
Ginkgo biloba Extract for
the Treatment of Intermittent

Claudication: A Meta-analysis
of Randomized Trials

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

Synopsis: This meta-analysis consisted of eight randomized, place-
bo-controlled, double-blind trials and found that Ginkgo biloba was
superior to placebo for intermittent claudication. However, the size

of the effect is modest and of uncertain benefit.

Source: Pittler MH, Ernst E. Am J Med 2000;108:276-281.

Peripheral vascular disease affects many elderly indi-
viduals and is an important cause of morbidity and loss of func-

tional independence. Nonsurgical treatment consists largely of
smoking cessation, regular exercise, and pharmacologic interven-
tions. Unfortunately, the clinical effectiveness of pharmacologic
therapy has been modest. Ginkgo biloba, the top selling medicinal
herb in the United States, has been suggested as a potential treat-
ment for peripheral vascular disease because its active ingredients
inhibit platelet aggregation, reduce red blood cell aggregation and
blood viscosity, and increase the transcutaneous partial pressure of
oxygen. Recent studies also suggest that Ginkgo biloba may have
vasodilatory effects related to the release of nitric oxide.

In this meta-analysis, Pittler and Ernst identified eight random-
ized controlled studies that in total examined 415 patients. Of these
studies, six trials scored at least 4 points on a 5 point scoring system
used to assess the quality of the study. Seven of the eight trials
showed weighted mean differences that favored Ginkgo biloba over
placebo. Four of these trials had 95% confidence intervals that did
not overlap a zero effect, indicating significant differences. Statisti-
cal pooling showed an overall increase in pain-free walking distance
for Ginkgo biloba compared with placebo (weighted mean 34
meters; 95% CI: 26-43 meters). Doses varied among studies but
ranged from 120 mg to 160 mg of Ginkgo biloba daily. Seven stud-
ies also reported positive results for maximal walking distance. Side
effects from Ginkgo biloba were not reported in three of the studies
representing almost half of the studied patients. Minor gastrointesti-
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nal complaints (e.g., nausea and dyspepsia) were more
common than placebo in the other five studies. The per-
cent of patients with complaints was not reported.

■ COMMENT BY MARTIN S. LIPSKY, MD
This represents still yet another analysis showing ben-

efit from a herbal medicine. Perhaps we should all drink
green tea and take the vitamins our mothers told us to
take! Although the effect was modest and its clinical ben-
efit uncertain, on average a 24-week course of 120-180
mg per day of Ginkgo biloba increased pain-free walking
distance by 34 meters compared to placebo. This
improvement is comparable to pentoxifylline and cilosta-
zol. Ginkgo has the advantage of being less expensive,
better tolerated, and safer. Pittler and Ernst conclude that
Ginkgo biloba prolongs the pain-free and maximal walk-
ing distance in patients with intermittent claudication.

Although the overall benefit seems modest, it may repre-
sent a reasonable addition to exercise and smoking cessa-
tion in patients with intermittent claudication.   ❖

Why do you Order
Triglycerides?
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The serum triglyceride measurement does
not provide meaningful information about coronary
heart disease risk in men.

Source: Avins AL, Neuhaus JM. Arch Intern Med 2000;160:
1937-1944.

The objective of this study was to determine
the value of measuring triglyceride levels in addition

to measuring cholesterol and its subfractions. Prior
research had shown that triglycerides were useful in pre-
dicting coronary heart disease (CHD).

Avins and Neuhaus performed a secondary analysis
of data from the Multiple Risk Factor Intervention Trial,
the Lipid Research Clinics Coronary Prevention Trial
(LRC-CPPT), and the Lipid Research Clinics Prevalence
and Mortality Follow-Up Study. The other variables
studied were total cholesterol, low-density lipoprotein
cholesterol, high-density lipoprotein cholesterol, and
age, fasting blood glucose, blood pressure, cigarette
smoking, body mass index, and post-menopausal estro-
gen use. 

