
Clopidogrel: Is it the 
Perfect CURE? 

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

Synopsis: Patients who received clopidogrel had a 
30% reduction in the composite end point. 

Source: Mehta SR, et al. Lancet. 2001;358:527-533. 

The clopidogrel in unstable angina to prevent recurrent
events study (CURE) was designed to be a trial of non-invasive

medical management of unstable angina.1 A total of 12,562 patients
without ST elevation on EKG and with symptoms suggestive of an
acute coronary syndrome were randomly assigned to receive aspirin
and either clopidogrel or placebo. Despite the emphasis on noninva-
sive management, 2658 of these patients required percutaneous coro-
nary intervention (PCI) during their hospital stay (1730) or after dis-
charge (928; median time to PCI = 49 days). Prior to the procedure,
1313 of these patients had been randomized to clopidogrel; 1345 of
the patients had been randomized to placebo prior to the procedure.
These patients were the subject of the retrospective PCI CURE study. 

There was considerable overlap in treatment between the 2
groups. Twenty-five percent of each group was started on open-
label thienopyridines (clopidogrel or ticlopidine) during the proce-
dure. Eighty percent of both groups were continued on thienopy-
ridines for a median of 30 days after the procedure. Thereafter, sub-
jects were assigned to their study assignment, and followed for 6
months. The primary outcome was a composite score of cardiovas-
cular death, myocardial infarction, or revascularization. 

The risk of repeat myocardial infarction or ischemia prior to the
procedure was lower in the clopidogrel group (relative risk [RR] =
0.76; confidence interval [CI] 0.62-0.93). Patients given clopidogrel
also had a reduced risk of myocardial infarction at 30 days (RR =
0.56; CI 0.35-0.89) and at 8 months of follow-up (RR = 0.71; CI
0.51-0.99). There was not a significant difference in cardiovascular
death or need for revascularization. The composite end point was
lower in the clopidogrel group (RR = 0.69; CI 0.54-0.87). There
was no difference in major bleeding. 

■ COMMENT BY JEFF WIESE, MD 
This study supports prior studies suggesting that thienopyridines
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(clopidogrel or ticlopidine) have an additive benefit to
aspirin in the medical management of acute coronary
syndromes. Patients who received clopidogrel had a 30%
reduction in the composite end point. This difference was
almost completely due to a reduction in myocardial
infarction. The absolute risk reduction was 3.8%; the
number of patients needed to treat to prevent 1 myocar-
dial infarction was 26. There was not a significant differ-
ence in mortality or need for revascularization. 

The 2 groups were equal with respect to age, gender,
diabetes, smoking status, prior MIs, EKG abnormali-
ties, and stent placement. Nonetheless, the decision to
perform the PCI was at the discretion of the individual
physician, and not the study protocol. It is possible that
the initial treatment assignment (clopidogrel or place-
bo) created a selection bias with respect to the need for
revascularization. 

The number of patients requiring revascularization
was similar in both groups, but the time of revasculariza-
tion was not. The clopidogrel group had a disproportion-
ate number of PCIs occurring after discharge, while most
of the interventions in the placebo group occurred during
the initial hospitalization. It is possible that the interven-
tions occurring after discharge were more likely to be
elective, and may represent a different patient population. 

It is impossible to determine the best time to administer
clopidogrel from the results of this study. With the excep-
tion of the few days prior to the procedure, the 2  groups
received essentially the same treatment (clopidogrel) for
the first 30 days. Eighty percent of patients in both groups
received thienopyridines between the intervention and the
first 30 days. It is not clear if the initial assignment of clopi-
dogrel at presentation, or the continuation of clopidogrel
(from 30 days to 8 months) was responsible for the reduc-
tion in repeat myocardial infarction. A randomized trial
would be required to determine this important question. 

Eighty percent of all patients in this study received a
coronary stent. The use of IIb/IIIa inhibitors, which is a
common clinical practice in this clinical setting, was dis-
couraged as part of the CURE protocol. This may limit
this study’s generalizability to current clinical practice.
Although there is evidence to support the additive bene-
fit of clopidogrel and IIb/IIIa inhibitors, this study can-
not provide insight into the additional benefit of clopido-
grel on top of an aspirin and IIb/IIIa inhibitor.2,3 ❖

References
1. Yusuf S, et al. N Engl J Med. 2001;345:494-502.
2. Cannon CP, et al. N Engl J Med. 2001;344:1879-1887.
3. Steinhubl SR, et al. Circulation. 2001;103:1403-1409.

