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Executive Summary

CHB is a major contributor in global rates of cirrhosis, hepatocellular carcinoma (HCC), and mortality.
The aims of treatment are suppression of HBV replication and remission of liver disease.

Current therapy strategies include interferon alfa and antiviral medications such as adefovir (Hepsera),
entecavir (Baraclude), lamivudine (Epivir HBV), and telbivudine (Tyzeka).

The manufacturer promotes telbivudine (Tyzeka) as:

- Animportant new first-line therapy.

- Having earlier and more profound viral suppression than lamivudine.

- Superior to lamivudine (early viral suppression correlates with greater antiviral and clinical efficacy).

Resistance to the antiviral medications used to treat CHB is a growing concern.
- Hepatitis B resistance has been reported with all antivirals used to treat CHB.

- Resistance to lamivudine (Epivir HBV) develops at a rate of approximately 20% for each year that a
patient is treated.

- Lamivudine-resistant HBV strains have a high level of cross resistance to telbivudine (Tyzeka) as well as
reduced susceptibility to entecavir (Baraclude).

- Resistance patterns vary by geographical area.

The usefulness of telbivudine (Tyzeka) is limited by its overlapping resistance profile with other agents.
- FDA reviewer comment: the niche for telbivudine (Tyzeka) remains unclear.

Current treatment guidelines do not recommend lamivudine (Epivir HBV) or telbivudine (Tyzeka) as first-
line options because of concerns with resistance.

Adherence to therapy is an important consideration in the treatment of CHB.
- Up to 30% of cases of viral rebound are due to non-compliance with antiviral therapy.

Although not yet supported by reliable clinical evidence, practice guidelines are moving toward combination
therapy as a strategy for treating resistant populations.
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Evidence

e Telbivudine (Tyzeka) in an HBeAg-positive population:

- Telbivudine (Tyzeka) was superior to lamivudine (Epivir HBV) based on composite endpoint of
decreased viral load and seroconversion to HBeAg-negative over the 52-week study period.

o Telbivudine (Tyzeka) in an HBeAg-negative population:

- Telbivudine (Tyzeka) was similar to lamivudine (Epivir HBV) based on composite endpoint of
decreased viral load and normalization of liver function tests over the 52-week study period.

e There is currently no evidence for telbivudine (Tyzeka) in lamivudine-resistant populations.

e There is no new evidence (since the July 2005 review) for adefovir (Hepsera) or entecavir (Baraclude) that is
appraised as useful or possibly useful.

e Elevations in CK and myopathy occurred at a higher rate with telbivudine (Tyzeka) than with
lamivudine (Epivir) in Phase Il and Phase 111 trials up to 52 weeks in duration.

Decision

e Telbivudine (Tyzeka) is non-preferred/non-formulary because:
- There is no useful evidence demonstrating its superiority over Epivir HBV.
- Itis a poor choice for treatment of resistant HBV.

e Lamivudine (Epivir HBV) and adefovir (Hepsera) are preferred/formulary.
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Products

Drua Products FDA Patent FDA approved Usual Potential Off-
g approval® | Expiration(s) indications Dose/Route label Uses ¢
adefovir (Hepsera) * 9/2002 9/2014 Adult chronic hepatitis B with | 10 mg orally once | In combination
evidence of vial replication daily with other
and either evidence of hepatitis B
persistent elevations in ALT therapies.
or histologically active
disease (including HBeAg+,
HBeAg-, lamivudine resistant
strains).
entecavir (Baraclude) 2 3/2005 10/2010 Adult chronic hepatitis B with | 0.5 mg orally once | In combination
evidence of vial replication daily with other
and either evidence of 1 mg orally daily hepatitis B
persistent elevations in ALT in patients who do | therapies.
or histologically active not respond to
disease (including HBeAg+, lamivudine
HBeAg-, and some limited
data on lamivudine resistant
strains).
interferon alfa-2b 3/1997 No information Adult and pediatric patients 30 to 35 million In combination
(Intron A) ® available who are serum HBsAg 1U per week, with other
positive for at least 6 months administered hepatitis B
and have evidence of HBV subcutaneously or | therapies.
replication (serum HBeAg intramuscularly,
positive) with elevated serum | either as 5 million
ALT. 1U daily (QD) or
as 10 million 1U
three times a week
(TIW) for 16
weeks
lamivudine 12/1998 1/2014 Adult and pediatric chronic 100 mg orally In combination
(Epivir HBV) * hepatitis B with evidence of once daily with other
vial replication and active (children 3 hepatitis B
liver inflammation. mg/kg/daily) therapies.
peginterfegon alfa-2a ' 10/2002 No information e Adult chronic hepatitis C. | 180 mcg In combination
(Pegasys) available « Adult HBeAg-positive _su_bcu_taneous with (_)t_her
and HBeAg-negative injection once hepatlt_ls B
chronic hepatitis B with weekly x 48 therapies.
compensated liver disease weeks
and evidence of viral
replication and liver
inflammation.
telbivudine 10/2006 10/2011 o Adult HBeAg-positive 600 mg orally In combination
(Tyzeka™)® and HBeAg-negative once daily with other
chronic hepatitis B with hepatitis B
compensated liver disease therapies.
and evidence of viral
replication and liver
inflammation.

 Date applies to approval date for the original brand name medication where there are now generics available.
P As listed in © 1974 - 2007 Thomson MICROMEDEX database or as referenced.
¢ Based on patents listed in the Orange Book as of March 2007.
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