
For Better or Worse
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Married couples often share the same chronic diseases.

Source: Hippisley-Cox J, et al. BMJ. 2002;325:636-640.

Expanding upon their earlier study that demonstrated
that spouses of hypertensive patients are more likely to be

hypertensive themselves, these British researchers studied couples
to determine whether other illnesses exhibited the same association.
In particular, they chose to study depression, diabetes mellitus
(DM), hypertension (HTN), ischemic heart disease (IHD), stroke
(CVA), hyperlipidemia, peptic ulcer disease (PUD), and asthma or
chronic obstructive pulmonary disease (COPD). They selected
these conditions because they are common and important and
because there are plausible explanations for why 2 people living in
close and, presumably, intimate proximity might develop the same
illness. For instance, Helicobacter pylori causes the majority of
PUD, and family members of patients who are positive for H pylori
tend to be colonized themselves. 

Conducting a cross-sectional study over 10 general practices that
are part of a collaborative research network, they identified 29,014
people aged 30-74 years. These practices use computerized records
from which Hippisley-Cox and colleagues were able to extract diag-
noses and prescription medications. The working definition of “mar-
ried” was “2 individuals . . . living together at the same address; of
different sex; and with the same surname, titles of Mr. and Mrs., and
a difference in age of less than 15 years.” The exclusion criterion
was no other adults aged 30-74 years living in the same household.
This yielded 8386 couples. After adjusting for age, body mass index,
and smoking status, spouses of patients with asthma (odds ratio
[OR], 1.69; 95% confidence interval [CI], 1.43-1.98), depression
(OR, 2.08; CI, 1.71-2.54), HTN (OR, 1.32; CI, 1.04-1.67), hyper-
lipidemia (OR, 1.44; CI, 1.19-1.75), and PUD (OR, 2.01; CI, 1.49-
2.73) were at significantly higher risk for the same diseases. DM
(OR, 1.41; CI, 0.87-2.26), IHD (OR, 1.28; CI, 0.78-2.11), and CVA
(OR, 1.21; CI, 0.71-2.07) had nonsignificantly higher odds ratios for
those diseases.
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■■ COMMENT BY ALLAN J. WILKE, MD
I love this study because it lends itself so well to

unfounded and out-of-the-box speculation. For example,
it wasn’t that long ago that we believed that PUD was
caused by over-secretion of gastric acid. We now know,
as conclusively as medical science will allow, that in
most cases PUD is an infectious disease or related to
nonsteroidal anti-inflammatory drug use. Additionally,
there is mounting evidence that points to infectious
agents as the cause of Type 1 DM and IHD. Beyond the
adage, “If you walk out of the examining room feeling
depressed, then your patient probably is too,” what if
depression were infectious, too? 

There are multiple explanations for the associations in
this study. Diet plays a role in DM, HTN, and hyperlipi-
demia, and it is not unreasonable to assume that couples
may share the same diet. Shared environment (ie, aller-

gens and atmospheric pollution) could explain the asth-
ma association. It is possible that the “first-diagnosed”
half of the couple influenced the subsequent diagnosis of
the other. For example, a husband with diabetes might
recognize the symptoms of DM in his better half. A wife
with HTN could insist that her hubby be screened. And
let’s not forget what Hippisley-Cox et al term “assortive
mating”—that is, you might select a mate based on a
life-style risk factor. Couples who smoke may be togeth-
er because they enjoy this shared activity. That sort of
non-randomization could explain the COPD.

Cross-sectional studies are the Rodney Dangerfields
of evidence-based medicine—they just don’t get any
respect. I think part of it has to do with the basic prag-
maticism that underlies EBM. Cross-sectional studies
are subject to selection bias (“who’s in, who’s out”).
They produce associations, and you can’t apply associa-
tions to individual patient care (“Mrs. Johnson, I think
you should file for divorce before you catch a bad case
of depression!”) without sacrificing some intellectual
honesty. There is also a “which came first, the chicken or
the egg” quandary: does alcohol cause depression, or do
people treat their depression with alcohol? Are there any
practical applications for this study? I think the results
argue for screening the spouses of patients with asthma,
depression, HTN, hyperlipidemia, and PUD for the
same.   ■

Melatonin for Jet Lag
A B S T R A C T  &  C O M M E N T A R Y

Synosis: Melatonin is remarkably effective in prevent-
ing or reducing jet lag, and occasional short-term use
appears to be safe. 

Source: Herxheimer A, Petrie KJ. Cochrane Database Syst
Rev. 2002;(2):CD001520.

Jet lag commonly affects air travelers who cross
several time zones. It results from the body’s internal

rhythms being out of step with the day-night cycle at the
destination. Melatonin is a pineal hormone that plays a
central part in regulating bodily rhythms and has been
used as a drug to re-align them with the outside world. 

