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Synopsis: Other than weight loss and head of bed elevation, this
study found little justification for most of the lifestyle modifications

ordinarily recommended for GERD management.

Source: Sharara AI, et al. A randomized double-blind placebo-controlled
trial of rifaximin in patients with abdominal bloating and flatulence. 

Am J Gastroenterol. 2006;101:326-333.

Gastroesophageal reflux disease (gerd) is very common, 
and the American College of Gastroenterology recommends

lifestyle changes as important components of GERD management
including elevation of the head of the bed (HOB); decreased fat, choco-
late, peppermint, and coffee; cessation of smoking and alcohol; and
avoiding recumbency for 3 hours postprandially. The authors performed
a systematic review of English-language literature to assess objective
data on the effects of lifestyle modifications on GERD; 2,039 studies
were screened, and only 100 were found to be relevant. Although smok-
ing does seem to adversely affect GERD physiology, cessation of smok-
ing has not been demonstrated to improve GERD symptoms. Similarly, 
although alcohol has been shown to have deleterious effects on various
parts of GERD pathophysiology and to worsen symptoms, alcohol
abstinence is not demonstrably helpful for symptoms. 

There was general consensus that obesity and GERD are strongly
correlated, and weight loss has been variably effective in leading to
diminution of GERD symptoms. Citrus products cause apparent
esophageal discomfort, probably not due to their acidity. No study
has shown effects of citrus avoidance on GERD. There are very
equivocal data on carbonated beverages, coffee and caffeine, spicy
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foods, mint, and chocolate. All have been implicated in
worsening symptoms, but withdrawal trials of these
agents haven’t been done. Although quite good (classi-
cal) studies have shown that fat will provoke reflux, a
recent review of this subject failed to recommend any
modification of fat in GERD patients. Almost all physi-
cians would agree that large late meals are a bad idea for
GERD sufferers, but these authors found some conflict-
ing data including a study by Orr and Harnish (Aliment
Pharmacol Ther. 1998;12:1033-1038) suggesting that
there was no difference between an earlier and a later
meal. HOB elevation also has been studied with some
conflict in results, but these authors concluded that suffi-
cient data exist to continue this recommendation.

Although data are sound for less reflux in the left lateral
decubitus position, the authors thought that recommend-
ing this would not be ‘practical.’ 

■■ COMMENTARY
As an author who is cited in the bibliography of

this article and as a long-time GERD investigator, I
find many of Dr. Gerson’s group’s conclusions sur-
prising and potentially misleading. In an era of pro-
ton pump inhibitors, studies of lifestyle modifica-
tions are unlikely to be done. This was also largely
true in the histamine H2-receptor antagonist era. It
seems to me that the large numbers of studies
affirming physiologic worsening of GERD with the
provocations outlined in the article cannot be
ignored despite an absence of controlled trials of
lifestyle measures for specific amelioration of dis-
ease symptoms. 

Untold numbers of patients have clearly delineat-
ed their increased GERD-type symptoms following
coffee, spicy foods, high fat meals, alcohol, onions,
tomatoes, and citrus products. Similar numbers have
been certain that their symptoms improved when
such provocations were eliminated. “Blinded”
intraesophageal infusions of coffee and orange juice
and spicy tomato drinks have been shown to pro-
voke clear-cut GERD symptoms. The study of late
vs early meals by Orr and Harnish specifically
excluded patients with esophagitis, and the meal
that they selected may have been insufficiently
provocative. GERD is a complicated illness charac-
terized by very large variations in presentation and
undoubtedly in pathophysiology. Patients with
hypersensitive esophageal mucosa (a large propor-
tion of the total patient population) may respond
quite differently than patients with extensive
mucosal injury (less common) or those with Barret-
t’s esophagus (often relatively insensitive to acid
and other provocations). 

All in all, I believe that wise clinicians will con-
tinue to follow the ACG Guidelines for lifestyle
modification since they have seemingly been very
helpful to large numbers of patients over the years.
They are also inexpensive and harmless. Until clear-
cut data refuting these guidelines are forthcoming, I
for one do not believe that the absence of clear clini-
cal end points is the same as the negation of utility
of specific interventions.   ■
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Yes, We Can Treat 
Alcoholism Effectively
A B S T R A C T  &  C O M M E N T A R Y

By Joseph E. Scherger, MD, MPH

Clinical Professor, University of California, San Diego
Dr. Scherger reports no financial relationships to this field of study.

