
Does a Drink a Day 
Really Keep the Doctor Away?

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

Synopsis: In the right person, a drink a day may actually help keep
the doctor away but additional studies, especially in women, are

required before definitive recommendations can be made.

Source: Muntwyler J. Lancet 1998;352:1882-1885.

Patients with a history of myocardial infarction (mi) are
at high risk of mortality from reinfarction and sudden death;1 how-

ever, numerous advances in drug therapy as well as risk factor modifi-
cation with lifestyle changes have been extremely effective in reduc-
ing these mortality rates. In addition, in high-risk coronary artery dis-
ease populations such as middle-aged or older men with multiple car-
diovascular risk factors, light to moderate alcoholic intake has previ-
ously been demonstrated to confer significant benefit.2,3

Muntwyler and associates from the Division of Preventive Medicine
and Cardiovascular Disease at the Harvard Medical School published
an excellent paper in Lancet. Of the 90,150 men in the Physicians’
Health Study who provided information on alcohol intake and had no
prior history of cancer, stroke, or liver disease, 5358 had suffered a pre-
vious MI. After adjustment for serious potential confounders, moderate
alcohol intake was associated with a significant decrease in total mor-
tality in the 920 deaths among these men. Those physicians who drank
1-4 drinks per month had a relative risk of total mortality of 0.85,
whereas those who drank 2-4 drinks per week had a mortality risk of
0.72 and those whose intake was as high as one drink per day had a risk
of 0.79. These values clearly demonstrate that those patients who had
previously suffered an MI and who consume small to moderate
amounts of alcohol have a distinctly lower total mortality rate com-
pared with men who rarely or never drank alcohol.

■ COMMENT BY HAROLD L. KARPMAN, MD, FACP
In several primary prevention studies, light to moderate alcohol

intake has been demonstrated to be associated with a decrease in the
risk of mortality mainly in older subgroups—suggesting that this posi-
tive effect may have been due to the effect of alcohol in that group of
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patients who are at the highest risk of death from cardio-
vascular disease. However, since all patients in secondary
prevention studies are at a relatively higher risk for cardio-
vascular death than exists in patients who have never suf-
fered a cardiovascular event, it was not surprising to find
that the improved mortality rates occurred regardless of
age in those patients who consumed light to moderate
amounts of alcohol.

Muntwyler et al have demonstrated an unexpected risk
reduction for the 23% of deaths from noncardiovascular
causes in a high-risk, secondary-prevention cohort of
5358 men who had previously suffered an MI and who
consumed light to moderate amounts of alcohol.4

Although there was more than a three-fold excess of car-
diovascular over noncardiovascular deaths, a light to mod-
erate intake of alcohol resulted in a slight but clinically
important decrease in total mortality compared to those
men who never or who rarely drank alcohol. The shape of
the association curve for alcohol intake and cardiovascular
mortality suggested that the maximum potential benefit of
alcohol intake was reached by drinking 2-6 drinks per
week and that both the death rate and the shape of the
association curve was similar in men with and without
previous MIs.

It has been previously suggested that the beneficial
effects of light to moderate alcoholic intake upon reducing
coronary risk may be because of the HDL level increases

in this population of men and/or because of a lower risk of
thrombosis. If additional studies continue to demonstrate
beneficial effects of alcohol in secondary prevention, the
absolute benefit would almost certainly be greater in sec-
ondary than in primary prevention populations and, as has
been demonstrated in trials of antiplatelet agents and cho-
lesterol-lowering drugs, these differences could far out-
weigh any hazard of drug or alcohol intervention. Because
of the intoxicating and habituating properties of alcohol,
its intake cannot be clearly prescribed for patients as a
general measure for the secondary prevention of coronary
artery disease unless one has a thorough knowledge of the
patient’s past history and a realistic assessment of each
patient’s potential for the development of alcohol-related
problems. Specific recommendations should be tailored to
each individual patient, taking into account the potential
risk of alcohol intake in that patient relative to the likely
cardiovascular benefits that one would expect to achieve
as a result of a small to moderate intake of alcohol on a
regular basis.