To assess the effectiveness of oral melatonin taken in
different dosage regimens for alleviating jet-lag after air
travel across several time zones, Herxheimer and col-
leagues searched the Cochrane Controlled Trials Register,
MEDLINE, EMBASE, PsychLit, and Science Citation
Index electronically, and the journals Aviation, Space and
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Environmental Medicine, and Sleep by hand. They
searched citation lists of relevant studies for other relevant
trials and asked principal authors of relevant studies about
unpublished trials. Reports of adverse events linked to
melatonin use outside randomized trials were searched for
systematically in Side Effects of Drugs (SED), and SED
Annuals, Reactions Weekly, MEDLINE, and the adverse
drug reactions databases of the WHO Uppsala Monitor-
ing Centre (UMC) and the US Food and Drug Adminis-
tration. Randomized trials in airline passengers, airline
staff, or military personnel given oral melatonin compared
with placebo or other medication were reviewed. Herx-
heimer et al looked for outcomes of subjective rating of
jet lag or related components, such as subjective well-
being, daytime tiredness, onset and quality of sleep, psy-
chological functioning, duration of return to normal, or
indicators of circadian rhythms. 

Ten trials met the inclusion criteria. All compared
melatonin with placebo; in addition, one compared it
with a hypnotic, zolpidem. Nine of the trials were of
adequate quality to contribute to the assessment; one had
a design fault and could not be used in the assessment.
Reports of adverse events outside trials were found
through MEDLINE, Reactions Weekly, and in the WHO
UMC database. 

Nine of the 10 trials found that melatonin, taken close
to the target bedtime at the destination (10 pm to mid-
night), decreased jet lag from flights crossing 5 or more
time zones. Daily doses of melatonin between 0.5 and 5
mg are similarly effective, except that people fall asleep
faster and sleep better after 5 mg than 0.5 mg. Doses
larger than 5 mg appear to be no more effective. The rel-
ative ineffectiveness of 2 mg slow-release melatonin
suggests that a short-lived higher peak concentration of
melatonin works better. 

Based on the review, the number needed to treat is 2.
The benefit is likely to be greater the more time zones
are crossed, and appears to be less for westward flights.
The timing of the melatonin dose is important: If it is
taken at the wrong time, early in the day, it is liable to
cause sleepiness and delay adaptation to local time. The
incidence of other side effects is low. Case reports sug-
gest that people with epilepsy and patients taking war-
farin may come to harm from melatonin. 

Melatonin is remarkably effective in preventing or
reducing jet lag, and occasional short-term use appears
to be safe. It should be recommended to adult travelers
flying across five or more time zones, particularly in an
easterly direction, and especially if they have experi-
enced jet lag on previous journeys. Travelers crossing 2-
4 time zones also can use it if need be. The pharmacolo-
gy and toxicology of melatonin needs systematic study

and routine pharmaceutical quality control of melatonin
products must be established. The effects of melatonin
in people with epilepsy and a possible interaction with
warfarin need investigation. 

■■ COMMENT BY JOHN La PUMA, MD, FACP
Aaron H. Burstein, PharmD, a pharmacokineticist at

the Clinical Center, Pharmacy Department of the
National Institutes of Health has reported that “Mela-
tonin should be used cautiously and/or avoided in
patients with autoimmune diseases and allergies [poten-
tial for immune system stimulation], 
cardiovascular disease [potential for coronary artery
vasoconstriction in animal models], depression [exacer-
bation of dysphoria], and neurologic conditions includ-
ing epilepsy . . . administration with fluvoxamine, a
known inhibitor of CYP1A2 and CYP2C19, resulted in
great increases in melatonin concentration.” 

Melatonin’s interactions with chlorpromazine, benzo-
diazepine, and succinylcholine have been documented,
as have quality problems with many tablets.1

Nevertheless, this top-of-the-science review confirms
what many travelers have already discovered: For jet
lag, melatonin works if taken correctly, in small doses.

Recommend melatonin products that have USP,
DSVP, or NSF on the bottle, and have passed consumer-
lab.com tests for purity and quality; and to patients who
do not take and who are unlikely to take the medications
outlined above. Daily doses should not exceed 5 mg.   ■

Dr. LaPuma is Director, CHEF Clinic Research & Edu-
cation President, Meeting Meals, Santa Barbara, Calif.

Reference 
1. Hahm J, et al. J Am Pharm Assoc. 1999;39:27-31. 

Don’t Turn Your Head and
Cough: It’s a Woman Thing
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Among patients being evaluated for chronic
cough, women are more sensitive than men to inhala-
tion of tussive agents. 

Source: Kastelik JA, et al. Am J Respir Crit Care Med.
2002;166:961-964.

