
Walking the Walk: Physical Activity
and CHD in Women 

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

Synopsis: Walking an hour or more per week lowered 
the risk of coronary heart disease in more than 39,000 

women 45 years of age and older.

Source: Lee IM, et al. JAMA. 2001;285:1447-1454.

The purposes of this study were to find out how
intense physical activity needs to be in order to reduce coro-

nary heart disease (CHD) events in women, and to determine if
physical activity modifies the risk of CHD in women with risk
factors. This was a prospective study of 39,372 women aged 45
years or older. They were followed every 6 months for the first
year then annually between 1992 and 1995. An extensive battery
of variables was recorded at each visit. Participants estimated the
average time they spend doing various physical activities per
week. The relative risks of CHD for a given caloric expenditure
were: 

Kcal/week Relative Risk (confidence intervals)
< 200 1.0 (referent)
200-599 0.79 (0.56-1.12)
600-1499 0.55 (0.37-0.82)
≥ 1500 0.75 (0.50-1.12) (p for linear trend, 0.03)

The more vigorous the activity, the lower the risk. However,
even walking an hour or more per week reduced CHD risk, and it
was the distance, not the pace, that mattered. Physical activity
reduced CHD risk in women who were overweight, had elevated
cholesterol levels, and who were current or former smokers. For
women with hypertension, there was a U-shaped relationship, with
increased CHD rates observed in the highest category of exercise.
There was an inverse relationship between smoking status and
degree of exercise and a direct relationship between alcohol con-
sumption and degree of exercise.

■ COMMENT BY BARBARA A. PHILLIPS, MD, MSPH, FCCP
Lee and associates set out to fill in some notable gaps in our
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knowledge about the role of exercise in preventing
CHD in women. Physically active individuals have
about half the rate of CHD than those who are seden-
tary,1 but few women were included in the studies on
which this finding is based. Further, it is not clear
how much or what kind of exercise is required to
confer benefit. The Surgeon General2 and Centers for
Disease Control3 have called for at least 30 minutes
of moderate-intensity physical activity most days of
the week, replacing an earlier recommendation to
engage in vigorous-intensity exercise for at least 20
minutes 3 times a week.4

The current findings are important, because walking
is the most popular leisure activity among women.2

Sometimes women are intimidated by the message that
they must “exercise” for health. Emphasizing that
walking “counts” may be an effective approach to

take. Many of our patients have risk factors that they
simply are not going to be able to conquer. It may be
particularly important to stress the importance of
walking to these individuals, since this paper indicates
that exercise lowers CHD risk in women with known
risk factors.

This paper is just one of many studies produced
from the Women’s Health Study, a randomized, dou-
ble-blind, placebo-controlled trial of low-dose aspirin
and vitamin E for the prevention of cardiovascular
disease and cancer.5 Since it is prospective and has a
huge enrollment, impeccable methods, and intense
follow-up (99% complete for this paper), its findings
are credible and noteworthy.   ❖

References
1. Berlin JA, Colditz GA. Am J Epidemiol. 1990;132:

612-628.
2. US Department of Health and Human Services. Physi-

cal Activity and Health: A Report of the Surgeon Gener-
al. Atlanta, Ga: National Center for Chronic Disease
Prevention and Health Promotion; 1996.

3. Pate RR, et al. JAMA. 1995;273:402-407.
4. Guidelines for Graded Exercise Testing and Exercise

Prescription. 3rd ed. Philadelphia, Pa: Lea and
Febiger; American College of Sports Medicine: 1985.

5. Buring JE, Hennekens CH. J Myocardial Ischemia.
1992;4:27-29.

The Negative Long-term
Neurocognitive Effects of
CABG Surgery
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Patients with post-CABG cognitive abnor-
malities subsequently demonstrated early improvement
followed by a significant later decline. 

Source: Newman MF, et al. N Engl J Med. 2001;344:
395-401.

