
REVERSAL Trial
Editor’s Note: The following is a late-breaking trial of the Ameri-
can Heart Association Annual Scientific Sessions held last month
in Orlando, Fla. The REVERSAL trial is covered in the pages of
Internal Medicine Alert because of the abundant coverage of this
issue in the lay press, as well as possible questions your patients
may ask regarding this subject. — Stephen A. Brunton, MD

Reversing atherosclerosis with aggressive lipid lowering
(REVERSAL) is a prospective, randomized, controlled trial

assessing the effectiveness of an intensive or aggressive lipid-lower-
ing approach (atorvastatin 80 mg) to a moderate one (pravastatin 40
mg). The study used intravascular ultrasound (IVUS) assessment of
coronary atherosclerosis in a coronary artery disease (CAD) popula-
tion of 502 subjects who were randomized to atorvastatin (A) or
pravastatin (P) and followed for 18 months. The cohort averaged 65
years of age and had symptomatic CAD with at least one stenosis of
> 20% and one coronary artery with a < 50% lesion. Baseline entry
LDL cholesterol was 125-210 mg following an 8-week washout of
lipid therapy. Investigator-blinded IVUS was carried out at baseline
and at trial completion, using a motorized pullback in the index ves-
sel with 1-mm “slices.” The primary end point was the percentage
change in total atheroma volume. The secondary end point was the
absolute change in percent stenosis obstruction volume. Baseline
mean LDL cholesterol was 150 mg/dL. 

Results
A induced a 46% decrease in LDL-C, with the mean on treat-

ment LDL of 79 mg/dL for A vs 110 mg/dL for P (P = .0001). P
patients experienced a 2.7% mean increase in total plaque volume
vs no (-0.4%) change with A (P = .02). The obstruction volume
analysis demonstrated a 1.6% increase with P vs no change with A
(P = .0002). Baseline C-reactive protein was 3 mg/dL and fell 36%
in the A group vs 5.2% with P (P = .0001). 

All subgroup analyses in the 2 cohorts were comparable,
including in diabetics, who represented 20% of the REVERSAL
cohort (P = increase in diabetic plaque volume 3.4%, A no
change; nondiabetics 1.5% increase with P, no change with A).
Baseline LDL in subjects below the mean progressed with P but
not A, including 167 P whose mean LDL-C was 88 mg/dL at
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study end but still progressed. Sixty-seven percent of
P patients reached an LDL of < 100 mg/dL. There
were no adverse events or clinical event differences.
Regression was confirmed in some individual A sub-
jects but was variable; overall group regression was
not seen. 

Dr. Steven Nissen, the primary investigator of
REVERSE, suggested that the potent efficacy of atorvas-
tatin supports the hypothesis of additional pleotropic
actions of the statin in addition to LDL-C lowering. 

■■ COMMENT BY JONATHAN ABRAMS, MD
The REVERSAL results, while remarkably robust,

are not a real surprise. The dictum “lower is better”
was first suggested by the post-CABG trial, and much
data since have supported this view. In the Heart Pro-
tection Study, all levels of LDL-C, including a base-

line of < 100 mg/dL, benefited from 40 mg of simvas-
tatin in these high-risk subjects. The ASAP trial also
indicated that powerful LDL-C reduction with 80 mg
atorvastatin is beneficial in familial hypercholestemia
subjects, when compared to lesser LDL reduction with
simvastatin. 

What is new in REVERSAL is the use of the intravas-
cular plaque volume assessment with ultrasound, a pow-
erful tool that is far more sensitive and precise than
quantitative computer-assisted coronary angiography.
IVUS assesses intraluminal plaque, as well as athero-
sclerosis outside the intima (ie, within the vessel wall).
This technique was used in an equally exciting recent
trial evaluating short-term efficacy of APO A1 Milano
infusion and is the most persuasive tool available to
monitor coronary atherosclerosis. Body counts and car-
diovascular event rates are the ultimate clinical method
for evaluating statin therapy but require thousands of
patients and many trial years. REVERSAL raises the bar
for approaches to atherosclerosis therapy and diagnosis
and clearly confirms the cholesterol hypothesis. Whether
or not the nonlipid effects of A are important remains an
interesting issue that is not resolved by this study; Dr.
Nissen believes pleiotropism is a key to the A results. Of
interest in this regard are the greater “anti-inflammatory”
actions of A (CRP analysis), which could, however, be
solely due to greater LDL reduction and reduced oxi-
dized LDL effects.   ■

Dr. Abrams is Professor of Medicine, Division of Cardiolo-
gy, University of New Mexico, Albuquerque, NM. 

