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apply for jobs electronically 
at the new nejm career center

 

Physicians registered at the new NEJM Career 
Center can now apply for jobs electronically 
using their own cover letters and CVs. You can 
now keep track of your job-application history 
with a personal account that is created when 
you register with the Career Center and apply 
for jobs seen online at our Web site. Visit 

 

www.nejmjobs.org

 

 for more information. 

 

clinical problem-solving series

 

The 

 

Journal

 

 welcomes submissions of manu-
scripts for the Clinical Problem-Solving series. 
This regular feature considers the step-by-step 
process of clinical decision making. For more 
information, please see 

 

www.nejm.org/hfa/
articles.asp

 

.

 

o r i g i n a l  a r t i c l e

 

Letrozole after Five Years of Tamoxifen Therapy for Breast Cancer

 

Postmenopausal wom-
en with early breast can-
cer who have undergone 
successful initial therapy 
receive five years of 
treatment with tamoxi-
fen, an antagonist of the 
estrogen receptor. This 
placebo-controlled trial 
investigated whether the 
administration of letro-

zole, an aromatase inhibitor, after five years of tamoxifen therapy is ben-
eficial. The trial was stopped because of a statistically significant reduction 
in the rate of breast-cancer–related events in the letrozole group as com-
pared with the placebo group.

The results of a planned interim analysis were consistent with a stopping 
rule in the trial’s protocol. The median follow-up (2.4 years) is short, but the 
data persuaded the investigators to reveal the results to the participants.

 

see p. 1793; editorials, p. 1855 and p. 1857
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original article

 

Catheter Ablation in the Wolff–
Parkinson–White Syndrome

 

Many asymptomatic patients with a 
Wolff–Parkinson–White pattern on 
the electrocardiogram are at low risk 
for arrhythmias. However, younger 
asymptomatic patients with induc-
ible arrhythmias may be at higher 
risk. This study found that prophy-
lactic catheter ablation of accessory 
pathways in such patients greatly re-
duced the risk of arrhythmias.

The findings will affect the treatment 
of asymptomatic patients with the 
Wolff–Parkinson–White syndrome; 
those with inducible arrhythmias 
should be considered for prophylac-
tic catheter ablation.

 

see p. 1803; perspective, p. 1787

 

original article

 

Extraneural Prion Protein 
in Creutzfeldt–Jakob Disease

 

Using highly sensitive techniques, re-
searchers identified pathologic prion 
protein in about one third of muscle 
and spleen specimens obtained at 
autopsy from patients with sporadic 
Creutzfeldt–Jakob disease. Pathologic 
prion protein has previously been 
found only in central nervous system 
and olfactory-nerve tissue from such 
patients.

The amounts of pathologic prion pro-
tein identified in these autopsy studies 
are very small, but the findings sug-
gest that muscle biopsy, rather than 
brain biopsy, can be used to diagnose 
sporadic Creutzfeldt–Jakob disease.

 

see p. 1812

 

brief report

 

CD3

 

d

 

 Deficiency and Maturation 
of 

 

a

 

/
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 and 

 

g

 

/

 

d

 

 T-Cell Lineages 
in Severe Combined 
Immunodeficiency

 

Three closely related infants with a 
form of severe combined immunode-
ficiency characterized by the absence 
of T cells but normal numbers of 
B cells were found to have an identical 
germ-line mutation in the 

 

CD3

 

d

 

 gene. 
The mutation prevented synthesis of 
the CD3

 

d

 

 protein and was associated 
with a block early in the development 
of thymocytes into mature T cells.

The findings in these three patients 
identify a new form of severe com-
bined immunodeficiency and shed 
light on the mechanism of T-cell 
maturation.

 

see p. 1821; perspective, p. 1789

 

clinical practice

 

Emergency Contraception

 

A healthy 19-year-old woman comes 
in for a routine appointment. She is 
sexually active in a monogamous re-
lationship; her partner uses condoms 
most of the time. Pregnancy is not 
currently desired. She has had sexual 
intercourse several times since her 
last menses, including an episode of 
unprotected intercourse four days 
earlier. A urine pregnancy test is nega-
tive. Should emergency contraception 
be prescribed?

 

see p. 1830

 

medical progress

 

Implantable Cardioverter–
Defibrillators

 

Most people do not survive out-of-hos-
pital cardiac arrest, and those who do 
may have substantial long-term cogni-
tive and motor impairment. ICDs may 
avert such events. This review dis-
cusses the mechanisms of ICDs, clin-
ical studies of their effectiveness, and 
management issues.

ICDs have evolved from a therapy of 
last resort for patients with recurrent 
cardiac arrest to a management stan-
dard for use in the primary and sec-
ondary prevention of cardiac arrest.

 

see p. 1836
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Clinical Research and the NIH

 

Eight years ago, Harold E. Varmus, 
then the director of the National Insti-
tutes of Health (NIH), convened a 
panel to evaluate the status of clinical 
research in the NIH portfolio and to 
make recommendations for strength-
ening this component of the U.S. bio-
medical research effort. This Sound-
ing Board article examines the 
outcome of the panel’s recommenda-
tions.

 

see p. 1860
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