
When to Resume Full Activities
Including Work After an Acute

Myocardial Infarction
A B S T R A C T  &  C O M M E N T A R Y

By Harold L. Karpman, MD, FACC, FACP
Clinical Professor of Medicine, UCLA School of Medicine

Dr. Karpman reports no financial relationship to this field of study. 

Synopsis: A return to full normal activities, including work at 2
weeks, after AMI appears to be safe in patients who are stratified to

a low-risk group. This should have significant medical and 
socioeconomic implications.

Source: Kovoor P, et al. Return to full normal activities including 
work at two weeks after acute myocardial infarction. 

Am J Cardiol. 2006;97:952-958.

The “modern” era of cardiology is a constantly moving
target. With respect to when patients who have suffered an

acute myocardial infarction (AMI) should return to full activities
and work, it is important to note the classic pathology study involv-
ing 72 patients published in 19391 by one of the giants of cardiolo-
gy, Dr. Paul Dudley White. His detailed critical pathologic work
revealed that small infarcts were almost completely healed after 5
weeks and larger infarcts were completely healed after 2 months.
As a result of this study, the founders of modern cardiology such as
Dr. Samuel Levine and even Dr. White would keep their patients in
bed for as long as 3 to 4 weeks before mobilization and discharge
from the hospital. Of course, in the era of reperfusion therapy, man-
agement of patients with an AMI has changed dramatically and
patients are now frequently discharged from the hospital within 3
days and usually return to work well within 6 weeks after the acute
cardiac injury.2-4

Kovoor and colleagues from the University of Sydney in Aus-
tralia randomized 72 patients to return to normal activities at 2
weeks after an AMI and 70 other patients who were treated with
standard cardiac rehabilitation and were then returned to normal
activities at 6 weeks after an AMI. There were no deaths or episodes
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of congestive heart failure in either group and, in addi-
tion, there were no significant differences in the inci-
dence of reinfarction, revascularization, left ventricular
function, lipid levels, body mass index, smoking, or the
results of exercise testing at 6 months after the AMI.
They concluded that a return to full normal activities
including work at 2 weeks after an AMI appeared to be
safe in patients who were stratified to a low-risk group. 

■■ COMMENTARY
Return to work as soon as possible after an AMI

is critically important to patients in any occupation
but especially to patients who are self-employed.
Multiple previously published studies have
assessed return-to-work time after an AMI. From

1982 through 1984, the median time of return to
work was 51 days to 2.27 months after an uncom-
plicated AMI.3,5 In 1988, Topol and his group2

reported that 86% of the patients in his early dis-
charge group returned to work in approximately 41
days whereas the vast majority of the patients in the
conventional discharge group returned to work in
57 days. The randomized, controlled trial by
Kovoor and his associates demonstrated that
patients who were determined to be at low risk for
future cardiac events after and AMI could return
safely to full normal activities in only 2 weeks after
the acute event and that the accelerated return to
normal activities did not increase the reinfarction
rate, the need for revascularization and did not neg-
atively affect left ventricular function. It also
should be noted that the lack of formal cardiac
rehabilitation in the accelerated return to normal
activities group made no difference in risk factors
or exercise test performance at 6 months compared
with patients who underwent formal cardiac reha-
bilitation activities.

It is now quite clear that appropriate risk stratifica-
tion after an AMI can identify patients who are at low
risk for future cardiac events. Larger prospective clin-
ical trials are certainly needed. However, it would
appear that it is quite safe to consider returning low-
risk post AMI patients to full normal activities includ-
ing work as early as only two weeks after the acute
myocardial injury.   ■

References
1. Mallory G, et al. A study of the pathologic anatomy in

72 cases. Am Heart J. 1939;18:647-671.
2. Topol E, et al. A randomized controlled trial of hospital

discharge three days after myocardial infarction in the
era of reperfusion. N Engl J Med. 1988;318:1083-1088.  

3. Picard M, et al. Cost-benefit analysis of early return to
work after uncomplicated acute myocardial infarction.
Am J Cardiol. 1989;63:1308-1314.

4. Dennis C, et al. Early return to work after uncompli-
cated myocardial infarction. Results of a randomized
trial. JAMA. 1988;260:214-220.

5. Mulcahy R, et al. The long-term work record of postin-
farction patients subjected to an informal rehabilita-
tion and secondary prevention programme. 
Eur Heart J. 1988;9(9 Suppl L):84-88.