This was a carefully controlled study of
118 (68 women) patients who attended a Cough
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Clinic(!) in Cottingham, England. Their mean age
was about 57 years, they had complained of cough
for about 2 years, and only 14 were current smokers
(we have no data on “ever smokers,” but pulmonary
function was normal for the group as a whole). They
were asked to inhale increasingly concentrated neb-
ulized doses of either capsaicin or citric acid, and
cough sensitivity was measured as the dose that
caused 2 coughs and 5 coughs per 1-second inhala-
tion (this is apparently standard methodology).
Women coughed at much lower doses of either agent
than did men. Cigarette smoking, whether the cough
was “wet” or “dry,” and menopausal state (of
women) did not appear to influence cough sensitivi-
ty. In general, age and spirometric values were also
unrelated to cough sensitivity. Because they used
single-breath dosimeter-controlled challenge tech-
nique, Kastelik and associates do not believe that
difference in subject size explains the difference
they found. They conclude that these findings “. . .
may explain why female patients predominate in
cough clinics.”

■■ COMMENT BY BARBARA A. PHILLIPS, 
MD, MSPH
Chronic cough is one of the most vexing problems

faced in primary care and in pulmonary subspecialty
clinics. Cough symptoms are hard to manage, being
highly dependent on patient perception, and notori-
ously refractory to treatment. For an excellent review
of the evaluation of chronic cough, see Irwin and
Madison’s report.1 The most common causes of trou-
blesome chronic cough are post-nasal drip syndrome,
asthma, and gastroesophageal reflux disease. Irwin
and Madison point out among the common pitfalls in
management of chronic cough are failure to recognize
that postnasal drip, asthma, and GERD can present as
cough, assuming that all H1 antagonists are the same,
failing to recognize that inhaled medications may
sometimes exacerbate cough, assuming that a positive
methacholine challenge alone is diagnostic of cough,
and failing to recognize that it may take 2-3 months of
intensive medical therapy before cough starts to
improve.

Asthma is probably more common in women than
in men, which could account for some of the disparity
in the numbers of patients presenting for care of
chronic cough. Further, women are more likely to
seek medical care for almost any condition than are
men (one of the reasons we live longer!). But the cur-
rent article is important because it indicates that

women are more sensitive to cough stimulation from
at least 2 different irritants than men are. In other
words, it’s not “all in their heads.” (Some of it is
probably in their airways).   ■

Reference
1. Irwin RS, Madison JM. N Engl J Med. 2000;343:

1715-1721.

Pharmacology Watch
Dutasteride Capsules 
(Avodart—
GlaxoSmithKline)
By William T. Elliott, MD, FACP,
and James Chan, PharmD, PhD

Glaxosmithkline is expected to launch a new
drug for benign prostatic hypertrophy (BPH) in

December. Dutasteride is a 5 alpha-reductase inhibitor,
which was previously approved in November 2001 but
not launched. In October 2002, a supplemental labeling
was approved to include 2-year data on acute urinary
retention and need for surgery. Dutasteride is similar to
finasteride (Proscar), but unlike the older drug, dutas-
teride inhibits both 5-alpha reductase inhibitor isoforms
(type 1 and type 2). This enzyme converts testosterone
to dihydrotestosterone, which is responsible for the
enlargement of the prostate. GlaxoSmithKline will mar-
ket dutasteride as Avodart.

Indications
Dutasteride is indicated for the treatment of symp-

toms of BPH in men.1

Dosage
The recommended dose is 0.5 mg once daily. It may

be taken without regard to meals. Dutasteride is avail-
able as 0.5 mg capsules. 

Potential Advantages
Dutasteride inhibits both type 1 and type 2 5-

alpha reductase. More complete inhibition of con-
version from testosterone to DHT is achieved with
this dual inhibition. In a placebo-controlled study,
90.2% reduction was achieved with dutasteride
compared to +9.6% for placebo.2 In contrast,
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approximately 70% reduction has been reported for
finasteride.3

Potential Disadvantages
A small percent of subjects reported sexual adverse

effects. These include decreased libido (4% vs 2% for
placebo), impotence (7% vs 4%), ejaculation disorder
(2% vs < 1%), and gynecomastia (1% vs < 1%).4

Symptomatic relief of BPH generally requires 3-6
months of therapy.2 The drug has not been well stud-
ied in non-Caucasian populations. In the phase III trial
91% of the studied subject who received the dutas-
teride were Caucasian. Only 4% were African Ameri-
cans, 3% were Hispanic, and 1% were Asian.4 Due to
the long elimination half-life of dutasteride (about 5
weeks), the patients should not donate blood for at
least 6 months after discontinuation of dutasteride.
Women who are pregnant or who may become preg-
nant should not handle the capsules. Dutasteride
reduces PSA levels by 40-50%. 

Comments
Dutasteride is the second 5-alpha reductase inhibitor.

