
Association Between Cholecystec-
tomy and Adenocarcinoma

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

Synopsis: Cholecystectomy is associated with increased risk of ade-
nocarcinoma of the esophagus, perhaps as a consequence of

increased duodenogastric-esophageal reflux of biliary contents.

Source: Freedman J, et al. Gastroenterology. 2001;121:548-553.

Cholecystectomy is known to be associated with more
reflux of biliary and pancreatic juices from the duodenum into

the stomach (DGER). Also, there is an apparent relationship
between cholecystectomy and subsequent gastroesophageal reflux
disease (GERD). Barrett’s esophagus has been associated with “bile
reflux.” The aim of this study was to test the hypothesis that DGER
may be a risk factor for adenocarcinoma of the esophagus. A large
number of patients with cholelithiasis were identified, and 101,156
patients with no cholecystectomy (658,641 patient-years at risk)
were compared to 66,489 patients who underwent cholecystectomy
(3,151,494 person-years at risk). Adenocarcinoma of the esophagus
was found is 53 patients who had undergone cholecystectomy com-
pared to 38 cases in both the age-matched general Swedish popula-
tion. No excess adenocarcinoma was identified in the patients with
gallstones who did not undergo cholecystectomy. No associations
were found for squamous cell cancer of the esophagus. Obesity did
not appear to be a separate risk factor for esophageal cancer. 

■ COMMENT BY MALCOLM ROBINSON, MD, FACP, FACG
The known 3-to-10-fold increase in bile acids in the stomach

after cholecystectomy may well be the culprit in the causation of
esophageal adenocarcinoma, a finding confirmed in animal mod-
els. Adenocarcinoma of the esophagus is still sufficiently rare—it
is not yet a major issue in terms of planning cholecystectomy.
However, this study does provide one more reason not to undertake
cholecystectomy with inadequate clinical indications. The general
issue of bile reflux and its implications for GERD treatment
remains controversial.   ❖
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A Family Affair of the Heart 
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Maternal and paternal family history for
myocardial infarction is a significant cardiovascular
risk. 

Source: Sesso HD, et al. Circulation. 2001;104:393-398.

Aprospective analysis of the physicians’
Health Study and the Women’s Health Study was

performed to assess the relative strength of maternal and
paternal history in predicting myocardial infarction
(MI).1,2 The Physicians’ Health Study followed 22,071
male physicians for an average of 13 years. The Wom-
en’s Health Study is an ongoing trial that has followed

39,876 female health professionals for an average of 6.2
years. In both studies, participants were asked to identify
if their mother or father had had an MI, and the age that
it occurred. All subjects were followed for the primary
outcome of MI. At the time of analysis, 2654 men and
563 women had had an MI. 

When compared to subjects who had no family histo-
ry of MI, a family history of both parents having had MI
conferred a relative risk (RR) of 1.9 for men and 2.1 for
women. The risk of one parent with an MI ranged from
1.2 (women with a father having an MI) to 1.7 (men with
a mother having an MI). The earlier the parent had the
MI, the greater the risk for the patient. Women with a
maternal history of MI at younger than 50 had a RR of
2.6; men with a father who had an MI at younger than 50
had a RR of 2.2. 

■ COMMENT BY JEFF WIESE, MD 
Family history of MI has long been considered a

risk factor for MI.3 This study addresses 2 important
questions regarding this risk factor: is there a differ-
ence between maternal and paternal history of MI,
and does the age of parental infarction portend a
greater risk? 

This analysis is consistent with previous studies that
have shown that a family history of MI is a moderate
risk factor for MI (RR, 1.2-2.6). For both men and
women, a maternal history of MI carried the greatest
risk for MI. The exception to this was in men with a
history of maternal MI that occurred prior to the age of
50 years. Sesso and colleagues note that this is likely
due to the paucity of women who experience MI prior
to this age. 

