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BY DIANA MAHONEY

BosToN — The use of vitamin E sup-
plements by patients with nonalcoholic
steatohepatitis was associated with a
greater improvement in nonalcoholic fat-
ty liver disease activity scores and cyto-
logic ballooning, compared with the use
of pioglitazone or placebo, results from
a randomized controlled trial showed.
The investigation was spurred by find-
ings suggesting that oxidative damage
and insulin resistance both play a role in
the chronic liver disease, Dr. Arun J.
Sanyal said at the American Association
for the Study of Liver Diseases. He and
his colleagues at Virginia Common-
wealth University, Richmond, sought to
evaluate the role of vitamin E, an an-
tioxidant, and pioglitazone, an insulin-
sensitizing agent, in the treatment of
nonalcoholic steatohepatitis (NASH).
The 247 patients were randomized to
receive 800 IU of vitamin E once daily, 30
mg of pioglitazone once daily, or placebo
for 96 weeks. All of the patients had biop-
sy-proven steatohepatitis with a nonalco-
holic fatty liver disease (NAFLD) activity
score of 4 or higher within 6 months pri-
or to randomization, Dr. Sanyal said.
The study’s primary end point was im-

provement—defined as a decrease in
NAFLD activity score of 2 points or
more and a decrease of at least 1 point
in cytologic ballooning—and no wors-
ening of fibrosis. Secondary end points
included changes in histologic features,
liver enzymes, insulin resistance, an-
thropometric measures, and quality of
life, Dr. Sanyal explained.

Because the study encompassed two
primary comparisons (vitamin E vs.
placebo and pioglitazone vs. placebo)
“we prespecified a significance value for
the primary end point,” he said, noting
that a P value less than .025 relative to
placebo was considered significant.

Compared with placebo, both vitamin
E and pioglitazone were associated with
liver function improvement, decreased
ballooning, and better fibrosis stabilization
at 96 weeks, although only vitamin E met
the prespecified level of significance for
the preliminary end point, Dr, Sanyal said.

Of the 84 patients randomized to vit-
amin E, 43% demonstrated the prede-
fined composite improvement, compared
with 34% of the pioglitazone group and
19% of the placebo group, he said.

The failure of pioglitazone to meet the
end point criteria can likely be attributed
to the fact that substantially fewer patients
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in that group had ballooning at baseline
“and therefore couldn’t demonstrate a
reduction with treatment,” he said.
Improvement in steatosis as measured
by poststudy biopsy, lobular inflamma-
tion, ballooning scores, and serum alanine
aminotransferase levels were observed in
both treatment groups compared with
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placebo, Dr. Sanyal reported.

Regarding other secondary end points,
patients on pioglitazone had greater
weight gain (mean 4.7 kg) than did those
on vitamin E (0.4 kg) or placebo (0.8 kg),
but they also were the only group to
demonstrate an improvement in insulin
resistance, said Dr. Sanyal, who described
that outcome as expected, as previous
studies have produced similar results.
Neither treatment produced significant
changes in quality of life, he said.

Although the study suggests that both
vitamin E and pioglitazone can lead to
biochemical and histologic improvement
in NASH, studies are needed not only to
determine the sustainability of the ob-
served histological and clinical out-
comes, but also the long-term safety.

With respect to the vitamin E findings
in particular, “this should resurrect our
efforts to use antioxidants [for NASH]
and, more importantly, to develop very
potent antioxidants that are well toler-
ated in these patients,” Dr. Scott Fried-
man, of the Mount Sinai School of Med-
icine, New York.

The study was sponsored by the Na-
tional Institute of Diabetes and Digestive
and Kidney Diseases.

Dr. Sanyal disclosed financial rela-
tionships with Amylin Pharmaceuticals,
Astellas Pharma Inc., Bayer AG, Exalenz
Bioscience Ltd., Gilead, Ikaria Holdings
Inc., Intercept, Onyx Pharmaceuticals,
Pfizer Inc., Salix Pharmaceuticals,
Sanofi-Aventis, Takeda Pharmaceuticals
Co., and Vertex Pharmaceuticals. Dr.
Friedman disclosed relationships with
Angion Biomedica Corp., Axcan Phar-
ma Inc., Celera Corp., Exalenz, Inter-
cept, Sanofi-Aventis, Stromedix Inc.,
and 7TM Pharma. [ ]

Gastric Cancer Risk Appears to Rise

Barrett’s Esophagus
Does Not Alter Survival

200-Fold With Intestinal Metaplasia

BY SHERRY BOSCHERT

SaN Dieco — The risk for
gastric cancer was more than
200 times higher in patients
with gastric intestinal metapla-
sia on initial or repeat upper en-
doscopy, compared with the
control population, in a retro-
spective study of 11,600 male
veterans.