For more than 40 years, coronary-artery
bypass grafting (CABG) surgery has proven to be a

superbly effective procedure for revascularizing the
coronary arterial circulation. With improvement in both
surgical and anesthetic techniques, the CABG mortality
rate has diminished significantly over the years, and
now more than 500,000 bypass procedures are being
performed in the United States each year. In contrast to
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the numerous infrequent complications that can occur
post-CABG, postoperative cognitive decline has been
detected in a significant number of elderly patients with
the incidence being highest at discharge (ie, 50-80%),
dropping down to 20-50% at 6 weeks, and even further
(10-30%) at 6 months.1-4

Newman and associates, representing the Neuro-
logical Outcome Research Group and the Cardiotho-
racic Anesthesiology Research Endeavors Investiga-
tors from Duke University, conducted a prospective
investigation to accurately determine the long-term
effects on cognitive function in those patients who
suffered immediate perioperative cognitive deteriora-
tion by following them longitudinally for 5 years after
cardiac surgery. Neurocognitive tests were performed
preoperatively, before discharge, and at 6 weeks, 6
months, and 5 years after CABG surgery in 261
patients. The incidence of cognitive decline was 53%
at discharge, 36% at 6 weeks, 24% at 6 months, and
42% at 5 years. These results suggested that patients
with post-CABG cognitive abnormalities subsequent-
ly demonstrated early improvement followed by a
significant later decline. 

■ COMMENT BY HAROLD L. KARPMAN, MD, 
FACC, FACP
Advances in medical care and invasive revascular-

ization procedures (ie, PTCA, stenting, etc) have in
many cases prevented but, in many other cases, sim-
ply delayed CABG procedures thereby resulting in an
increasing number of patients coming to CABG
surgery at more advanced ages. Besides the well-rec-
ognized post-CABG complications of stroke, deliri-
um, and/or short-term cognitive changes, long-term
cognitive changes have not been fully appreciated.
Even though many patients have complained that “I
am just not the same as I was before surgery,” cogni-
tive changes had often not been recognized because
the associated personality changes were usually quite
subtle, often involving neuromuscular activity deteri-
oration, mood swings, and loss of ability to plan com-
plex activities. 

Newman et al carefully performed a multivariate
factor analysis to minimize the redundancy of tests
and potential errors. In order to include as much data
as possible, they gave patients who were unable to
complete the testing at 5 years because of events such
as death or stroke a worst-case score for cognitive
function and then analyzed the data with and without
these patients included; the inclusion of these patients
resulted in only minimal changes in the calculated
incidence of dysfunction and made no difference in

the predictors of long-term cognitive decline. They
concluded that the observed consistency of the pre-
dictors of cognitive decline and the composite cogni-
tive index validated the stability of their model in
which a patient’s age, educational level, and the pres-
ence or absence of perioperative cognitive decline
consistently predicted the level of long-term cognitive
function.

The results of the study were most intriguing
because of what appeared to be a biphasic course to
the negative effects on cognitive function observed in
many patients post-CABG, that is, an immediate post-
operative decline was followed by improvement and
then a subsequent late decline. There was a distinct
association between early postoperative and late cog-
nitive decline even after adjustment for many covari-
ates—suggesting that the patient with perioperative
decline is at distinctly increased risk for long-term
cognitive decline. The study suffered because it did
not include a control group, although it should be
noted that studies of other normal control groups simi-
lar in nature to those undergoing CABG reported in
the past have not found a similar incidence in decline
of cognitive performance over a 5-year period.5

If, in fact, a late decline in cognitive performance
occurs after CABG, what is the explanation for it?
Some authors have speculated that showers of
embolic material from an atherosclerotic aorta are
released during manipulation of that vessel and enter
the cerebral vasculature resulting in occlusion of
both small and large arterial vessels. Hypoperfusion
with secondary ischemic encephalopathy must also
be considered as a possible etiological factor.6 Final-
ly, it should be recognized that the effects of anesthe-
sia may result in short-term cognitive changes but
almost certainly have no effect upon long-term cog-
nitive performance. 

