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Introduction Results
 Tenofovir DF (TDF) is a nucleotide analog with potent antiviral activity in patients Table 1. Summary of Resistance Surveillance Conducted at Week 96/last Figure 4. Patients in Study 102 Experiencing Virologic Breakthrough on Figure 5. Patients in Study 103 Experiencing Virologic Breakthrough on
mono-infected with HBV and co-infected with HIV/HBV on TDF Among HBeAg- and HBeAg+ TDF Treated Patients TDF TDF
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« To determine whether these substitutions alter susceptibility to tenofovir using HBeAg- and HBeAg+ TDF Treated Patients Pt 1674 Pt 7957 Pt 15532
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Study 102 N=250 Tenofovir 300 mg changes changes changes changes

Study 103 N=176

a. Patient had a documented history of non-adherence
WT=wild type

a. Three HBeAg+ patients with HBV DNA = 400 copies/mL were unable to be genotyped (PCR negative)

Adefovir 10 mg Conserved site changes observed in one patient each at positions rtL101L/F and

Study 102 N=125 Tenofovir 300 mg rtV173L + rtL180M + rtM204V. No two patients developed the same polymorphic site Con C| us | ons
Study 103 N=90 Changes_
T Table 2. Phenotypic Analysis of HBV DNA Obtained from HBeAg+
(Study 103) TDF Treated Patients Harboring Conserved Site * No HBV pol/RT amino acid substitutions associated with resistance to tenofovir were
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00! of recombinant HBY plasmid DNA derived from patient serarm HBY to tenofovir. evelopment of conserved site changes was rare and not associated with phenotypic
« Plasma HBV DNA levels were determined by Roche COBAS TagMan assay Table 3. Phenotypic Analysis of Clinical Isolates from HBeAg- and resistance to tenofovir
(LLOQ = 169 copies/mL; 29 IU/mL) HBeAg+ TDF Treated Patients who Experienced Virologic
Figure 2. Virology Analysis Plan for Studies 102 and 103 Breakthrough on TDF (N=7)
Patient Tenofovir EC,; (uM) Fold Change® Refere nces
_ 1674 — Baseline (Study 102) 8.0+£1.0
Genotyping Al ?Ztt'ir::e”ne 1674 — Week. 72 /715 1.0 1. Sheldon et al. éntiviral Therapy, 3& 0:727, 2005
- yearly if = 400 copies/mL(= 69 IU/mL) of HBV DNA 1669 — Baseline (Study 102) 9.7+4.1 2. Fung etal. AASLD 2008, Poster #3880
- at disconti.nuation of TDF mono-therapy if HBV DNA 1669 — Week 96 1M11+27.7 1.1
> 400 copies/mL 6852 — Baseline (Study 102) 12247
6852 — Week 96 10.5+£4.4 0.9
7957 — Baseline (Study 102) 10.3+£0.7
7957 — Week 80 8.3+1.5 0.8
1553 — Baseline (Study 103) 11.2+5.3
Any patient post-baseline with: 1553 — Week 96 11.3+5.7 1.0
Phenotyping - CQn;Ser_Veg Sititﬁhangﬁs in pol/RT 3958 — Baseline (Study 103) 11.3+4.0
- virologic breakthrough?
- polymorphic site changes (> 1 patient) 3958 — Week 88 M1+25 1.0
4957 — Baseline (Study 103) 12.2+0.8
4957 — Week 88 116 £4.6 1.0

a. Defined as a confirmed 110g10 increase in HBV DNA and/or confirmed HBV DNA >400cp/ml after a. Fold change = last on TDF EC,/ Baseline EC,. Fold changes < 2X are within the assay variability

having <400 cp/mL Virologic breakthrough was not associated with phenotypic resistance to tenofovir.