In men, categorical analyses using both triglyceride
and cholesterol levels were similar to using cholesterol
categories alone. In women, however, at least one study
showed that women with both a high cholesterol level
and a high triglyceride level were more likely to have a
coronary event.

■ COMMENT BY RALPH R. HALL, MD, FACP 
As is pointed out in the editorial by Rubins,l the

debate about triglycerides as a risk factor predictor has
gone on for years. This article will not stop this debate.

We all remember the Helsinki Heart Study2 in which
the decreased mortality with treatment occurred primari-
ly in patients who had high triglycerides. The fibrates
have not worked well in patients with a high LDL/HDL
ratio unless there was also a high triglyceride level.
Therefore, even though the triglycerides do not predict
CHD better than cholesterol fractions, they may help to
determine therapy.

130 September 15, 2000

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

Customer Service E-Mail: customerservice@ahcpub.com

Editorial E-Mail: neill.larmore@ahcpub.com

World-Wide Web: http://www.ahcpub.com

Subscription Prices
United States

$269 per year (Student/Resident rate: $110).

Multiple Copies

1-9 additional copies: $179 each; 10 or more copies: $159 each.

Canada

Add GST and $30 shipping

Elsewhere

Add $30 shipping

Accreditation
American Health Consultants (AHC) designates this continuing
medical education (CME) activity for up to 40 hours in Category 1
credit toward the AMA Physician’s Recognition Award. Each
physician should claim only those hours of credit that he/she actu-
ally spent in the educational activity. 

AHC is accredited by the Accreditation Council for Continuing
Medical Education (ACCME) to provide CME for physicians. 

This CME activity was planned and produced in accordance with
the ACCME Essentials.

Internal Medicine Alert has been approved by the American
Academy of Family Physicians as having educational content
acceptable for prescribed credit hours. This volume has been
approved for up to 40 prescribed credit hours. Term of approval
covers issues published within one year from the beginning dis-
tribution date of January 1, 2000 with option to request yearly
renewal. Credit may be claimed for one year from the date of
this issue. The program is also approved by the American
Osteopathic Association for 40 Category 2B credit hours. 
For CME credit, add $75.

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

VICE PRESIDENT/GROUP PUBLISHER: 

Donald R. Johnston.

EDITORIAL GROUP HEAD: Glen Harris.

MARKETING PRODUCT MANAGER:

Schandale Kornegay.

ASSOCIATE MANAGING EDITOR: Robin Mason.

ASSISTANT MANAGING EDITOR: Neill Larmore.

GST Registration Number: R128870672. 

Periodical postage paid at Atlanta, GA. 

POSTMASTER: Send address changes to Internal 

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

Copyright © 2000 by American Health Consultants. All rights
reserved. No part of this newsletter may be reproduced in any
form or incorporated into any information-retrieval system with-
out the written permission of the copyright owner. 

Back issues: $18. 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.

Statement of 
Financial Disclosure

In order to reveal any potential bias in this publication, and in accor-
dance with Accreditation Council for Continuing Medical Education
guidelines, we disclose that Dr. Brunton serves on the speaker’s
bureau of Janssen Pharmaceuticals, Schering, and McNeil. Dr. Ost
serves on the speaker’s bureau of Sanofi and Pfizer. Dr. Kuritzky is a
consultant for GlaxoWellcome and is on the speaker’s bureau of Glaxo
Wellcome, 3-M, Wyeth-Ayerst, Pfizer, Novartis, Bristol-Myers Squibb,
Zeneca, and Boehringer Ingelheim. Drs. Lipsky, Ferris, Chan, Elliott,
Grauer, and Hall report no consultant, stockholder, speaker’s bureau,
research, or other financial relationships with companies having ties to
this field of study.

Questions & 
Comments

Please call Robin Mason, Associate 
Managing Editor, at (404) 262-5517 

(e-mail: robin.mason@ahcpub.com) or 
Neill Larmore, Assistant Managing Editor,

at (404) 262-5480 (e-mail:
neill.larmore@ahcpub.com) between 8:30

a.m. and 4:30 p.m. ET, Monday-Friday.