The risk for MI was also greatest when the parent
experienced the MI at a younger age. The greatest risk
for men (RR, 2.2) and women (RR, 2.6) was seen when
the parent of the corresponding gender experienced MI
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Table

Relative Risk (RR) of Myocardial Infarction (MI)
Based on Family History 

Male subjects Female subjects 
Age of Maternal Paternal Maternal Paternal 
parental MI history history history history 
< 50 years 1.0 2.2 2.6 1.6 

50-59 years 1.9 1.6 1.3 1.3 

60-69 years 1.9 1.4 1.5 1.1 
70-79 years 1.7 1.2 Not Not 

assessed assessed 
> 80 years 1.2 0.9 Not Not 

assessed assessed 
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at an age younger than 50. 
This study also refutes a common clinical dictum that

a family history of MI after the age of 65 does not por-
tend an increased risk for MI. For men, a father with a
first MI after the age of 70 had a RR of 1.7. 

So here’s the bottom line—a family history of MI
increases a patient’s risk for MI by 2-to-3 fold. This
risk is greatest when both parents have had an MI. The
risk is even higher if the parent’s MI occurred at an
early age. Maternal history of MI appears to portend
the greatest risk. A family history of MI may still be
significant even if the family member had an MI at an
age older than 65.   ❖

References
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Predicting Neurologic 
Outcome After CABG
A B S T R A C T S  &  C O M M E N T A R Y

Synopsis: CABG surgery is the single largest cause of
iatrogenic stroke in this country.

Sources: Stamou SC, et al. Stroke. 2001;32:1508-1513; Silver
B. Stroke. 2001;32:1512-1513.

Stamou and colleagues studied the incidence,
predictors, and early clinical outcome of stroke after

coronary artery bypass grafting (CABG) over a 10-year
period at Washington DC Hospital Center. A multivari-
ate logistic regression analysis identified independent
predictors of in-hospital stroke.

Postoperative strokes (n = 333) occurred in 2% of
more than 16,000 consecutive patients who underwent
CABG between 1989 and 1999. Stroke patients were
older, more frequently women, more likely to have dia-
betes, hypertension, congestive heart failure, recent
myocardial infarct, previous stroke, carotid atheroscle-
rosis, chronic renal insufficiency, an ejection fraction
less than 34%, and unstable angina (see Table).

Operative variables also influenced stroke occur-

rence: significant atherosclerosis of the ascending aorta
was more frequent in stroke patients (P = 0.005) and
cross-clamp time was higher in stroke patients (46 ± 19
minutes) vs. nonstroke patients (42 ± 25 minutes; P <
0.001). Cardiopulmonary bypass time was significant-
ly prolonged for stroke patients (77 ± 59 minutes) vs.
non-stroke patients (67 ± 40 minutes; P < 0.001).

Among postoperative variables, new-onset atrial fib-
rillation and low cardiac output syndrome were associat-
ed with a higher risk of postoperative stroke (see Table).

Twenty-one patients with carotid artery disease
developed stroke after CABG. In 16 the stroke was ipsi-
lateral and in 5 contralateral to the diseased carotid
artery. Two patients had bilateral infarcts. 

Patients who developed stroke after CABG had a sig-
nificantly increased length of hospital stay and a 5-fold
higher rate of in-hospital mortality than patients without
stroke (14.4% vs 2.7%). 

■ COMMENT BY JOHN J. CARONNA, MD
As noted by Silver in his editorial comment, an esti-

mated 650,000 CABG operations are performed in the
United States each year. The incidence of clinical
stroke postCABG is reported to be between 1% and
5% and was 2% in the article reviewed here; therefore,
CABG surgery is the single largest cause of iatrogenic
stroke in this country. 

A recent study suggested that patients who undergo
minimally invasive “off-pump or beating heart”
bypass surgery have a lower risk for stroke and cogni-
tive impairment.1 The study of Stamou et al deter-
mined the occurrence of clinically obvious stroke and
did not consider postoperative delirium and cognitive
impairment that contribute to the considerable cere-

Table

Independent Correlates of Stroke After CABG

Preoperative Variables Odds Ratio P

Chronic renal insufficiency 2.8 < 0.001

Recent myocardial infarct 2.5 0.01

Previous stroke 1.9 < 0.001

Carotid artery atherosclerosis 1.9 < 0.001

Hypertension 1.6 < 0.001

Diabetes 1.4 0.001

Age > 75 years 1.4 0.0008

Left ventricle dysfunction 1.3 0.01

Postoperative Variables

Low cardiac output 2.1 < 0.001

Atrial fibrillation 1.7 < 0.001
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bral morbidity of CABG procedures. Nevertheless,
this study is a benchmark against which the outcome
of patients who have CABG without cardiopulmonary
bypass must be compared. We must await evidence
from a randomized comparison of the 2 surgical tech-
niques before concluding that “off pump” CABG is
better for the brain.   ❖

Reference
1. Bhashe Rao B, et al. J Card Surg. 1998;13:27-31.