74 May 29, 2006

Subscriber Information
Customer Service: 1-800-688-2421.

Customer Service E-Mail: customerservice@ahcpub.com

Editorial E-Mail: robert.kimball@thomson.com

World-Wide Web: www.ahcpub.com

Subscription Prices
United States

1 year with free AMA Category 1 credits: $289
(Student/Resident rate: $125).

Multiple Copies
Documents are available for multiple subscriptions. For pricing

information, please call Steve Vance at (404) 262-5511.

Canada
Add 7% GST and $30 shipping

Elsewhere
Add $30 shipping

Accreditation
Thomson American Health Consultants (AHC) is accredited by the
Accreditation Council for Continuing Medical Education (ACCME)
to provide continuing medical education for physicians. 

AHC designates this educational activity for a maximum of 45 AMA

PRA Category 1 Credits. Physicians should only claim credit

commensurate with the extent of their participation in the activity.

Internal Medicine Alert has been reviewed and is acceptable for
up to 24 Prescribed credits by the American Academy of Family
Physicians. AAFP accreditation begins 01/01/06.Term of
approval is for one year from this date. Each semester (12
issues) is approved for 12 Prescribed credits. Credit may be
claimed for 1 year from the date of this issue.

This CME activity is intended for the internist/family physician. It
is in effect for 36 months from the date of the publication. 

Internal Medicine Alert, ISSN 0195-315X, is published twice
monthly by American Health Consultants, 3525 Piedmont
Road., NE, Building. 6, Suite 400, Atlanta, GA 30305. 

VICE PRESIDENT/GROUP PUBLISHER: 

Brenda Mooney.

EDITORIAL GROUP HEAD: Lee Landenberger.

MARKETING PRODUCT MANAGER:

Gerard Gernazian.

MANAGING EDITOR: Robert Kimball.

ASSOCIATE MANAGING EDITOR: Leslie Hamlin.

GST Registration Number: R128870672. 

Periodicals postage paid at Atlanta, GA. 

POSTMASTER: Send address changes to Internal 

Medicine Alert, P.O. Box 740059, Atlanta, GA 30374. 

Copyright © 2006 by Thomson American Health Consultants.
All rights reserved. No part of this newsletter may be repro-
duced in any form or incorporated into any information-retrieval
system without the written permission of the copyright owner. 

Back issues: $21. Missing issues will be fulfilled by Customer
Service free of charge when contacted within one month of
the missing issue’s date.

This is an educational publication designed to present scientific
information and opinion to health professionals, to stimulate
thought, and further investigation. It does not provide advice
regarding medical diagnosis or treatment for any individual
case. It is not intended for use by the layman.

Questions & 
Comments

Please call Robert Kimball, Managing
Editor, at (404) 262-5413 (e-mail:

robert.kimball@thomson.com) between
8:30 a.m. and 4:30 p.m. ET, 

Monday-Friday.



Internal Medicine Alert 75

Many Factors are 
Responsible for Treatment
Outcome in Acute Exacerba-
tions of Chronic Bronchitis
A B S T R A C T  &  C O M M E N T A R Y

By Joseph Varon, MD, FACP, FCCP, FCCM

Professor, University of Texas Health Science Center, Houston; St.

Luke’s Episcopal Hospital, Houston

Dr. Varon reports no financial relationship to this field of study.

Synopsis: The number of previous acute exacerbations
of chronic bronchitis (AECBs) and the baseline FEV1

level are potent prognostic factors of the short- and long-
term outcomes of AECB.

Source: Wilson R, et al. Antibiotic treatment and factors
influencing short and long term outcomes of acute exacerba-
tions of chronic bronchitis. Thorax. 2006;61:337-342.

This multicenter study was aimed at 
evaluating the short- and long-term outcome of

patients with AECB treated with antibiotics. The
study was designed as a prospective, randomized,
double-blinded trial and was part of the MOSAIC
study. Outpatients aged ≥ 45 years with documented
chronic bronchitis were eligible for inclusion during
an AECB-free period if they had a smoking history of
at least 20 packs years, 2 or more documented
AECBs in the previous year, and a forced vital capac-
ity in one second (FEV1) of < 85% of predicted at the
enrollment visit. Patients were then randomized to
received either moxifloxacin (400 mg daily for 5
days) or one of the following comparators: amoxi-
cillin (500 mg three times daily for 7 days), clar-
ithromycin (500 mg twice daily for 7 days), or
cefuroxime-axetil (250 mg twice daily for 7 days).
Clinical response was evaluated 7-10 days at the end
of the treatment. Factors with potential impact on the
clinical outcomes studied included: age (> 65 or < 65
years), body mass index (< 30 kg/m2 or > 30 kg/m2),
gender, co-morbidities, number of AECBs in the pre-
vious years (severity of chronic bronchitis), concomi-
tant medications and FEV1. 