Dr. Wiese is Chief of Medicine, Charity, and University
Hospitals, Associate Chairman of Medicine, Tulane
Health Sciences Center, New Orleans, La.

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

Synopsis: Human anthrax has recently been associated 
with an epizootic among livestock. 

Sources: MMWR Morb Mortal Wkly Rep. 2001;50:677-680;
From the Centers for Disease Control and Prevention. JAMA.
2001;286:1307-1308. 

On august 19, 2000, a 67-year-old resident of
North Dakota participated in the disposal of 5 cows
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that had died of anthrax. On August 23, he noticed a
small bump on his left cheek at the angle of his jaw. On
August 25, the lesion had enlarged and he sought med-
ical attention. 

He denied fever, malaise, headache, purities, or dif-
ficulty swallowing. On examination, the lesion was
indurated to approximately the size of a quarter and
was surrounded by a purple ring. The patient was
afebrile and did not appear ill. The physician reported a
firm, nontender, superficial nodule with an overlying
0.5 cm black eschar. No drainage was noted and nei-
ther wound nor blood cultures was obtained. The
patient was placed on ciprofloxacin 500 mg twice a
day for presumed anthrax. 

On follow-up examination on August 28, the eschar
had enlarged to 1 cm. Following consultation with the
North Dakota Department of Health and based on clini-
cal suspicion of anthrax, the patient was continued on
ciprofloxacin for a total of 14 days. The lesion slowly
improved over several weeks. Paired serum specimens
were obtained and tested at the CDC; both had positive
antibody titers by ELISA of 200 to protective antigen,
confirming infection with Bacillus anthracis. 

During the epizootic, 32 farms were quarantined. A
total of 157 animals died on 31 farms on which 62 per-
sons were involved in animal care or carcass disposal.
No other cases of symptomatic anthrax were identified.  

■ COMMENT BY RALPH R. HALL, MD, FACP
This is the first case of naturally occurring cuta-

neous anthrax reported in the United States since 1992.
The annual incidence declined from approximately
200 cases in the early 1900s to no cases in 1992. The
large number of cattle and farms involved, however,
makes a continued problem likely. Anthrax has recent-
ly become an issue because it is an agent used in bio-
logical warfare and the Department of Defense has
begun mandatory vaccination of all active duty military
personnel who might be involved in conflict.1 The side
effects from immunization appear to be minor. 

Anthrax can occur in 3 forms: cutaneous, gastroin-
testinal, and inhalational. Untreated, 20% of persons
with cutaneous anthrax die, compared to 1% of those
who receive antibiotic therapy. 

Inhalation anthrax symptoms may resemble a com-
mon cold. After several days, the symptoms may
progress to severe breathing problems and shock.
Inhalation anthrax is usually fatal. 

Intestinal anthrax may follow consumption of conta-
minated meat and is characterized by nausea, loss of
appetite, vomiting, fever, and followed by abdominal
pain, vomiting of blood, and severe diarrhea. Intestinal

anthrax results in death in 25-60% of cases.1

Treatment recommended by the CDC includes peni-
cillin V, 500 mg taken orally every 6 hours for 5-7
days. For more severe cases, intravenous penicillin or
doxycycline can be given. A recent Medical Letter rec-
ommended penicillin V as the antibiotic of first
choice.2 Ciprofloxacin, erythromycin, and tetracy-
clines were listed as alternatives. 

Since the attack on September 11th and subsequent
episodes of bioterrorism, we are all hearing more about
this disease and about the possible use of germ warfare.
As physicians, we should not act in fear but rather be
vigilant and be prepared for all emergencies which we
may encounter.   ❖

References 
1. http://www.bt.cdc.gov/Agent/Anthrax/Anthrax.asp.

Accessed on Oct. 11, 2001.
2. Med Lett Drugs Ther. 2001;43:69-78. 