It inhibits not only the dominant form (type 2) found in
the prostate but also type 1 found in the liver and skin.
Data supporting the efficacy and safety of dutasteride
were based on three 24-month placebo-controlled stud-
ies. The combined trials included 4325 subjects (2951
completed) with moderate-to-severe symptoms, a peak
urinary flow rate of 15 mL/sec or less, prostate volume of
30 cm3 or greater, and PSA of 1.5-10.0 ng/m.2 The pri-
mary efficacy end points were the change from baseline
in American Urological Association-Symptom index
score (AUASI) and risk of acute urinary retention.
AUASI is a self-administered questionnaire that
addressed urinary symptoms such as incomplete empty-
ing, frequency, intermittency, urgency, weak stream,
straining, and nocturia. Dutasteride showed a 21.4%
improvement in AUASI and 57% reduction of acute uri-
nary retention. Secondary end points included peak uri-
nary flow rate, reduction in total prostate volume, and
risk of benign prostate hyperplasia-related surgical inter-
vention. Peak urinary flow rate increased by 2.2 mL/sec,
prostate volume was reduced by 25.7%, and surgical
intervention reduced by 48%. All these end points were
statistically different from placebo treatment. These find-
ings are similar to those reported for finasteride in a 4-
year study.5 Patients with prostate volume > 40 cm3

appeared to benefit more compared to those with prostate
volume < 40 cm3. Improvement in peak urinary flow rate
was regarded as modest.4 The cost of dutasteride was not
available at the time the review was prepared.

Clinical Implications
The dual inhibitory effects on the 2 isoforms pro-

vide greater reduction in DHT than finasteride. How-
ever, it is not clear if this translated into better clinical
outcomes. Currently there are no comparative studies
between the two 5-alpha reductase inhibitors and no
comparative studies between dutasteride and an
alpha-1 adrenergic antagonist (ie, terazosin doxa-
zosin, tamsulosin). Current evidence indicates that
alpha-1 adrenergic antagonists are more effective
than finasteride.6,7 In addition their effectiveness does
not appear to be dependant on prostate size. In
patients with enlarged prostates, a 5 alpha-reductase
inhibitor may be considered. The benefit of combina-
tion therapy with an alpha-antagonist and 5-alpha
reductase inhibitor had not been established.6 Howev-
er, results from a NIH study (the Medical Therapy of
Prostatic Symptoms [MTOTS]) recently reported at
the American Urological Association indicated that
the combination of finasteride and doxazosin was
more effective than each drug alone in the slowing
BPH progression.8 Progression was defined as signif-
icant worsening of symptoms, recurring urinary tract
infection, urinary retention, incontinence, or surgery.
The risk of progression was reduced by 67% with the
combination, 39% with doxazosin and 34% with
finasteride.   ■

References
1. Advodart Product Information. GlaxoSmithKline.

October 2002.
2. Roehrborn CG, et al. Urology. 2002;60:434-441.
3. Gormley GJ, et al. N Engl J Med. 1992;327:1185-1191.
4. Center for Drug Evaluation and Research. Dutasteride

Medical Review.
5. McConnell JD, et al. N Engl J Med. 1998;338:557-563.
6. Lepor H, et al. N Engl J Med. 1996;335(9):533-539.
7. Wilt TJ, et al. BJU Int. 2002;89(3):214-225.
8. NIH News Release.

http://nih.gov/news/pr/may2002/niddk-28.htm.

CME Questions
25. In the study of married couples’ likelihood of sharing the same

disease, all of these diseases but which one of the following had
significant associations?
a. Hypertension
b. Ischemic heart disease
c. Depression
d. Peptic ulcer disease
e. Hyperlipidemia
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26. Which of the following is true about patients with chronic
cough?
a. The most common predisposing conditions are lung cancer and

postnasal drip.
b. Men are more likely to present for clinical evaluation than are

women.
c. The peak age of incidence is in the 20s.
d. Women appear to have greater cough sensitivity than do men 
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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@ahcpub.com. We look
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4. Issue Frequency 5. Number of Issues Published Annually 6. Annual Subscription Price

7. Complete Mailing Address of Known Office of Publication (Not Printer) (Street, city, county, state, and ZIP+4) Contact Person

Telephone

8. Complete Mailing Address of Headquarters or General Business Office of Publisher (Not Printer)

9. Full Names and Complete Mailing Addresses of Publisher, Editor, and Managing Editor (Do Not Leave Blank)
Publisher (Name and Complete Mailing Address)

Editor (Name and Complete Mailing Address)

Managing Editor (Name and Complete Mailing Address)

10. Owner (Do not leave blank. If the publication is owned by a corporation, give the name and address of the corporation immediately followed by the names and
addresses of all stockholders owning or holding 1 percent or more of the total amount of stock. If not owned by a corporation, give the names and addresses of 
the individual owners. If owned by a partnership or other unincorporated firm, give its name and address as well as those of each individual. If the publication is
published by a nonprofit organization, give its name and address.) 