Synopsis: The medical management of alcohol depen-
dence is highly effective if done intensively. In a large
randomized controlled trial, best outcomes occurred
with frequent contact with a primary care provider, nal-
trexone, with or without a combined behavioral inter-
vention. A recently approved medication, acamprosate,
did not provide additional benefit.

Source: Anton RF, et al. Combined pharmacotherapies and
behavioral interventions for alcohol dependence: the COM-
BINE study: a randomized controlled trial. JAMA. 2006;295:
2003-2017.

About 8 million americans have alcohol
dependence by current diagnostic criteria. Alcohol

dependence is a leading preventable cause of morbidity
and mortality, and is a major contributor to health care
costs. Most persons with alcohol dependence are not
recognized or treated by primary care physicians.

The COMBINE Study Research Group, based at the
Center for Drug and Alcohol Programs, Medical Uni-
versity of South Carolina, conducted a multicenter ran-
domized controlled trial of almost 1400 recently alco-
hol-abstinent volunteers. There were 8 treatment groups
and a control group which received behavioral interven-
tion without medical management or medications. In
order to understand these findings, and be successful in
practice, a description of the interventions is important.

All the patients met the diagnostic criteria for primary
alcohol dependence and the average age was 44. At ran-
domization all patients were abstinent from 4 to 21 days.
The treatment period was 16 weeks and the patients
were followed for one year after treatment. Four of the
treatment groups received medical management and
medication (naltrexone, acamprosate or both) or place-
bo, but no combined behavioral intervention (CBI). Four
of the treatment groups received medical management,
CBI, and medication or placebo. The control group
received CBI alone.

Medical management consisted of 9 primary care vis-
its over the 16-week period. The initial visit was 45 min-

utes and covered the diagnosis of alcohol dependence,
the negative consequences of drinking, a recommenda-
tion for abstinence, education about medications and a
medication adherence plan in collaboration with the
patient. Attendance at support groups such as Alcoholics
Anonymous (AA) was encouraged. The 8 subsequent
visits (2 weeks apart) averaged 20 minutes and covered
a review of the patient’s drinking behavior, overall func-
tioning, medication adherence and adverse effects.
Patients who resumed drinking were given advice and
encouraged to attend support groups. 

Combined behavioral intervention was delivered by
licensed behavioral specialists with expertise in alco-
holism treatment. Up to twenty 50-minute sessions were
available covering cognitive behavioral therapy, 12-step
facilitation, motivational interviewing, and support sys-
tem involvement. Flexibility was permitted in the num-
ber of sessions and selection of modules based on the
patient’s needs and interest. A motivational interviewing
style was used throughout.

Patients had to return for their biweekly primary care
visits to receive medication. All naltrexone, acam-
prosate, and placebo pills were identical in appearance,
and all groups took the same number of pills each day.
Naltrexone was given as 25 mg days 1 to 4, 50 mg days
5 to 7, and 100 mg days 8 to 112. Acamprosate was
given as two 500 mg tablets 3 times per day. These high-
er than usual doses were chosen based on evidence that
they were more effective and provided better coverage
for missed doses. Both medications were well tolerated.

Before treatment, the patients averaged 1 in 4 days of
abstinence (25%). All 9 groups averaged two thirds or
67% or more abstinent days. The best results were seen
with medical management plus naltrexone (80% absti-
nent days), medical management plus CBI (79%) and
medical management, CBI and naltrexone (77%). The
control group receiving CBI alone had 67% abstinent
days. Acamprosate offered no additional benefit during
this trial. The treatment differences persisted over the 1-
year follow-up period. 