Postmenopausal Hormone
Use and Secondary Preven-
tion of Coronary Events in
the Nurses’ Health Study
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The risk of recurrent major coronary events
was mildly increased by short-term (< 1 year) hormone
use by postmenopausal women but decreased with
increasing duration of use. The results of the present
study are similar to those of the HERS trial, showing a
bimodal response to HRT in women with established
cardiovascular disease. 

Source: Grodstein F, et al. Ann Intern Med. 2001;135:1-8.

The heart and estrogen/progestin replace-
ment Study (HERS) hypothesized that post-

menopausal hormone use in women with established
cardiovascular disease would reduce recurrence of
cardiovascular events. In this study, 2763 women with
active heart disease were randomized to either place-
bo or Prempro® and followed for 5 years. In the first
year, the rate of recurrence was 52% higher in the
hormone replacement therapy (HRT) arm. In the sec-
ond year, there was no difference between arms.
However, in the fourth and fifth years, the women
assigned to hormone use had a 33% lower risk for
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coronary events. Grodstein and associates used the
data from the Nurses’ Health Study to examine the
same hypothesis. Although the Nurses’ Health Study
is observational, the population size is large and the
participants have been followed for up to 20 years.
Thus, the relationship between postmenopausal hor-
mone use and secondary prevention of cardiovascular
disease was examined in 2489 women. Ascertainment
of hormone use and cardiovascular events was rigor-
ous and complete, with total follow-up exceeding
92%. Of the hormone users, 53% used oral conjugat-
ed estrogen alone, 19% used oral conjugated estrogen
plus oral progestin, and 28% used other types, mostly
transdermal or oral estradiol. The overall age-adjust-
ed relative risk (RR) for recurrent major coronary
events was 0.56 (confidence interval [CI], 0.39-0.80)
among current users as compared with never-users.
When the duration of hormone use was examined, a
25% increase in the risk of recurrent cardiovascular
events was found among women with less than 1 year
of use, but this increase was statistically nonsignifi-
cant, RR = 1.25 (CI, 0.78-2.00), because only 24 of
the 141 cases fell into this group. However, longer-
term users experienced a statistically significant
decreased risk of 0.38 (CI, 0.22-0.66).

■■ COMMENT BY SARAH L. BERGA, MD
The popular press is now reporting that post-

menopausal hormone use does not reduce the risk of
cardiovascular disease. Although that statement is a
gross oversimplification of the results of the HERS, it
continues to sway opinion and practice. The sophistry
is kept alive by the difficulty inherent in explaining to
patients the difference between primary and secondary
prevention. Further, while primary care clinicians and
gynecologists generally see patients seeking primary
prevention, cardiologists typically see them after the
initial cardiovascular event. Thus, we tend to counsel
very different subsets of women. Available data sug-
gest that HRT is better for primary rather than sec-
ondary prevention and this has left most cardiologists
feeling understandably disenchanted with the promise
of HRT. Given these considerations, it becomes
increasingly important for clinicians to be able to
clearly articulate why it is too soon to discount HRT
use by women with established or latent cardiovascular
disease. Is HRT as potent a therapy as statins for
women with CVD or at high risk for CVD? Probably
not. But statins do not provide the panoply of benefits
that accrue to long-term HRT use. It falls to us to
explain to women that HRT use is but one of the strate-
gies for promoting health as one ages, but an important

one nonetheless. Is one form of HRT better than anoth-
er in helping to retard the ill effects of aging or for use
in women with active heart disease? There are few data
on this point. Is HRT the only strategy one should rec-
ommend? Of course not. So much of remaining
healthy comes from having a healthy lifestyle, and we
should not fool ourselves or our patients that HRT can
reverse or counter the damage that comes from obesity,
smoking, inactivity, and the like. HRT is best seen as
an adjunct to a healthy lifestyle and not as a magic bul-
let that erases established cardiovascular disease, but
this does not mean that HRT is useless or without ben-
efit. This is what our patients need to know.  