Columnist Lance Morrow authored an essay about
Vice President Dick Cheney’s recent hospitalization,
which was published in the March 19, 2001, issue of
Time magazine. He wrote, “Some lore has it that
bypass people are a little crazier than most, that the
‘cabbage’ (coronary-artery bypass) activates a wild
hair.” I am beginning to think there’s truth in the theo-
ry that bypass surgery damages the memory. Mine was
once photographic. Now I have to work harder some-
times to fetch a name. The other day, for some reason,
I wanted to retrieve the name of you know, the gonzo
journalist of fear-and-loathing fame—Rolling Stone—
you know. But the once perfectly familiar words skit-
tered off into the dark, and it was half a day before I
caught sight of them as they dodged around another
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corner of the mind—Hunter Thompson! I have seen
no evidence of Cheney’s being depressed or acting
screwy or forgetting things. He seems the perfect
Duke of Kent, who was King Lear’s bluff, loyal, sane
liegeman, and exec. 

It would appear from the data presented by Newman
et al that we must make every effort to prevent or
reduce perioperative cognitive decline in order to pre-
serve long-term cognitive function and, thereby, main-
tain or improve the quality of life in the rapidly grow-
ing population of patients who are being subjected to
CABG. Those patients who demonstrate early postop-
erative cognitive decline should be treated aggressively
with diet, medications, psychological support, and
changes in lifestyle aimed at reducing the incidence or
even preventing long-term cognitive impairment.
Equally important, results of this study should encour-
age physicians to narrow their indications for recom-
mending CABG surgery to only those patients who
have solid, unquestionable indications for having this
surgery performed. In particular, even though most
elderly patients even with multiple health problems are
now able to safely undergo surgical procedures without
serious concern about loss of life, the fact remains that
the elderly patient is at the greatest risk for developing
a significant long-term impairment in cognitive func-
tion and, therefore, the indications for CABG in the
elderly should be especially carefully considered and
any appropriate alternative methods of therapy of the
ischemic myocardium should be considered before
selecting CABG as the treatment of choice. CABG
should be avoided in all patients whose clinical situa-
tion permits them to be treated by noninvasive atrau-
matic techniques such as diet control, weight reduc-
tion, increasing physical activity, reducing emotional
stress or strain, eliminating cigarette smoking, reduc-
ing cholesterol, and using statin drugs and/or other
agents that will enhance the health of the endothelial
linings of the coronary arteries.   ❖

References
1. Selnes OA, et al. Lancet. 1999;353:1601-1606.
2. Blumenthal JA, et al. Ann Thorac Surg. 1995;59:

1345-1350.
3. Newman MF, et al. Ann Thorac Surg. 1995;59:

1326-1330.
4. Murkin JM, et al. Anesth Analg. 1996;82(suppl 328):

abstract.
5. Hornick P, et al. Curr Opin Cardiol. 1994;9:670-679.
6. Wilson RS, et al. Arch Neurol. 1999;56:1274-1279.
7. Caplan LR, Hennerici M. Arch Neurol. 1998;55:

1475-1482.

Osteoporosis Prevention,
Diagnosis, and Therapy
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Osteoporosis is now considered to be largely
preventable, yet controversy over screening, diagnosis,
and treatment continues. Prevention of fractures by
enhancing bone mass, and reducing the risk and conse-
quences of falls, is the primary treatment goal.

Source: NIH Consensus Development Panel. JAMA. 2001;
285:785-795.

The national institutes of health (nih) recent-
ly convened this expert consensus panel to review

the literature on osteoporosis for the last 5 years and pre-
pare this statement clarifying current issues. Thirteen
physicians, scientists, and a dentist from multiple spe-
cialties heard testimony from 32 experts and reviewed a
bibliography of 2449 references in front of an audience
of 699 persons who were given an opportunity to com-
ment on the statement before revisions were made. 

Osteoporosis results when bone strength (an integra-
tion of bone density and bone quality) is compromised
and leads to an increased risk of fracture. Usually this
results from bone loss, but it also occurs if an individual
does not reach their optimal peak bone mass in adoles-
cence. Although the World Health Organization defines
osteoporosis as a bone mineral density (BMD) 2.5 SD
below the mean for young adult Caucasian women,
there is controversy about applying this criterion to oth-
ers, and furthermore, BMD only measures about 70% of
total bone strength. 