Dr. Caronna is Vice-Chairman, Department of Neurolo-
gy, Cornell University Medical Center, Professor of Neu-
rology, New York Presbyterian Hospital, New York, NY. 

Meningococcal Infection in
College Students
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: College freshmen who live in dormitories
have an elevated risk of developing meningococcal dis-
ease when compared with other college students.
Administering currently available vaccines could
reduce the risk of a meningococcal disease. 

Source: Bruce MG, et al. JAMA. 2001;286:688-693.

Neisseria meningitidis causes an estimated 2400
cases of invasive meningococcal disease each

year in the United States with a fatality rate of 10-
15%. Although only 2-3% of cases occur on college
campuses, recent outbreaks have attracted widespread
media attention. These outbreaks have led the Ameri-
can College Health Association to recommend that
college students should consider receiving meningo-
coccal vaccine. 

This study, by Bruce and associates, sought to deter-
mine the rates of meningococcal disease among Amer-
ican college students and to identify risk factors for the
disease. They reviewed all cases of meningococcal dis-
ease among college students from Sept. 1, 1998,
through Sept. 1, 2000, and then matched these cases
with similar control students without a history of
meningococcal vaccination. Interviews with case
patients were conducted by telephone within 2 weeks
of receiving a case report. Surrogates were used for
case patients who died. Case-controls were similarly
interviewed with information collected about demo-
graphics, class level, housing, active and passive smok-

ing, drug and alcohol use, medical history, and expo-
sure to large groups of people.

Ninety-six cases of meningococcal disease were
identified for an incidence of 0.7 cases per 100,000 vs.
1.4 per 100,000 for the general population (P < .001)
Freshmen living in dormitories had the highest inci-
dence with a rate of 5.1 per 100,000. Of the case-
patients, 68% were from vaccine preventable
serogroups.

The finding that students are at no greater overall
risk for meningococcal disease than noncollege stu-
dents of similar age groups matches the results reported
in a companion study in the same issue by Harrison and
colleagues.1 However, Bruce et al did find a significant
increased incidence among freshman college students
residing in dormitories. They speculate that crowding
may account for the increased rates. Subsequent, lower
rates after the first year may be due to the development
of protective antibodies among the freshman who
become asymptomatic carriers. The study also identi-
fied a recent upper respiratory infection (URI) as a risk
factor, similar to previous reports. Students exposed to
radiator heat were also at higher risk, but most likely
this is a marker for dormitory residence.

Among the 96 cases, 28% were due to serotype B
but the majority of cases were due to serotypes that are
potentially vaccine preventable. The current available
polysaccharide vaccine has an 85-95% efficacy
against serogroups A,C,Y, and W-135, which could
reduce meningococcal cases among this age group by
approximately 70% in the college community.

■ COMMENT BY MARTIN LIPSKY, MD
This summer, virtually all of the students going

away to college that I saw for school physicals wanted
the meningococcal vaccine. This study supports
administering the vaccine to this group of new fresh-
man that will be living on campus. Although from a
societal perspective, it may not be cost effective to
administer the vaccine to all college freshman, this
study supports immunizing those individuals who
request it. Although Bruce et al acknowledge that a
cost-effectiveness analysis might not support routine
vaccination, they also point out that this type of analy-
sis does not take into consideration the anxiety, disrup-
tion of campus life, and tragedy of a young person suf-
fering meningococcal disease.

In an accompanying editorial, Dr. Jay Wenger states
that developing an effective long-lasting meningococ-
cal vaccine that can be administered in childhood is
clearly the best long-term solution.2 Recently, a
serotype C vaccine was introduced for use in Europe
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and appears to be safe and effective when given with
other routine childhood immunizations. Further devel-
opment of a Y and W135 conjugated vaccine and an
effective vaccine against serotype B will be necessary
to offer extended protection.