The bottom line: In the right person, a drink a day may
actually help keep the doctor away but additional studies,
especially in women, are required before definitive recom-
mendations can be made.   ❖
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Review of Herb-Drug 
Interactions
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Herbal medicinals are being used by an
increasing number of patients who typically do not
advise their clinicians of current use. Many interactions
are possible.

Source: Miller LG. Arch Intern Med 1998;158:2200-2211. 

Herbal medicinals are being used by an increas-
ing number of patients who typically do not advise

their clinicians of current use. Known or potential drug-
herb interactions exist and should be screened for. For
example, feverfew, garlic, ginkgo, ginger, and ginseng
may alter bleeding time and should not be used con-
comitantly with warfarin sodium. Ginseng should not be
used with estrogens or corticosteroids because of possi-
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ble additive effects. Valerian should not be used with
barbiturates because excessive sedation may occur.
Kava when used with alprazolam has resulted in coma. 

■ COMMENT BY JOHN La PUMA, MD, FACP
In this unusual review article, Miller catalogs common-

ly used herbal medicinals and associated drug-herb inter-
actions, both theoretical and actual. She first briefly
recounts evidence for the effectiveness of chamomile,
echinacea, feverfew, garlic, ginger, ginkgo, ginseng, saw
palmetto, St. John’s wort, and valerian. She then identifies
drugs with a narrow therapeutic window and several
herbal interactions with them. Finally, she lists more drugs,
herbs, and minerals “with known or potential drug-herb
interactions with commonly used herbal medicinals.”

This article reads like an impatient life sciences cata-
log: Miller has a lot of information and wants to get it all
out. But it’s often difficult to differentiate between basic
science and clinical cases without referring to the 171
references, which are largely bench laboratory observa-
tions and single case reports. (Dr. La Puma is Adjunct
Professor of Nutrition, Kendall College, Director,
C.H.E.F. Clinic, C.H.E.F. Skills Research, Alexian
Brothers Medical Center, Elk Grove, IL.)   ❖

Estrogen Supplementation
Attenuates Glucocorticoid
and Catecholamine
Responses to Mental Stress
in Perimenopausal Women
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Estrogen supplementation of hypoestrogenic
perimenopausal women attenuated blood pressure, cor-
tisol, and catecholamine responses to acute psychologi-
cal challenge.

Source: Komesaroff PA, et al. J Clin Endocrinol Metab
1999;84:606-610.

The present study tested the hypothesis that
estradiol reduces cortisol and catecholamine

responses to stress. Twelve women within two years of
their last menses with hot flashes were designated as
being perimenopausal. Women with known cardiovascu-
lar disease, including hypertension, were excluded.
These women were then randomized to 12 weeks of
estradiol valerate, 2 mg daily by mouth, or placebo. Out-

come variables that were determined before and after
estradiol use included cortisol, adrenocorticotropic hor-
mone (ACTH), epinephrine, norepinephrine, blood pres-
sure, and heart rate. Estradiol levels rose from about 35
pg/mL to 250 pg/mL, which is well above physiological
levels. After estradiol supplementation, the increases in
both systolic and diastolic blood pressure in response to
mental stress were reduced, and cortisol, ACTH, epi-
nephrine, and norepinephrine responses were attenuated.

■ COMMENT BY SARAH L. BERGA, MD
There are several mechanisms by which estrogen pro-

tects against cardiovascular disease. One of these is
thought to be reduced endocrine and vascular reactivity
to psychological challenge. Indeed, estrogen exerts
direct effects upon the vessel wall and vasomotor tone.
Previous studies by Komesaroff and colleagues found
that estrogen supplementation of perimenopausal
women enhanced basal nitric oxide release from the ves-
sel wall and reduced norepinephrine-induced vasocon-
striction. In the present model, Komesaroff et al extend
their previous work by asking whether estrogen supple-
mentation alters cardiovascular and endocrine responses
to psychological challenge. 

The use of a challenge paradigm has advantages over
studies in which a given vasoconstrictor agent is directly
infused. Multiple factors regulate vasomotor tone and
cardiovascular reactivity, and psychological challenge is
thought to activate all or many of these mechanisms,
including cortisol and catecholamine release. Further,
basal endocrine and cardiovascular parameters do not
adequately reflect what happens when an individual is
confronted by the mundane trials of daily living. There-
fore, to better approximate what happens in response to
minor stress, Komesaroff et al used a psychological
challenge, performing difficult arithmetic tasks in a dis-
tracting milieu. 