Internal Medicine Alert 131

In addition, patients with extremely high triglycerides
were excluded from one of the studies analyzed (LRC-
CPPT). This may affect the results of the study. Rubins
points out in the editorial that European studies show a
correlation between elevated triglycerides and CHD
while this study carried out on an American population
did not. Therefore, population characteristics may be a
factor in these results. Further, Pedano and colleagues3

have demonstrated that in patients with types IIb and IV
hyperlipoproteinemia, the triglycerides are associated
with a prothrombotic state with hypercoaguability and a
low fibrinolytic activity.

Avins and Neuhaus note in their study that the
LDL/HDL ratio is more predictive of risk than triglyc-
erides. However, we are left with the fact that the laborato-
ry uses the triglyceride level to calculate the low-density
lipoprotein cholesterol (LDL-C) level because the direct
measurement for LDL-C is more difficult to do. So, even if
you do not order the triglycerides the lab will have tested
for triglycerides. What are we clinicians to do?   ❖

References
1. Rubins HB. Arch Intern Med 2000;160:1904-1905.
2. Manninen V, et al. Circulation 1992;85:37-45.
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Prevalence, Clinical Charac-
teristics, and Mortality
Among Patients with MI Pre-
senting Without Chest Pain
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Chest pain was absent on initial presenta-
tion in 33% of nearly 435,000 patients later confirmed
with acute myocardial infarctions (MIs) using a nation-
al registry of 1674 hospitals over four years. The group
without chest pain tended to be older, female, have dia-
betes or prior heart failure or stroke, and have a non-
caucasians racial/ethnic origin. Treatment delays and
increased mortality were significant compared to other
MI patients who presented with chest pain.

Source: Canto JG, et al. JAMA 2000;283:3223-3229. 

Using hospital data from the national reg-
istry of Myocardial Infarction 2 (NRMI-2), infor-

mation was abstracted for all patients with confirmed
acute myocardial infarctions (MIs) who were not

involved with interhospital transfers from June 1994
through March 1998. More than 96% of these cases had
the diagnosis made upon admission as opposed to dur-
ing the hospitalization. Study variables included chest
pain, age, sex, race, comorbidities, family and smoking
history, previous cardiac procedures, lab and EKG
results, hospital treatments and timing of treatments, and
medical outcomes.

Analysis revealed only two of three patients had chest
pain on initial evaluation. The group without chest pain
were older (mean age, 74.2 years vs 66.9 years for chest
pain), with 75 years and older more likely to have no
chest pain compared to those 65 years of age who did
have chest pain. Approximately 49% of the group were
women without chest pain, compared to 38% with chest
pain. Patients without chest pain generally were not in
traditional high risk groups for acute MI; they were less
likely to have a smoking history, hypercholesterolemia,
positive family history for coronary artery disease, or
any prior angioplasties or coronary artery bypass graft
surgery than were the group that had chest pain. Slightly
more African Americans and Asians presented without
chest pain compared to Caucasians. 

Patients without chest pain presented to the hospital
later than those with pain (7.9 vs 5.3 hours), and if they
were eligible for reperfusion therapy the time-to-treat-
ment was longer (2.3 vs 1.1 hours for thrombolytic ther-
apy, 4.7 vs 2.9 hours for angioplasty). They were also
less likely to receive aspirin, heparin, or beta blockers
within the first 24 hours. 

Six variables were associated with the absence of
chest pain, and patients with at least three of them had
a 50% probability of no chest pain. In order of impor-
tance they were: prior heart failure, prior stroke, older
age, diabetes, female sex, and non-caucasian
racial/ethnic group. If a patient with acute MI had none
of the six factors, only 17.5% of them presented with-
out chest pain.

