50 Gastroenterology

Drug Pipeline for Hepatitis B
Treatment Said to Be Prolific

BY BRUCE JANCIN

Denver Bureau

HonorurLu — The future of
chronic hepatitis B therapy will look
much like HIV treatment today: mul-
tidrug combinations aimed at thwart-
ing development of resistant viral
strains, Dr. Paul J. Pockros predicted
at the annual meeting of the Ameri-
can College of Gastroenterology.
“All of us in gastroenterology are
going to have
to deal with
antiviral resis-
tance. I think
we're headed
this way both
for hepatitis B
and hepatitis
C. We're going
to be akin to
the HIV doc-
tors. There are 21 HIV drugs available,
and their resistance profiles dictate
how they're used, with drugs in dif-
ferent classes being used together. And
that’s really what many of us have
started doing in dealing with hepatitis
B,” said Dr. Pockros, head of the divi-
sion of gastroenterology/hepatology
at the Scripps Clinic in La Jolla, Calif.
One of the major lessons hepatol-
ogists have learned from the HIV
treatment experience is that sequential
antiviral monotherapy is not the way
to go. It results in creation of drug-re-
sistant strains that can be transmitted
to other individuals. That lesson was
strikingly brought home by the expe-

rience with lamivudine, a nucleoside
analog that was the first oral antiviral
agent approved for chronic hepatitis B.

When lamivudine (Epivir) received
marketing approval in 1998, it was
quickly adopted as a first-line therapy
because it is orally administered and
has far fewer side effects than subcu-
taneous interferon-alfa-2b (Intron-A),
then the only other treatment option.

Unfortunately, as the years went by,
the full scope of the lamivudine re-
sistance prob-
lem became
apparent. Af-
ter 1 year, 20%
of treated pa-

‘I think we’ll end
up with 10 drugs
for hepatitis B,
possibly even

more, and we’ll tients devel-
use combination oped viral re-
therapy.’ sistance to the

drug. After 2
DR. POCKROS years, it was

38%. After 3
years, 49%. And after 4 years on
lamivudine, 67% of treated patients
had resistant virus. The clinical con-
sequences include rebound of serum
hepatitis B DNA, a reduced sero-
conversion rate, elevated serum liv-
er enzymes, and reversal of histo-
logic improvement.

Viral resistance has been much less
of a problem with the two oral an-
tiviral agents approved since lamivu-
dine. The rate of resistance after 4
years on adefovir dipivoxil (Hepsera)
monotherapy is 18%. The resistance
rate after 1 year on the nucleoside
analog entecavir (Baraclude) is 0% in
lamivudine-naive patients and 7% in

lamivudine-resistant individuals.

“My own view is that lamivudine
will drop out of the picture because
we have a better nucleoside analog
now: It’s not cheaper, but it’s certainly
better in its efficacy, and it causes less
resistance,” said Dr. Pockros, who is
on the speakers” bureaus for Gilead
Corp., Bristol-Myers Squibb Co.,
Idenix Corp., and Roche.

With the 2005 marketing approval
of pegylated interferon-alfa-2a, physi-
clans can now choose from five
agents for the treatment of hepatitis
B. Many more are in the develop-
mental pipeline.

“I think we’ll end up with 10 drugs
for hepatitis B, possibly even more,
and we’ll use combination therapy:
either a combination of a nucleoside
and a nucleotide analog, like ade-
fovir and lamivudine, to minimize re-
sistance, or a combination of one of
those drugs and pegylated interfer-
on,” he predicted.

Four drugs are in or have complet-
ed phase III clinical trials for hepatitis
B. Two—emtricitabine (Emtriva) and
tenofovir (Viread)—are already mar-
keted for HIV. The others are the nu-
cleotide analog telbivudine and peg-
ylated interferon-alfa-2b. In addition,
atleast 11 agents are in phase I trials.

American patients and physicians
clearly prefer oral therapy even
though the approved agents must
often be prescribed indefinitely, but
in Europe, pegylated interferon-alfa-
2a has become the leading first-line
hepatitis B therapy. (]

Antidepressants

SaAN FraNcisco — Antidepres-
sants were safe and moderately effec-
tive in a study of 368 patients with
end-stage liver disease, Dr. Jayant A.
Talwalkar reported.

Little is known about the effects of
antidepressants in patients with end-
stage liver disease. The prevalence of
depression was 41% in this population,
higher than the estimated 30% in the
general population. The mean age of
the depressed patients was 54 years,
and 44% were women, Dr. Talwalkar
wrote in a poster presented at the an-
nual meeting of the American Associ-
ation for the Study of Liver Diseases.