The bimodal response to therapy, with increased risk
of recurrent cardiovascular disease confined to the first
year of use, is puzzling. Many explanations have been
proffered. It would be nice to know the reason, because
if we did, we might be able to do something in the first
year of HRT use to reduce that risk. It has been widely
hypothesized that the increased risk is due to enhanced
coagulation and that this may be due to the hepatic
first-pass effect of oral estrogen use. We do know that
standard oral therapy increases the risk of thromboem-
bolic events. Would this risk be obviated by transder-
mal estradiol use when the circulating estradiol level is
titrated to the subphysiological range? The present
study simply did not have sufficient power to address
this hypothesis.   ❖

Dr. Berga is Professor and Director, Division of Repro-
ductive Endocrinology and Infertility, University of Pitts-
burgh, Pittsburgh, Pa.

Mortality Among Patients
Admitted to Hospitals on
Weekends as Compared 
with Weekdays 
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Patients with some serious conditions are
more likely to die in the hospital if they are admitted on
a weekend than if they are admitted on a weekday.

Source: Bell CM, Redelmeier DA. N Engl J Med. 2001;345:
663-668.

Staffing levels in acute care hospitals tend
to be lower on weekends than on weekdays. In this
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Canadian study, Bell and Redelmeier examine
whether this results in a higher death rate among
patients admitted on weekends than for patients admit-
ted on weekdays.

Bell and Redelmeier picked 3 conditions to study:
abdominal aortic aneurysm, acute epiglottitis, and
pulmonary embolism. They picked these conditions
because they represented conditions with a high mor-
tality rate, conditions that are treatable, and ones that
receive substantial care in settings other than the
emergency room and critical care units. Three con-
trol conditions—myocardial infarction, intracerebral
hemorrhage, and hip fracture—were used for com-
parison. Myocardial infarction was selected as a con-
trol because the bulk of care is given in a critical care
setting where staff fluctuations are likely to be mini-
mal. Intracerebral hemorrhage was chosen because
there is little effective treatment available. The third
control, hip fracture, was chosen since it is a condi-
tion that is sometimes more promptly treated on
weekends because of greater availability of operating
room time on weekdays. In addition, Bell and
Redelmeier examined the 100 diagnoses that caused
the most deaths for differences in mortality, exclud-
ing elective admissions, urgent referrals, and elective
births.  

For patients with abdominal aortic aneurysm the
mortality was greater for patients admitted on the
weekend.  For the other 2 prespecified conditions,
acute epiglottitis and pulmonary embolism, the mor-
tality rate was also higher for patients admitted on a
weekend than for those admitted on a weekday. For
the control conditions, there was no significant differ-
ence in mortality between weekday and weekend
admissions. 

The 100 conditions that Bell and Redelmeier stud-
ied accounted for 48% of all admissions and 91% of
all deaths. Among these conditions, 26 were associ-
ated with a significant increase in mortality with
weekend admission. No condition was associated
with a significant decrease in mortality with weekend
admission.

■ COMMENT BY MARTIN LIPSKY, MD
Bell and Redelmeier conclude that patients with

some serious conditions are more likely to die in the
hospital if they are admitted during the weekend. Any-
one who has ever been on call over the weekend will
not be surprised by this conclusion. As a primary care
physician, I find it more difficult to access support ser-
vices, get an “urgent test,” and obtain a timely consult
over the weekend.  

Bell and Redelmeier note areas of potential bias,
such as the possibility that sicker patients might be
admitted over the weekend. However, they note that
this would only further support the need to enhance
weekend services. Another bias not commented on by
Bell and Redelmeier is whether this study using Cana-
dian data is applicable to the United States. Over the
last several years, managed care has forced hospitals
to expand weekend services in order to avoid lost days
waiting for tests and to reduce lengths of stays. Even
so, working weekends is typically unpopular in the
United States and even if staffing is adequate, it often
falls to the least experienced staff. It would be interest-
ing to confirm the findings reported using United
States data and also to examine whether the same
weekend/weekday trend is present in Academic
Health Centers, where house staff and trainees are
available for in-house weekend coverage.