More than twice in-hospital mortality was found for
patients presenting without chest pain, even when
adjusted for differences in age, comorbidities, and sever-
ity of presentation. More than 23% died during the hos-
pitalization compared to 9% for presentations with chest
pain. Using multivariate logistic regression analysis,
presentation without chest pain was one of the most
important predictors of mortality. Further analysis
linked 28% of the higher mortality to lower use of early
pharmacological therapies (aspirin, heparin, beta block-
ers, ACE inhibitors, and IV NTG). 

■ COMMENT BY MARY ELINA FERRIS, MD
Although chest pain has long been taught as the

hallmark of acute MI presentation, this large study
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finds that one out of three patients did not have chest
pain when first seen. Previous teaching that diabetes
was the major cause of “silent” MI was also chal-
lenged, with less than one-third of the silent group hav-
ing this diagnosis. Other important factors were found
to be older age, female gender, prior CHF or stroke,
and non-caucasian racial/ethnic group. Canto and col-
leagues claim this is the largest study ever published
comparing presenting characteristics, treatments, and
outcomes for acute MI patients. 

The so-called “atypical presentations” of acute MI
have scant published research literature in the last 10
years. We are still guided by a classic article nearly 25
years old, that reports the most common atypical signs
as CHF, angina episodes that are not prolonged,
arrhythmias, and unusual pain locations.1 Other studies
have illustrated that resolution of chest pain may still
be followed by occluded coronary arteries.2 This new
article will hopefully stimulate more study into these
atypical cases.

The association of delayed treatments with gender
and racial disparities in non-chest pain presentations of
acute MI may lead to new clues in this puzzling area.
Recent attention to research in women’s health has
confirmed that even among ideal candidates for acute
MI therapy, women in all age groups were less likely to
undergo diagnostic catheterization than men. The dif-
ference was especially pronounced among older
women.3 Furthermore, strong evidence continues to
show that African Americans are less likely than Cau-
casians to undergo invasive cardiovascular procedures,
and Hispanics are less likely than Caucasians to have
received catheterization and percutaneous transluminal
coronary angioplasty.4

This study could be criticized because the patients
they identified without chest pain may not have been
able to give an accurate history of chest pain due to their
shortness of breath, pulmonary edema, cardiac arrests,
and stroke. Canto et al do not feel this limited their con-
clusions, and they further note that some acute MIs were
missed altogether and not hospitalized due to lack of
chest pain. 

A major consequence of delayed diagnosis of acute
MI was found to be significant delays in treatment,
which was associated with greatly increased in-hospital
mortality. This study should cause all health care
providers to be more suspicious of acute MI in the
absence of chest pain, and to further raise the index of
suspicion in risk groups that include not only persons
with diabetes but also older persons, females, those with
a history of prior CHF and stroke, and persons from
non-caucasian racial and ethnic groups.   ❖
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Early use of Noninvasive
Ventilation for Acute
Exacerbations of COPD
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The early use of noninvasive ventilation
(NIV) for patients with mild to moderate acidosis from
chronic obstructive pulmonary disease (COPD) is both
feasible and effective at reducing the need for mechani-
cal ventilation and improving mortality.

Source: Plant PK, et al. Lancet 2000;355:1931-1935.

Noninvasive ventilation (niv) in an intensive
care unit (ICU) reduces rates of intubation and mor-

tality when used in acute respiratory failure, especially
for chronic obstructive pulmonary disease (COPD)
exacerbations. Results in the emergency department
(ED) and on general wards have been mixed. NIV
improves physiologic parameters such as pH, respirato-
ry rate, and PaCO2. NIV has been used on patients with
respiratory failure of various causes. The purpose of this
study was to determine whether NIV was feasible on
general medicine wards and whether outcome in COPD
was improved when compared to standard treatment.