Komesaroff et al found that estrogen administration
reduced cardiovascular and endocrine reactivity. They
suggested a direct link between reduced adrenal secre-
tion and reduced blood pressure during challenge. While
their discussion focused on the implications of reduced
endocrine reactivity for cardiovascular risk, reduced cor-
tisol and catecholamine secretion in response to mun-
dane challenges could have other benefits as well. Anoth-
er likely benefit of reduced endocrine reactivity is a lower
risk of depression and dementia. Bone health is reduced
by chronic glucocorticoid elevations, even when the glu-
cocorticoid exposure is from an endogenous source.
Chronic adrenal activation leads to reproductive compro-
mise and hypothalamic hypothyroidism. Animal tests
suggest that sustained increases in endocrine reactivity
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accelerate the aging process in general, possibly by
increasing programmed cell death (apoptosis). Obvious-
ly, it is impossible to rid one’s life of stress, so the pru-
dent course is to take measures to reduce one’s endocrine
and cardiovascular reactivity to such pressures. While
many of the ways to reduce mental stress involve psycho-
logical mechanisms such as “attitude readjustment” (in
hypogonadal women at least), one should ensure that
estrogen levels are adequate. 

This study nicely demonstrates the profound effect
of estrogen administration upon cardiovascular and
endocrine reactivity, but, like all good studies, it raises
certain questions. As Komesaroff et al point out, the
effect of progestins in this model have not been deter-
mined. Perhaps more important, the effect of phyto-
estrogens, tamoxifen, or raloxifene upon these parame-
ters should be studied. Many women have chosen these
and other estrogen alternatives in the belief that their
use would confer the benefits of estrogen while reduc-
ing the risk of breast cancer. Given that we are still
engaged in specifying the multiple mechanisms under-
lying the benefits (and risks) of postmenopausal estro-
gen use, it is impossible to know what to expect from
the long-term use of estrogen alternatives. However, the
development of investigative paradigms, such as the
one in this study, may well allow for informative com-
parisons that are less labor- and time-intensive than
long-term, large-scale epidemiological trials. (Dr.
Berga is Associate Professor, Departments of Obstet-
rics, Gynecology, Reproductive Sciences, and Psychia-
try, University of Pittsburg, PA.)   ❖

Diet, Exercise, and Health
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: This study confirms the beneficial effect of
weight reduction on hyperinsulinemia in obese individ-
uals but that participation in supervised exercise did
not result in additional improvement in weight loss or
insulin sensitivity.

Source: Weinstock RS, et al. Arch Intern Med 1998;
158:2477-2483.

The objective of this study was to determine
the effects of a 48-week, supervised diet and exer-

cise program on weight and insulin sensitivity after ini-
tial weight loss and weight maintenance and then subse-
quent weight gain over 96 weeks. 

Forty-five obese women, whose average body mass
index (BMI) was 35.9 and whose mean age was 43.3
years, were randomly assigned to one of three treatment
groups: diet alone; diet and aerobic training; and diet and
strength training. All subjects received the same 48-week
group behavior modification program and diet (~ 925
kcal/d for the first 16 weeks; ~ 1500 kcal/d thereafter).
Exercising subjects were provided three supervised exer-
cise sessions per week for the first 28 weeks and two ses-
sions weekly until week 48. During weeks 48-96, the
subjects were unsupervised.

The subjects achieved a weight loss of 13.8 kg by week
16, which was associated with decreased insulin levels
(61.8% of baseline). There were no significant differences
among groups in changes in BMI, weight, glucose toler-
ance, or insulin levels at weeks 16, 24, and 44. No addi-
tional beneficial effect of aerobic or strength exercise on
insulin resistance, as reflected by serum insulin levels
before and after a glucose load, was demonstrated. Twen-
ty-two subjects, who were studied at week 96, maintained
a loss of approximately 10% of initial weight. Insulin lev-
els, however, had returned to pretreatment levels.