■■ COMMENTARY 
The efficacy of this medical management trial in treat-

ing alcohol dependence is impressive. The use of a prima-
ry care setting should motivate internists and other prima-
ry care physicians to treat more of these patients. Similar
to other conditions requiring behavioral and lifestyle
change (smoking and obesity), a multimodal intervention
is required with intensive follow-up. While such a treat-
ment approach is expensive, and reimbursement is always
challenging for a condition such as alcohol dependence,
this primary care approach is much less expensive than
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inpatient or residential treatment programs.
This study was funded by the National Institute on

Alcohol Abuse and Alcoholism  (NIAAA). The lead
investigators have received funding by the pharmaceutical
manufacturers of the medications. There were some sur-
prises in the findings. The lack of additional benefit of
acamprosate does not fit with other trials which have
shown efficacy in maintenance of abstinence from alco-
hol.1 It may be that the intensive medical management and
CBI masked the benefit of the medication that might be
seen with less intensive approaches. CBI did not provide
as much added benefit as might be expected, but the inten-
sive medical management with referral to AA or other
support groups was comparable and may have masked the
benefit of behavioral intervention. Busier primary care
physicians may need to rely more on behavioral therapists.

The big lesson here for primary care physicians is that
excellent outcomes may be achieved in treating alcohol
dependence using a medical model combining frequent
visits and medications, especially naltrexone.   ■

Reference
1. Mason BJ. Treatment of alcohol-dependent outpa-

tients with acamprosate: a clinical review. J Clin Psy-
chiatry. 2001;62 Suppl 20:42-48.

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

By Michael H. Crawford, MD

Professor of Medicine, Chief of Clinical Cardiology, University of

California, San Francisco

Dr. Crawford is on the speaker’s bureau for Pfizer.

Synopsis: Overall, clopidogrel plus aspirin was not sig-
nificantly more effective than aspirin alone in 
reducing the rate of myocardial infarction, stroke, or
death from cardiovascular disease.

Sources: Bhatt DL, et al. Clopidogrel and Aspirin versus
Aspirin Alone for the Prevention of Atherothrombotic Events.
N Engl J Med. 2006;354:1706-1717; Wolfram RM, et al.
Clopidogrel Loading Dose (300 versus 600 mg) Strategies for
Patients with Stable Angina Pectoris Subjected to Percuta-
neous Coronary Intervention. Am J Cardiol. 2006;
97:984-989.

Clopidogrel plus aspirin have been shown to
reduce subsequent events in patients with unstable

angina, myocardial infarction (MI), and post percuta-
neous interventions. Its role in long-term prophylaxis in
high-risk patients without these acute events is unclear.
Thus, the Clopidogrel for High Atherothrombotic Risk
and Ischemic Stabilization, Management, and Avoid-
ance (CHARISMA) trial was conducted in 15,603
patients with either clinically evident cardiovascular dis-
ease or multiple atherothrombotic risk factors. They
were randomized in a double-blind fashion to clopido-
grel (75mg/d) plus aspirin or aspirin (75-160 mg/d)
alone (plus placebo). The primary efficacy end point
was death, stoke, or MI. The primary safety end point
was severe bleeding. There were a variety of secondary
end points and prespecified subgroup analyses. After a
median follow-up of 28 months, the primary end point
occurred in 6.8% of the clopidogrel group and 7.3% of
the placebo group (P = .22). The primary safety end
point occurred in 1.7% of the clopidogrel patients and
1.3% of the placebo group (P = .09). Bhatt and col-
leagues concluded that overall clopidogrel plus aspirin
was no more effective than aspirin alone at preventing
subsequent events in patient with known cardiovascular
disease or multiple risk factors for it. 

Although clopidogrel is an important adjunct to
aspirin therapy in patients undergoing percutaneous
coronary interventions (PCI), there has been controversy
over the appropriate loading dose. Thus, Wolfram and
colleagues compared a 300 mg to a 600 mg loading dose
immediately prior to PCI in 445 patients with stable
angina. The primary end points were post procedure
biomarkers of myocardial necrosis, bleeding, and vascu-
lar complications at 30 days. There was no difference in
the primary end points between the 2 groups. Wolfram
et al concluded that a 600 mg loading dose of clopido-
grel pre-PCI is safe, but does not improve 30-day out-
comes following PCI as compared to 300 mg. 

