIS StUdy of patlents Wlth HBeAg+ CHB:
Figure 1. HBeAg Seroconversion Increased to 48% at 5 Years . o T :
- Patients were randomized to receive ADV 10 mg (n = 172), J ¢ ’ vediancie & 1 (1shak fibrosis) HBeAg seroconversion increased over time to 48%
ADV 30 mg (n = 173), or placebo (n = 170) in year 1. At the from baseline after 240 weeks on study. Seroconversion was

durable in 91% of patients over a median follow up
off drug of 3 years.?
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beginning of year 2, patients started on ADV 10 mg (n = 224)
or placebo (n = 215). However, most patients received multiple
doses of both placebo and ADV in year 2.
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* |InYear 1, no ADV resistance mutations
were detected (0/171; 0%)

» Through Year 5, 38/65 patients
had a confirmed rebound in
HBV DNA or were never fully
suppressed

* 13/65 (20%) LTSES patients
developed ADV resistance
mutations (A181V, N236T) that
were first detected at 3.75 years
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* Liver biopsies at baseline and in the LTSES (n = 15)
showed improvements in necroinflammation and
fibrosis in the majority of patients
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« Patients with confirmed HBeAg loss or seroconversion
discontinued from this study and were followed off treatment;
thus, only non-seroconverters remained in this study.
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* Genotypic resistance occurred in 13/65 (20%) of
patients treated with ADV for up to 5 years
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« Patients given ADV 10 mg in year 1 who did not seroconvert in
years 1 and 2 could enroll in a long-term, safety and efficacy
study (LTSES; n = 65) with assessments every 3 months for
3 years. Patients with confirmed HBeAg loss or seroconversion
discontinued from the LTSES and were followed off treatment.
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e ADV was well tolerated
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« Atwo-state Markov model was used to estimate the percentage N A A A A A A A A on study
of all patients with HBeAg loss and seroconversion over time and o 12163 A - 1g1 . 3 LTSES patients developed A181T: 1. Marcellin, et al. NEJM 348:808-816, 2003.
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