In the meantime, the prudent thing seems to be to
offer this vaccine to college students. If parents ask me
what I would do for my child, I say that I would vacci-
nate. It is safe with minimal side effects. Its downsides
are its expense and that it does not protect against all
meningococcal disease.   ❖

References
1. Harrison LH, et al. JAMA. 2001;286:694-699.
2. Wenger J. JAMA. 2001;286:720-721.

Screening Mammography 
in Women Younger Than 
Age 50
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Screening mammography before age 50 con-
tinues to be controversial.

Source: Ringash J, Canadian Task Force on Preventive
Health Care. Can Med Assoc J. 2001;164:469-476.

The canadian task force on preventive
Health Care neither recommends the inclusion of

screening mammography younger than age 50 nor the
exclusion based upon the available evidence. The
Canadian Task Force on Preventive Health Care
reviewed 68 articles on screening mammography of
women age 40-49. Out of this literature they accepted
7 randomized clinical trials and 6 meta-analyses for
critical review. They found much to criticize in the lit-
erature on this particular subject, especially the statisti-
cal power in the studies to detect a benefit in women
younger than 50. Nevertheless, they concluded that the
most recent evaluations of the randomized trials indi-
cate approximately an 18% reduction in breast cancer
mortality when women age 40-49 are screened with
mammography. They appropriately review the effects
of an increased number of mammograms in younger
women. The 2 major problems include unnecessary
biopsies, which range from less than 1% in Sweden to
5-9% in the United States. The second major problem
is the psychological stress of being called back for fur-

ther evaluation. The Task Force finally concludes that
the available evidence cannot suggest that mammogra-
phy should be included in the periodic health examina-
tions of women age 40-49. At the same time, they con-
clude that the available evidence does not indicate that
it should be specifically excluded. Thus, their final rec-
ommendation is that women age 40-49 should be
informed of the current situation and assisted in their
own personal decisions. 

■■ COMMENT BY LEON SPEROFF, MD
I have been a strong proponent that screening mam-

mography should begin at age 40 rather than 50. It is
well recognized that breast tumors grow faster in
younger women compared with older women, and
therefore, screening mammography at a frequency less
than every year means that more cancers will be detect-
ed late in younger women. The earlier randomized clin-
ical trials used the frequency of every 2 years, and it’s
not surprising that their results failed to demonstrate a
striking benefit.

There continues to be national confusion regarding
this issue. The National Institute of Health recom-
mends against screening mammography in women
younger than age 50. The American Cancer Society
and the National Cancer Institute advise screening
every 1 to 2 years. The reason for this confusion, as
well as the conclusion of the Canadian Task Force on
Preventive Health Care, is that conclusions have been
based strictly on the randomized clinical trial data.
The United States National Institutes of Health Con-
sensus Development Panel in 1997 made a similar rec-
ommendation. Neither the Canadian Task Force nor
the United States Panel offered any guidance as to
how the clinician could assist the patient in individual
decision making. This is a good example of the prob-
lems we have in this era of emphasis on evidence-
based medicine when we try to make our decisions
strictly by randomized clinical trial data. Many times
such data are not available or the data are too limiting.
A case where the data are not available, for example,
is smoking and lung cancer. If we waited for data from
a randomized clinical trial, we would never advocate
cessation of smoking to prevent lung cancer. This situ-
ation with mammography under age 50 is an example
where the randomized clinical data are too limited.
There is a British trial underway randomly assigning
women age 40 or 41 to annual mammography or usual
care. Results are expected after 2003. Until then, we
have to make individual decisions with our patients
based on our medical judgment. 

In my judgment, annual mammography is indicated



142 September 29, 2001

for women younger than age 50 despite the problem of
an increased number of biopsies and the psychological
stress, because this is the only method we have to
detect these tumors that are in fact growing faster and
would be detected at a later stage with a worse out-
come by having mammography later in life. We should
also keep in mind that women with a first-degree rela-
tive with premenopausal breast cancer should begin
annual mammography 5 years before the age of the rel-
ative when diagnosed.   ❖

Dr. Speroff is Professor of Obstetrics and Gynecology,
Oregon Health Sciences University, Portland, Ore.

