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

 

Wnt-Signaling Antagonist DKK1 and Osteolytic Lesions 
in Multiple Myeloma

 

This study found that plasma cells 
from the bone marrow of patients with 
myeloma and osteolytic lesions ex-
pressed high levels of the 

 

DKK1

 

 gene 
and produced the DKK1 protein, 
whereas plasma cells from patients 
without bone lesions did not over-
express the gene or produce the 
protein.

DKK1 inhibits Wnt signaling, which is 
essential for the growth and develop-
ment of osteoblasts. The DKK1 pro-
duced by myeloma cells seems to tip 
the balance between osteoblasts and 
osteoclasts in favor of bone resorp-
tion. The study sheds new light on how 
osteolytic lesions form in multiple my-
eloma.

 

see p. 2483; perspective, p. 2479
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clinical implications 
of basic research

 

Putting the Brakes on Insulin 
Signaling

 

The discovery of a molecule that inter-
feres with a component of the insulin-
signaling pathway provides a target for 
drug development.

 

see p. 2560

 

original article

 

Single versus Double Autologous 
Stem-Cell Transplantation 
for Multiple Myeloma

 

This investigation of the treatment of 
multiple myeloma compared one cy-
cle of high-dose chemotherapy plus a 
single autologous stem-cell transplan-
tation with two cycles of high-dose 
chemotherapy, each followed by stem-
cell transplantation. The double-trans-
plantation regimen had a substantial 
survival benefit.

This well-conducted, large trial indi-
cates that double transplantation can 
benefit patients with myeloma who 
are younger than 60 years, especially 
those with an unsatisfactory response 
after a single transplantation.

 

see p. 2495; editorial, p. 2551

 

original article

 

Oral Sucrose and Exercise 
Tolerance in McArdle’s Disease

 

Lack of glycogen phosphorylase in pa-
tients with McArdle’s disease blocks 
muscle glycogenolysis, resulting in 
low exercise tolerance and often in 
muscle injury, particularly in the first 
minutes of exercise. As the investiga-
tors in this single-blind, randomized, 
placebo-controlled trial hypothesized, 
ingesting sucrose before exercise in-
creased the availability of glucose and 
therefore improved exercise tolerance 
in patients with the disease.

The ingestion of oral sucrose seems to 
improve exercise capacity and a sense 
of well-being in patients with McAr-
dle’s disease and may provide protec-
tion against exercise-induced rhabdo-
myolysis.

 

see p. 2503; perspective, p. 2481

 

original article

 

The Canadian C-Spine Rule 
versus the NEXUS Low-Risk 
Criteria in Patients with Trauma

 

This prospective cohort study com-
pared the performance of two clinical 
decision rules for evaluating cervical-
spine injury. As compared with the 
NEXUS Low-Risk Criteria (which are 
widely recommended), the Canadian 
C-Spine Rule was more sensitive and 
more specific for clinically important 
injury and would have resulted in fewer 
orders for cervical-spine radiographs.

These data have important implica-
tions for the evaluation of possible 
cervical-spine injury in the emergency 
department.

 

see p. 2510; editorial, p. 2553

 

current concepts

 

Body Packing — The Internal 
Concealment of Illicit Drugs

 

The transportation of illicit drugs by 
concealment within the body is now a 
common practice, and it has implica-
tions for clinical care. Body packers 
may ingest dozens of packets contain-
ing life-threatening doses of heroin, co-
caine, or amphetamines. These smug-
glers may then present to physicians 
for evaluation while in legal custody or 
because of drug-induced toxic effects 
or obstruction or perforation of the 
gastrointestinal tract. This review pro-
vides guidance for the recognition and 
management of this clinical problem, 
which often also poses ethical and le-
gal challenges for the clinician.

 

see p. 2519

 

mechanisms of disease

 

Pulmonary Alveolar Proteinosis

 

In acquired pulmonary alveolar pro-
teinosis, lipids and proteins accumu-
late within the alveoli because alveolar 
macrophages cannot catabolize sur-
factants. Surprisingly, alveolar macro-
phages require granulocyte–macro-
phage colony-stimulating factor (GM-
CSF) to perform this function. Autoan-
tibodies against GM-CSF may cause 
pulmonary alveolar proteinosis.

Studies of this rare disease have re-
vealed an important function of alveo-
lar macrophages and the ways in 
which the lung protects itself from in-
fection. This review makes a strong ar-
gument that pulmonary alveolar pro-
teinosis is an autoimmune disease.

 

see p. 2527
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