Seven hundred-thirty patients were studied. The
mean age was 63.2 ± 9.8 years; 43.2% had an FEV1 <
50% and 27.7% had ≥ 4 exacerbations the previous
year. Moxifloxacin was independently associated with

a higher cure rate than the comparator drugs while co-
morbidities, FEV1, 50% predicted, and ≥ 4 AECBs in
the previous year had a detrimental effect on the out-
come.

Once adjustments were made, in univariate
analysis, the factors that had a significant impact on
the occurrence of the composite event were ≥ 4
AECBs in the previous year, age > 65 years, FEV1 <
50% predicted and acute bronchodilator use had a
statistically significant effect on long-term out-
come. The effect noted for moxifloxacin was pri-
marily linked to benefits in the subgroup of patients
aged > 65 years. 

■■ COMMENTARY
AECBs are commonly seen in primary care practices

worldwide. This study is interesting because it reaffirms
that the severity of airflow obstruction, coexistent
comorbidities (such as cardiac disease) and the frequen-
cy of exacerbations are risk factors for poorer short-term
outcomes in AECB. 

A number of studies in the past decade have shown
similar results in patients with AECB.1-3 Ball and co-
workers have demonstrated that a past history of fre-
quent exacerbations makes a future exacerbation more
likely.4 This is perhaps because the index exacerbation is
not completely resolved and these patients tend to have
persistent bacterial infection. Aggressive antibiotic treat-
ment is therefore justified in patients meeting criteria. It
is interesting to note that among the agents studied,
moxifloxacin had a beneficial effect in the short- and
long-term outcome, despite presence of other negative
prognostic factors.   ■
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A Placebo-Controlled 
Trial of Itopride in Dyspepsia
A B S T R A C T  &  C O M M E N T A R Y

By Malcolm Robinson, MD, FACP, FACG

Emeritus Clinical Professor of Medicine, University of Oklahoma
College of Medicine, Oklahoma City

Dr. Robinson serves as a consultant for TAP, Pfizer, Janssen, Eisai, J&J-Merck, and
Procter & Gamble, is on the speaker’s bureau of Janssen, Eli Lilly, Solvay, TAP, and
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Source: Holtmann G, et al. A placebo-controlled trial of ito-
pride in functional dyspepsia. N Engl J Med. 2006;354:
832-840.

Synopsis: Itopride, a D2 dopamine agonist with anti-
cholinesterase effects, was marginally superior to place-
bo in ‘functional dyspepsia.’

In this study, 523 patients with chronic 
unexplained upper abdominal pain received 50,

100, or 200 mg of itopride or placebo t.i.d. for 8
weeks. At the end of the study, 41 percent of placebo
recipients were symptom free compared to 57 per-
cent, 59 percent, and 64 percent of the respective ito-
pride recipients. Analysis of combined pain and full-
ness demonstrated 73 percent response with itopride
vs 63 percent with placebo. Past studies of patients
with functional dyspepsia have shown only small
benefits vs placebo for histamine H2 receptor antag-
onists, proton pump inhibitors (PPIs), and Heli-
cobacter pylori eradication. Itopride is currently
widely used in Japan in the 50 mg t.i.d. dose, but reli-
able studies were felt to be lacking by the current
investigators. Symptoms acceptable for the diagnosis
of functional dyspepsia (FD) were: persistent or
recurrent (at least 12 weeks during the past year)
abdominal pain or discomfort. Discomfort could include
early satiety, postprandial fullness, bloating, and nausea.
Symptoms strongly suggesting gastroesophageal reflux
disease (GERD) as the major diagnosis made patients
ineligible, but some patients had concomitant GERD 
symptoms. Study sites were in Germany. Eight dyspep-
sia symptoms were assessed using a questionnaire with
6 grades for each symptom. Quality of life was moni-
tored along with compliance and safety. The study was
funded by the sponsor (Knoll, Germany). 