Weinstock and associates conclude that the study
confirms the beneficial effect of weight reduction on
hyperinsulinemia in obese individuals but that participa-
tion in supervised exercise did not result in additional
improvement in weight loss or insulin sensitivity.

■ COMMENT BY RALPH R. HALL, MD, FACP, FACSM
Taken at face value, this article could be hazardous to

your patients’ health. It implies that exercise is not help-
ful with weight loss or with insulin resistance. Wein-
stock et al quote several of the papers in which Wing
addressed the subject of exercise and diet but failed to
mention her classic study demonstrating that moderate
exercise had to be carried out at least four days per week
to add to the weight loss of a low-calorie diet.

As a superviser of a “Diabetes Education and Exer-
cise” program for more than two years, I found obese
persons can exercise more than three days per week if
their intensity and duration can be gradually increased.
Weight training has practical aspects in that it increases
strength, but it will also improve cardiovascular risk fac-
tors by improving lean body mass, insulin sensitivity,
and the levels and quality of the lipoproteins.1

Two randomized clinical trials reported in the Journal
of the American Medical Association compared the
effects of exercise in a structured environment vs. exer-
cise as part of routine lifestyle activities. Both studies,
which were carried out with more precise measurements
than those of Weinstock et al, demonstrated that increas-
ing physical activity in previously sedentary individuals
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can improve cardiorespiratory fitness, lean body mass,
blood pressure, and lipid profiles.2,3 The BMI average
among participants was less in these two studies,
although the groups studied by Anderson and associates
had an average BMI of 31.5 and 32.4, respectively.

In an editorial that accompanies the two articles, Pratt
states, “It is now clear that regular physical activity
reduces the risk for coronary heart disease, diabetes,
colon cancer, etc.”4 He also notes that the two studies
show that exercise can be effective when carried out as a
part of lifestyle activities and, with careful instruction,
can be as effective as supervised, structured programs. It
should also be emphasized that the benefits of exercise
are dose-related, but, as Pratt points out, “physical activ-
ity needs to become not just the right choice but an easy,
sustainable, and enjoyable choice.” 

If one reads only the article by Weinstock et al, one
might assume that exercise, no matter how often or how
intense, would not help your patient to lose weight.   ❖
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End-of-Life Care for 
Critically Ill Patients
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In survey data from 131 intensive care units
in 38 states, life support was limited in 70% of all
deaths with approximately one-half having either with-
holding or withdrawal of such support. Only one-quar-
ter of patients who died underwent CPR.

Source: Prendergast TJ, et al. Am J Respir Crit Care Med
1998;158:1163-1167.

Anumber of recent surveys, including the
“Study to Understand Prognoses and Preferences

for Outcomes and Risks of Treatments (SUPPORT),”
have demonstrated that physicians tend to provide more
extensive treatment to critically ill patients than they
might prefer.1 In addition, recent data have also demon-
strated that significant economic expenditure is made for
patients in the final year of life. There has been much
discussion about the role of the pulmonary and critical
care physician in providing palliative care (i.e., that

component of care given to patients in whom there is lit-
tle chance for recovery either of life or function). 

To understand the evolution of palliative care within the
intensive care unit (ICU), Prendergast and Luce first sur-
veyed the practice of withholding and withdrawal of life
support at two University of California-affiliated
hospitals.2 They documented a significant increase over a
five-year period in the practice of withholding and with-
drawing life support from dying patients—from 51% hav-
ing life support withdrawn in 1987-1988, to more than
90% in 1992-1993. 

Expanding on this information, a survey was con-
ducted in 131 ICUs at 110 institutions in 38 states. Units
surveyed included those with active critical care and pul-
monary teaching programs. 

Of the 6303 deaths, a total of 393 were diagnosed
with brain death. Of the remaining 5910 patients, only
one-quarter received full critical care including unsuc-
cessful cardiopulmonary resuscitation (CPR). Another
22% had intensive care but without CPR undertaken.
Ten percent had life support withheld and nearly 40%
had life support withdrawn. Overall, three-quarters had
support either withheld or withdrawn. Neither the num-
ber of admissions nor ICU mortality in a variety of set-
tings predicted the variability of practice in a given ICU.
There were significant regional differences in these life
support practices. In Missouri and New York, strict legal
standards for withdrawal of life support by surrogate
decision-makers resulted in a lower proportion of death
preceded by withdrawal of life support.