Both men and women have age-related decline in
BMD, although women experience more rapid bone loss
and, thus, have fractures earlier. Caucasian women at
age 50 have a 14% chance of lifetime hip fracture, com-
pared to 5-6% for men, and women have 3/4 of all hip
fractures. Most of this gender difference is thought to be
explained by lower peak bone mass and earlier onset of
bone loss in Caucasian women, which may explain why
African-American women with higher peak BMDs have
less fractures (6% lifetime risk vs 14% for Caucasian
women). However, some Japanese women have lower
BMDs but also have lower rates of hip fractures. 

Fracture risk is not only related to low BMD, but also
to clinical factors such as history of falls and poor physi-
cal functioning (slow gait, decreased strength, impaired
vision and cognition, and environmental hazards).
Smoking and family history of osteoporosis are also
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important predictors of developing osteoporosis. While
persons in these categories should be screened for low
BMD, there is insufficient evidence at this point to advo-
cate screening the entire population for osteoporosis.
Clinicians must still make individual judgments on
screening for persons with advancing age. More
research is also needed to standardize different measure-
ments of BMD, which tend to reflect risk mainly for the
site on which they are performed and cannot reliably be
compared between different devices.

Secondary osteoporosis can result from a large num-
ber of medical disorders and drugs, especially long-term
glucocorticoid use. Only 2 months of glucocorticoids in
a daily dose of 5 mg or more can result in excessive
bone loss. In men, the most common cause of secondary
osteoporosis is hypogonadism, followed by glucocorti-
coid use and alcoholism. Organ transplant recipients and
those with excessive thyroid hormone are also at high
risk for osteoporosis.

Adolescent girls with low body weight, emotional
stress, and strenuous athletic training, which can pro-
duce delayed menarche, oligo- and amenorrhea, may not
achieve adequate peak bone mass and are also at risk for
increased fractures. Adolescent boys similarly need
testosterone to achieve and maintain maximal bone
mass. Since bone accumulation attained early in life is
so critical to lifelong skeletal health (peak bone mass is
completed with the cessation of linear growth), it is par-
ticularly important to maximize bone mass in children
with adequate nutrition (calcium and vitamin D) and
healthy lifestyles (exercise). Cigarette smoking, which
usually starts in adolescence, may have a negative affect
on achieving maximal bone density.

Effective treatments for established osteoporosis start
with adequate calcium and vitamin D intake from diet or
supplements, which increases spinal BMD and reduces
fractures. The therapeutic effects of other drug treat-
ments are seen when used in conjunction with calcium
and vitamin D. Exercise is also necessary for bone
acquisition during skeletal growth, and at other times
may be important in improving muscle strength and bal-
ance, which can prevent falls. 

Hormone replacement therapy has a positive effect on
BMD and vertebral fracture reduction, but few studies
have measured actual hip fracture reduction. Phytoestro-
gens from plant sources have weak estrogen-like effects
but have not yet shown reduction in fracture risk in
humans. Calcitonin will increase BMD in the lumbar
spine but has weaker supporting research for reducing
fractures. Bisphosphonates (etidronate, alendronate, and
risendronate) will increase BMD at the hip and spine
and reduce vertebral fractures by 30-50% in adults, but

they have not been studied for safety in children. Selec-
tive estrogen receptor modulators (SERMs) are actively
being studied; raloxifene is FDA approved and has been
shown to reduce vertebral fracture risks. Tamoxifen can
maintain bone mass but has not been proven yet to
reduce fracture risk.

This report cautions against using follow-up BMD or
other serum bone markers as indications of failed thera-
py. The Fracture Intervention Trial reported a statistical
phenomenon of “regression to the mean” in successive
BMD studies, such that larger bone loss in the first year
was followed by greater gain in the next year.1

In the treatment of acute osteoporotic fractures, new
minimally invasive procedures injecting polymethl-
methacrylate bone cement into fractured vertebrae
holds promise but has not been tested with controlled
trials. Early surgical management of hip fractures
remains the preferred treatment with the least perioper-
ative morbidity.

