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ORIGINAL ARTICLE

Calcium plus Vitamin D Supplementation
and the Risk of Fractures

The efficacy of calcium with vitamin D supplementa-
tion in preventing hip and other fractures in healthy
postmenopausal women remains equivocal. In this
Women’s Health Initiative trial, 36,282 such women
received calcium with vitamin D or placebo, with an
average follow-up of seven years. Calcium with vita-
min D supplementation moderately but significantly
improved hip bone density, did not significantly reduce
hip fracture, and increased the risk of kidney stones.

SEE P. 669; EDITORIAL, P. 750

ORIGINAL ARTICLE

Calcium plus Vitamin D Supplementation
and the Risk of Colorectal Cancer

Supplemental calcium and vitamin D have been associ-
ated with a reduced risk of colorectal cancer in epidemio-
logic and polyp-prevention studies, but evidence from
randomized trials was lacking. Although the long latency
involved in colorectal cancer may be relevant, this Wom-
en’s Health Initiative trial involving 36,282 postmeno-
pausal women showed that daily calcium plus vitamin D
supplementation for an average of seven years had no
effect on the incidence of colorectal cancer.

SEE P. 684, EDITORIAL, P. 752

ORIGINAL ARTICLE
Evidence of a Role for TNF-a in Refractory Asthma

Patients with severe asthma are distinct from patients
with milder forms of the disease. Peripheral-blood mono-
cytes from patients with severe asthma were shown
to have enhanced expression of markers associated
with tumor necrosis factor & (TNF-a). In a pilot, pla-
cebo-controlled, crossover study, the TNF-c receptor—
binding agent etanercept improved airway responsive-
ness and asthma-related quality of life. TNF-a« may
have a role in refractory asthma.

SEE P. 697; EDITORIAL, P. 754; CME, P. 782
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ORIGINAL ARTICLE

Autoimmunity during Treatment of Melanoma
with Interferon Alfa-2b

In a prospective trial of interferon alfa-2b for malignant
melanoma, autoantibodies and clinical manifestations
of autoimmunity during treatment were associated with a
favorable outcome. By contrast, patients without these
features of autoimmunity had unfavorable outcomes.

SEE P. 709; EDITORIAL, P. 758

SPECIAL ARTICLE
Spousal Hospitalization and Partner Mortality

In this large study using Medicare data, hospitalization of
patients was associated with increased mortality in their
wives and husbands, and the adverse effect was indepen-
dent of the effect of spousal death. The effect varied
among illnesses; for example, a man’s hospitalization for
colon cancer did not increase his wife’s risk of death, but
his hospitalization for dementia had a substantial effect.

SEE P. 719, CME, P. 783

CURRENT CONCEPTS
Drug-Related Hepatotoxicity

Given its rarity, drug-related hepatotoxicity may not be
seen during the initial clinical trials of a new medication.
After approval, when many more patients are exposed,
toxic effects that are very infrequent may emerge. This
review explains the difficulties in identifying the cause of
hepatotoxic effects in such situations and provides clin-
ical guidance with regard to the detection, evaluation,
and possible prevention of drug-related hepatotoxicity.

SEE P. 731; CME, P. 781

CASE RECORDS OF THE MASSACHUSETTS GENERAL HOSPITAL
A Girl with Loss of Vision in the Right Eye

An 1l-year-old girl noticed a sudden loss of vision in
her right eye. An examination disclosed leukokoria; she
was sent to the emergency department. A test for vi-
sual acuity revealed only light perception in the right
eye. Further examination and an ultrasonographic study
disclosed a detached retina.

SEE P. 741

CLINICAL IMPLICATIONS OF BASIC RESEARCH
Colon Cancer — Understanding How NSAIDs Work

Nonsteroidal antiinflammatory drugs (NSAIDs) may re-
press colon cancer though a pathway mediated by the
colon-cancer susceptibility gene APC.

SEE P. 761
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