Full Name Complete Mailing Address

American Health Consultants 3525 Piedmont Road, Bldg. 6, Ste 400

Atlanta, GA 30305

11. Known Bondholders, Mortgagees, and Other Security Holders Owning or 
Holding 1 Percent or More of Total Amount of Bonds, Mortgages, or 
Other Securities. If none, check box None

Full Name Complete Mailing Address

Medical Economics Data, Inc. Five Paragon Drive

Montvale, NJ 07645

12. Tax Status (For completion by nonprofit organizations authorized to mail at nonprofit rates.) (Check one)
The purpose, function, and nonprofit status of this organization and the exempt status for federal income tax purposes:

Has Not Changed During Preceding 12 Months
Has Changed During Preceding 12 Months (Publisher must submit explanation of change with this statement)

PS Form 3526, September 1998 See instructions on Reverse)

10/14/02

$239.00

Willie Redmond

404/262-5448  

Internal Medicine Alert

Bi-Weekly

3525 Piedmont Road, Bldg. 6, Ste. 400, Atlanta, 
Fulton County, GA 30305

3525 Piedmont Road, Bldg. 6, Ste. 400, Atlanta, GA 30305

0 1 9 5 - 3 1 5 X

24

Donald  R. Johnston, 3525 Piedmont Road, Bldg. 6, Ste. 400, Atlanta, GA 30305

Neill Larmore, same as above

Glen Harris, same as above

Annual Statement of Ownership, 
Management, and Circulation

15. Extent and Nature of Circulation Average No. of Copies Each Issue Actual No. Copies of Single Issue
During Preceding 12 Months Published Nearest to Filing Date

a. Total No. Copies (Net Press Run)

(1) Paid/Requested Outside-County Mail Subscriptions Stated on 
Form 3541. (Include advertiser’s proof and exchange copies)

(2) Paid In-County Subscriptions (Include advertiser’s proof and 
b. Paid and/or exchange copies)

Requested
(3) Sales Through Dealers and Carriers, Street Vendors,Circulation

Counter Sales, and Other Non-USPS Paid Distribution

(4) Other Classes Mailed Through the USPS

.c. Total Paid and/or Requested Circulation
(Sum of 15b(1) and 15b(2)

d. Free (1) Outside-County as Stated on Form 3541
Distribution
by Mail
(Samples, (2) In-County as Stated on Form 3541
Complimen- 
tary and

(3) Other Classes Mailed Through the USPSOther Free)

e. Free Distribution Outside the Mail (Carriers or Other Means)

f. Total Free Distribution (Sum of 15d and 15e)

g. Total Distribution (Sum of 15c and 15f)

h. Copies Not Distributed

i. Total (Sum of 15g,  and h.

Percent Paid and/or Requested Circulation
(15c divided by 15g times 100)

16. Publication of Statement of Ownership
Publication required. Will be printed in the ______________________issue of this publication. Publication not required.

17. Signature and Title of Editor, Publisher, Business Manager, or Owner Date

I certify that all information furnished on this form is true and complete. I understand that anyone who furnishes false or misleading information on this form or who omits
material or information requested on the form may be subject to criminal sanctions (including fines and imprisonment) and/or civil sanctions (including multiple damages
and civil penalties).

Instructions to Publishers
1. Complete and file one copy of this form with your postmaster annually on or before October 1. Keep a copy of the completed form for your records.

2. In cases where the stockholder or security holder is a trustee, include in items 10 and 11 the name of the person or corporation for whom the trustee is acting. Also
include the names and addresses of individuals who are stockholders who own or hold 1 percent or more of the total amount of bonds, mortgages, or other securities
of the publishing corporation. In item 11, if none, check the box. Use blank sheets if more space is required.

3. Be sure to furnish all circulation information called for in item 15. Free circulation must be shown in items 15d, e, and f.

4. Item 15h., Copies not Distributed, must include (1) newsstand copies originally stated on Form 3541, and returned to the publisher, (2) estimated returns from news
agents, and (3), copies for office use, leftovers, spoiled, and all other copies not distributed.

5. If the publication had Periodicals authorization as a general or requester publication, this Statement of Ownership, Management, and Circulation must be published;
it must be printed in any issue in October or if the publication is not published during October, the first issue printed after October.

5. In item 16, indicate date of the issue in which this Statement of Ownership will be published.

6. Item 17 must be signed.

Failure to file or publish a statement of ownership may lead to suspension of second-class authorization.

PS Form 3526, September 1999 (Reverse)

Internal Medicine Alert September 15 2002

October

Publisher 10/14/02

4948 5606

4054 4212

12 13

0 0

0 0

4066 4225

30 32

0 0

0 0

67 100

97 132

4163 4357

785 1249

4948 5606

98 97

More than 60 titles available. 
Visit our Web site for a complete listing.

1. Point your Web browser to:
http://www.ahcpub.com/online.html

2. Select the link for “AHC Online’s Home page.”
3. Click on “Sign On” at the bottom of the page.
4. Click on “Register now.” (It costs nothing to register!)
5. Create your own user name and password.
6. Sign on.
7. Click on “Search” at the bottom of the page.
8. Perform a search and view the results.

If you had a subscription to a product, the price next to
the search results for that product would say “FREE.”
Otherwise, the pay-per-view cost per article is
displayed. To take a look at a sample article, click on
“Content” at the bottom of the screen. Select Clinical
Cardiology Alert, Archives, 1997, January 1, and the
first article, “More Good News About Beta Blockers.”
We’ve made this article free so you can see some
sample content. You can read it online or print it out on
your laser printer.