■■ COMMENTARY
Clopidogrel has become a staple of modern car-

diovascular care, but higher doses and more wide-
spread use do not seem to be indicated. With regard
to pre-PCI use, a 300 mg load seems adequate. The
lingering question is when clopidogrel is given many
hours before PCI, what is the appropriate dose?
Other trials have shown improved outcomes with a
600 mg load, but only when given hours before,
which is not the usual practice in the United States.
Also, higher doses may be warranted in patients with
unstable syndromes. The patients described above
had stable angina. One drawback to this study is that
it is retrospective and the dose of clopidogrel was not
randomized. Thus, there may have been individual
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selection biases that influenced the results. In fact,
about two-thirds of the patients received 600 mg,
suggesting that is/was the conventional wisdom at
the Washington Hospital Center.

The idea that if clopidogrel plus aspirin is good for
acute cardiovascular event patients that it must be good for
all cardiovascular disease patients seems logical, but could
not be proven in the CHARISMA trial. In some ways this
is not surprising because cardiovascular events and proce-
dures are associated with coronary endothelial damage and
a greater risk for thrombotic complications, but stable
patients probably have largely intact endothelium, and the
risks of clopidogrel outweigh its benefit. There may be
subgroups of stable patients who may have damaged
endothelium and would benefit, but they may be difficult
to identify. This study suggested that symptomatic patients
may fall in this category, but such subgroup analyses are
often inaccurate, and a prospective trial would be required
to confirm this. For now it appears that aspirin alone is suf-
ficient unless an acute coronary syndrome develops or PCI
is required in stable cardiovascular disease patients or
those with high likelihood of this disease.   ■

Pharmacology Update
Methylphenidate 
Transdermal System 
(Daytrana)

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

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

The fda has approved the first transdermal
patch for the treatment of attention deficit hyperac-

tivity disorder (ADHD). This once daily
methylphenidate patch is worn for nine hours and is
designed to withstand normal daily activities including
swimming and bathing. The patch is manufactured for
Shire US Inc. by Noven Pharmaceuticals and is market-
ed as Daytrana.

Indications
Methylphenidate transdermal system (MTS) is indi-

cated for the treatment of ADHD in children 6 to 12
years of age.1

Dosage
The recommended dose of MTS is one 12.5 cm2

patch once daily which delivers 10 mg of drug. The
patch should be applied to the hip area and worn for 9
hours. If the response is inadequate, the dose may be
increased weekly to 18.75 cm2, 25 cm2, and 37.5 cm2.
These deliver 15 mg, 20 mg, and 30 mg respectively. 

MTS transdermal system is available in 4 strengths,
delivery 10 mg, 15 mg, 20 mg, and 30 mg.

Potential Advantages
The patch provides a new delivery system for

methylphenidate which allows for once-daily applica-
tion. 

Potential Disadvantages
The patch must be applied 2 hours before school and

removed 9 hour later. MTS may be irritating to the skin
and can cause an allergic skin rash. Skin sensitization
has been reported in 13-22% of patients.2 The incidence
of insomnia and anxiety may be higher with the patch
than an oral extended-release formulation. Total drug
exposure is higher with MTS compared to Concerta®,
however this is mainly due to the ‘inactive’ enantiomer,
l-methylphenidate.2

Comments
Daytrana™ is methylphenidate formulated in a multi-

layer transdermal system using Noven’s DOT Matrix tech-
nology. The patch delivers methylphenidate comparable to
immediate release oral methylphenidate given 3 times a
day.3 The efficacy of the methylphenidate patch was
shown in a phase II, double-blind, placebo-controlled, lab-
oratory classroom assessment in children with ADHD.1,4

Subjects were optimized over 5 weeks using escalating
doses then randomized to 1 week on the patch or placebo.
The subjects were then crossed over to the opposite treat-
ment the following week. Primary efficacy was measured
with the Deportment subscale of the Swanson, Kotkin,
Agler, M-Flynn, and Pelham (SKAMP) Teacher Rating
Scale. MTS showed significant improvement over a place-
bo patch from 2 to 12 hours after application. Adverse
events, other than skin reactions, appeared similar to that
expected with oral methylphenidate. The wear characteris-
tics of the patch appear to be good with 90% of the patch
surface adhered to the skin for most (86%) of the patches
by the end of the classroom day.1,4 In a phase III study,
MTS was compared to extended-release methylphenidate
(Concerta®), and placebo in 270 subjects.5 The incidence
of insomnia (13% vs 8%) and anorexia (26% vs 19%)
seemed higher with MTS compared to Concerta®.  There
are currently no published comparison between MTP
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patch and an oral formulation. The efficacy of MTS and
Concerta® appeared to be similar. The wholesale cost of
MTS is $3.98 per day compared to $2.57-$2.95 for Con-
certa®.

