LAMIVUDINE-RESISTANT MUTATION DETECTED AMONG TREATMENT-NAIVE HEPATITIS

PATIENTS IS COMMON AND MAY BE ASSOCIATED WITH TREATMENT FAILURE
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= Pre-existing antiviral resistance (AVR) mutation among treatment-naive hepatitis B patients is = Consecutive untreated adult patients with chronic hepatitis B attending
believed to occur at avery low frequency. the liver clinics of University Health Network and Mount Sinai Hospital

Pre-existing lamivudine-resistant mutation using direct sequencing was reported among 10% of (Toronto, Canada) from 1/2007 — 03/2008 were tested for AVR.

patients.'? Demographic data were recorded.
Pre-existing lamivudine mutation was reported in 1-2% nucleoside-naive entecavir patients.?

Various laboratory methods have variable sensitivity to detect AVR.

o Line probe assays more sensitive than direct sequencing

The clinical significance of pre-existing antiviral resistance mutations is unknown.
o Exact prevalence in clinical practice o Optimal methods of detection Routine bloodwork (liver panel, CBC, PT/INR and HBV serology) and
o Influence on initial treatment regimens o Response to first line antiviral therapy abdominal ultrasound were performed at enrollment.

HBYV DNA was quantified by PCR asssay (Roche Ampliprep, LLQ 6 1U/ml).

HBV genotype and AVR mutations were detected using INNO-LiPA HBV
DRv3 (InnoGenetics, Gent, Belgium).
Statistical analysis was performed using SPSS v13 (SPSS, Chicago, IL).

Patients were deemed to be treatment-naive after a careful treatment
history on 2 separate occasions, corroborated by a family member,

where possible.
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Effect of lamivudine in a patient with pre-existing LAM-resistant mutation
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« Mutations associated with rt180/204 resistance pathway were common among treatment- Antiviral resistance mutations can be found among treatment-naive patients

naive patients (12%). o rt180/204 mutations relatively common = rt184/202/250 mutations also detectable = rt181/236 mutation much less common Toronto General Hospital
» Those associated with the rt181/236 nucleotide pathway were much less common (1%). Pre-existing mutation leads to antiviral treatment failure = Mechanism of early or late treatment failure sty
= Among patients with pre-existing rt180/204 mutation Lamivudine monotherapy should be abandoned as a first line therapy for chronic hepatitis B.

= LAM monotherapy led to treatment failure = ADV or TDF monotherapy showed no reduction in efficacy AVR testing among treatment-naive patients is important, in order to tailor antiviral therapy and to optimize treatment.
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