Test Drive AHC Online Today!

AHC Online
Your One-Stop Resource on the Web



Internal Medicine Alert 167

Efficacy of Handrub-
bing with Alcohol-
Based Solution vs.
Standard Handwash-
ing with Antiseptic
Soap: Randomized
Clinical Trial

Handwashing (hws) is gener-
ally recognized as the single

most influential factor to reduce
transmission of nosocomial infec-
tions. Unfortunately, studies indicate
that half or less of clinicians comply
with appropriate HWS recommenda-
tions. Despite interventions to
increase adherence with handwash-
ing (eg, more sinks, educational pro-
grams), results have been disappoint-
ing. Although handrubbing with
alcohol (HRA) is suggested as an
alternative to HWS, its acceptance
has been impeded by lack of clini-
cian confidence that an alcohol
based, waterless hand antiseptic is
sufficiently effective in reducing
bacterial contamination.

Girou and associates performed a
prospective, randomized, blinded trial
in 3 intensive care units. Subjects
(health professionals) were randomly
assigned to chlorhexidine 4% (Hibis-
crub) or handrubbing with an alcohol-
based solution. Hand cultures were per-
formed immediately before, and 1
minute after cleansing.

Both maneuvers were effective in
reducing bacterial contamination, but
HRA was substantially more effec-
tive (83% vs 58% reduction in conta-
minating bacteria). HWS and HRA
occupied essentially the same mean
amount of time (about 30 seconds).
Previous in-vitro studies have shown
that HRA is more effective than
soap. Incorporation of HRA may
enhance control of nosocomially
transmitted infections but may

require enhanced clinician education
for endorsement.   ■

Girou E, et al. BMJ. 2002;325:
362-365.

A Program To 
Prevent Functional
Decline in Physically
Frail, Elderly Persons
Who Live at Home

Most literature that addresses
restoration of function in elders

focuses upon rehabilitation of  per-
sons who have recently suffered a
morbid event, such as a stroke or hip
fracture. Whether other frail elders
might benefit from ‘prehabilitation’
strategies is little studied. To that end,
Gill and colleagues recruited a popu-
lation (n = 188) of seniors (> age 75)
who were defined as “frail” by means
of a rapid-gait test and a mobility test
(ability to rise from a chair with arms
folded).

The intervention program included
instructions in safe techniques for mov-
ing in bed and outdoors, gait training,
removal of environmental hazards (eg,
loose rugs, cords, clutter) and installa-
tion of adaptive equipment in bath-
rooms. Interventions were monitored
for 16 visits over 6 months, with last
follow-up at 12 months.

The recipients of the home inter-
vention had significantly less disabil-
ity and  less admission to a nursing
home. Interventions included the ser-
vice of a physical therapist, but the
entire mean cost of intervention,
including equipment and supplies,
was $1998 per participant. The sub-
jects who suffered severe disability
at baseline continued to experience
deterioration over time, despite
receiving the same interventions. Gill
et al comment that though the fre-
quency of physical therapy visits is

in excess of that allowed for reim-
bursement by Medicare, the overall
cost-per-patient is comparatively
moderate.   ■

Gill TM, et al. N Engl J Med.
2002;347:1068-1074.

Treatment of Chronic
Painful Diabetic Neu-
ropathy with Isosor-
bide Dinitrate Spray

Painful diabetic neuropathy
(PDN) is a troublesome and often

refractory clinical dilemma. Nitric
oxide (NO) production is impaired in
PDN and is suspected of playing a
pathogenetic role in producing pain
and burning. All clinical formulations
of nitrates are NO donors. Based
upon anecdotal observations that
individual PDN patients reported a
favorable effect of isosorbide dini-
trate (ISDN) spray on pain symp-
toms, Yuen and colleagues initiated a
formal clinical trial.

Patients (n = 22) had all suffered
chronic PDN and had failed tradition-
al treatments, such as acetaminophen,
amitriptyline, or gabapentin, either
due to lack of efficacy, intolerance, or
both. The trial was structured such
that patients received either 40%
propylene glycol (placebo) or 30 mg
isosorbide dinitrate (1 spray) QHS in
a double-blind crossover fashion for 2
sessions of 4 weeks each, punctuated
by a 2-week washout period. 

Use of ISDN spray produced a statis-
tically significant reduction in pain and
burning. Side effects (transient
headache) were mild. ISDN may be of
value in treatment of PDN, perhaps
through a mechanism of increased
delivery of NO.   ■

Yuen  KCJ, et al. Diabetes Care. 2002;
25(210):1699-1703.

Clinical Briefs
By Louis Kuritzky, MD
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In Future Issues: A Cutting Edge Question

Clinical Scenario: The 12-lead ECG and accompa-
nying rhythm strip in the Figure were obtained from an
84-year-old man who presented to the Emergency
Department with acute dyspnea from pneumonia and
heart failure. What’s going on? Is RBBB (right bundle
branch block) among the findings?

