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Posting an audio recording of an oral presen-

tation at a medical meeting on the Internet,
with selected slides from the presentation,
will not be considered prior publication. This
will allow students and physicians who are

unable to attend the meeting to hear the pre-

sentation and view the slides. If there are any
questions about this policy, authors should

feel free to call the Journal’s Editorial Offices.
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ORIGINAL ARTICLE
Vitamin E and Donepezil for the Treatment of Mild Cognitive Impairment
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In this randomized trial in-
volving patients with mild
cognitive impairment, vita-
min E did not reduce the rate
of progression to Alzhei-
mer's disease. Although an
initial benefit of donepezil
was observed during the first
year, over the course of the
three-year study the rate of
progression to Alzheimer's
disease was similar in pa-
tients treated with donepezil

and those treated with placebo. The side effects of donepezil included diarrhea, nau-
sea, muscle cramps, and insomnia.

SEE P. 2379, EDITORIAL, P. 2439; CME, P. 2465

2369

Downloaded from www.nejm.org on November 30, 2009 . For personal use only. No other uses without permission.

Copyright © 2005 Massachusetts Medical Society. All rights reserved.



ORIGINAL ARTICLE
Intensive Lipid-Lowering Therapy
in Calcific Aortic Stenosis

Calcific aortic stenosis, a relatively
common problem in the elderly, has
been found to be associated with ath-
erosclerosis and hypercholesterolemia.
This study found that, contrary to ex-
pectations, intensive lipid-lowering
therapy with atorvastatin, which re-
duced low-density lipoprotein choles-
terol levels to a mean of 63+23 mg per
deciliter, had no effect on the progres-
sion of aortic stenosis (as measured
by the aortic-jet velocity) or on aortic-
valve calcification (as measured by
helical computed tomographic
scanning).

SEE P. 2389; EDITORIAL, P. 2441;
CME, P. 2466
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ORIGINAL ARTICLE
Conventional vs. Endovascular
Repair of Abdominal Aortic
Aneurysms

Endovascular repair of abdominal aor-
tic aneurysms avoids much of the risk
associated with conventional surgical
repair. In two randomized trials, this
technique has been shown to be asso-
ciated with lower rates of perioperative
morbidity and mortality. Longer-term
follow-up data from one of these trials
(the Dutch Randomized Endovascular
Aneurysm Management [DREAM]
trial) show that the survival advantage
of endovascular repair is not sustained
after the first postoperative year.

SEE P. 2398, EDITORIAL, P. 2443

ORIGINAL ARTICLE
Clonal Independence in Multifocal
Papillary Thyroid Carcinoma

Whether individual foci in multifocal
papillary thyroid cancer arise indepen-
dently or are metastases of a primary
tumor within the gland is uncertain.
This investigation used the phenome-
non of X-chromosome inactivation in
women to study such foci. In five tu-
mors, all foci had different patterns

of X-chromosome inactivation, indi-
cating their independent origin; re-
sults in five other tumors were indeter-
minate.

The independent origins of multiple
foci of neoplasia in multifocal papillary
thyroid cancer suggest environmental
or inherent susceptibility to thyroid
cancer. These kinds of tumors may re-
quire aggressive treatment.

SEE P. 2406, PERSPECTIVE, P. 2376

MECHANISMS OF DISEASE

Calpains and Disease

Calpains are members of a large fami-
ly of Ca2*-dependent proteolytic en-
zymes. Some are tissue-specific; oth-
ers are ubiquitous. Poised to digest
numerous intracellular proteins, their
potential to cause or contribute to dis-
ease is considerable. This review out-
lines the structure and function of
calpains and their involvement in a
type of muscular dystrophy, type 2
diabetes, cataracts, and Alzheimer’s
disease.

SEE P. 2413
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CASE RECORDS OF THE
MASSACHUSETTS GENERAL HOSPITAL
A Woman with Back and Leg Pain
and Respiratory Failure

A 22-year-old woman was transferred
because of respiratory failure. She had
a history of sickle cell anemia and had
back and leg pain the day before she
was admitted to another hospital,
where respiratory failure developed
while she was being treated for a sickle
cell crisis. After transfer, assisted venti-
lation, nitric oxide, and exchange trans-
fusion did not reverse the hypoxemia,
and the patient died. An autopsy was
performed.

SEE P. 2425; CME, P. 2467

CLINICAL IMPLICATIONS
OF BASIC RESEARCH

Controlling the Expression

of Oncogenes in Lung Cancer

A new mechanism for regulating
RAS oncogenes has been uncovered,
which may have relevance to the
pathogenesis of lung cancer.

SEE P. 2446
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