Clinical Implications
Concern has been raised regarding ADHD drugs and

the increased risk of sudden death, cardiovascular prob-
lems, and psychiatric problems (eg, psychosis, mania). In
appears that emergency department visits for adverse
events in patients on these drugs are not uncommon.6 In
February 2006 the FDA’s Drug Safety and Risk Manage-
ment Advisory Committee recommended a “black-box”
warning in the package insert.7 However the FDA Pedi-
atric Advisory Committee recommended against such a
warning in favor of “softer” cautionary language in the
labeling.8

MTS patch provides an alternative to orally formula-
tion for the treatment of ADHD. However, the safety of
long-term use has not been established. The FDA’s Psy-
chopharmacologic Drug Advisory Committee recom-
mend trying oral medications first.   ■

References
1. Daytrana™ Product Information. Shire Pharmaceuti-

cal Inc, April 2006.
2. www.fda.gov/ohrms/dockets/ac/05/slides/2005-
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3. Pelham WE, et al. Transdermal methylphenidate,
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ADHD. Exp Clin Psychopharmacol. 2005;13:111-126.
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CME Questions
25. Which of the following statements about the primary care

treatment of alcohol dependence is true?
a. Referral to a behavioral specialist is necessary to achieve best

outcomes.
b. A primary care physician using frequent follow-up visits and

current medications may achieve a high rate of abstinence.

c. Medications are effective if the primary care physician sees the
patient monthly.

d. Behavioral therapy is superior to frequent visits with a primary
care physician.

26. The report from Kaltenbach, Crockett, and Gerson found rea-
sonable support for which of the following lifestyle modifica-
tions as part of GERD management?
a. Elimination of coffee, citrus products, spicy foods, and fat
b. Head of bed elevation and weight loss
c. Avoidance of large fatty meals late at night
d. Abstinence from tobacco and alcohol
e. Strict avoidance of chocolate

27. Clopidogrel plus aspirin is indicated for:
a. stable CVD patients.
b. unstable coronary syndromes.
c. post PCI.
d. B and C

CME Objectives
The objectives of Internal Medicine Alert are:
• to describe new findings in differential diagno-

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

advantages of those advances; and
• to describe cost-effective treatment regimens.

Answers:25 (b); 26 (b); 27 (d)
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Smoking: If at First
You Don’t Succeed. . . 

Current tools to assist in smok-
ing cessation are successful in only

a minority of persons. Clinical trials are
generally based upon a single cessation
attempt, usually measured over 6-12
months to assess long-term abstinence.
Given the fact that most smokers (70%)
indicate that they would like to quit, it is
surprising that so little evidence has
been assembled about ‘next step man-
agement:’ what to do when the patient
fails an initial cessation attempt or
relapses.

Fu et al collected data on almost
1,000 smokers at a VA Hospital who had
recently attempted smoking cessation.
Subjects received a phone call 6 months
after their prescription for a smoking ces-
sation intervention. As  predicted from
previous trials, approximately two thirds
of respondents had already relapsed. 

One might intuitively conclude that
a recently relapsed smoker would have
little interest in trying again, but au
contraire, 65% stated that they wished
to make another attempt within the next
30 days. The majority of relapsed
smokers wanted to have a combination
of behavioral and pharmacologic treat-
ments, but only a tiny fraction (2%)
were interested solely in behavioral
treatment. 

On average, those who ultimately
permanently quit smoking over the long
term require about 4 attempts at cessa-
tion before they are successful. These
data suggest that relapsed subjects feel
positive about attempting cessation
again promptly. Perhaps a rapid cycling
approach by clinicians, by encouraging
relapsed patients who are wiling to try
again quickly to do so, will facilitate a
greater degree of success.   ■

Fu SS, et al. Am J Manag Care.
2006;12:235-243.