Why Aren’t We Mad?
A B S T R A C T  &  C O M M E N T A R Y  

Synopsis: Labels on the 10 most frequently used herbs
failed to adequately describe the ingredients, provide the
correct dose of the herb, or were not interpretable by pro-
fessional pharmacists.

Source: Garrard J, et al. Arch Intern Med. 2003;163:
2290-2295.

In 2000, the sales of herbs and dietary supple-
ments were more than $15 billion. There are numer-

ous reports of herbal products having serious interac-
tions with other drugs, and more recent analysis has
shown that the products do not always contain the ingre-
dients listed on the labels and may contain ingredients
other than those advertised or listed.1,2
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Patients who report use of herbs to their physician
are usually not able to describe the ingredients of the
herbs they are taking and may not be taking an appro-
priate dose. The purpose of this study by Garrard and
colleagues was to describe the variations in the label
information of the 10 most commonly purchased
herbs.

Products of each of 10 herbs were surveyed in sam-
ples from 20 retail stores in a large metropolitan area.
Herbs were those with the greatest sales volumes in
1998: Echinacea, St. John’s wort, Ginkgo biloba, garlic,
saw palmetto, ginseng, goldenseal, Siberian ginseng,
aloe, and valerian.

Each herb studied had a large range of label ingredients
and of recommended daily dose (RDD) across available
products. Strengths were not directly comparable because
of ingredient variability. (In the absence of federal stan-
dard for ingredients or dose recommendations, the bench-
marks for RDD and for recommended content were taken
from the Professional’s Handbook of Complementary and
Alternative Medicines.4) Among 880 products, 43% were
consistent with a benchmark in ingredients and recom-
mended daily dose, 20% in ingredients only, and 37%
were either not consistent or label information was insuf-
ficient. Price per RDD was a predictor of consistency with
the benchmark, but store type was not. 

Garrard et al concluded that persons self-medicating
with an herb might be ingesting ingredients substantially
different from those recommended by a benchmark.
Higher price was the best predictor of consistency with a
benchmark. This study demonstrates that health
providers and consumers need to closely examine label
ingredients of presumably the same or similar herbal
products.  

■■ COMMENT BY RALPH R. HALL, MD, FACP
Garrard et al’s conclusions were perplexing. They

concluded that higher cost was a predictor of content
and quality, while their findings demonstrated that for
valerian, St. John’s wort, Ginkgo biloba, and aloe, a
lower cost was associated with consistency with the
benchmark. If your product contains the correct ingredi-
ents or correct dose only 60-75% of the time using such
criteria, why would you want to buy it? 

In the discussion, Garrard et al state that many of the
products had label descriptions of ingredients and prod-
ucts that were so vague professional pharmacists were
unable to interpret them. How then is the consumer
going to interpret the label? 

One must further be aware that even though the prod-
uct labels are explicit, the product may be missing the
key ingredient or, in the case of some weight-control

herbs, they may contain an ingredient that is not listed
such as ephedra or a related product. Studies reported by
consumerlab.com have shown that many products do not
contain any of the listed ingredients or at best only a
trace. A report from consumerlab.com in 2000 found
that 25% of Ginkgo biloba-labeled products did not con-
tain significant amounts of the herb. Even though they
did not pass testing, all bore labels claiming standardiza-
tion for the product.2

This study examines only 1 aspect of the difficult
health problems that are rife in the dispensing of
herbal products. A recent report showed that 50% of
the liver-transplant patients at a large academic center
had used potentially hepato-toxic herbal and dietary
supplements.3 In a group of 105 patients who took
weight-reducing pills containing Aristolochia
fangchi, 43 developed end-stage renal disease.4 While
preparing an editorial regarding A fangchi, David
Kessler, former head of the FDA, was able to easily
purchase the herb.

This herb has also been associated with a significant
incidence of carcinoma of the urogenital system.5

Even when the FDA is able to act against these
agents, how is it to know which products contain the
toxic ingredient? How are they to know which agent
sells them? Kessler notes that “Congress has put the
FDA in the position of being able to act only after the
fact and after substantial harm has occurred.”

The root of this problem was fueled by passage of the
Dietary Supplement Health and Education Act of 1994,
(sometimes called the “Hatch Act,” after Senator Oren
Hatch of Utah, who introduced this bill and who current-
ly chairs the committee that would be involved in any
change of this act). The act deregulated the industry by
limiting the role of the FDA.  