Complex statistics were used, and the authors
concluded that there were significant differences

overall between active drug (all doses) and placebo.
However, there were no statistical differences
between the various doses. The authors also state
that only 6 patients would have to be treated for one
patient to achieve either marked or complete
improvement. This compares with 9 patients needed
to treat for similar benefit from a PPI used in FD.
Itopride is thought to exercise prokinetic effects via
its antidopaminergic and antiacetylcholinesterase
actions. Adverse effects did not appear to differ
between placebo and itopride. The most common
adverse effects were abdominal pain, nausea, diar-
rhea, and constipation. Prolactin levels were elevat-
ed in the recipients of itopride, particularly the high-
er doses. The authors certainly admitted that there
would be a need for further studies to determine the
ideal itopride dose and to document its precise mode
of action.

■■ COMMENTARY
A helpful editorial accompanied this article.1 The

editorial stressed the strong input of psychological
factors to the pathogenesis of FD, the difficulty of dif-
ferentiating these patients from those with more omi-
nous organic disease, and the disastrous conse-
quences of such therapeutic approaches to FD as
empirical cholecystectomy (including cholecystecto-
my for impaired scintigraphic gallbladder emptying).
Endoscopy is seldom helpful for FD patients. At least
in most North American populations, H. pylori eradi-
cation is likely to be useless (at best, helping one
patient for every 15 eradications). Overall, despite the
authors’ claims, the itopride study strikes me as very
underwhelming. 

Functional dyspepsia is likely to be a mélange of
different disorders, all with diverging pathophysi-
ologies and few likely to respond well to any phar-
macologic treatment. Until we can diagnostically
separate the patients with primary motor disorders
from those with primary sensory disorders from
those with entirely psychiatric underpinnings for
their symptoms, there will be no magic bullet. Ito-
pride sounds to me like a new metoclopramide or
cisapride, possibly (but not certainly) less risky
than these agents. However, I sincerely doubt that
we will be itopride enthusiasts a decade from now.
We must do better for these difficult and ubiquitous
patients.   ■

Reference
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What are the Earliest 
Symptoms of Dementia 
with Lewy Bodies?
A B S T R A C T  &  C O M M E N T A R Y

By Norman R. Relkin, MD, PhD
Associate Professor of Clinical Neurology and Neuroscience,
NewYork-Presbyterian Hospital, Cornell Campus
Dr. Relkin is on the speaker’s bureau for Pfizer, Eisai, and Athena Diagnostics,

and does research for Pfizer and Merck.

Synopsis: Visual hallucinations, extrapyramidal motor
signs, and visuoconstructional impairments at time of
presentation are strongly suggestive of a diagnosis of
dementia with Lewy bodies. 

Source: Tiraboschi P, et al. What Best Differentiates Lewy
Body from Alzheimer’s Disease in Early-Stage Dementia?
Brain. 2006;129:729-735.

Early and accurate diagnosis of dementia with
Lewy bodies (DLB) is desirable because DLBs

course and response to treatment can be quite different
from that of Alzheimer’s (AD) or Parkinson’s disease
(PD). To assist in early diagnosis, researchers at the
UCSD School of Medicine reviewed the clinical features
present at first examination in 23 pathologically proven
cases of DLB compared to 93 age-matched AD controls.
They selected signs and symptoms of DLB that could be
readily determined by examination, and excluded features
that could not be reliably measured in clinical practice.

The study revealed that a finding of visual hallucina-
tions at the first visit was highly correlated with a definite
DLB diagnosis, but only 22% of subjects had such hallu-
cinations on initial presentation. Extrapyramidal symp-
toms (EPS) were also more prevalent in DLB than AD,
but were detectable in only 26% of patients at first visit.
The most sensitive predictor of DLB was the presence of
visuoconstructional impairments (eg, difficulty with
drawing tasks) which were found on presentation in 74%
of subjects with DLB but only 45% of AD patients. Tira-
boschi and colleagues concluded that visuoconstruction-
al impairment may be one of the most sensitive early fea-
tures of DLB, while visual hallucinations and EPS were
among the most specific. 

■■ COMMENTARY
International consensus criteria have made DLB a

better-defined entity than was the case a decade ago, but

diagnostic sensitivity and specificity remains low in
practice. DLB is under-recognized and frequently con-
fused with other dementing disorders. This is one of the
first autopsy-correlated studies to focus on signs and
symptoms of DLB present at the first physician visit, as
distinct from those that become evident in the first few
years of the disease. The low prevalence of visual hallu-
cinosis and EPS in this study, both considered by con-
sensus to be core features of DLB, highlights one of the
difficulties facing clinicians attempting to identify DLB
by its clinical features alone. 