Can Hypertension be
Prevented by 
Pharmacotherapy?

Prehypertension (pHTN), defined
as either a systolic blood pressure

of 135-139, a diastolic BP of 85-89, or
both, evolves into frank hypertension
(HTN) in most individuals. Although
treatment tools for established HTN
are well defined, whether treatment of
pHTN is both feasible and tolerable
has only been the subject of limited
study. 

Subjects with pHTN (n = 809) were
randomly assigned to the angiotensin
receptor blocker (ARB) candesartan 16
mg/d or placebo, and followed for four
years. For the first 2 years of the trial,
subjects received either candesartan or
placebo; for the next 2 years, both
groups received placebo. 

At 2 years, 40.4% of placebo recip-
ients developed HTN, as compared
with 13.6% in the candesartan group.
At the 4-year measurement (remem-
ber that the candesartan group had
been off medication for 2 years at this
point), those who had received ARB
treatment for the first 2 years still
enjoyed a 16% relative risk reduction
for HTN compared to placebo-only
treated patients. Adverse effects were
LESS frequent in the treatment group
than placebo. 

Even though this study confirms
that treatment of pHTN prevents
HTN, the authors close their discus-
sion with a note of caution that until
further confirmatory research of the
benefits of pHTN treatment are at
hand, the time is not yet right to
advocate for universal treatment of
pHTN patients.   ■

Julius S, et al N Eng J Med.
2006;354:1685-1697.

Does an Impaired
Gastric Acid 
Environment 
Reduce 
Absorption of 
Thyroxine?

The treatment of hypothy-
roidism with levothyroxine is gen-

erally straightforward. Nonetheless,
simple missteps in treatment can com-
promise success. For instance, co-
administration of calcium salts or iron
interferes with thyroxine absorption.
Maintenance of gastric acid pH may
also play a role. 

Centanni et al studied  patients
receiving levothyroxine (n = 248)
who had one of several possible eti-
ologies for a less acidic gastric envi-
ronment: Helicobacter gastritis,
atrophic gastritis, or treatment with a
proton pump inhibitor (omeprazole).
Thyroxine doses necessary to main-
tain a therapeutic TSH were com-
pared in subjects with one of these
three reasons for an increased gastric
pH, compared with a group of
matched controls.

On average, the amount of
levothyroxine needed to appropriate-
ly suppress TSH was 22-34% higher
in subjects with elevated gastric pH
than in controls. Supportive of the
fact that gastric acidity was the criti-
cal element, thyroxine doses after
cessation of PPI treatment reverted to
the levels required prior to PPI treat-
ment. The authors conclude that gas-
tric acidity ultimately affects the
effectiveness of levothyroxine
absorption.   ■

Centanni M, et al. N Engl J Med.
2006;354:1787-1795.
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Clinical Scenario: The three non-continuous rhythm strips

shown below (labeled A, B, and C) were obtained from a 70-

year-old man complaining of “a little fatigue.” Based on initial

assessment of these tracings, he was diagnosed as having sick

sinus syndrome (SSS) with marked sinus bradycardia. Permanent

pacing was recommended. A second opinion questioned this

diagnosis, and the need for pacing. Who is correct? 

Interpretation/Answer: The main indication for permanent

pacing with SSS is symptomatic bradycardia. Diagnostic work-

up of the patient should exclude other potentially treatable causes

of bradycardia such as rate-slowing drugs, cardiac ischemia or

recent infarction, hypothyroidism, hypoxemia and/or electrolyte

abnormality. None of these factors were contributing to the

bradycardia in this case. 

Initial interpretation of the first part of rhythm strip A, and the

entire rhythm strip B was marked sinus bradycardia at a rate of

about 40/minute. If this was the sustained rhythm in a sympto-

matic older adult without evidence of other potential cause of

bradycardia, permanent pacing would be indicated. 

However, reinspection of the tracings shown here suggests a

different interpretation. Note that the last three beats in Tracing A

(beats #5, 6, 7) are sinus at a normal rate of 75/minute. Tracing C

shows a bigeminal rhythm. Although every other beat in Tracing

C is widened, telltale premature P waves precede each widened

complex, and define this rhythm as atrial bigeminy. QRS widen-

ing is the result of right bundle branch block aberrant conduction

of each PAC (premature atrial contraction). Herein lies the key to

this case. This elderly man was in near persistent atrial bigeminy.