■ COMMENT BY ALAN M. FEIN, MD
Currently, there is significant national focus on pallia-

tive care. Physicians are questioning whether the inten-
sive interventions provided in the past to all patients
regardless of prognosis are reasonable, worthwhile, and
even humane. The recent study by Prendergast and asso-
ciates goes a long way in documenting a significant
“social change in the practice of medicine.” Nearly
three-quarters of patients surveyed in this group of
teaching hospitals had life support limited in some
way—either withheld, withdrawn, or patients made do
not resuscitate (DNR). This is up from significantly
lower levels five years ago. There was, however, a major
variation based on the type of ICU and the geographic
location. Prendergast et al point out that there are as yet
no standards of practice in the area of palliative care.
Physicians are often uncertain about the legality of their
actions when life support is withheld or withdrawn, even
where the courts have supported the use of surrogate
decision-making. Two major directions for palliative
care have been 1) the recognition by physicians of the
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importance of patient autonomy in establishing
advanced directives; and 2) the reliance on predesignat-
ed surrogate decision-makers using “healthcare proxies”
when the patient is no longer competent to make deci-
sions. In addition, the physician’s duty to relieve pain
and suffering has become more pronounced in day-to-
day practice. Concern about the immediate adverse
effects of sedation and analgesia in the dying patient
have been supplanted by the need to reduce dyspnea,
pain, and suffering in terminally ill patients. The
Supreme Court has supported the pre-eminence of pain
relief even when it may secondarily increase the likeli-
hood of death. Interestingly, New York and Missouri
have been highlighted for their more stringent surrogate
decision-making standards. In these states, if patients are
unable to make their own end-of- life decisions, life sup-
port may be withdrawn only if a legally designated
healthcare proxy or advance directive explicitly states
that the patient wanted a specific intervention not to be
given. This practice results in a more frequent continua-
tion of care that the patient may not have wanted. 

Prendergast et al also point out the role that managed
care and financial incentives may be playing in with-
holding and withdrawing life support. They correctly
argue that financial incentives may perversely cause
physicians to provide too little rather than too much
care. The issues of how to care for the critically ill
patient who cannot be saved are becoming as important
as the interventions to extend life.   ❖
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Pharmacology Update

Pharmacology Update
Emergency Contraceptive
Kit (Preven—Gynetics, Inc.)
By William T. Elliott, MD, FACP, 
and James Chan, PharmD, PhD

The fda has approved the first “morning after
pill,” Gynetics Inc.’s Preven Emergency Contracep-

tive Kit. Although high-dose oral contraceptives have
been used in this role for years, Preven’s formulation is
the most widely used and now the first approved product

in the United States for this indication. The combination
of levonorgestrel, progestin, and ethinyl estradiol, an
estrogen, was introduced many years ago by AA Yuzpe
and is often referred to as the Yuzpe regimen. It has been
the standard regimen, in addition to levonorgestrel and
ethinyl estradiol. Preven also includes a home pregnancy
test to rule out existing pregnancy.

Indications
The tablets in the kit are indicated for the prevention

of pregnancy in women after known or suspected con-
traceptive failure or unprotected intercourse.

Dosage
The initial two tablets must be taken as soon as possi-

ble but within 72 hours of intercourse. The remaining
two tablets are taken 12 hours later. If the patient should
vomit within one hour of taking either dose, she should
contact her physician and may consider repeating the
tablets.1 An anti-nausea drug such as meclizine may be
considered prophylactically one hour before the first
dose.2 Patients should be advised that emergency contra-
ceptive kits do not protect against sexually transmitted
infections such as HIV.

Preven is supplied as four tablets each containing 50
mcg of ethinyl estradiol and 0.25 mg of levonorgestrel. In
addition, a pregnancy test is included that detects the
presence of human chorionic gonadotropin in the urine.