One of the shortcomings of this study is its failure to
examine all of the clinical features previously associated
with DLB. For example, fluctuating cognitive and motor
impairments are recognized to occur in DLB and can con-
tribute to its diagnosis. Fluctuations were excluded from
this study because Tiraboschi et al felt they could not be
reliably assessed in clinical practice on an initial visit.
However, evidence of fluctuations can bolster a DLB
diagnosis. Other features, such as the presence of REM
sleep behavior disorder, neuroleptic sensitivity, and occip-
ital hypometabolism on an FDG PET can add to diagnos-
tic sensitivity and specificity.

Another shortcoming of this study is its failure to
include a control group with Parkinson’s disease.
Although AD is the most prevalent form of dementia and
a frequent confounder in the diagnosis of DLB, dementia
in PD overlaps that in DLB in a number of ways. For
example, the visuoconstructional deficits that were found
to be frequently associated with DLB in this study are
also common in PD.

This study confirms that the symptoms that are con-
sidered to be core features of DLB are sometimes pre-
sent at the time of initial examination. However, a prac-
tical method for diagnosing DLB with high sensitivity
and specificity on an initial visit remains elusive.   ■

Pharmacology Update
Abatacept Infusion 
(Orencia®)
By William T. Elliott, MD, FACP, and
James Chan, PhD, PharmD
Dr. Elliott is Chair, Formulary Committee, Northern California
Kaiser Permanente; Assistant Clinical Professor of Medicine, Uni-
versity of California, San Francisco; Dr. Chan is Pharmacy Quality
and Outcomes Manager, Kaiser Permanente, Oakland, CA.

Drs. Chan and Elliott report no financial relationships to this field of study. 

Anovel t cell inhibitor has been approved for
the treatment of rheumatoid arthritis. Abatacept is
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the first selective modulator of a costimulatory signal
involved in T-cell activation (costimulatory blocker).
The drug is a soluble fusion protein of cytotoxic T-lym-
phocyte-associated antigen 4 linked to immunoglobulin
G1. It is marketed by Bristol-Myers Squibb as Orencia®.

Indications
Abatacept is indicated for reducing signs and symp-

toms, inducing major clinical response, slowing the pro-
gression of structural damage, and improving physical
function in adult patients with moderately to severely
active rheumatoid arthritis who have had an inadequate
response to one or more disease-modifying anti-
rheumatic drugs (DMARDs) (eg, methotrexate, or tissue
necrosis factor [TNF] antagonists). It may be used as
monotherapy or with DMARDs but not TNF antagonists
or anakinra.1

Dosage
Abatacept is given as a 30-minute intravenous infu-

sion. The dose is based on the body weight of the patient,
500 mg for those < 60 kg, 750 mg (60-100 kg) and 1 gm
for those > 100 kg. After the initial dose, a dose should
be given at 2 and 4 weeks and every 4 weeks thereafter.
Patients should be skin tested for tuberculosis and should
not receive any live vaccines while on treatment and for 3
months after discontinuation.1

Potential Advantages
Abatacept offers a new agent with a different mecha-

nism of action and has shown clinical and functional ben-
efit in patients with rheumatoid arthritis who have not
responded to DMARDs or  (TNF) inhibitors.1-3 Improve-
ments in signs and symptoms, physical function, and
quality of life were reported. 

Potential Disadvantages
As with other biological immunomodulators, abata-

cept may increase the risk of infections and malignan-
cies. Serious infections were more frequent with abata-
cept than placebo (3% vs 1.9%) as well as lung cancer
(0.21 cases per 100 patient-years) and lymphoma (0.10
per 100 patient-years), approximately 3.5 times higher
than expected in an age gender-matched population).1

Infusion related adverse events include dizziness,
headache, and hypertension. Two cases (out of 2688
treated patients) of anaphylaxis or anaphylactoid reac-
tions were reported. Abatacept requires 30-minute intra-
venous infusions. Patients with COPD appeared more
likely to experience severe adverse events with abatacept
compared to placebo (27% vs 6%) including COPD
exacerbation and pneumonia.1

