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Introduction Methods SCERILES Conclusions
HBYV resistance mutations have been identified for all « Patients from the following studies who completed Table 1. Patients Included in Meta-analysis
approved oral antiviral agents used in the treatment of chronic at least 48 weeks of therapy with ADV 10 mg were
hepatitis B (lamivudine, adefovir dipivoxil, and entecavir) Included in analysis Study Patient Population N Evaluated Rebound? Not suppressed® Total w/ paired Genotypes | Average Weeks on ADV e No ADV resistance mutations (rtA181V
« The rtA181V and rtN236T mutations have been associated — GS-412 (extension), HBeAg positive and 412 (Ext) eAg +/- 39 9 7 16 99 + 55 and/or rtN236T) were observed in the first
with long-term adefovir dipivoxil (ADV) treatment negative, naive 32; e':9 * ?gg gg 613? gg 12;‘ + 22 48 weeks of therapy
eAg - +
* Recent reports have proposed that other mutations in — GS-435, HBeAg positive and negative, 435 OLT, LAM-R, eAg +/- 467 8 65 24 99 + 37 _ .
HBV polymerase may be associated with ADV resistance LAM experienced Total Al 998 91 151 172 129 + 87 * No changes in HBV POL at positions
— GS-437, HBeAg positive, naive a. Rebound = confirmed > 1 log,, increase in serum HBV DNA from nadir (includes patients who did not achieve HBV DNA < 1000 copies/mL) other than rtA181 and rtN236 were
Background G543, HETA S j o 00 copiesimL significantly associated with failure
s ’ on ADV therapy when adjusting for
- Virologic outcomes across ADV clinical studies have been Changes in HBY PO b5ge ine ViRreRetaifincd Table 2. Summary of Genotypic Changes in Patients with Detectable HBV DNA multiple comparisons (p < 0.0005)
defined based on th teria: for the last available genotype for each patient with
elined base . on .ree criteria: . . detectable HBV DNA while still on study medication Population |No mutations A181V/T and/or N236T? Changes at polymorphic sites Changes at other conserved sites® _ Mutations at POL positions (tN236T
a geer?ggggclj\zsr'ml;teasn:?cl\:li’?itcaatllzrz)ssigi\(/)l%; izlfgzlsnaaz/ « Conserved sites were defined as those with only one n=172 95 (55.2%) 35 (20.3%) 37 (21.5%) 3(1.7%) and rtA181V were signifi cant by
amino acid observed in the baseline population a. With or without changes at polymorphic sites
arBr:/NSﬁli\Tl of I-llBVdeII_mier?se (POL) regardless of (n = 853) b. Without A181V or N236T, one each S185T/Y327S, V208I, L180M/M204V; none of the POL positions involved was statistically significant at the p < 0.05 or th em Se|VeS
evel an outcomes p < 0.0005 level
_ Virologic Resistance VR = genotypic resistance and » Polymorphic positions defined as those with multiple —rtA181T mutation was not
virologic rebound (confirmed 2 1 log, , copies/mL amino acids observed in the baseline population | | | | | significant by itself
increase in HBV DNA from nadir) and/or having never  McNemar’s Exact test was used to screen paired data Figure 1. ~ Summary of Genotypic Changes in Patients with Rebound and Not Suppressed _
achieved HBV DNA suppression < 3 log, , copies/mL (collected at BL and on treatment) for each patient with » Patients who had HBV DNA rebound
_ Clinical Resistance (M + VR + ALT) = genotypic paireod samplgs across all 4'studies. 100 were more likely to develop adefovir-
resistance along with virologic resistance and ALT er;]?ng) :éiga;legltst;wrtg : sc\:\::g;hngjgna(r:r?igiegc?iléswhiIe 90- B Rebound associated mutations than patients who
elevations (ALT > 1 X ULN after normalizing ALT ) 72 . ' ' i 0 0
( 9ALT) on treatment was compared to the % of patients with 807 B Not Suppressed Patients with 5V DNA rebound did not rebound (36% vs. 5%)

were almost eight times more
likely to develop ADV-associated
60- mutations at positions rtA181
and/or rtN236 than patients who

Obi : - p-values used to test for significance were p < 0.05 38 36 did not rebound ,
JeCtlveS [no adjustment for multiple comparisons] or p < 0.0005 40 . _ References & Disclosure
_ [Bonferroni adjustment for testing multiple POL 301 P.OIymo.rph'C changes occurred

with similarfrequency between both

+ Genotypic resistance to ADV emerges slowly (0% at 1 year,
29% at 5 years) with a cumulative probability of virologic
resistance of 20% at 5 years'

a switch from non-consensus amino acid at BL to 70-
consensus amino acid while on treatment for each POL
position with = 1 patient with a switch (n=97).
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