The investigators reviewed the
records of all patients who under-
went a formal psychiatric consulta-
tion as part of their evaluation for a
liver transplant. The patients were
treated at one institution during a 2-
year period.

Of the 150 patients identified as de-
pressed, 44% had a prior history of
depression and 83% were eligible for
pharmacologic therapy for their de-
pression. Antidepressants were pre-
scribed for 83% of the 125 eligible pa-

Safe in End-Stage Liver Disease

tients, for a mean duration of 13
months.

Treated patients showed no signif-
icantly increased rates of worsening
serum liver biochemistries, compared
with the 264 patients who did not use
antidepressants. The rates of devel-
opment of new complications also
did not differ between these two
groups,  re-
ported Dr. Tal-
walkar of the
Mayo Clinic,
Rochester,
Minn., and his
associates.

“Pharmaco-
logic therapy
Wwas not asso-
ciated with a
greater frequency of hepatic decom-
pensation in patients with end-stage
liver disease,” he wrote. The most
common antidepressants prescribed
were selective serotonin reuptake in-
hibitors, used by 83% of treated pa-
tients; 34% of patients required a
change in antidepressant therapy or
additional drugs for depression.

Citalopram was used by 46% of pa-
tients, paroxetine by 20%, sertraline
by 12%, and trazodone by 10%.

Dr. Talwalkar has received research
funding from Pfizer Inc., the manu-
facturer of sertraline.

Antidepressant-related  adverse
events, reported in 21% of treated pa-
tients, included somnolence in 10%,

nausea or di-
arrhea in 6%,

‘Pharmacologic and dry
therapy was not mouth in 3%.
associated with a The main

causes of liver
disease were
hepatitis C in-
fection, alco-
hol abuse, a
combination
of the two, and nonalcoholic steato-
hepatitis. The liver disease caused fa-
tigue in 51%, pruritus in 10%, ascites
in 70%, hepatic encephalopathy in
40%, hepatocellular carcinoma in 8%,
and a prior variceal hemorrhage in
16%. Overall, 24% of patients were
using 3-blockers.

—Sherry Boschert

greater frequency
of hepatic
decompensation.’
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HBV Suppression at
6 Months Predicts
Treatment Success

BY SHERRY BOSCHERT

San Francisco Bureau

SAN FraNcisco — The extent of hepatitis B vi-
ral suppression after 6 months of therapy predicts
treatment efficacy and the risk of developing resistance
at 1 year, Dr. Ching-Lung Lai said at the annual meet-
ing of the American Association for the Study of Liv-
er Diseases.

A study of 1,367 patients with chronic hepatitis B
virus (HBV) infection and viral DNA levels greater
than 6 log'® copies/mL found that more than 95% of
those with undetectable viral levels after 6 months of
drug treatment had undetectable levels after 1 year of
treatment.

Patients with detectable HBV at 6 months had
more variable outcomes at 1 year, with higher viral
loads at 6 months linked to increased risks for de-
tectable virus, viral breakthrough, and development of
drug resistance at 1 year, said Dr. Lai, chief of gas-
troenterology and hepatology at the University of
Hong Kong, and his associates.

“Now we can actually adjust the patient’s treatment”
by adding or changing drugs if HBV remains de-
tectable at 6 months, he suggested. “Early viral sup-
pression at 6 months is an ideal thing to aim for in the
treatment of chronic hepatitis B.”

The main purpose of the phase III, randomized
GLOBE study was to compare the efficacy of the in-
vestigational anti-HBV drug telbivudine with lamivu-
dine during 2 years of treatment. The temporal rela-
tionship between early viral suppression and 1-year
outcomes was seen in both treatment groups, but tel-
bivudine worked better to suppress the virus, Dr. Lai
said. He is a consultant for and has received funding
from Idenix Pharmaceuticals, which is developing tel-
bivudine in collaboration with Novartis Pharma AG.

The relationship between early viral suppression and
good 1-year outcomes applied regardless of whether
patients were positive or negative for hepatitis B e-anti-
gen (HBeAg) at baseline.

For the analysis, patients were divided into four
groups based on viral load at 6 months, as measured
with polymerase chain reaction: patients with unde-
tectable levels (below 300 copies/mL), fewer than 3
log'® copies/mL, 3-4 log'® copies/mL, or more than 4
log'® copies/mL.