Plant and colleagues conducted a prospective, multi-
center, randomized, controlled trial recruiting adults
who were hospitalized for COPD exacerbations from 14
hospitals in the United Kingdom. Patients were included
if they were admitted as an emergency based on history,
physical exam, and chest x-ray, had a respiratory rate
(RR) more than 23, pH 7.25-7.35, and a PaCO2 more
than 6 kPa upon arrival to the general ward after treat-
ment in the ED and within 12 hours of admission.
Exclusion criteria included pneumothorax, Glasgow
coma scale less than 8, or inappropriate active treatment.
Standard therapy consisted of oxygen to maintain satu-
ration between 85-90%, nebulized salbutamol or terbu-
taline, nebulized ipatropium bromide, corticosteroids,
and an antibiotic. The NIV group added bilevel positive
airway pressure with an expiratory pressure of 4 cm
H2O and an inspiratory pressure of 10 cm H2O being
adjusted as needed over one hour. Aminophylline and
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doxapram was used as clinically indicated.
The 236 patients recruited over 22 months were equal-

ly divided (n = 118) into the two groups. In the standard
group, 32 (27%) were intubated as compared to 18
(15%) in the NIV group. In-hospital mortality was 20.3%
(n = 24) and 10.2% (n = 13), respectively. Those with a
pH of less than 7.3 had a worse outcome. There was no
difference in the time to intubation between the groups.
NIV more rapidly corrected acidosis at one hour, had a
greater fall in RR at four hours, and had a trend to a more
rapid correction in PaCO2 at one hour. The pH, RR, and
PaCO2 improved in both groups at four hours. NIV
improved the sense of breathlessness (4 days compared
to 7 days) though there was no difference in mobility and
nutritional intake. NIV required 26 minutes of greater
nursing in the first eight hours; however, workload after
eight hours was no different between the two groups.
Further, there was no difference in the length of stay or
discharge data (pH, PaCO2, PaO2, and FEV1).

Plant et al conclude that NIV is both feasible on gen-
eral respiratory wards and clinically effective. It reduces
the rates of intubation and in-hospital mortality in mild-
to-moderate acidosis from a COPD exacerbation provid-
ed that the nursing staff can assure compliance and inva-
sive ventilation is accessible should the need arise. The
use of NIV on the general ward will depend on the avail-
ability of ICU beds in the particular institution.

■ COMMENT BY DAVID OST, MD, & 
DHEERAJ KHANNA, MD 
Patients with acute respiratory failure often require

mechanical ventilation for life support. The benefits of
NIV are well documented but its role is still evolving. It
has been used for both obstructive and restrictive dis-
ease. A meta-analysis by Keenan and associates con-
cluded that the addition of NIV to standard therapy
improves survival and decreases the rate of intubation
for those in acute respiratory failure, particularly in
COPD.1 A prospective case series by Hilbert and associ-
ates demonstrated that NIV decreased the need for intu-
bation, the duration of ventilatory assistance, and dura-
tion of ICU stay.2 The present study revealed that these
benefits could be realized on a general medical ward as
well. With the growing support for NIV in improving
morbidity and mortality in acute and chronic respiratory
failure, a consensus conference report advocates the use
of NIV in chronic respiratory failure due to restrictive
disease, COPD, and nocturnal hypoventilation given the
proper clinical setting.3 Despite the promising effects of
NIV, it is often underused even when available.4

NIV has important implications in the practice recom-
mendations of COPD with its demonstrated improve-

ment in morbidity and mortality. It is an effective tempo-
rizing measure in acute respiratory failure. By improving
physiologic parameters, NIV improves survival and
decreases the intubation rates in both the ICU and gener-
al medicine wards. It is particularly useful in patients
with hypercapnic respiratory failure from COPD, restric-
tive lung disease, and nocturnal hypoventilation.   ❖
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Pharmacology Update
Eflornithine Cream for
Unwanted Facial Hair
By William T. Elliott, MD, FACP, 
and James Chan, PharmD, PhD

The fda has approved a cream for the reduc-
tion of unwanted facial hair in women. Eflornithine

is an inhibitor of ornithine decarboxylase, an enzyme
that is found in hair follicles and is believed to be neces-
sary for hair growth. Eflornithine cream will be co-mar-
keted by Bristol and Gillette as Vaniqa.

