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« Tenofovir (TDF) is a potent oral nucleotide analogue of adenosine.

= TDF has demonstrated safety and efficacy in pivotal studies for the treatment of chronic hepatitis B.'
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To determine the effect of rtA194T on treatment response to TDF 300 mg daily alone or in combination
with other antiviral agents in patients with lamivudine-resistant HBV.

= No signature resistance mutations have been identified in patients receiving 3 years of continuous TDF therapy.? 3. Pa t_i en t_S_ an q M e_t_h 0ds

= Antiviral-resistant mutations associated with virologic breakthrough on TDF therapy have not been fully

characterized.

: Adult_HBV patients receiving oral antiviral therapy at University Health Network Liver Clinics
(Toronto, Canada) were monitored for genotypic antiviral resistance.

= 2/43 (5%) HIV-HBV coinfected patients treated with TDF p|US lamivudine after 48-77 weeks were found to have = Routine b|oodwork’ HBV Sero|ogy and HBY DNA levels were measured every 3 months on treatment.
rtA194T (alanine to threonine) in association with L180M + M204V.?

= An in vitro study of HBV constructs harbouring A194T+L180M+M204V showed reduced viral replication efficacy and

increase in fold-resistance to tenofovir.?

= However, in vitro susceptibility of A914T examined in other studies yielded contradictory results.?

= The clinical significance of rtA194T substitution in chronic hepatitis B patients is unknown.
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= Resistance testing was performed on all patients who developed virologic breakthrough.
o confirmed rise in HBV DNA by =2 1 log IU/mL compared to nadir
o jn those who failed to achieve undetectable HBV DNA 6 months after starting antiviral therapy

= Genotyping and detection of resistance mutations were performed using a line probe assay.
o InnoLiPA HBV DR v3 (InnoGenetics, Ghent, Belgium)

= HBV DNA was measured using real-time PCR (Roche, TagMan 48, LLQ 12 IU/mL).

4. Results

Patient Characteristics (N = 12)
Mean Age = SD (years)
Male : Female
% HBeAg-positive
Mean ALT = SD (U/L)
Mean HBV DNA = SD (IU/mL)
Mean Platelet Count £ SD (bil/L)
% Cirrhosis (on US or liver biopsy)
% HBV genotype (A/B/C/D)

Mean duration of LAM (months) £ SD prior to salvage

49 + 20
8:4
42
52 + 34
55+ 2.3
214 + 68
42
17/33/33/17
36 + 26

SD: standard deviation; US: ultrasound
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= Of the 950 consecutive treatment-experienced adult patients with chronic hepatitis B tested
for antiviral resistance, 12 (1.2 %) were found to harbour rtA194T.

= rtA194T was found in association with rtL180M + rtM204V/I in all 10/12 (83%) patients.

= After detection of LAM-resistant mutation, salvage therapy was started in 9/12 (75%) patients.
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. Summary

* rtA194T detected in 12 TDF-naive HBV patients with lamivudine-resistant CHB.
o Amost always in association with L180M + M204V/I

o Usually as pure viral species or mixed population

= TDF alone or in combination used as salvage therapy in 10 patients.

0 Mean treatment of 19.5 months

o HBV DNA <12 IU/mL or undetectable in 7 (88%) patients

o 1 patient underwent treatment for hepatocellular carcinoma and was admittedly non-compliant with TDF

° ALT normalized in 6 (75%) patients

6. Conclusions

Contrary to in vitro studies, rtA194T was not associated with reduced viral suppression among LAM-resistant HBV
patients salvaged with TDF alone or in combination with LAM, ADV or FTC with > 1.5 year follow-up.

= These findings suggest rtA194T may represent a viral polymorphism or a LAM compensatory mutation
rather than a signature TDF mutation.

" Further clinical studies are required to fully characterize antiviral substitutions associated with TDF resistance.
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