The Office of the Inspector General report noted that
the FDA currently receives reports of less than 1% of all
adverse events associated with dietary supplements; that
“data on these adverse events are characterized by limit-
ed medical information, limited product information,
limited manufacturer information, limited information
on affected consumers, and limited ability to analyze
trends of adverse event reports.”6

If the large pharmaceutical companies market a drug
in which there are even a minimal amount of data sug-
gesting that it is not effective or unsafe, there is a public
outcry. Where is the outcry regarding the disasters and
deception of the herbal medicine and dietary supplement
industry?   ■
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Randomized, Controlled 
Trial of Biofeedback for 
Fecal Incontinence
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In this study, fecal incontinence therapies,
including standard care (advice), sphincter exercises,
and computer-assisted biofeedback, all led to substan-
tial improvements in continence, quality of life, psycho-
logical well being, and sphincter function with no evi-
dence of superiority for biofeedback.

Source: Norton C, et al. Gastroenterology. 2003;125:
1320-1329.

Fecal incontinence is a dreaded condition. a
UK study found that 5.7% of women and 6.2%

of men older than 40 described some degree of fecal
incontinence. Various behavioral approaches to fecal
incontinence have been described, including consid-
erable enthusiasm for biofeedback in this socially
disastrous and demoralizing condition—but without
comparison of such techniques to standard care.
Metaanalyses have suggested that 48.6% of patients
could be cured using biofeedback, and 71.7% were
improved. However, a Cochrane review was less san-
guine about the believability of these data. Norton and
colleagues at St. Marks Hospital in England have under-
taken a carefully randomized study of patients with fecal
incontinence who had not undergone prior biofeedback.
Two subgroups were selected: those with and without
evidence for anatomic anal sphincter damage by ultra-
sound; 171 patients were randomized. 

Therapeutic groups were: 1) nine 40-60 minute
sessions with a specialist nurse who advised patients
about lifestyle, diet fluids, techniques to improve
evacuation, and titration of prescribed antidiarrheal
medications; 2) all of the prior maneuvers plus
detailed digital exam-based sphincter exercise

instruction; 3) all of the above plus computer-assisted
biofeedback during the training sessions (increasing
rectal sensitivity to distention, improved coordina-
tion, etc); and 4) all of the prior interventions plus use
of an at-home biofeedback device to enhance sphinc-
ter contractions. Outcomes in a predetermined sample
size for power evaluated included patient satisfaction
scores, objective measures of sphincter function, and
careful scoring of symptom frequency/severity. Per-
haps surprising to some, there were no advantages
found with any of the interventions beyond standard
care as in group 1. However, all patient groups statis-
tically responded to therapy subjectively and also in
terms of the objective criteria used. More than 50% of
all patients achieved some benefit. This is still a
labor-intensive and lengthy process, but it was
deemed to be clearly worthwhile for a great many of
these otherwise miserable patients. 

■■ COMMENT MALCOLM ROBINSON, MD, FACP, 
FACG
This paper runs counter to the modern expectation

that more technology is invariably better than simple
clinical interventions. To paraphrase Voltaire’s com-
ments in the 18th Century, the physician’s job may be to
amuse the patient while nature cures the disease—but
there is increasing evidence that physician-patient and
nurse-patient relationships are themselves potentially
intensely therapeutic.   ■

Blood Pressure in Acute
Ischemic Stroke: When 
More May Indeed Be More
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Blood pressure reduction in the first 24
hours of stroke onset is independently associated with
poor outcome after 3 months.

Source: Oliveira-Filho J, et al. Neurology. 2003;61:
1047-1051.

In the outpatient setting, treatment of blood
pressure is a key component of stroke prevention. For

patients who have already suffered a stroke, treatment
with angiotensin-converting enzyme (ACE) inhibitors is
warranted, even in the absence of hypertension. The
management of blood pressure in the acute phase of
ischemic stroke is, however, less well understood. In
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fact, it has been advocated by some that the pharmaco-
logic elevation of blood pressure may augment perfu-
sion to the ischemic penumbra and improve stroke out-
come. Many clinicians have anecdotal experience that
keeping the head of a stroke patient’s bed flat can pro-
duce improvements in their neurological exam, immedi-
ately reversible by sitting them up.

Oliveira-Filho and colleagues present data from
115 patients, evaluated and treated within the first 24
hours after stroke onset. There was an odds ratio of
1.89 in favor of an adverse outcome associated with
each 10% decrease in systolic blood pressure. This
finding occurred independent of treatment with anti-
hypertensive medications (in 59% of patients), but
was correlated with higher admission blood pressures.
Similar trends were present for diastolic blood pres-
sure, which did not reach statistical significance. The
population was representative of stroke in the general
population as classified by anatomic location (Oxford-
shire Class) and by etiology (TOAST criteria). Not
surprisingly, in addition to blood pressure, outcomes
were also predicted by stroke severity (according to
the NIH Stroke Scale). Blood pressure decreases were
defined by the difference between the admission blood
pressure and the lowest measured value within the first
24 hours of presentation.