In the meantime, I have always told family and
friends to avoid getting sick in July when all the new
interns start. I will now admonish them to avoid ruptur-
ing their aortic aneurysm on Saturday or Sunday.
Although not examined in this study, I will also sug-
gest that holidays are also not a terribly good time to
have an emergent medical problem.   ❖

Omalizumab—Anti-IgE
Recombinant Humanized
Monoclonal Antibody—
for the Treatment of 
Severe Allergic Asthma
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Omalizumab reduces asthma exacerbation
and allows for decreased use of inhaled corticosteroids
and rescue medication use in the treatment of asthma. 

Source: Busse W, et al. J Allergy Clin Immunol. 2001;108:
184-190. 

Immunoglobulin e (ige) plays an important
role in the pathogenesis of allergic diseases, such as

asthma. Anti-IgE therapy with a recombinant human-
ized monoclonal antibody (ie, omalizumab) was
administered subcutaneously to 525 patients, every 2-
4 weeks, depending on the baseline IgE level and
body weight, in a double-blind study vs. placebo in
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allergic asthmatics who are on inhaled steroids.
Omalizumab complexes with the free IgE lowers the
levels by more than 95%. During the first phase of the
study, which lasted 16 weeks, the inhaled corticos-
teroid doses were kept stable, at which time the active
treatment resulted in significantly fewer exacerba-
tions of asthma, compared to the placebo-treated
group. During the 12-week beclomethasone dipropi-
onate reduction phase, the active treatment allowed
for steroid aerosol reduction and/or discontinuation
which was greater than the placebo group and, despite
the reduction, there was improved pulmonary func-
tion and decreased beta agonist use.  

Thus, omalizumab reduces asthma exacerbation
and allows for decreased use of inhaled corticos-
teroids and rescue medication use in the treatment of
asthma.  

■ COMMENT BY SHELDON L. SPECTOR, MD, 
FACP, FAAA, FACA
Omalizumab (RHU M ab-E25) anti-IgE therapy in

this study of severe allergic asthmatic subjects was
associated with significantly fewer asthmatic exacer-
bations of shorter duration of action compared to
placebo. Moreover, the safety profile was not more
significant than that of placebo. The basis of its thera-
peutic action is thought to be associated with reduc-
tion in serum-free IgE levels. However, it might also
suppress inflammation in other ways. Its demonstrated
beneficial effect in allergic rhinitis1,2 allows not only
for the desired effect in hay fever itself, but also for
the added improvement in asthma because upper air-
way disease influences asthmatic symptoms.3-6 Once a
novel therapy, such as this, becomes commercially
available, it should lend itself to treatment of a
panoply of medical problems, such as bronchopul-
monary aspergillosis, atopic dermatitis, food allergies,
and, even, idiopathic anaphylaxis.   ❖
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Pharmacology Update
Tramadol/Acetaminophen
Tablets (Ultracet—
Ortho-McNeil)
By William T. Elliott, MD, FACP,
and James Chan, PharmD, PhD

The fda recently approved a combination of
tramadol and acetaminophen for the short-term

management of acute pain. Acetaminophen (APAP),
which has long been added to narcotic pain releivers to
potentiate their effect, is added to tramadol (Ultram)
for the same purpose. The combination, marketed as
Ultracet, has a faster onset of action than tramadol
alone and longer duration of analgesia than tramadol or
acetaminophen alone.

Indications
Tramadol/APAP is indicated for the short-term (5

days or less) management of acute pain.1

Dose
The recommended dose is 2 tablets every 4-6 hours

as needed for pain relief. The maximum dose is 8
tablets per day. The dose should not exceed 2 tablets
every 12 hours in patients with impaired renal function
(creatinine clearance < 30 mL/min).1 Tramadol should
not be used in situations where opioids are contraindi-
cated and should not be used in pregnant women prior
to or during labor. Chronic use during pregnancy is
also not advised. Tramadol/APAP should be used at a
reduced dose and with caution in patients taking other
CNS depressants.1

Ultracet is supplied as tablets containing 37.5 mg of
tramadol and 325 mg of acetaminophen.

Potential Advantages
This combination has been reported to provide

better pain relief and faster onset of action and a
longer duration than equivalent single doses of either
APAP or tramadol in oral surgical pain.1 Ultracet is
not scheduled.