Among HBeAg-positive patients, HBV DNA was
undetectable at 1 year in 91% of patients with unde-
tectable levels at 6 months but in only 5% of patients
with more than 4 log'® copies/mL at 6 months. In
HBeAg-negative patients, HBV DNA was undetectable
at 1 year in 94% of those with undetectable levels at
6 months and in 10% of patients with more than 4
log'® copies/mL at 6 months.

Viral breakthrough by 1 year was seen in fewer than
1% of patients who had undetectable HBV DNA at 6
months, regardless of HBeAg status. Breakthrough oc-
curred by 1 year in 14% of HBeAg-positive patients and
24% of HBeAg-negative patients who had more than
4log'" copies/mL of HBV DNA at 6 months.

Atbaseline, all patients had compensated liver disease
and ALT levels at 1.3-10 times the upper limit of nor-
mal. ALT levels normalized by 1 year in 88% of HBeAg-
positive patients and 81% of HBeAg-negative patients
who had undetectable HBV DNA at 6 months, indica-
tive of improved liver function. In comparison, ALT lev-
els normalized by 1 year in 53% of HBeAg-positive pa-
tients and 41% of HBeAg-negative patients who had a
viral load of more than 4 log'® copies/mL at 6 months.

In each of the viral load categories, telbivudine
achieved greater viral suppression and led to less drug
resistance, compared with lamivudine, he added. =

Pages 50a—50b0)


Used Mac Distiller 4.0.x Job Options
This report was created automatically with help of the Adobe Acrobat Distiller addition "Distiller Secrets v1.0.5" from IMPRESSED GmbH.
You can download this startup file for Distiller versions 4.0.5 and 5.0.x for free from http://www.impressed.de.

GENERAL ----------------------------------------
File Options:
     Compatibility: PDF 1.2
     Optimize For Fast Web View: Yes
     Embed Thumbnails: No
     Auto-Rotate Pages: Individually
     Distill From Page: 1
     Distill To Page: All Pages
     Binding: Left
     Resolution: [ 600 600 ] dpi
     Paper Size: [ 855 1107 ] Point

COMPRESSION ----------------------------------------
Color Images:
     Downsampling: Yes
     Downsample Type: Average Downsampling
     Downsample Resolution: 150 dpi
     Downsampling For Images Above: 225 dpi
     Compression: Yes
     Automatic Selection of Compression Type: Yes
     JPEG Quality: << /Blend 1 /Colors 3 /Resync 11 /Columns 163 /HSamples [ 2 1 1 2 ] /Rows 216 /QFactor 1.2 /ColorTransform 1 /VSamples [ 2 1 1 2 ] >>
     Bits Per Pixel: As Original Bit
Grayscale Images:
     Downsampling: Yes
     Downsample Type: Average Downsampling
     Downsample Resolution: 150 dpi
     Downsampling For Images Above: 225 dpi
     Compression: Yes
     Automatic Selection of Compression Type: Yes
     JPEG Quality: Low
     Bits Per Pixel: As Original Bit
Monochrome Images:
     Downsampling: Yes
     Downsample Type: Average Downsampling
     Downsample Resolution: 300 dpi
     Downsampling For Images Above: 450 dpi
     Compression: Yes
     Compression Type: CCITT
     CCITT Group: << /Columns 32 /K -1 /Rows 8 >>
     Anti-Alias To Gray: No

     Compress Text and Line Art: Yes

FONTS ----------------------------------------
     Embed All Fonts: Yes
     Subset Embedded Fonts: Yes
     Subset When Percent Of Characters Used is Less: 100 %
     When Embedding Fails: Warn and Continue
Embedding:
     Always Embed: [ ]
     Never Embed: [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]

COLOR ----------------------------------------
Color Management Policies:
     Color Conversion Strategy: Convert All Colors to sRGB
     Intent: Default
Working Spaces:
     Grayscale ICC Profile: Adobe Gray - 20% Dot Gain
     RGB ICC Profile: sRGB IEC61966-2.1
     CMYK ICC Profile: U.S. Web Coated (SWOP) v2
Device-Dependent Data:
     Preserve Overprint Settings: No
     Preserve Under Color Removal and Black Generation: No
     Transfer Functions: Preserve
     Preserve Halftone Information: Yes

ADVANCED ----------------------------------------
Options:
     Use Prologue.ps and Epilogue.ps: Yes
     Allow PostScript File To Override Job Options: Yes
     Preserve Level 2 copypage Semantics: Yes
     Save Portable Job Ticket Inside PDF File: No
     Illustrator Overprint Mode: Yes
     Convert Gradients To Smooth Shades: Yes
     ASCII Format: No
Document Structuring Conventions (DSC):
     Process DSC Comments: Yes
     Log DSC Warnings: No
     Resize Page and Center Artwork for EPS Files: Yes
     Preserve EPS Information From DSC: No
     Preserve OPI Comments: No
     Preserve Document Information From DSC: No