Potential Advantages
Several oral contraceptives have been regarded as

safe and effective as emergency contraceptive regimens.
However, Preven is the only product available in a con-
venient dosage form. Preven works to delay or prevent
ovulation, thereby preventing fertilization. It is, there-
fore, fundamentally different and perhaps more accept-
able to some patients than abortifactients such as
RU486.

Potential Disadvantages
While Preven is safe and effective, it may be less

effective then levonorgestrel (0.75 mg) alone, which is
not available in the United States. Results from a large
(n = 1998) randomized trial indicated that ethinyl estra-
diol (100 mcg) and levonorgestrel (0.50 mg) are less
effective than levonorgestrel (0.75 mg) alone.3 The
crude pregnancy rate was 1.1% (11/976) in the lev-
onorgestrel group and 3.2% (31/976) in the lev-
onorgestrel/ethinyl estradiol group. The proportion of
prevented pregnancy was 85% for levonorgestrel and
57% for the combination. In addition, nausea and vomit-
ing were higher in the combination group (50.5% vs
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23.1% and 18.8% vs 5.6%, respectively). A slight delay
in the time to next menses has been reported. A slight
delay in the time to next menses has also been reported.3

Comments
Preven is an effective form of emergency contracep-

tion. While the precise mechanism of action is not
clear, it is believed that this product may act by inhibit-
ing ovulation, alter tubal transport of sperm and/or ova,
and inhibit implantation.1 Use of the kit is expected to
reduce the expected incidence of pregnancy by about
75%, with a confidence interval of 66-82%.4 This is
based on an analysis of seven studies. A recent study,
however, suggested that the efficacy may be lower,
57%.3 Efficacy may be greatest if the tablets are taken
within 24 hours of unprotected intercourse and declines
with time.1,3 Preven should be started within 72 hours.
The probability of pregnancy depends on the timing of
intercourse and ovulation. There is a 15% chance of
pregnancy when unprotected intercourse occurs three
days before ovulation, 30% one or two days before, and
12% on the day of ovulation. The probability approach-
es zero more than two days after ovulation.4

Preven is a safe, effective, and convenient form of
emergency contraception. It costs about $20 per kit.
Other dosage forms used for emergency contraception
include Ovral (2 tablets per dose), Lo-Ovral (4 tablets
per dose), and Nordette, Triphasil, Levlen, or
Trilevlen (4 tablets per dose). One study suggests that
Preven may not be as effective as levonorgestrel.
Unfortunately, levonorgestrel at emergency contracep-
tive doses is not available in the United States. The
closest would be 20 tablets per dose of Ovrette.2

Clinical Implication
There are an estimated 3.5 million unintended preg-

nancies occuring in the United States annually and
about one-half of them are believed to be the result of
contraceptive failure. Current products for emergency
contraception include various oral contraceptives,
emergency insertion of an intrauterine device, and now,
Preven. Emergency contraception provides a cost-
effective method to reduce the incidence of unintended
pregnancies. Greater availability of emergency contra-
ception may reduce the considerable medical and social
costs of unintended pregnancies.5 A recent study indi-
cated that emergency contraceptive options are under-
used. This is primarily due to lack of awareness among
younger patients presenting for pregnancy termination.
Jamieson and associates estimated that 38% of the sur-
gical pregnancy terminations could have been avoided
with the use of emergency contraceptive pills.6 ❖
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Readers are Invited
Readers are invited to submit questions or comments

on material seen in or relevant to Internal Medicine
Alert. Send your questions to: Robin Mason—Reader
Questions, Internal Medicine Alert, c/o American Health
Consultants, P.O. Box 740059, Atlanta, GA 30374. For
subscription information, you can reach the editors and
customer service personnel for Internal Medicine Alert
via the Internet by sending e-mail to robin.mason
@medec.com. You can also visit our home page at
http://www.ahcpub.com. We look forward to hearing
from you. ❖i

CME Questions
25. Potential benefits of estrogen-induced reductions in cortisol

and catecholamine reactivity in response to psychological chal-
lenge include all of the following except:
a. reduced cardiovascular risk.
b. increased risk of breast cancer.
c. reduced risk of dementia.
d. reduced risk of depression.
e. increased risk of osteoporosis.