Potential Disadvantages
Tramadol/APAP is only approved for use for 5 days

or less.1 Tramadol is less effective in orthopedic surgi-
cal pain than dental pain.1 Seizures have been reported
in patients taking tramadol and this risk may be
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increased with concomitant administration of selective
serotonin reuptake inhibitors (SSRIs) antidepressants,
tricyclic antidepressants (TCAs), or other chemically
related drugs (eg, cyclobenzaprine, promethazine),
other opioids, MAO inhibitors, neuroleptics, and drugs
which may lower seizure thresholds.1 The risk appears
to be highest among those aged 25-54 years, with 4 or
more prescriptions, and those with a history of alcohol
abuse, stroke, or head injury.4 Tramadol has the poten-
tial for inducing physical dependence of the opioid
type although the incidence has been reported to be
less than 1 per 100,000.1,5 This was based on data col-
lected as part of a postmarketing surveillance program.
Abstinence syndrome has been reported and dose
tapering may be considered.7 Tramadol/APAP may
impair mental and physical ability to drive or operate
machinery and other drugs with similar effects could
enhance these effects. 

Comments
The intent of combination analgesics is to provide a

synergistic action as well as facilitate prescribing.
Combination analgesics may also improve compli-
ance by reducing the total number of tablets a patient
must take to manage pain. Tramadol is a synthetic,
centrally acting analgesic with 2 different mecha-
nisms. These include a opioid mechanism (binding to
m-receptor) and a nonopioid mechanism involving
reuptake of norepinephrine and serotonin.3 It is less
likely to cause respiratory depression, constipation,
and dependence than narcotic analgesics. However,
tramadol alone is not a high quality analgesic, it has
been categorized by the World Health Organization as
an analgesic of low quality and no better than
codeine/APAP.6 The addition of APAP to tramadol
appears to result in synergistic analgesia in mice mod-
els and it appears to be addictive in humans.1,2 In oral
surgical pain, tramadol/APAP is a little less effective
than hydrocodone/APAP on a tablet for tablet basis
but more effective than tramadol or APAP alone.1

Ultracet is priced at approximately $0.80 per tablet
which is the same as tramadol (50 mg).

Clinical Implications
Tramadol/APAP provides a combination which

appears to be more effective than tramadol or APAP
alone in relieving pain.  In patients in whom NSAIDs
or narcotic analgesic combinations are not appropriate,
particularly due to intolerance, tramadol/APAP may
offer another option. However, its use is recommended
for only 5 days or less.   ❖
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CME Questions
29. Which one of the following statements is false? 

a. Treatment of cutaneous anthrax is almost always successful if
appropriate antibiotic treatment is administered. 

b. Persons with gastrointestinal anthrax almost always recover. 
c. Penicillin G, erythromycin, and doxycycline can all be used for

treatment. 
d. Inhaled anthrax bacillus may present as a “cold.” 

30. For a patient with unstable angina, which of the following is
true? 
a. Clopidogrel started at the time of admission reduces cardiovas-

cular mortality. 
b. Clopidogrel reduces the risk for repeat myocardial infarction by

30%. 
c. Patients undergoing a coronary intervention should continue on

daily, long-term clopidogrel treatment. 
d. Clopidogrel offers no additional benefit over aspirin. 

31. Which of the following best summarizes the results of the
Grodstein et al study?
a. It replicated identically the HERS.
b. The results are similar to those of the HERS in that there is a

bimodal response with increasing duration of HRT use.
c. The results contradict those of the HERS and the methods are

better, thus we can reject the HERS results.
d. The data are suspect because the duration of follow-up is so

much shorter than that of the HERS.
e. Ascertainment bias appears to have confounded the study

methodology and thus the results cannot be trusted. 