Comments
Abatacept is a selective costimulator modulator that

inhibits T cell activation by binding to CD80 and CD86
on the surface of antigen presenting cells. The binding of
these ligands to CD28 of T-cells is required for full T cell
activation.4 This inhibition results in decreased T cell pro-
liferation and inhibition of the production of tissue necro-
sis factor (TNF), interferon, and interleukine-2.1 Efficacy
and safety of abatacept were established in 5 randomized,
4-to-12 month, placebo-controlled trials. Trial partici-
pants were rheumatoid arthritis patients who had not
responded to a DMARD, methotrexate, or a TNF
inhibitor. Abatacept was added to methotrexate or
replaced the DMARD or TNF inhibitor. Outcomes were
assessed by 20%, 50%, and 70% improvement based on
American College of Rheumatology (ACR) criteria and
Health Assessment Questionnaire disability index. Abata-
cept generally showed significantly higher rates of
response and improvement in physical function compared
to placebo. In a large (n = 638) 12-month study in patients
who had inadequate response to methotrexate, ACR 20,
50, and 70 at 12 months were 73%, 48%, and 29% for
abatacept (weight-based dosing) plus methotrexate and
40%, 18%, and 6% respectively for placebo plus
methotrexate.1 The combination also showed radiograph-
ic evidence of slowing of progression of structural dam-
age and improvement in physical function. In a 6-month
study (n = 389) in patients who had inadequate response
to an anti-TNF drug, ACR 20, 50, 70 were 50%, 20%,
and 10% for abatacept (weight-based dosing) plus
DMARDs vs. 20%, 4%, and 2% for placebo plus
DMARDs.1,2 Abatacept is generally well tolerated with a
higher incidence of infusion-related adverse events and
serious infections. The potential increased risk of malig-
nancies is not clear. Patients with COPD appeared to be
more susceptible to adverse events. The supply of abata-
cept is limited and is distributed by designated specialty
pharmacies. The cost of abatacept is similar to that of
anti-TNF drugs and anakinra.5

Clinical Implications
Abatacept offers a drug with a different mechanism

of action for patients who have not responded adequate-
ly to existing therapy. It can be used as monotherapy or
in combination with other DMARDs but not with an
anti-TNF drug or anakinra.   ■
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CME Questions
22. Itopride was found to have what effects in this study of patients

with functional dyspepsia?
a. The different doses of itopride were all statistically different

from each other and from placebo in terms of the complete 
abolition of FD symptoms

b. Itopride had modest effects on symptoms of FD, and this was
demonstrable by pooling the data from all doses and comparing
this number to the effects of placebo

c. Placebo had no effect on these difficult FD patients, and 
itopride was easily better at every dose level

d. Itopride is likely to cause severe cardiovascular abnormalities
(tachyarrhythmias) as was seen in the past with some cisapride
(Propulsid) recipients

e. Like metoclopramide (Reglan), itopride seems liable to result in
serious extrapyramidal side effects, especially in higher doses 

23. In the study by Wilson et al, one of the factors that had a
potent prognosis on the outcome of AECB was:
a. body mass index > 30 kg/m2.
b. current use of theophylline.
c. FEV1 > 85% 
d. presence of ≥ 4 AECBs in the previous year.
e. age younger than 65 years. 

24. Patients who are stratified to be at low risk for future cardiac
events after an AMI:
a. should never be allowed to return to work before 6-8 weeks

after the acute event.
b. had essentially the same incidence of reinfarction, revascular-

ization and left ventricular dysfunction regardless of whether
they returned to work in two weeks or six weeks after the AMI.

c. were at increased risk of complications if they return to work in
only two weeks after the AMI.

d. can safely return to work seven days after an AMI.

Readers are Invited. . .
Readers are invited to submit questions or comments

on material seen in or relevant to Internal Medicine
Alert. Send your questions to: Robert Kimball, Internal
Medicine Alert, c/o American Health Consultants, P.O.
Box 740059, Atlanta, GA 30374. For subscription infor-
mation, you can reach the editors and customer service
personnel for Internal Medicine Alert via the internet by
sending e-mail to robert.kimball@thomson.com.  ■
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• to describe new findings in differential diagno-

sis and treatment of various diseases;
• to describe controversies, advantages, and dis-

advantages of those advances; and
• to describe cost-effective treatment regimens.Answers:22 (b); 23 (d); 24 (b) 
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Does Aspirin Work
Differently in Women
than Men?