Scrutiny of the terminal descending portion of the T wave in

Tracings A and B (especially in lead II of these tracings) reveals

a notched ledge not present in the three normally conducted sinus

beats at the end of Tracing A (beats 5, 6, 7). Note especially the

notched point of the T wave of beat #4. These notchings repre-

sent PACs occurring so early in the cycle that they are blocked

(nonconducted). Thus, rather than marked sinus bradycardia

from SSS, this patient had near persistent atrial bigeminy with

frequent blocked PACs producing a pseudobradycardia. Treat-

ment with low-dose disopyramide suppressed much of his

ectopic atrial activity, resulting in a near normal heart rate and no

need for pacing.   ■

ECG Review

By Ken Grauer, MD

Need for a Pacer?

Figure. Non-continuous rhythm strips obtained from a 70-year-old man with a complaint of fatigue.



The absorption of thyroxine is strongly influ-
enced by stomach acidity, according to new
study. Researchers from Italy looked at 248

patients with multinodular goiter who were
treated with thyroxine with a goal thyrotropin
(TSH) level of 0.05 to 0.20 mU/L. Of these
patients, 53 had Helicobacter pylori related gastritis
and 60 had atrophic gastritis of the stomach. The
reference group comprised 135 patients with
multinodular goiter and no gastric disorders. The
study also included 11 patients who were
infected with H. pylori during the study and 10
patients who were treated with omeprazole and
had no gastroesophageal reflux. Patients with H.
pylori-related gastritis, atrophic gastritis, or both
had a daily requirement of thyroxine that was 22-
34% higher than the reference group. In the 11
patients who became infected with age by lower
H. pylori during the study, thyrotropin levels
increased significantly (P = 0 .002), an effect that
was nearly reversed with eradication of H. pylori.
Treatment with omeprazole also increased serum
thyrotropin levels (median 1.70mU/L increase in
thyrotropin; P = 0.002), requiring a 37% increase
in thyroxine dose. 

The authors conclude that normal gastric acid
secretion is necessary for effective absorption of
thyroxine, and factors that impair acid secretion
including atrophic gastritis, H. pylori gastritis,
and treatment with omeprazole require increased
doses of thyroxine (N Engl J Med. 2006;354:1787-
1795). This study has important implications,
given millions of patients who take thyroxine, the
frequency of H. pylori infections in this country,
and frequency of use of OTC and prescription
proton pump inhibitors.

Can Plavix Add to the Efficacy of Aspirin?
Does clopidogrel (Plavix) add to the efficacy of

low aspirin in patients with vascular disease? No,
according to new study published in the April
20th New England Journal of Medicine. CHARISMA
(Clopidogrel for High Atherothrombotic Risk and
Ischemic Stabilization, Management, and
Avoidance) is a multinational study which ran-
domized 15,603 patients with either clinically evi-
dent cardiovascular disease or multiple risk
factors to receive clopidogrel (75 mg/d) plus low-
dose aspirin (75-162 mg/d) or placebo plus low-
dose aspirin for median of 28 months. The
efficacy primary end point was a composite of
myocardial infarction, stroke, or death from car-
diovascular causes. The rate of this end point was
6.8% with the combined drug treatment versus
7.3% with aspirin plus placebo (P = 0.22) for the
subgroup of patients with multiple risk factors,
the rate of the primary end point was lower for
aspirin plus placebo (5.5% aspirin plus placebo
versus 6.6% aspirin plus clopidogrel; P = 0.20)
and the rate of death from cardiovascular causes
was also higher with clopidogrel plus aspirin vs
aspirin plus placebo (3.9% versus 2.2%; P = 0.01).
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In the subgroup with clinically evident
atherothrombosis, there was a slight benefit for
aspirin plus clopidogrel (6.9% versus 7.9%, P =
0.46).