In all, 3% of the cohort (354
veterans) were diagnosed with
gastric intestinal metaplasia
(GIM) over a 19-year period; the
investigators compared their
records with those of 355 ran-
domly selected patients who
were seen at the GI clinic of the
Brooklyn campus of the Veter-
ans Affairs New York Harbor
Healthcare System.

Of the veterans with GIM, 6%
(21 patients) were diagnosed
with gastric cancer, a rate that
was 200-fold higher than the gas-
tric cancer rate seen in the con-
trol group, Dr. Naveen Anand
and his associates reported at the
annual meeting of the American
College of Gastroenterology.

Half of the cancer diagnoses
were made on the initial en-
doscopy, and half were made on
follow-up endoscopy, said Dr.
Anand, a chief resident at the
State University of New York

Downstate Medical Center,
Brooklyn. Repeat endoscopies
were performed on 53% of the
cohort (including 11% who un-
derwent four or more endo-
scopies), and 47% underwent
initial endoscopy only.

Gastric cancer was more like-
ly to be diagnosed in patients
with GIM who were older and
black, or who had more severe
gastritis on histology.

Patients with GIM—especial-
ly patients in these higher-risk
subgroups—should undergo
regular endoscopic surveillance
with careful histologic diagnosis
of GIM based on biopsies at
multiple gastric locations, Dr.
Anand suggested.

He acknowledged that in-
creased surveillance has cost im-
plications, but noted that the
gastric cancer rate in patients
with GIM is similar to that seen
in patients with severe dysplasia.
“If patients have severe dyspla-
sia on biopsy, we will bring
these patients back for follow-
up. So, if we're seeing similar
rates of progression to cancer
from GIM, these patients prob-
ably should be followed up.

“We need a prospective study
looking at these patients fol-
lowed over time,” he said.

He and his associates were

surprised to find that having a
history of Helicobacter pylori in-
fection did not significantly in-
fluence pathology results, com-
pared with patients with no
history of H. pylori. He attrib-
uted that to early intervention
(that is, treatment that was ini-
tiated whenever H. pylori was di-
agnosed by histology).

Patients with GIM were more
likely to be 70-90 years old,
whereas those without GIM
were more likely to be aged 50-
70 years. About half of patients
in the GIM and control groups
were black and half were white,
and there were small numbers
of veterans of other races or
ethnicities. Because the mean
age in blacks was significantly
older than in whites (75 vs. 71
years), blacks accounted for 67%
of patients who developed gas-
tric cancer, Dr. Anand said.

“We believe there is a long
lead time between the prema-
lignant lesion and intestinal
metaplasia and intestinal-type
gastric carcinoma, similar to
what we see in colon cancer
and cervical cancer, which gives
us an opportunity for possible
surveillance and even possible
intervention,” Dr. Anand said.

The investigators reported no
conflicts of interest. [ |
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SAN DIEGO — Among 366
patients with Barrett’s esoph-
agus, 82% were alive 5 years
after diagnosis, a rate that was
essentially no different than
the overall survival rate seen in
a matched control group from
the general population.

The retrospective study is
one of the first on survival in
a large cohort of patients with
Barrett’s esophagus in the
United States, Dr. Ganapathy
A. Prasad said at the annual
meeting of the American Col-
lege of Gastroenterology.

Among previous studies,
some found decreased survival
in patients with Barrett’s
esophagus, compared with
matched controls, while oth-
ers showed comparable overall
survival rates.

Those data came predomi-
nantly from Europe, said Dr.
Prasad of the Mayo Clinic,
Rochester, Minn.

Dr. Prasad and his associ-
ates identified 401 patients
with Barrett’s esophagus in the
Rochester Epidemiology Pro-
ject who were diagnosed be-
tween January 1976 and Janu-
ary 2007, and excluded 35 who
had some evidence of cancer

or who developed cancer with-
in 6 months of diagnosis.

The 366 patients in the
study were followed for a
mean of 7.1 years. They had
a mean age of 62 years at
baseline, 70% were male, and
more than 85% were white.

The investigators compared
the study cohort’s survival rate
with survival data from an
age- and gender-matched co-
hort from the U.S. Census for
the white population in Min-
nesota.

At diagnosis, the mean seg-
ment length of the Barrett’s
esophagus was 4.8 cm, and
59% of patients had long-seg-
ment Barrett’s esophagus. No
dysplasia was apparent in 84%
of patients.

The only predictors of
death were older age and high-
er scores on the Charlson Co-
morbidity Index at the time of
Barrett’s esophagus diagnosis,
a multivariate analysis showed.
Neither male gender nor the
presence of dysplasia affected
survival significantly.

Only 5% of the 104 patients
who died during follow-up
died of esophageal adenocar-
cinoma.

Dr. Prasad reported having
no conflicts of interest. ]