■ COMMENT BY MARY ELINA FERRIS, MD
Osteoporosis is a huge public health problem affect-

ing most of the elderly in the United States, estimated to
cost $10-15 billion in hospital costs alone annually. Ver-
tebral deformities and subsequent spine and hip frac-
tures were once thought to be inevitable, but now are
considered largely preventable with better attention to
bone health at all ages. 

Screening of all persons for osteoporosis should
include history and physical examinations for specific
risk factors, loss of height, and change of posture. Evalu-
ation for secondary causes should be considered once the
diagnosis is made. Measurement of bone density using
various methods and skeletal sites is useful to predict
fracture risk at the site that is being measured, but the
cost-effectiveness of universal BMD screening has not
been established in randomized controlled trials. This
NIH panel recommends that BMD testing be considered
on an individual basis when it would aid decisions about
beginning treatments for fracture prevention, and that it
be used cautiously to assess response to treatment. 

The National Osteoporosis Foundation, with the
support of multiple specialty societies, has issued rec-
ommendations that all women age 65 or older receive
a screening BMD, although they acknowledge that
this mainly applies to Caucasian women since
research is lacking in other groups.2 Medicare cover-
age recently began for BMD screening once every 2
years. Additional drugs will likely be added to our
choices (eg, risendronate was also recently shown to
reduce hip fractures).3

This article reinforces the importance of building
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maximal bone mass in adolescents as a primary preven-
tion for a subsequently common disease. Routine
screening with BMD is not scientifically supported; our
traditional skills for risk assessment and individualized
treatment are still the preferred approach. Once osteo-
porosis is identified (often by the first fracture), drug
treatment should be accompanied by calcium and vita-
min D supplementation, along with attention to reducing
the potential for future falls and fractures.   ❖
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Pharmacology Update
Galantamine HBr Tablets
(Reminyl—Janssen 
Pharmaceutica)
By William T. Elliott, MD, FACP,
and James Chan, PharmD, PhD

The fda has approved the fourth acetylcholin-
easterase (AchE) inhibitor for the treatment of

Alzheimer’s disease (AD). Galantamine, a reversible
competitive inhibitor of AchE, is an alkaloid that was
originally extracted from bulbs of the daffodil. It has
been in use in several other countries for decades.1

Galantamine is marketed by Janssen Pharmaceutica as
Reminyl.

Indications
Galantamine is indicated for the treatment of mild-to-

moderate dementia of the Alzheimer’s type.

Dosage
The recommended starting dose is 4 mg twice daily

for a minimum of 4 weeks. If the dose is tolerated, the
dose should be increased to 8 mg twice daily. After a
minimum of 4 weeks, an increase to 12 mg twice daily
should be attempted.2 Doses should be administered
with morning and evening meals to reduce gastrointesti-
nal side effects. In the clinical trials, the dose of 24 mg
was not statistically superior to 16 mg, but some patients
may gain additional benefit. The 32-mg dose is less tol-
erated and does not appear to offer additional benefit. In
patients with moderate hepatic or renal impairment, the

dose should not exceed 16 mg/d. The use of galantamine
is not recommended in patients with severe hepatic or
renal impairment.2

Galantamine is supplied as 4-mg, 8-mg, and 12-mg
tablets.

Potential Advantages
Galantamine appears to have a low potential for inter-

acting with the major cytochrome P450 isoenzymes.2 In
addition to inhibition of AchE, galantamine interacts
with the nicotinic acetylcholine receptors. This action is
believed to enhance the action of acetylcholine on the
receptors resulting in the release of acetylcholine and
other neurotransmitters such as glutamate.3,4 This “addi-
tional” mechanism has yet to be demonstrated clinically.
The FDA has not allowed a claim of dual mechanism of
action in the product labeling.