Pharmacology Update
Nesiritide—A New Drug 
for the Treatment of CHF
By William T. Elliott, MD, FACP,
and James Chan, PharmD, PhD

The fda has approved nesiritide, a new drug
for treating inpatients with acutely decompensat-

ed congestive heart failure (CHF). Nesiritide repre-
sents a new approach to treating CHF. It is a 32 amino
acid, recombinant B-type human natriuretic peptide
that mimics the action of the endogenous counterpart.
Its primary effects are a reduction in pulmonary capil-
lary wedge pressure and systemic arterial pressure in
patients with heart failure. Nesiritide is marketed
under the trade name Natrecor by Scios Inc. of Sun-
nyvale, Calif.

Indications
Nesiritide is indicated for the treatment of patients

with acutely decompensated CHF who have dyspnea at
rest or with minimal activity.1

Dosage
The recommended dose is 2 µg/kg as an intravenous

bolus followed by a continuous infusion of 0.01
µg/kg/min. There is limited experience with the use of
nesiritide beyond 48 hours.1 Nesiritide is eliminated in
a manner proportional to body weight and the product
is dosed accordingly. Nesiritide is incompatible with,
and should not be coadministered with several other
compounds including heparin (including heparin-coat-
ed catheters), insulin, ethacrynate sodium,
bumetamide, enalaprilat, hydralazine, furosemide, and

sodium metabisulfite.1

Nesiritide is available as 1.5 mg vials.

Potential Advantages
Nesiritide has been shown to reduce dyspnea in

patients with decompensated CHF compared to place-
bo.1,2 Improvement in pulmonary capillary wedge
pressure, dyspnea, or fatigue was similar to that
reported for others drugs such as dobutamine, nitro-
glycerin, dopamine, or amrinone.2 In a comparative
trial with nitroglycerin, the Vasodilation in the Man-
agement of Acute CHF (VMAC) trial, nesiritide
caused fewer overall side effects.3 Tachycardia or ven-
tricular tachyarrhythmias has not been reported with
nesiritide.1 In the Prospective Randomized Evaluation
of Cardiac Ectopy with Dobutamine or Nesiritide
(PRECEDENT) study, dobutamine was associated
with significantly greater incidences of ventricular
ectopy and tachycardia.5

Tachyphylaxis has not been reported.1

Potential Disadvantages
Hypotension is the most common dose-related

adverse effect. While the incidence of hypotension was
similar between nesiritide and nitroglycerin, when it
occurred, the intensity and duration of this effect was
longer with nesiritide (2.2 hours vs 0.7 hours).1 Blood
pressure should be monitored closely during nesiritide
administration. The use of other drugs, which may cause
hypotension, must be done with caution. In some sus-
ceptible patients, those with severe heart failure, nesiri-
tide may cause azotemia. Nesiritide can only be given
intravenously and up to 48 hours. Following discontinu-
ation of the drug, the effect (eg, pulmonary capillary
wedge pressure) returns to within 10% of baseline with-
in 2 hours.1

Comments
The natriuretic peptide family consist of 3 peptides:

atrial natriuretic peptide, brain or B-type natriuretic
peptide, and C-type peptide.4 Nesiritide is B-type pep-
tide produced by recombinant DNA technology using
the Escherichia coli system and is identical to endoge-
nous B-type peptide. Endogenous B-type peptide is
released by the ventricular myocardium in response to
such factors as stretching of the wall, volume overload,
or pressure overload.5 Levels are increased in patients
with CHF and appear to be associated with the progres-
sion of clinical symptoms.6,7 B-type natriuretic peptide
has been proposed as a screening tool for left ventricu-
lar dysfunction.8