■■ COMMENT BY ALAN Z. SEGAL, MD
Acute hypertension in the throes of a stroke is

likely part of the body’s own catecholamine-driven
protective response system to cerebral ischemia.
Blood pressure guidelines for acute stroke advise
that pharmacological lowering not be done unless
blood pressures exceed 220/120. As Oliveira-Filho et
al note, many patients were treated with blood pres-
sures below this range. Although the data suggest
that it was spontaneous decreases in blood pressure
rather than medications that were of harm, the impli-
cation remains that blood pressures may have been
overtreated in this group of patients. While theoreti-
cal concerns of hemorrhagic conversion or increased
edema due to marked blood pressure elevation
remain, it is clear that if blood pressure is to be treat-
ed at all for stroke patients, it should be done with
short-acting, easily controllable agents such as
labetalol or nicardipine.   ■

Dr. Segal is Assistant Professor, Department of
Neurology, Weill-Cornell Medical College; Attend-
ing Neurologist, New York Presbyterian Hospital,
New York, NY.

Pharmacology Update
Efalizumab Injection—
Raptiva
By William T. Elliott, MD, FACP, and 
James Chan, PharmD, PhD

Asecond biological agent has been approved
for the treatment of moderate-to-severe plaque pso-

riasis. Efalizumab is an anti-CD11a humanized IgG1
version of the murine monoclonal antibody. Similar to
alefacept, efalizumab affects the activity of T lympho-
cytes. Genetech, Inc markets Efalizumab as Raptiva.

Indications
Efalizumab is indicated for the treatment of adults

with chronic moderate-to-severe plaque psoriasis who
are candidates for systemic therapy or phototherapy.1

Dosage
The recommended dose is a single 0.7 mg/kg subcu-

taneous dose followed by weekly doses of 1 mg/kg. The
lower initial dose is to reduce the incidence and severity
of adverse reactions associated with the initial dose.1

Potential Advantages
In contrast to alefacept, which requires intravenous or

intramuscular injection, efalizumab is given subcuta-
neously and can be self-administered. Unlike alefacept,
which decreases CD4+ lymphocyte counts, efalizumab
actually increases lymphocyte counts.2

Potential Disadvantages
Efalizumab, like other immunosuppressives, may

increase the risk of serious infections or malignancies.
Thrombocytopenia has also been reported, although it is
rare (0.3%). Platelet counts should be performed at
baseline and periodically during therapy.1 Some subjects
showed signs of serious worsening of psoriasis during
discontinuation of therapy. Common side effects of efal-
izumab include headache (32% vs 22% for placebo),
fever (7% vs 3%), chills (13% vs 4%), nausea (11% vs
7%), and myalgia (8% vs 5%). These commonly occur
the day of or within 2 days of the first 2 injections.1,3

Efalizumab requires subcutaneous injections.

Comments
Efalizumab is humanized IgG1 monoclonal antibody

to CD11a that is the subunit of lymphocyte function-
associated antigen (LFA-1). The antibody interferes
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with the interaction of LFA-1 with intracellular adhesive
molecule, thus inhibiting T-cell activation, cutaneous
trafficking, and T-cell adhesion.4 The accumulation of
activated T cells is a characteristic of psoriasis.5 The
efficacy of efalizumab has been evaluated in 4 random-
ized, placebo-controlled, 12-week studies in patients
with moderate-to-severe disease at a minimum of 10%
body surface involvement.1 Efficacy end points were
75% or greater or 50% or greater reduction on the Psori-
asis and Severity Index (PASI-75, PASI-50). The 72-
point index is based on the percentage of body surface
area affected, erythema, desquamation, and induration.
In addition, subjects were evaluated on a static Physician
Global Assessment (sPGA). This is a 6-point scale
assessing severity with focus on plaque, scaling, and
erythema. At 12 weeks, PASI-75 was 22-39% for 1
mg/kg of efalizumab (n = 1213) compared to 2-5% for
placebo (n = 715).1,3 PASI-50 ranged from 52 -61% vs
14-16%. On the sPGA assessment, 19-32% of subjects
treated with efalizumab showed the lesions to be mini-
mal or clear compared to 3-4% for placebo.1 The onset
of action is about 8 weeks. Unpublished data suggest
that most responders (PASI ≥ 75) may be maintained
with once-weekly or once-every-other-week mainte-
nance dosing. Weekly dosing may produce better results
in partial responders. The median time to relapse is 60-
80 days after discontinuation of therapy. In some cases
serious worsening of psoriasis may occur during or upon
discontinuation of therapy.1 As with other immunosup-
pressive drugs, the risks of infection and malignancies
may be increased. There are no published comparative
studies between the 2 approved biological agents, efal-
izumab and alefacept. The wholesale cost for efalizum-
ab is about $275 per week or about $14,000 per year.
This is about 25% less than the cost of alefacept. 