The authors conclude that overall, clopidogrel
plus aspirin was not significantly more effective
than aspirin alone in reducing the rate of myocar-
dial infarction, stroke, or death from cardiovascu-
lar disease (N Engl J Med. 2006;354:1706-1717). An
accompanying editorial acknowledges that there
were many subgroups within CHARISMA that
showed varying outcomes with clopidogrel plus
aspirin, but cautions against differentiating
patients along the lines used in the study. The
editorialists find that "these data showed no sig-
nificant benefit associated with long-term clopi-
dogrel therapy in addition to aspirin." (N Engl J
Med. 2006;354:1744-1746).

Prevention of Hypertension?
Prehypertension is defined as blood pressure in

the range of 120 to 139 mm Hg systolic or 80 to 89
mm Hg diastolic. Since JNC-VII, there has been
increased interest in prehypertension since it has
been associated with excess morbidity and deaths
from cardiovascular causes. A new study suggests
that pharmacologic intervention in patients with
prehypertension may help prevent progression to
hypertension. The Trial of Preventing
Hypertension (TROPHY) looked at 809 patients
with prehypertension. A total of 409 patients were
randomly assigned to candesartan or placebo for
2 years, followed by 2 years of placebo for both
groups. When a study participant reached the
study end point of stage I hypertension, they were
treated with antihypertensive agents. 

Both treatment and placebo groups were
instructed in lifestyle changes to reduce blood
pressure throughout the trial. During the first 2
years, hypertension developed in 154 participants
in the placebo group and 53 in a candesartan
group (P < 0.001). After 4 years, hypertension had
developed in 240 participants in the placebo
group and 208 in the candesartan group (relative
risk reduction 15.6%; P < 0.007). Serious adverse
events were slightly higher in the placebo group. 

The authors conclude that treatment of prehy-
pertension with candesartan was well-tolerated
and reduced the risk of incident hypertension
during the study period (N Engl J Med.
2006;354:1685-1697). In an accompanying edito-
rial, it is pointed out the prehypertension is pres-
ent in the about 70 million Americans, and is
estimated to decrease average life expectancy by

as much as 5 years. Despite this, the author urges
caution in recommending wholesale treatment of
all patients with prehypertension until more
information is available on which drugs are most
effective and the best duration of therapy. In the
meantime, lifestyle changes, which benefit all risk
factors, should be recommended for all patients
with prehypertension (N Engl J Med.
2006;354:1742-1744).

Estrogen Alternatives
Since publication of the Women's Health

Initiative (WHI), many postmenopausal women
have discontinued estrogen, and most newly
menopausal women are considering alternatives.
A recently published paper systematically
reviews clinical trials of nonhormonal treatments
for hot flashes. More than 4000 studies were con-
sidered. Forty-three trials met inclusion criteria,
including 10 trials of antidepressants, 10 trials of
clonidine, 6 trials of other medications, and 17 tri-
als of isoflavone extracts. In the antidepressant
group, both selective serotonin reuptake
inhibitors (SSRIs) and serotonin norepinephrine
reuptake inhibitors (SNRIs) were effective in
decreasing the daily number of hot flashes com-
pared to placebo (mean difference -1.13; 95% CI, -
1.70 to -0.57). Clonidine was also somewhat
effective (-0.95; 95% CI, -1.44 to - 0.47), as was
gabapentin (-2.05; 95% CI, -2.80 to -1.30). Red
clover isoflavone extracts were not effective, and
mixed soy isoflavones had mixed results. The
authors conclude that SSRIs, SNRIs, clonidine,
and gabapentin provide evidence for some effi-
cacy; however, none are as effective as estrogen
(JAMA. 2006;295:2057-2071).

FDA Actions            
In April, the FDA issued a statement rejecting

the medical use of marijuana, citing past evalua-
tions by several US government agencies that
showed that "no animal or human data sup-
ported the safety or efficacy of marijuana for gen-
eral medical use." The statement supports the
Drug Enforcement Agency’s approach to treating
all use of marijuana as a criminal act.

Zanamivir (Relenza), GlaxoSmithKline's
inhaled anti-influenza drug has received a new
indication for prophylaxis of influenza in patients
age 5 years and older. The approval was based on
4 large-scale, placebo-controlled trials which
showed that the drug was effective in reducing
spread of influenza among household members
and in community outbreaks.   ■
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