Potential Disadvantages
Galantamine requires at least 8 weeks to reach the

target dose of 24 mg/d. Most common side effects com-
pared to placebo are gastrointestinal, nausea (24% vs
9%), and vomiting (13% vs 4%).2

Paroxetine increases the oral bioavailability of galant-
amine by 40%.2

Galantamine requires twice-daily dosing.

Comments
The efficacy of galantamine in mild-to-moderate

Alzheimer’s disease was reported in 3 large 5- or 6-
month studies, of which 2 were from the United States
and 1 was international.5-7 There were 653 subjects in
the international trial, 978 in the 5-month US study, and
636 in the 6-month US study. Diagnosis of probable AD
was based on the National Institute of Neurologic and
Communicative Disorders and Stroke and Alzheimer’s
Disease and Related Disorder Association (NINCDS-
ADRDA), a score of 10 or more and 24 or less on the
Mini Mental State Examination score (MMSE), and a
score of 12 or more on the standard 11-item cognitive
subscale of the Alzheimer’s Assessment Scale (ADAS-
cog). The primary efficacy measures were the ADAS-
cog and the Clinician’s Interview Based Impression of
Change plus Caregiver Input (CIBIC-plus). Patients
were escalated to a maintenance dose of 8-32 mg/d.
Measures were analyzed on an intent-to-treat as well as
on an observed case basis. Observed cases are those
with postbaseline data using last-observation-carried-
forward (LOCF). Galantamine showed a difference in
ADAS-cog between placebo in intent-to-treat analysis
of 3.1 for 16 mg/d, 0.1-3.1 for 24 mg/d, and 3.2-3.4 for
the 32 mg/d. On the observed case basis, the results were
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3.3, 3.2-3.9, and 3.8-4.1, respectively. Roughly 1/3 of
patients achieved clinically meaningful improvement of
4 units or greater compared to 15-20% on placebo.
About 2/3 (64-70%) of subjects showed improvement in
the CIBIC-plus compared to about half (47-55%) on
placebo. 

Galantamine has been reported to reduce the time
caregivers spent assisting patients with activity of daily
living of 15-38 min/d compared to an increase of 23 min
in the placebo group.3,8

Clinical Implications
Currently, there are no direct comparisons among the

available AchE inhibitors—tacrine, donepezil, rivastig-
mine, and galantamine—however, it appears that their
effects on ADAS-cog are similar in magnitude. Their
potential secondary pharmacologic actions may differ. 

Rivastigmine inhibits butrylcholinesterase while
galantamine is a modulator of the nicotinic receptors.
The importance of these secondary mechanisms have
not been established. Until there is more comparative
information, donepezil may be preferred because of its
convenient once-daily dosing and it generally does not
require dose titration. Rivastigmine, donepezil, and
galantamine are priced similarily.   ❖
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Attention Subscribers. . .
A special supplement to Internal Medicine Alert titled

“Antibiotics Anonymous Redux” is included with this
edition, as a bonus to our subscribers. The supplement
takes a tongue-in-cheek look at a problem facing many
physicians: over-prescription of antibiotics. Here is an
editorial note from Stan Deresinski, MD, editor of Infec-
tious Disease Alert: 

The problem of antibiotic resistance continues to
worsen. An important contribution to this problem is the
inappropriate prescription of antibiotics by physicians.

For example, excess prescription of antibiotics for respi-
ratory tract infections, particularly in children, has been
identified as an important factor in the emergence of
penicillin-resistant Streptococcus pneumoniae. Indeed,
it has been suggested that some physicians have lost
control over their antibiotic prescribing—that they have
become, in effect, antibiotic dependent. I have, as a con-
sequence, devised a questionnaire for the diagnosis of
this dreaded addiction afflicting practicing physicians.
If the answer to one or more of these questions is yes,
you have a problem!. . .❖

CME Questions
27. Which of the following is true about coronary heart disease

(CHD) risk and exercise in women?
a. Intensity of exercise is inversely associated with CHD risk in

current cigarette smokers. 
b. There is no relationship between exercise intensity and reduc-

tion of CHD risk.
c. Exercise needs to be intense and prolonged (over 2 h/wk) in

order to reduce CHD.
d. Walking does not appear to confer any reduction in CHD risk

in women. 
e. Cigarette smokers are more likely to exercise than are non-

smokers. 