OTHERS ----------------------------------------
     Distiller Core Version: 4050
     Use ZIP Compression: Yes
     Deactivate Optimization: No
     Image Memory: 524288 Byte
     Anti-Alias Color Images: No
     Anti-Alias Grayscale Images: No
     Convert Images (< 257 Colors) To Indexed Color Space: Yes
     sRGB ICC Profile: sRGB IEC61966-2.1

END OF REPORT ----------------------------------------

IMPRESSED GmbH
Bahrenfelder Chaussee 49
22761 Hamburg, Germany
Tel. +49 40 897189-0
Fax +49 40 897189-71
Email: info@impressed.de
Web: www.impressed.de

Adobe Acrobat Distiller 4.0.x Job Option File
<<
     /ColorSettingsFile ()
     /LockDistillerParams false
     /DetectBlends true
     /ParseDSCComments true
     /DoThumbnails false
     /AntiAliasMonoImages false
     /MonoImageDownsampleType /Average
     /MaxSubsetPct 100
     /MonoImageFilter /CCITTFaxEncode
     /GrayImageDownsampleType /Average
     /GrayImageFilter /DCTEncode
     /ColorImageDownsampleThreshold 1.5
     /ColorConversionStrategy /sRGB
     /CalGrayProfile (Adobe Gray - 20% Dot Gain)
     /NeverEmbed [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]
     /ColorImageResolution 150
     /UsePrologue true
     /ColorImageDepth -1
     /sRGBProfile (sRGB IEC61966-2.1)
     /PreserveOverprintSettings false
     /CompatibilityLevel 1.2
     /UCRandBGInfo /Remove
     /EmitDSCWarnings false
     /CreateJobTicket false
     /DownsampleMonoImages true
     /DownsampleColorImages true
     /MonoImageDict << /Columns 32 /K -1 /Rows 8 >>
     /ColorImageDownsampleType /Average
     /GrayImageDict << /VSamples [ 2 1 1 2 ] /Blend 1 /HSamples [ 2 1 1 2 ] /QFactor 0.9 >>
     /CalCMYKProfile (U.S. Web Coated (SWOP) v2)
     /MonoImageDepth -1
     /PreserveEPSInfo false
     /AutoFilterGrayImages true
     /GrayACSImageDict << /Blend 1 /QFactor 1.2 /HSamples [ 2 1 1 2 ] /VSamples [ 2 1 1 2 ] >>
     /SubsetFonts true
     /ColorImageFilter /DCTEncode
     /AutoRotatePages /PageByPage
     /ASCII85EncodePages false
     /PreserveCopyPage true
     /EncodeMonoImages true
     /PreserveOPIComments false
     /ColorImageDict << /VSamples [ 2 1 1 2 ] /Blend 1 /HSamples [ 2 1 1 2 ] /QFactor 0.9 >>
     /AntiAliasGrayImages false
     /GrayImageDepth -1
     /CannotEmbedFontPolicy /Warning
     /EndPage -1
     /TransferFunctionInfo /Preserve
     /CalRGBProfile (sRGB IEC61966-2.1)
     /EncodeColorImages true
     /EncodeGrayImages true
     /ColorACSImageDict << /Blend 1 /Colors 3 /Resync 11 /Columns 163 /HSamples [ 2 1 1 2 ] /Rows 216 /QFactor 1.2 /ColorTransform 1 /VSamples [ 2 1 1 2 ] >>
     /Optimize true
     /ParseDSCCommentsForDocInfo false
     /GrayImageDownsampleThreshold 1.5
     /MonoImageDownsampleThreshold 1.5
     /AutoPositionEPSFiles true
     /MonoImageResolution 300
     /GrayImageResolution 150
     /AutoFilterColorImages true
     /AlwaysEmbed [ ]
     /ImageMemory 524288
     /OPM 1
     /DefaultRenderingIntent /Default
     /EmbedAllFonts true
     /StartPage 1
     /DownsampleGrayImages true
     /AntiAliasColorImages false
     /ConvertImagesToIndexed true
     /PreserveHalftoneInfo true
     /CompressPages true
     /Binding /Left
>> setdistillerparams
<<
     /PageSize [ 576.0 792.0 ]
     /HWResolution [ 600 600 ]
>> setpagedevice