Clinical Implications
Efalizumab is the second biological agent for the

treatment of mild-to-moderate plaque psoriasis in adults.
While these drugs bind to different sites, they both target
T-cell function. The primary advantage for efalizumab is
that it can be self-administered and does not reduce lym-
phocyte counts.   ■

References
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October 2003.
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CME Questions
27. Fecal incontinence with or without evidence of sphincter dam-

age can be improved as can quality-of-life indices by which of
the following?
a. Conservative therapeutic intervention (counseling)
b. Active anal sphincter training based on repeated digital exams

(plus a)
c. Computer-assisted anal sphincter biofeedback in the GI lab 

setting (plus a and b)
d. a, b and c plus at-home use of an anal sphincter training device
e. All of the above

28. Which of the following statements are true?
a. Higher cost was always the best predictor of accurate label 

content and dose  recommendations. 
b. Professional pharmacists were often unable to interpret the

labels. 
c. Although the contents of herbal products are often not correct,

there is little chance for adverse effects. 
d. Most adverse events due to herbal products or supplements are

reported to the FDA. 

29. An IVUS study of atorvastatin vs pravastatin showed:
a. plaque regression with atorvastatin.
b. plaque regression with pravastatin.
c. no plaque regression with either agent.
d. reduced clinical events with atorvastatin.

Attention Readers . . .
American Health Consultants is happy to announce

that we are opening up our Primary Care Reports
author process to our readers. A biweekly newsletter
with approximately 5000 readers, each issue is a fully
referenced, peer-reviewed monograph. 

Monographs range from 25-35 Microsoft Word
document, double-spaced pages. Each article is thor-
oughly peer reviewed by colleagues and physicians
specializing in the topic being covered. Once the idea
for an article has been approved, deadlines and other
details will be arranged. Authors will be compensated
upon publication. 

As always, we are eager to hear from our readers
about topics they would like to see covered in future
issues. Readers who have ideas or proposals for future
single-topic monographs can contact Managing Editor
Robin Mason at (404) 262-5517 or (800) 688-2421 or
by e-mail at robin.mason@ahcpub.com.

We look forward to hearing from you.   ■

Answers:27 (e); 28 (b); 29 (a)
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TZDs and HF in 
People with 
Type 2 Diabetes

Thiazolidinediones (tzds) offer
numerous potential benefits in dia-

betic patients, including improved
insulin-stimulated glucose disposal,
decreased insulin resistance, and favor-
able lipid effects. One of the well-recog-
nized adverse effects of TZDs is an
increase in plasma volume, reflected by a
decrease in hematocrit, weight gain, and
edema. Although case reports of an asso-
ciation between TZDs and heart failure
have been reported, no published study
has specifically examined this issue. 

Relying on a large health insurance
claims database, Delea and colleagues
compared data from type 2 diabetic
patients receiving TZDs (n = 5441) with
control subjects (n = 28,103) based
upon observational data accrued August
1997-March 2001. 

During the follow-up period, sub-
jects receiving TZDs were more than
1½ times more likely to experience
heart failure than control subjects
(2.3% incidence vs 1.4%). This trans-
lates into an approximately 60%
greater relative risk of heart failure for
diabetics treated with TZDs than con-
trols. On the other hand, having
received a prescription for metformin
in the 3 months before initiation of the
observation period was associated with
a lesser risk of heart failure, hence
“antidiabetic treatment” per se cannot
be held culpable.

Previous warnings have cautioned
specifically about the combination of
insulin with TZDs, indicating an
increased risk of heart failure; in this
study, however, no discernible differ-
ence in risk of heart failure between
TZDs with, or without, insulin was
seen.   ■

Delea TE, et al. Diabetes Care. 2003;
26:2983-2989.