28. Which of the following statements about bone mineral testing
(BMD) is correct?
a. BMD should be done annually on all women age 65 and over.
b. BMD can predict risk of fracture at the site where it is 

measured.
c. BMD should be followed and used to adjust treatment.
d. BMD is not reliable and should not be used.

29. Buoyed by the decreasing CABG mortality rate over the past
years, approximately how many bypass procedures are now
being performed annually in the United States? 
a. 75,000
b. 100,000
c. 250,000
d. more than 500,000

30. If the initial dose is tolerated, which of the following is correct
regarding the next dosing schedule for galantamine? 
a. After initial starting dose of 8 mg twice daily for a minimum of

6 weeks, dose should be increased to 14 mg twice daily.
b. After initial starting dose of 4 mg twice daily for a minimum of

4 weeks, dose should be increased to 8 mg twice daily.
c. After initial starting dose of 4 mg twice daily for a minimum of

2 weeks, dose should be increased to 10 mg twice daily.
d. After initial starting dose of 6 mg twice daily for a minimum of

4 weeks, dose should be increased to 12 mg twice daily.

31. In the study by Newman et al, patients with post-CABG cogni-
tive abnormalities subsequently demonstrated early improve-
ment followed by a significant later decline. 
a. True
b. False
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Review of Predictors
of Maintenance of
Normotension After
Withdrawal of Anti-
hypertensive Drugs

Asubstantial minority of pa-
tients receiving antihypertensive

medications remains normotensive
upon cessation of treatment. Some of
these individuals were treated prema-
turely, without adequately establishing
a diagnosis of hypertension (HTN) with
certainty. Others have eliminated the
etiology for their elevated blood pres-
sures (eg, obesity or alcohol) but con-
tinue on unnecessary medication. All
the reasons for restoration of normoten-
sion in some hypertensive patients are
unknown. Clinicians and their patients
would benefit from knowing which
predictors are associated with sustained
normotension after medication with-
drawal. To that end, the authors
reviewed articles that examined with-
drawal of antihypertensive medications
in persons who subsequently remained
normotensive for at least 12 months.

Approximately 42% of patients in
whom medication was withdrawn
remained normotensive for at least 12
months. Patients with lower pretreat-
ment or on-treatment BP, those with
good control on fewer agents or lower
doses, and those who used weight
reduction and salt restriction at the time
of medication withdrawal predictably
experienced greater likelihood of
remaining normotensive upon cessation
of antihypertensive therapy. Patients
with mild-to-moderate hypertension,
especially those with favorable predic-
tors, should be periodically considered
for a trial of treatment cessation.   ❖

Nelson M, et al. Am J Hypertension.
2001;14:98-105.

Routine PSA Testing:
What Do Men
Believe?

The controversy about the
merit (or lack of merit) in PSA

screening for asymptomatic men
remains unabated, despite an apparent
increase in use of the testing by both
clinician and patient initiation. The cur-
rent study examined men’s knowledge
about PSA testing, specifically in
regards to perceived benefits of, recom-
mendations for, and controversy around
PSA testing. 

A survey was administered to 442
adult men (≥ age 50) at 2 sites in the
United States and 1 in Canada, asking
such questions as, “How much can reg-
ular PSA testing reduce a man’s chance
of dying from prostate cancer” and
“How beneficial do you believe regular
PSA testing would be for you?” 

Most men believed that regular PSA
testing could significantly reduce the
risk of dying from prostate cancer,
though this belief was substantially
more widespread in American than
Canadian men (80% vs 63%). Even
among men who had discussed PSA
testing with their physician, there was
no consistent awareness of any atten-
dant controversy.