Indications
Eflornithine cream is indicated for the reduction of

unwanted facial hair in women. Usage should be limited
to the face and adjacent involved areas under the chin.1

Dosage
A thin layer should be rubbed in thoroughly to affect-

ed areas of the face and adjacent areas under the chin
twice daily at least eight hours apart. The area should
not be washed for at least four hours. Hair removal tech-
niques should be used as needed in conjunction with
eflornithine cream.1

Eflornithine cream is supplied as 13.9%, 30 g.

Potential Advantages
Eflornithine cream does not appear to cause contact

sensitization phototoxicity, or photosensitization reac-
tions.1

Potential Disadvantages
Although eflornithine cream slows down the growth
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of hair, it does not permanently remove hair. Improve-
ment is generally seen in 4-8 weeks but may take
longer in some patients.1 If no improvement is seen in
six months, treatment should be discontinued. After
discontinuation of therapy, hair will return to pretreat-
ment levels in about eight weeks. Side effects include
acne (21.3%), pseudofolliculitis barbae (16.3%), and
stinging (7.9%).

Comments
Eflornithine is an ornithine decarboxylase inhibitor

that was developed as an antineoplastic agent and for the
treatment of parasitic diseases such Trypanosoma brucei
gambiense (sleeping sickness). Ornithine decarboxylase
and S-adenosylmethionine decarboxylase are two
enzymes involved in the synthesis of polyamines such as
putrescine, spermidine, and spermine.2,3

Polyamines are alipathic cations with 2, 3, or 4
amino or amino groups. Animal studies suggest that
ornithine decarboxylase is an important regulatory
gene for the hair follicle and polyamines in general and
spermidine in particular plays an important role in hair
growth.3,4 There is a relatively good correlation
between the rate of hair regrowth and skin ornithine
decarboxylase activity.3

Efficacy of eflornithine was studied in two double-
blind studies (n = 594; 393 with eflornithine and 201
with placebo). Decrease in hair growth was modest: 5%
of patients had clear or almost clear areas compared to
0% for the vehicle, 27% had marked improvement in
hair growth vs. 8% for the vehicle. Approximately 26%
of patients in both the drug and placebo group showed
improvement and 42% of actively treated patients
showed no improvement compared to 66% for the vehi-
cle. Physicians assessed the improvement or lack of
improvement from baseline 48 hours after shaving. Cau-
casians appear to have greater benefit than noncau-
casians (37% vs 22%).1

Clinical Implications
Eflornithine cream is an option, of somewhat modest

efficacy, for the treatment of unwanted hair. It does not
replace, but should be used in conjunction with other
hair removing techniques such as shaving and plucking. 

The cream is expected to cost the consumer about
$50 for a 30 g, two-month supply.   ❖
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Correction
The article, “Combination Therapy with Metformin-

Rosiglitazone vs. Metformin Alone,” in the June 15
issue of Internal Medicine Alert contained an error. In
the sentence stating, “It was noted that the HDL choles-
terol decreased to an extent that the ratio of HDL to
LDL cholesterol did not change,” the word decreased
should have been increased. We regret any confusion
this may have caused.   ❖

CME Questions
18. Which one of the following statements is correct?

a. The clinical laboratory will usually do a triglyceride to calculate
LDL-C even though we do not order a triglyceride.

b. The LDL/HDL ratio predicts CAD risk as well or better than
the triglyceride level.

c. The triglycerides were not a factor in determining who respond-
ed to treatment in the Helsinki Heart Study.

19. Noninvasive ventilation can be best used as adjunctive therapy
in respiratory failure due to:
a. congestive heart failure.
b. pneumonia.
c. myocardial infarction.
d. chronic obstructive pulmonary disease.