Exercise Plus Behav-
ioral Management in
Patients with AD

Although alzheimer’s disease
(AD) prompts clinicians to imme-

diately address cognitive function, there
is much less awareness of AD effect
upon physical conditioning. AD patients
have been found to be at greater risk of
falls, fractures, rapid decline in mobility,
and undernutrition. Pilot studies of exer-
cise programs for AD patients have been
promising, with benefits extending
beyond simple conditioning to include
favorable effects upon depression.

Home-based caregivers, for whom lit-
tle guidance has been available about
optimum techniques for exercise and
behavioral management, provide much
of the care for AD. This study random-
ized AD patients (n = 153) to traditional
community care or an active exercise and
behavioral management program. The
active treatment group (patient and care-
giver) received 12 sessions lasting 1 hour
with instruction about exercise, strength
training, balance, and flexibility, with a
goal of at least 30 minutes of moderate
intensity exercise daily. Supervised
instruction occurred for 3 months, after
which the patient and caregiver were “on
their own”’ for an additional 24 months.

When compared to persons who
received “routine” care, at 3 months
time there was a significant difference in
the SF-36 (quality of life evaluation) and
depression scores in favor of active
treatment. Indeed, while improvements
in scores were seen amongst the active
treatment group, declines in scores were
seen for traditional care. At 24 months,
there were still significant differences
between the 2 groups. Teri et al con-
clude that the robust and enduring bene-
fits of a simple exercise program, when
coupled with behavioral management
skills for caregivers, are achievable for
AD patients and merit consideration by
clinicians.   ■

Teri L, et al. JAMA. 2003;290:
2015-2022.

Spironolactone in
Resistant HBP

Acommonly accepted definition
of resistant hypertension (r-HTN)

is failure to obtain blood pressure con-
trol (ie, < 140/90) with 3 or more differ-
ent classes of antihypertensive medica-
tion. As many as 30% of hypertensive
patients may fall into this category; for
instance, in the recently completed
ALLHAT trial, 34% of subjects, despite
intensive multidrug treatment, failed to
achieve goal BP. 

In the past, use of aldosterone antag-
onists like spironolactone (SPL) was
often reserved for cases of aldostero-
nism, or in persons plagued with persis-
tent hypokalemia. Doses that may lead
to an unacceptable adverse effect profile
(100-400 mg/d) were not uncommonly
used in such circumstance. Whether
more modest doses of SPL (12.5-50
mg/d) might prove effective in r-HTN
was the subject of this study. 

At 6 months of treatment with SPL,
the mean reduction in BP was 25/12
mm Hg. Although subjects who ulti-
mately were determined to have aldos-
teronism required a higher dose of SPL
than persons with low plasma renin,
there was no statistically significant
difference in efficacy between these
subgroups. Similarly, there was no
white vs black ethnic disparity in effi-
cacy. The adverse effects profile
included 4% incidence of breast ten-
derness, 7% incidence of worsening
renal function, and 3% incidence of
hyperkalemia. 

It is encouraging that an inexpensive
medication (available generically) is
generally well tolerated and can provide
substantial improvements in BP for per-
sons already on multidrug therapy.   ■

Nishizaka MK, et al. Am J Hypertens.
2003;16:925-930.
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By Louis Kuritzky, MD



184 December 15, 2003

In Future Issues: Advances in Neuropathic Pain

Clinical Scenario: The ECG and rhythm strip in the Figure were

obtained from an elderly woman admitted for an acute stroke. Her

neurologic deficit was not progressing, and she was clinically stable

at the time of admission to the hospital. No history of smoking. The

computer interpreted her rhythm as atrial fibrillation. Do you agree?

Should the patient be anticoagulated? 

Interpretation: In the absence of contraindications, the finding of

atrial fibrillation is an indication for acute anticoagulation when a

patient presents with an acute cerebrovascular accident (non-hemor-

rhagic TIA or stroke). However, the rhythm strip in the Figure does not

represent atrial fibrillation. This is because atrial activity is clearly pre-

sent throughout the rhythm strip. P wave morphology varies, virtually

from beat to beat. A spectrum of disorders exists between the irregular

supraventricular entities known as sinus rhythm or sinus arrhythmia

with PACs (premature atrial contractions), wandering atrial pacemak-

er, and MAT (multifocal atrial tachycardia). The key to distinguishing

between these three entities lies with determining if there is an under-

lying sinus mechanism to the rhythm. This is defined by the presence

of an upright P wave shape with consistent morphology and a constant

PR interval preceding many (if not most) of the QRS complexes on the

tracing. Although in its extreme form, a marked sinus arrhythmia with

frequent PACs may be difficult to recognize, one can usually identify

the presence of an underlying sinus mechanism by recognizing at least

a few consecutively occurring upright P waves with consistent P wave

in at least selected portions of a sufficiently long lead II rhythm strip.