It has been suggested by some that
the choice for PSA testing should be
offered to the patient, after informed
consent. Apparently, men are currently
ill-informed about PSA testing, having
a much more confident view of the
potential value of PSA testing than has
ever been demonstrated in a prospec-
tive, randomized, double-blind trial.   ❖

Zemencuk JK, et al. Am J Med. 2001;
110:309-313.

Aggressive vs. Con-
ventional Lipid Low-
ering on Atheroscle-
rosis Progression in
Familial Hypercholes-
terolaemia (ASAP)

Cholesterol lowering by means
of HGMCoA Reductase agents

(statins) has proven favorable for reduc-
tion of cardiovascular end points. It is
not clear whether the greatest reductions
in cardiovascular end points are correlat-
ed with the greatest degree of lipid low-
ering. Rather, there may be some thresh-
old effect, or pharmacologic aspects of
different members of the statins class
may have differential effects.

Using carotid intima media thickness
(IMT) as a surrogate marker for vascu-
lar atherosclerosis, Smilde and associ-
ates compared (n = 325) atorvastatin 80
mg q.d. with simvastatin 40 mg q.d.
administered over 2 years time. 

Atorvastatin provided greater choles-
terol reduction than simvastatin. Carotid
IMT demonstrated reduction in the ator-
vastatin recipients, but progression in
persons treated with simvastatin.

This trial demonstrates a more favor-
able impact of atorvastatin than simvas-
tatin on degree of cholesterol lowering,
triglyceride reduction, and carotid IMT.
Whether these favorable effects associ-
ated with more aggressive cholesterol
reduction will be reflected in compara-
ble cardiovascular end point attenuation
remains to be fully elucidated.   ❖

Smilde TJ, et al. Lancet. 2001;357:
577-581.

Clinical Briefs
By Louis Kuritzky, MD



Antibiotics Anonymous Redux*
By Stan Deresinski, MD, FACP, Editor, Infectious Disease Alert

Are You Antibiotic Dependent?
❑❑ Do you prescribe antibiotics to relieve tension?

❑❑ Do you prescribe antibiotics more than other physicians but are able to hide it?

❑❑ Do you sometimes feel guilty about the way you prescribe antibiotics?

❑❑ Do you have a strong urge to prescribe antibiotics at a particular time of day?

❑❑ Have you lost ambition since you began prescribing antibiotics in this way?

❑❑ Has another physician advised you to stop or cut down your prescribing?

❑❑ Are you harder to get along with when you are heavily prescribing?

❑❑ Have you ever tried to cut back?

❑❑ Do you have difficulty sleeping a full night?

❑❑ Have you ever been in trouble with the antibiotic police?

❑❑ Have you ever done anything while prescribing that you don’t remember (have a blackout)?

❑❑ Have you ever promised yourself you would cut back on your prescribing and then broken
that promise?

❑❑ Have you ever tried to convince people that you were not prescribing antibiotics when you were?

❑❑ Do you wish people would mind their own business about your antibiotic prescribing—
that they stop telling you what to do?

❑❑ Have you ever switched from one kind of antibiotic to another in the hope that this would 
keep you from going over the edge?

❑❑ Have you had to have an eye-opener (ie, prescribed an antibiotic immediately upon awak-
ening, in the last year)?

❑❑ Do you envy people who can prescribe antibiotics without getting into trouble?

For those who have answered yes to one or more of these questions, I have begun the 
development of a 12-step program. Unfortunately, I have only been able to develop half of a 
12-step program.

❑❑ You must admit that you are powerless over your antibiotic prescribing.

❑❑ You must believe that a power (an antibiotic guru) greater than yourself can restore you to sanity.

❑❑ You must make a decision to turn your will and life over to the care of that power. 

❑❑ You must make a searching and fearless moral inventory of yourself. 

❑❑ You must admit to the power and to yourself the exact nature of your misprescribing.

❑❑ You must humbly ask the power to remove your antibiotic shortcomings.
* Lockwood WR. Letter: Antibiotics anonymous. N Engl J Med 1974;290:465-466.