In CHF patients, nesiritide has been shown to
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improve clinical symptoms (eg, dyspnea), reduce pul-
monary capillary wedge pressure, and suppression of
the renin-angiotensin-aldosterone system. Improve-
ment is generally seen within 15 minutes and reaches
95% of the 3-hour effect within 1 hour. In the clinical
trials, the primary end points were changes in pul-
monary capillary wedge pressure and improvement is
dyspnea after 3 hours. The benefit dissipates within 2
hours after discontinuation. At doses higher than the
currently recommended dose, 50-56% of patients
who received nesiritide were rated as improved com-
pared to 12% given placebo.2 With the currently
approved dose, the comparative rates were not report-
ed by the manufacturer other than to indicate that
they were statistically significant (P = 0.034; n =
489).1 The FDA originally turned down the drug in
April 1999 and a lower dose study was conducted at
the FDA’s request. The VMAC trial, which compared
nesiritide with IV nitroglycerin or placebo, was
designed to address the issues raised by the FDA such
as safety and tachyphylaxis.5

No improvement in survival has been seen with nesir-
itide compared to other drugs such as nitroglycerin,
dobutamine, nitroprusside, milrinone, amrinone, or
dopamine.1

Nesiritide will cost about $800 (2 vials) for a 48-hour
administration.

Clinical Implications
It is estimated that approximately 5 million Ameri-

cans have heart failure, and decompensation is the
most common reason for the hospitalization. The
condition is characterized with symptoms of dyspnea
and fatigue. Nesiritide has been shown to improve
these symptoms rapidly and at least as effectively as
currently available drugs with some potential advan-
tages. Scios will develop a CHF patient registry, the
Acutely Decompensated Heart Failure Registry
(ADHERE) and will launch a physician education
program. The latter was at the request of the FDA
advisory committee.   ❖
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Attention Readers
In the July 29, 2001, issue on page 107 in the article,

“Pioglitazone Improves Lipid Profiles More Effectively
than Rosiglitazone,” the sentence in the second para-
graph, “Mean cholesterol, triglyceride, and low-density
lipoprotein (LDL) cholesterol levels decreased in the
pioglitazone group by 44.7%, 11.3%, and 7.3% but
increased 8.4%, 38.4%, and 8.1%, respectively, in the
rosiglitazone group,” should have read “. . .cholesterol
levels decreased in the pioglitazone group by 4.7%. . .”
We regret any confusion this may have caused.   ❖

CME Questions
21. Cholecystectomy may be associated with esophageal adenocar-

cinoma due to:
a. postoperative development of hiatal hernia in some patients

who have undergone a cholecystectomy.
b. acid hypersecretion commonly following cholecystectomy.
c. the fact that reflux of bile and pancreatic juices are increased

following cholecystectomy. 
d. gallstones that are associated with both squamous and adeno-

carcinoma of the esophagus regardless of surgical status.
e. obesity increasing after cholecystectomy and is associated with

esophageal adenocarcinoma.

22. With respect to family history and the risk of myocardial
infarction, which of the following is true? 
a. Having 1 parent with a history of myocardial infarction is the

same risk as having both parents with a history of myocardial
infarction. 

b. Having a parent with a history of myocardial infarction at a
young age (55) has the same risk as having a parent with a his-
tory of myocardial infarction at an older age (65). 

c. A patient whose father had a myocardial infarction is 5 times
more likely to have an MI than a similar patient who has no 
family history. 

d. The greatest risk for myocardial infarction is having a parent of
corresponding gender with a history of a myocardial infarction
at a young age. 

23. The following statements are true of screening mammography
except:
a. No reduction in breast cancer mortality has been demonstrated

with screening mammography younger than the age of 50.
b. Thus far, randomized clinical trials including women younger

than the age of 50 have been underpowered to assess the effect
in younger women.

c. A false-positive rate yields an increase in unnecessary biopsies.
d. Medical judgment requires making decisions when you don’t

have all the facts you need to make a decision.