20. Which one of the following risk factors is not associated with
“atypical” presentation of acute myocardial infarction without
chest pain?
a. Older age
b. Previous stroke
c. Non-caucasian race
d. Smoking history

21. Which one of the following statements is correct?
a. On average, a 24-week course of 120-180 mg per day of Gink-

go biloba increased pain-free walking distance by 34 meters
compared to placebo. 

b. Ginkgo has the advantage of being less expensive, better toler-
ated, and safer. 

c. Ginkgo biloba prolongs the pain-free and maximal walking dis-
tance in patients with intermittent claudication. 

d. All of the above

22. Although eflornithine cream slows down the growth of hair, it
does not permanently remove hair. 
a. True
b. False
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Is There a Persian
Gulf War Syndrome?

Adiversity of symptoms, includ-
ing myalgia, fatigue, cognitive dif-

ficulty, and mood dysfunction, have
been reported among persons returning
from Gulf War deployment. There has
been some suggestion that a Gulf War
syndrome, representing a new disorder,
accounts for some of these symptoms,
but much controversy exists about the
veracity of such a syndrome. Doebbel-
ing and colleagues use a statistical tech-
nique called factor analysis on a large
population (n = 29,010) of Iowa Nation-
al Guard or Reserve soldiers, comparing
data on those deployed to the Persian
Gulf, with those not so deployed.

A survey research group used com-
puter-assisted telephone surveys to
assess almost 80 different symptoms
and the severity of such symptoms.
Ultimately, interviews included 3695
subjects, approximately half who had
been deployed to the Persian Gulf.
Demographic data indicated no substan-
tial differences between the groups,
including race, income, smoking, etc. 

Half of the deployed veterans, vs.
14% of nondeployed controls, reported
current health problems. Polyarthralgia,
fatigue, joint stiffness, headaches, and
memory problems were the symptoms
reported differentially most frequently
by deployed veterans. Factor analysis
did not demonstrate the existence of a
unique Gulf War syndrome. Additional-
ly, the diversity of symptoms reported
by deployed Gulf War personnel
reduces the likelihood of a single disor-
der explanation. Though the inability to
distinguish a distinct Gulf War syn-
drome may present frustration to those
suffering a variety of symptom-com-
plexes, it should provide reassurance
that the likelihood of some new “mys-
tery illness” is small.   ❖

Doebbeling BN, et al. Am J Med 2000;
108:695-704.

Treatment of Low
Back Pain 
Exacerbations with 
Willow Bark Extract 

Salicin, a prodrug for salicylate,
appears to be the primary active

ingredient of willow bark extract (WBE).
It has been used to treat fever, rheumato-
logic symptoms, headache, and other
pain. European data about optimum dos-
ing are unclear, as doses ranging from
less than 120 mg up to 240 mg of salicin
per day have been suggested. Chrubasik
and associates tried two different doses
of WBE in acute exacerbations of chron-
ic low back pain. Rescue analgesia was
allowed with tramadol. The measured
outcome was proportion of persons free
of pain without rescue medication for at
least five days at the final week of treat-
ment. Secondary outcomes included
number of persons requiring rescue med-
ication, and score on a back pain index. 

The study was placebo controlled.
An analysis of 110 features analyzed
during the trial indicated little in the
way of clinically relevant demographic
differences in the three groups (placebo,
low-dose WBE, and high-dose WBE) at
baseline. Areas in which there were
detectable differences would tend to
minimize the benefit of active drug
(e.g., duration of persistent pain and
higher back pain scores were more
often found in recipients of active drug). 

There was a statistically significant
difference between groups for the prima-
ry outcome of pain-free status with no
rescue tramadol: 6% in the placebo
group, 21% in the low-dose group, and
39% in the high-dose group. In the group
of patients with baseline neurological
deficits, differences between placebo and
WBE were intensified: one of 18 placebo
recipients vs. 25 of 43 active WBE recip-
ients had a favorable response.