This is very different than the phenomenon of a wandering atrial pace-

maker, in which several beats occur with one P wave shape, followed

by a gradual shift for the ensuing consecutively conducted beats to a

second or third P wave shape—ultimately returning to the original P

wave morphology. This is consistent with the psychologic concept of a

gradual shift in pacemaker site from different places in the atria. In

contrast to sinus mechanism rhythms and wandering pacemaker, P

wave morphology in the Figure shown here is completely different

from beat to beat. This is most consistent with the entity known as

MAT, although admittedly the overall heart rate is not as rapid as the

name of this entity implies. Although most often seen in long-term

smokers with chronic pulmonary disease, MAT may also occasionally

occur in non-smokers. The clinically important point in this case is that

despite constant alternation of atrial impulse sites, atrial contraction is

maintained, such that anticoagulation of this rhythm is not essential as

it would be if an elderly patient with acute non-hemorrhagic stroke

presented with atrial fibrillation.   ■

ECG Review

By Ken Grauer, MD

A CVA to be Anticoagulated?

Figure. 12-lead ECG and rhythm strip obtained from an elderly woman with an acute stroke. 
Should the patient be anticoagulated?



The FDA has approved Pfizer's eplerenone
(Inspra) for the treatment of congestive heart
failure (CHF) in patients who have sustained

a myocardial infarction. The drug is a selective
aldosterone blocker, a new class of drug for the
treatment of CHF. It differs from spironolactone in
that it selectively blocks the mineralocorticoid
receptor, but not the glucocorticoid, progesterone,
or androgen receptors. The approval of eplerenone
for the treatment of CHF was based primarily on
the findings of the Eplerenone Post-Acute
Myocardial Infarction Heart Failure Efficacy and
Survival Study (EPHESUS), which was published
in the April 2003 issue of the New England Journal
of Medicine. In EPHESUS, nearly 7000 patients with
acute myocardial infarction and left ventricular
dysfunction and heart failure were randomized to
eplerenone 25 mg per day titrated up to 50 mg per
day or placebo. Both groups also received optimal
medical therapy. Following 16 months of follow-
up, there was a significant reduction in death rate
(RR, 0.85; 95% CI, 0.75-0.96; P = 0.008) in the
eplerenone group. The drug also resulted in signif-
icant reductions in cardiovascular deaths and sud-
den cardiac death (N Engl J Med.
2003;348:1309-1321). The drug appears to be well
tolerated with the primary adverse events being
hyperkalemia and increased creatinine levels.
Because of the selectivity of the drug for the min-
eralocorticoid receptor, there is no reported
increase in menstrual disorders, gynecomastia, or
impotence with eplerenone, adverse reactions that
are frequently associated with spironolactone
usage. Pfizer will make the drug available through
an early access program by December 2003.
Eplerenone was previously approved for treat-
ment of hypertension alone or in combination
with other antihypertensive agents.

No Adverse Effect with Concomitant Aspirin
and ACE Inhibitor Use in CHF Patients

Aspirin does not adversely affect survival in
patients with stable CHF who were being treated
with an ACE inhibitor, according to a French
study published in October. This study contra-
dicts earlier studies, which raised concern about
the concomitant use of aspirin and ACE inhibitors
in CHF patients. In a retrospective analysis, 755
stable patients with left ventricular systolic dys-
function were followed for nearly 5.5 years. Most
patients were on an ACE inhibitor and 317 were
on aspirin, the majority on low-dose aspirin (< 200
mg/d). End points included cardiac-related
deaths, version transplants, nonurgent trans-
plants, and noncardiac deaths. The analysis
revealed no relationship between the use of
aspirin and survival among patients taking ACE
inhibitors. Brunner-La Rocca and colleagues con-
clude that aspirin is not harmful for heart failure
patients who are taking ACE inhibitors (Chest.
2003; 124:1192-1194, editorial 1250-1258).

