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WARNING: AVOID USE IN PREGNANCY
When used in pregnancy, drugs that act directly
on the renin-angiotensin system can cause injury
and even death to the developing fetus.When
pregnancy is detected, TWYNSTA® (telmisartan/
amlodipine) tablets should be discontinued as
soon as possible (SeeWarnings and Precautions).

Correct any volume depletion or salt depletion
before initiation of therapy. Observe for signs and
symptoms of hypotension, in particular in patients
with severe aortic stenosis.

In patients with heart failure, renal artery stenosis
or severe renal impairment, care should be exercised
with dosing of TWYNSTA. In patients with severe
heart failure, decline in renal function and, rarely,
acute renal failure and/or death has been associated
with inhibiting the renin-angiotensin system.
TWYNSTA is not recommended as initial therapy in
hepatically impaired patients.

Use of telmisartan with an ACE inhibitor is not
recommended.
Uncommonly, increased frequency, duration, and/or
severity of angina or acute myocardial infarction
have developed in patients treated with calcium
channel blockers, particularly patients with severe
obstructive coronary artery disease.

Please see Brief Summary of Prescribing
Information on adjacent page.
Reference: 1. Twynsta PI. Ridgefield, CT: Boehringer Ingelheim
Pharmaceuticals, Inc.; 2009.
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NEW FOR HYPERTENSION

TWYNSTA® (telmisartan/amlodipine) tablets are
indicated for the treatment of hypertension, alone
or with other antihypertensive agents.1

TWYNSTAmay also be used as initial therapy in
patients who are likely to needmultiple drugs to
achieve their blood pressure goals.1
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Vitamin E Improves Nonalcoholic Steatohepatitis 
B Y  D I A N A  M A H O N E Y

B O S T O N — The use of vitamin E sup-
plements among patients with nonalco-
holic steatohepatitis was associated with
a greater improvement in nonalcoholic
fatty 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 antiox-
idant, 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 worsen-
ing of fibrosis. Secondary end points in-
cluded changes in histologic features,
liver enzymes, insulin resistance, anthro-
pometric measures, and quality of life,
Dr. Sanyal explained. 

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 primary end point, he said. 

Of the 84 patients randomized to vit-
amin E, 43% showed the predefined
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 pa-
tients in that group had ballooning at
baseline “and therefore couldn’t demon-
strate a reduction with treatment,” Dr.
Sanyal said.

Improvement in steatosis as measured
by poststudy biopsy, lobular inflamma-
tion, ballooning scores, and serum alanine
aminotransferase levels was observed in
both treatment groups, compared with
placebo, Dr. Sanyal reported. 

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.

Although this study suggests that both
vitamin E and pioglitazone can lead to
biochemical and histologic improvement
in NASH, additional studies are needed
to determine the sustainability of the ob-

served outcomes and the long-term safe-
ty of the agents. “With the exception of
weight gain, there were no drug-related
adverse events, but the study was not
powered to assess safety issues,” he said.

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 tolerat-
ed in these patients,” Dr. Scott Friedman,

AASLD president, said in a press confer-
ence. The key is to make sure the vita-
min E is of sufficient quality to be effec-
tive, said Dr. Friedman, of the Mount
Sinai School of Medicine, New York.

The study was sponsored by the Na-
tional Institute of Diabetes and Diges-
tive and Kidney Diseases. Dr. Sanyal and
Dr. Friedman disclosed financial rela-
tionships with several pharmaceutical
companies. ■
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