Interpretation: Attention to the simultaneously
recorded lead II rhythm strip is essential for under-
standing the subtleties that are seen in this tracing. The
first finding noted is that a bigeminal rhythm is present,
characterized by the repetitive “short-long” pattern in
the rhythm strip. Of interest is the fact that each of the
relatively longer R-R intervals is preceded by a pointed
upright P wave that confirms the underlying sinus
rhythm. The beat labeled “X” is one of these sinus con-
ducted impulses. Every other beat (the early occurring
impulses) is preceded by an especially peaked T wave

compared to the T wave that follows these beats. Each
of these early occurring beats is a PAC (premature atrial
contraction), with its premature P wave combining with
the preceding T wave to produce this peaking. The
rhythm is therefore atrial bigeminy. The most interest-
ing feature of the rhythm is the subtle variation in QRS
morphology among the early occurring complexes.
This is the result of varying degrees of aberrant conduc-
tion among the PACs. A look at the simultaneously
occurring QRS complex in V1 (above beat “Y) and V6
(above beat “Z), in conjunction with the deeper and
wider S wave in many of the lead II PACs is consistent
with a pattern of RBBB/LAHB (left anterior hemi-
block) aberration. Analysis of the sinus conducted beats
on this 12-lead ECG is consistent with prior anterolater-
al infarction (note the QR pattern in leads aVL, and V2

through V4), but without acute ST-T wave changes.

ECG Review

By Ken Grauer, MD

What’s Going On?

Figure. 12-lead ECG and lead II rhythm strip obtained from an 84-year-old
man with acute dyspnea.



Debate over the cardiovascular effects of COX-
2 inhibitors has raged for more than a year
since a special communication was pub-

lished in JAMA last August (JAMA. 2001;286: 954-
959) suggesting an increase in cardiovascular events
with rofecoxib (Vioxx). As the argument goes, unlike
nonselective NSAIDs, COX-2 inhibitors have no
effect on thromboxane thus they do not inhibit
platelet aggregation. However they do inhibit vascu-
lar prostacyclin—an effect that may be prothrom-
botic. Nonselective NSAIDs inhibit both
thromboxane and prostacyclin. Whether COX-2
inhibitors are prothrombotic or merely lack the
antiplatelet action of nonselective NSAIDs is at the
crux of the debate. Now a large retrospect, the cohort
study from the Tennessee Medicaid program seems
to confirm the prothrombotic effects of rofecoxib, at
least in high dose. Researchers from Vanderbilt
University reviewed the records of 202,916 patients
who did not use anti-inflammatories, 151,728
patients who used “other” anti-inflammatories, and
24,132 patients on rofecoxib over the 18 months
between January 1999 and June 2001. Participants
were between 50 and 84 years of age and had no life-
threatening noncardiovascular illnesses. Users of
high-dose rofecoxib (50 mg/d) were 1.7 times more
likely than nonusers to have serious CHD (95% CI,
0.98-2.95; P = 0.058). Among new users of high dose
rofecoxib, the rate increased to 1.93 (1.09-3.42, P =
0.058). There was, however, no increase risk of CHD
with lower doses of rofecoxib or with use of other
NSAIDs (Lancet. 2002;360:1071-1073). This study sup-
ports the hypothesis that high-dose COX-2 inhibition
may be prothrombotic. This evidence is supported
by a study in genetically engineered mice. Mice that
lack the prostacyclin receptor (a defect that is similar
to the effects of COX-2 inhibitors) overproduce
thromboxane A2—and are likely to form arterial
clots (Science. 2002;296:539-541). A recent “Clinical

Implications of Basic Research” elegantly depicts the
eicosanoid balance and the effects of these drugs on
clotting (N Engl J Med.  2002;347:1025-1026).

Losartan Better Than Atenolol 
for LVH Treatment

Losartan is a better option than atenolol for treat-
ing isolated systolic hypertension in patients with left
ventricular hypertrophy according to a new study.
More than 1300 men and women with systolic hyper-
tension and ECG evidence of LVH were randomized
to treatment with losartan or atenolol with
hydrochlorothiazide added as a second agent as
needed. The main outcome measure was a composite
end point of cardiovascular death, stroke, or myocar-
dial infarction. After a mean of 4.7 years of follow-up,
the main outcome was reduced by 25% with losartan
compared with atenolol. There were 25.1 events per
1000 patients years in the losartan group vs. 35.4 in
the atenolol group (relative risk [RR] 0.75; 95% confi-
dence interval, 0.56-1.01; P = 0.6). There was no differ-
ence in the rate of myocardial infarction; however,
cardiovascular mortality was significantly decreased
in the losartan group as was nonfatal and fatal stroke.
Total mortality was also significantly lower than the
losartan group (21.2 vs 30.2 events per thousand
patient-years; RR, 0.72; 95% CI, 0.53-1.00; P = .046).
New onset diabetes was also significantly reduced in
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High-Dose Rofecoxib Confirmed Prothrombotic, Study Shows



the losartan group, a finding that has been seen in
other studies of ARBs. Losartan was also better toler-
ated than atenolol (JAMA. 2002;288:1491-1498).