32. Which one of the following statements is false? 
a. Due to slower clearance of the bound IgE, a temporary increase

in total IgE level might occur with omalizumab therapy.
b. There are double-blind controlled studies of the beneficial

effects of omalizumab in allergic rhinitis and allergic asthma. 
c. Omalizumab attenuates only the late phase of the allergic

response in asthma. 
d. None of the above

33. Tramadol/APAP (Ultracet) should not be used for longer than
5 days. 
a. True
b. False
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Helicobacter pylori
Infection and the
Development of 
Gastric Cancer

Knowledge that Helicobacter
pylori (HP) is involved in the

pathogenesis of gastrointestinal (GI)
disorders began in the early 1980s. In
addition to nonmalignant GI syn-
dromes, such as peptic ulcer disease,
the World Health Organization
(among others) has recognized HP as a
definite carcinogen for gastric cancer.
Uemura and colleagues have per-
formed a prospective study of a large
population of patients (n = 1526) in
Japan who underwent endoscopy and
confirmatory testing for the presence
of HP, including tissue biopsy.
Patients were followed up with repeat
endoscopy at 1 and 3 years later.

Eighty-five percent of patients
were HP positive at baseline. Gastric
cancer developed in 2.9% of HP-
infected patients, but in none of the
uninfected patients. Gastric cancer did
not develop in any of the HP-positive
patients who had undergone treatment
to eradicate HP.

In their discussion of this informa-
tion, Uemura et al point out that previ-
ous studies that demonstrated carcino-
ma in HP-negative individuals may
have used tests more likely to be false-
negative than the battery of diagnostic
tests used in this study. HP infection
appears to be related to gastric cancer;
in the relatively short-term observation
reported here (up to 3 years), HP treat-
ment was associated with an absence
of the occurrence of gastric cancer.   ❖

Uemura N, et al. N Engl J Med. 2001;
345:784-789.

Effects of Physical
Activity Counseling
in Primary Care

The benefits of physical activity
on health and well-being outcomes

are well documented and diverse.
Patients have indicated that they would
like to receive counsel from their clini-
cian about exercise, but there are little
data on the frequency, adequacy, and
efficacy with which health professionals
offer advice about physical activity.

This trial was sponsored by the
National Heart, Lung, and Blood Insti-
tute (NHLBI) to ascertain which of 2
education and counseling interventions
was superior, and compare 2 interven-
tions with “usual care” in the communi-
ty. To evaluate this, 874 patients were
randomized to receive either advice
(physicians advised patients to increase
activity, select a long-term goal, and
visit with a health educator for educa-
tional materials on physical activity);
assistance (same intervention as advice
plus behavioral counseling intervention
and a single phone contact at 1 week);
and counseling (same as advice and
assistance, but including biweekly tele-
phone counseling for 6 weeks, followed
by monthly contact; weekly classes on
obtaining and maintaining healthy
lifestyles were also included).

For increasing cardiorespiratory fit-
ness, men differed from women in their
responses to tailored interventions.
Women responded more favorably to
assistance and counseling than advice,
but there was no difference in response to
any one method over another. This study
suggests that specially designed program-
matic interventions may enhance the abil-
ity of women to achieve cardiovascular
fitness, though additional benefits in men
(over simple advice) are not apparent.   ❖

The Writing Group for the Activity
Counseling Trial Research Group.
JAMA. 2001;286:677-687.

Patients at High Risk
of Infection After
Cardiac Surgery

Postoperative morbidity and mor-
tality (PMM) is increased among the

elderly and persons with impaired ven-
tricular function. Some of this adverse
event profile may be due to nutritional
inadequacies; studies of nutritional sup-
plements such as L-arginine (the imme-
diate precursor to nitric oxide), omega-3
polyunsaturated fatty acids (PUFA), and
dietary nucleotides (eg, yeast RNA)
have shown some favorable effects in
postsurgical settings.

L-arginine, PUFA, and yeast RNA
have been combined into a single oral
entity (Oral Impact, Novartis Nutri-
tion). This supplement, or a placebo
control of equal volume and caloric
content, was administered to 50
patients undergoing cardiac surgery for
5-10 days preoperatively.

Patients who received the supple-
ment had statistically fewer infections
postoperatively (4 vs 12). Other surro-
gate markers of immune status (eg,
delayed-type hypersensitivity response,
interleukin 6 levels) were also more
favorably affected in the active treat-
ment group. The study was not pow-
ered to show a difference in length of
hospital stay. There were no adverse
effects attributable to the supplementa-
tion. Nutritional supplementation with
Oral Impact may favorably affect post-
operative outcomes in cardiac surgery
patients.   ❖

Tepaske R, et al. Lancet. 2001;358:
696-701.
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