24. Which statement is not true about nesiritide?
a. It is administered intravenously.
b. It may be used for up to a week.
c. Hypotension is the most common adverse effect.
d. The drug has not been shown to affect survival in CHF.
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In Future Issues: Treatment of Anthrax
Syncope Findings

Doxazosin Added to
Single-Drug Therapy
in Hypertensive
Patients with 
Benign Prostatic
Hypertrophy

In middle age and beyond, both
hypertension and benign prostatic

hyperplasia (BPH) become increasing-
ly common. Treatment of normoten-
sive BPH patients can usually be
accomplished using alpha-blockers
without problematic episodes of
hypotension. For hypertensive BPH
patients, there has been some concern
that addition of doxazosin to the anti-
hypertensive regimen might produce
hypotension or other untoward effects.
This study evaluated the effect of 2-4
mg QD doxazosin added to the regi-
men of patients who had a achieved a
diastolic blood pressure < 95 on nonal-
pha blocker monotherapy.

Patients (n = 2363, Spanish men >
age 40) were followed for 14 weeks,
and evaluated by a quality-of-life scale,
prostatism symptom scale, blood pres-
sure measurement, and recording of
adverse events.

Doxazosin treatment resulted in a
mean blood pressure reduction of
10.7/6.1 over baseline treatment with
an ACE inhibitor, calcium channel
blocker, or diuretic. Favorable effects
for prostatism scores were consistently
seen. Symptoms of dizziness, vertigo,
hypotension, or syncope were seen
uncommonly (2.7%, 0.4%, 0.8%,
0.3%, respectively). Martell and Luque
conclude that addition of an alpha-
blocker to the treatment regimen of
hypertensive BPH patients is generally
effective and well tolerated.   ❖

Martell N, Luque M. J Clin Hypertens.
2001;3:218-223.

One-Time Screening
for Colorectal Cancer
with Combined FOBT
and Examination of
the Distal Colon

Fecal occult-blood testing
(FOBT) and sigmoidoscopy

(SIGM), alone or in combination, have
been shown to reduce colorectal cancer
(CCA) mortality. Some evidence sug-
gests that the combination may be supe-
rior. The current trial reports results
from a study of the combination of one-
time FOBT and colonoscopy (COL) in
asymptomatic subjects (n = 2885, all
male), in comparison with one-time
FOBT and SIGM. All subjects under-
went only COL; SIG was “defined” as
the experience gained during COL that
evaluated the rectum and sigmoid
colon, but not beyond.

Advanced neoplasia (an adenoma >
10 mm diameter, with at least 25% vil-
lous involvement, high-grade dysplasia,
or actual carcinoma) was found in
almost one-fourth of persons with posi-
tive FOBT. Alone, SIGM  detected 70%
of neoplasia cases, enhanced by adding
FOBT to 76%.

Though these results are encourag-
ing, it is disheartening to think that as
many as one-fourth of advanced neopla-
sia may be missed by the FOBT+SIGM
combination. Since the level of penetra-
tion clinically attained in SIGM may be
substantially less than described in this
study, the actual sensitivity of SIGM
may be even less than suggested by this
trial. Whether COL should become the
screening tool of choice remains a mat-
ter of some debate.   ❖

Lieberman DA, Weiss DG. N Engl J
Med. 2001;345:555-560.

Bone Mineral Density
Response to Estrogen
Replacement in Frail
Elderly Women

The role of estrogen and prog-
esterone replacement (HRT) for

osteoporosis (OSPS) prevention is well
established. Most data have accrued
from relatively younger women, (ie, <
75 years old). Whether HRT provides
equally beneficial OSPS effects for
more senior women has not been well
documented, since most data in older
women is from observational studies.

In this placebo-controlled trial, Vil-
lareal and associates randomized 67
women who were considered especially
high risk because of their relative
frailty, to combination therapy with
conjugated estrogens (0.625 mg QD)
plus medroxyprogesterone acetate (5
mg QD for 13 consecutive days every
third month) for 9 months. Bone miner-
al density (BMD) was measured at the
lumbar spine and femur. Bone turnover
markers were also measured. More than
90% of the women were osteopenic or
osteoporotic at baseline.

BMD at the lumbar spine, and
femoral neck, were statistically signifi-
cantly improved in women who
received HRT (eg, at the femoral neck)
BMD increased 2.5%, as compared with
a decrease in BMD in the placebo group.
Bone turnover markers were similarly
favorably affected. These data encourag-
ingly support the concept that age should
not be a barrier for consideration of HRT
in at-risk menopausal women.   ❖

Villareal DT, et al. JAMA. 2001;286:
815-820.
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