HIV Treatment Shows High Failure Rate
A once-daily, triple nucleoside reverse transcrip-

tase inhibitor (NRTI) HIV treatment regimen has
seen a high number of treatment failures and HIV
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Eplerenone Cleared for CHF Patients with Sustained MI



resistance. The rate of virologic failure reached 91%
along with a high rate of HIV resistance to NRTIs
in treatment-naive patients. Gilead Sciences has
taken the step of notifying health-care professionals
to discontinue the regimen in a “Dear Doctor” let-
ter. The treatment failures were seen with a regi-
men containing didanosine enteric-coated beadlets
(Videx EC, Bristol-Myers Squibb), lamivudine
(Epivir, GlaxoSmithKline), and tenofovir disoproxil
fumarate (Viread, Gilead) in HIV-infected treat-
ment-naive patients. Tenovir DF is no longer rec-
ommended for use in combination with didanosine
and lamivudine in treatment-naive or experienced
patients with HIV infections. The FDA is also rec-
ommending that patients currently on this regimen
should be considered for treatment modification
(http://www.fda.gov/medwatch/SAFETY/2003/
safety03.htm#viread [Accessed Nov. 5, 2003]).

New Psoriasis Treatment Approved
The FDA has approved the second biologic for

the treatment of psoriasis. Genentech’s efal-
izumab (Raptiva) was approved for the treatment
of moderate-to-severe psoriasis in October. It
joins Biogen’s alefacept (Amevive), which was
approved in January 2003 and will probably soon
be joined by Amgen’s rheumatoid arthritis drug
etanercept (Enbrel), which is also seeking
approval for the treatment of psoriasis.
Efalizumab is a humanized therapeutic antibody
that blocks the activation, reactivation, and traf-
ficking of T-cells that lead to the development of
psoriasis symptoms. The drug requires a once-a-
week self-injection and will cost $14,000 a year.

THG Controversy Gains Steam
The FDA has issued a warning regarding

tetrahydrogestrinone (THG), a synthetic
“designer” steroid, which is derived by simple
chemical modifications from another anabolic
steroid. Little is known about the safety of the
drug or its structure, but its relationship to better-
known products suggests that it may represent a
considerable health risk. THG has been marketed
as a dietary supplement; however, the FDA has
determined that it is an unapproved drug and as
such cannot be legally marketed. Urine assays
have recently been developed for THG, and test-
ing of athletes has revealed some disturbing find-
ings. Four US Olympic athletes, as well as Britain’s
leading sprinter, have tested positive in the initial
assay—further tests are to follow. A San Francisco
grand jury is looking into a California nutritional
supplement manufacturer that may be the source

of the drug. The FDA statement is available at
www.fda.gov/bbs/topics/NEWS/2003/NEW009
67.html (accessed Nov. 5, 2003).

New Study Examines
Sulfonamide Nonantibiotics

Is it safe to use a sulfonamide-based nonantibi-
otic in patients who have an allergy to sulfonamide
antibiotics? A large retrospective cohort study from
the United Kingdom looked at this issue and sug-
gests that penicillin allergy is as likely or more
likely to be associated with nonantibiotic sulfon-
amide reactions as a history of sulfonamide antibi-
otics allergy. Nearly 10% of patients with a history
of allergy to a sulfonamide antibiotic had an allergic
reaction after receiving a sulfonamide nonantibiotic
compared to only 1.6% of patients who have no his-
tory of allergy to sulfonamide antibiotics. Patients
who had a history of hypersensitivity to penicillin
were most likely to have an allergic reaction to a
sulfonamide nonantibiotic (adjusted odds ratio, 0.6;
95% CI, 0.5-0.8). Strom and associates conclude that
there is a relationship between hypersensitivity to
sulfonamide antibiotics and subsequent allergic
reaction with sulfonamide nonantibiotics such as
thiazide diuretics; however, this risk seems to be
due to a predisposition to allergic reactions rather
than a cross reactivity between sulfonamide-based
drugs (N Engl J Med. 2003;349:1628-1635).

FDA Actions
Novavax Inc has received FDA approval to

market a new topical estrogen therapy for the
treatment of hot flashes in menopausal women.
The white lotion is an emulsion of estradiol topi-
cal that women apply only to their legs, thighs or
calves on a daily basis. The topical preparation is
absorbed through the skin allowing estradiol to
bypass enterohepatic circulation. Estradiol topical
emulsion will be marketed under the trade name
Estrasorb.

The FDA has issued an approvable letter to
Cephalon, Inc. regarding expanded indications
for modafinil (Provigil). The drug is currently
approved for excessive daytime sleepiness associ-
ated with narcolepsy. The letter states that
modafinil is approvable for improving wakeful-
ness in patients with excessive sleepiness associ-
ated with shiftwork and in patients with
obstructive sleep apnea/hypopnea syndrome.
Cephalon had also sought approval for other
causes of excessive sleepiness including jet lag;
however, the FDA panel could not come to agree-
ment on that recommendation.   ■

2 PHARMACOLOGY WATCH® / December 2003


	ecg: 