The active agent was well tolerated
with few side effects. Traditional agents
used to treat low back pain are not with-

out risk, adverse events, and substantial
cost. Chrubasik et al suggest that WBE
may be an effective alternative to such
traditional therapies.   ❖

Chrubasik S, et al. Am J Med 2000;
109:9-14.

Intermediate Doses
of Aspirin Can 
Suppress ACEI-
Induced Cough

The most frequent, and arguably
troublesome, side effect of

angiotensin-converting enzyme inhibitors
(ACEIs) is cough. Changing to another
class of agents resolves cough promptly,
but clinicians would enjoy a tool to
reduce or resolve ACEI-induced cough,
short of drug discontinuation. 

Nonsteroidal anti-inflammatory drugs
(NSAIDs) and thromboxane antagonists
have been found to attenuate or resolve
ACEI cough, but optimum dosing has
been unclear. The current study evaluated
aspirin (ASA) in doses of either 100 mg
or 500 mg daily for nonsmoking persons
suffering ACEI cough (n = 14). In order
to ensure other primary disease processes
were not responsible for cough, exclusion
criteria included asthma, heart failure, or
pre-existing NSAID treatment.

Cough was rated on a 4-point scale,
from no cough to severe cough. Subjects
underwent discontinuation of ACEI, upon
which cough disappeared, and then rechal-
lenge, which did again induce cough.

Low-dose ASA (100 mg) did not
affect cough. Higher dose ASA (500 mg)
reduced cough in all patients, resolving it
in all but one. Beneficial effects occurred
as quickly as 24 hours and persisted
unabated through the two weeks of the
trial. Though this study was brief, Tenen-
baum and associates include commentary
on six patients with successful cough-
control enduring up to one year.   ❖

Tenenbaum A, et al. Am J Hypertens
2000;13:776-782.
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In Future Issues: Hostility and Coronary Artery Risk in Young Adults

Clinical Scenario: The ECG shown in the Figure
was obtained from a 92-year-old man with known left
bundle branch block (LBBB), coronary disease, and
renal failure. Can you identify at least three unusual fea-
tures about this ECG and the LBBB pattern it repre-
sents? What clinical conditions do these atypical fea-
tures suggest? 

Interpretation: The ventricular rhythm is regular at a
rate of 80/minute. The QRS complex is obviously
widened, and generally resembles the pattern of LBBB.
However, sinus P waves are nowhere to be found on this
tracing. In view of the history (LBBB pattern on previ-
ous ECGs plus known coronary disease and renal fail-
ure), the cardiac rhythm is uncertain. 

Features about the ECG pattern shown in the Figure
that are distinctly atypical for LBBB include the follow-
ing: 1) lack of a monophasic, upright complex in lead I;
2) the presence of a Q wave and ever-so-subtle ST eleva-
tion, and T wave inversion in lead aVL; and 3) the
appearance of T wave peaking (albeit with admittedly

small T wave amplitude) in each of the inferior leads
and in lead V4. Several possibilities may account for
these unusual findings, all of which require clinical cor-
relation, comparison with prior ECGs, and laboratory
assessment for confirmation. Unfortunately, old tracings
were not available on this patient. Serum creatinine was
elevated, and serum potassium was 7.6 mEq/L at the
time this tracing was recorded. 

Hyperkalemia could be accounting for all of the
findings described for this tracing, which in this case
would mean a junctional or sinoventricular rhythm
that occurs in association with QRS widening and T
wave peaking. Alternatively, the Q wave and subtle
ST-T wave findings in lead aVL could reflect infarc-
tion of uncertain age that occurs in the setting of a
junctional rhythm and LBBB pattern. A final possi-
bility is that this rhythm could represent accelerated
idioventricular rhythm (AIVR), as determined by the
presence of QRS widening, a rate of 80/minute, and
lack of atrial activity.   ❖

ECG Review

By Ken Grauer, MD

LBBB—and What Else Unusual?

Figure. ECG obtained from a 92-year-old man with coronary disease and renal failure.