Although aspirin (asa), particu-
larly low-dose ASA 81 mg/d (LD-

ASA), is well established as an appro-
priate agent for secondary prevention of
cardiovascular disease, recent results
from the Women’s Health Study
(WHS) about the impact of ASA in pri-
mary prevention came as a surprise:
LD-ASA provided a 24% reduction in
stroke, but no reduction in MI. Theorists
suggested that perhaps, since MI impact
has been demonstrated to be much more
favorable in men than in women, there
is a difference in responsiveness of
platelet reactivity to LD-ASA between
the sexes. To investigate this hypothe-
sis, the platelet reactivity of at-risk men
and women (n = 1,282) was measured
14 days after daily LD-ASA treatment.
The at-risk group was selected from a
pool of healthy individuals who had sib-
lings with documented early CHD end-
points, but had no manifest coronary
artery disease themselves. Presumably,
this is a higher risk group, in whom it
would be wise to be able to better define
the benefits of primary prevention.

After 14 days, platelet aggregation
in response to arachidonic acid stimula-
tion (the blockade of which is the pro-
posed mechanism by which LD-ASA
prevents CVD) was equally affected in
men and women. The reason(s) for the
apparent differential effects of LD-
ASA on CVD in men versus women
remain uncertain: it is apparently not
due to a diminished responsiveness of
women’s platelets to the antiaggrega-
tion effects of LD-ASA.   ■

Becker DM, et al. JAMA. 2006;295:
1420-1427.

Is There Something
About Air Travel
Besides Immobiliza-
tion that Increases
Risk of DVT?

That deep venous thrombosis
(DVT) can occur after air flight is

not a new observation, having been first
reported in the 1950s. Recent data have
singled out very long flights (8 hours or
greater) as being remarkably more
important for DVT risk than shorter
flights. Generally, risk for DVT with air
flight has been simply attributed to only
one of the 3 characteristics of Vir-
chow’s Triad: stasis (due to immobili-
ty). Schreijer et al studied the impact of
clotting factor activation associated with
air flight.

To differentiate simple immobiliza-
tion ‘on the ground,’ from immobiliza-
tion with air flight, study subjects were
divided into 3 groups: a real 8-hour
plane flight, an 8-hour period of immo-
bilization while watching successive
movies, or the control of 8 hours of nor-
mal daily activities. The 71 men and
women participated in 2 cross-over
periods, so that all subjects experienced
all 3 group activities.

Several coagulation factors were
monitored. After flight, thrombin-
antithrombin complex was elevated
(indicating increased thrombotic activa-
tion), but not after 8 hours of movie
immobilization or daily activities.
Coagulation activation was most
marked in women on oral contracep-
tives who had known factor V Leiden at
baseline. The authors postulate that the
hypobaric hypoxia encountered in flight
explains the coagulation activation.
Advice to avoid protracted immobility
on long flights can be helpful, but may

not be fully protective, since other
mechanisms in addition to immobility
appear to be etiologic.   ■

Schreijer AJ, et al. Lancet. 2006;367:
832-838.

The Dermatologic
Nikolskiy Sign: 
How Good is it?

Pv nikolskiy was a russian derma-
tologist who published information

about pemphigus foliaceus in 1896. He
was the first to describe an altered struc-
tural integrity of the epidermis in pem-
phigus. The Nikolskiy Sign (also com-
monly spelled ‘Nikolsky’) is performed
by placing pressure upon skin adjacent
to tissue involved with bullae. In pem-
phigus, because the attachments of the
intraepidermal intercellular bridges are
damaged, skin pressure will allow the
bulla to dissect further within the epi-
dermis, as the layers separate due to
IgG-mediated attachment defects.
Although at one time considered specif-
ic to pemphigus, Nikolsky Sign has
been sometimes reported in association
with other skin disorders, such as toxic
epidermal necrolysis, mycosis fun-
goides, and epidermolysis bullosa.

To study the sensitivity and speci-
ficity of the Nikolsky Sign, patients
(n = 127) with a variety of bullous
lesions were tested. The sensitivity
for diagnosis of pemphigus by Nikol-
sky sign was only 38%. Disorders
other than pemphigus also manifest
Nikolsky sign. A positive Nikolsky
sign is useful to support the diagnosis
of pemphigus, but is also seen in
other disorders.   ■

Uzun S, Durdu M. J Am Acad 
Dermatol. 2006;54:411-415.
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