Lisinopril, Not Losartan, Improves
Myocardial Perfusion

In a related study of patients with hypertension
and LVH, long-term treatment with lisinopril but not
losartan improved myocardial perfusion in maximal
coronary blood flow. In this small study, 17 patients
with hypertension and LVH (9 treated with lisino-
pril, 8 treated with losartan) were evaluated with
positron emission tomography at baseline and after
coronary vasodilation with dipyridamole. The same
studies were done on 8 normotensive control
patients. After treating with lisinopril, maximal coro-
nary blood flow and myocardial perfusion reserve
increased significantly compared with pretreatment
values (P = 0.02, and P = 0.002 respectively). Post-
treatment hyperemic flow in patients treated with
lisinopril was not significantly different from corre-
sponding measurements and control patients. No
difference in either measure was noted with losartan.
The authors postulate that angiotensin converting
enzyme inhibitors potentiate endogenous
bradykinins, which in turn improve myocardial per-
fusion reserve. Losartan, like other angiotensin
receptor blockers, has no effect on bradykinins,
which may explain the lack of improvement in this
measure. The authors postulate that ACE inhibitors
may be more effective in repairing the coronary
microangiopathy associated with hypertension-
induced LVH (J Am Coll Cardiol. 2002;40:703-709).

New Fluoroquinolone Study
It seems that every year there is a new study link-

ing antibiotic use with a reduction in coronary dis-
ease. The most recent is a Dutch study of Type 2
diabetics. Using a national hospitalization database
from 8 cities, researchers found a significantly
reduced risk of CHD in patients who had used at
least 14 days of a fluoroquinolone in the 3-year study
period (odds ratio = .30; 95% CI, 0.12-0.75). No other
antibiotic was associated with a reduction in CHD
including tetracyclines, macrolides, cephalosporins,
or penicillin derivatives (Eur Heart J. 2002;23:1575-
1579). And while the explanation for such improve-
ment is still elusive, ongoing research is looking into
the CHD/inflammation/infection connection.

Warfarin After MI Better Than Aspirin Alone
Warfarin, with or without aspirin, is better than

aspirin alone in preventing vascular events after
myocardial infarction according to a new study. In a

randomized, multicenter trial, 1216 patients received
warfarin (target INR 2.8 to 4.2), 1206 received aspirin
160 mg per day, and 1208 received aspirin 75 mg per
day combined with warfarin (target INR 2.0 to 2.6).
The mean duration of the study was 4 years and the
primary outcome was a composite of death, nonfa-
tal reinfarction, or thromboembolic cerebral stroke.
The results showed a recurrence rate of 20% in the
aspirin group (241 of 1206), 16.7% in the warfarin
group (203 of 1216), and 15% in the combined war-
farin in aspirin group (181 of 1208). The difference
between the warfarin and warfarin/aspirin group
was not statistically significant. There was a statisti-
cally significant increase in major, nonfatal bleeding
in both warfarin groups compared to the aspirin
group (0.62% vs 0.17%, respectively [P < 0.001]). The
authors conclude that warfarin given alone or in
combination with aspirin is superior to aspirin alone
in reducing the incidence of composite vascular end
points after myocardial infarction; however warfarin
therapy is associated with a higher risk of bleeding.
No difference in mortality was noted between the 2
groups (N Engl J Med. 2002; 347:969-974).

FDA News
Valacyclovir (Valtrex-GlaxoSmithKline) has been

approved for the treatment of cold sores (herpes
labialis). The approval was based on to studies that
showed that valacyclovir 2 g twice a day for 1 day
shortens the duration of cold sore outbreaks by
about 1 day.

The FDA is one step closer two approving
tiotropium (Spiriva-Boehringer Ingelheim), a new
long-acting anticholinergic agent for the treatment of
COPD. The drug was reviewed by the FDA’s
Pulmonary Allergy Drugs Advisory Committee and
endorsed for the treatment of bronchospasm, how-
ever there was no support for the proposed indica-
tion of dyspnea. 

The agency has strengthened its warnings on
mefloquine (Larium-Roche) because of concerns
of CNS side effects. Mefloquine is used in the
treatment and prevention of malaria. The FDA
specifically stated that mefloquine is contraindi-
cated in patients with psychiatric disorders
including active depression, recent history
depression, generalized anxiety disorder, psy-
chosis, schizophrenia, or other major psychiatric
disorders, or with a history of convulsions. The
FDA also warns that patients taking the drug for
prophylaxis should discontinue it immediately if
psychiatric symptoms should develop. Roche has
recently issued a "Dear Dr. letter" regarding these
warnings.   ■
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