26. Which of the following statements is true?
a. There is a dose response effect of exercise.
b. Exercise needs to be carried out only 2-3 times per week to

increase weight loss.
c. Structured, supervised exercise programs are the only type of

programs that are effective in producing improved cardiovascu-
lar health.

d. Weight training does not improve cardiovascular fitness.

27. Withholding and withdrawing of life support is:
a. uniformly practiced throughout most ICUs.
b. initiated in more than 70% of patients.
c. more common in New York.
d. only applied to those who are brain dead.

28. Which of the following statements is true regarding Preven?
a. Preven may act by inhibiting ovulation.
b. Preven may alter tubal transport of sperm and/or ova.
c. Preven may inhibit implantation.
d. All of the above
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In Future Issues:
Bedtime Insulin plus Metformin Prevents Weight Gain and
Reduces Frequency of Hypoglycemia in Type 2 Diabetes

Zinc for Taste Abnormalities in Cancer Patients

Fluid Extract of 
Echinate Purpurea
on the Incidence 
and Severity of Colds
and Respiratory
Infections

Up until the advent of antibi-
otics, Echinate was the most promi-

nently sold American medical plant in
the United States. Echinate-related prod-
ucts remain extremely popular in Europe,
particularly in Germany. Echinate prod-
ucts have been used to treat chronic
arthritis, cancer, Candida infection,
chronic fatigue syndrome, and chronic
pelvic infections. The current study
examined the efficacy of Echinate pur-
purea fluid extract on colds and respira-
tory infections.

Adults (n = 109) were enrolled for an
eight-week, placebo-controlled treat-
ment period during which they received
either 4 mL placebo juice twice daily or
fluid extract of Echinate purpurea. Each
subject had a history of at least four res-
piratory infections in the previous year.
Primary outcome measures were the
incidence and severity of colds and res-
piratory infections.

During the eight-week study period,
there were no significant differences in
incidence, severity, or duration of respi-
ratory infections. Adverse events trend-
ed toward greater frequency in the Echi-
nate group, as did treatment dropouts,
but adversities were mild and reversible.
So, the drug commission of German
physicians recommends against the use
of Echinate as an immunostimulator
pending further data.   ❖

Grimm W, Muller H. Am J Med 1999;
106:138-143.

Long-term 
Maintenance of
Weight Loss after a
Low-Calorie Diet: 
A Randomized 
Blinded Trial of 
the Efficacy and 
Tolerability of 
Sibutramine

Although low-calorie diets (<
800 calories daily) have proven

beneficial over the short term, mainte-
nance of weight loss remains problem-
atic. There have been few trials of phar-
macotherapy combined with a low-
calorie diet. The current study is a 12-
month, double-blind trial of sibutramine
in addition to a very low calorie diet for
obesity.

Study subjects (n = 160) were
required to have a baseline body mass
index greater than 30. After a four-
week, low-calorie diet, subjects were
given sibutramine 10 mg daily, and
their diet was changed to a reduced
calorie intake calculated to be 20-30%
less than their pre-study diet. Subjects
were followed monthly for one year.

The placebo recipients gained an
average of 0.5 kg over 12 months, com-
pared with a 5.2 kg loss in recipients of
sibutramine. Also, sibutramine treatment
was associated with favorable changes in
triglyceride and HDL levels when com-
pared with placebo. Sibutramine treat-
ment was associated with greater likeli-
hood of maintaining more than 50% of
initial weight loss than placebo. With-
drawal from treatment was infrequent
(4%) but twice as common among place-
bo recipients. Apfelbaum and colleagues
conclude that sibutramine is effective in

maintaining, and even enhancing, weight
loss after a low-calorie diet.   ❖

Apfelbaum M, et al. Am J Med 1999;
106:179-184.

Lack of 
Effectiveness of Bed
Rest for Sciatica

Bed rest has been the tradition-
al cornerstone of conservative thera-

py for sciatica, although mounting evi-
dence against its efficacy has appeared in
recent years. This randomized, controlled
trial compared two weeks of bed rest,
reportedly a commonplace recommenda-
tion for sciatica in the Netherlands, with
up-and-about ad-lib advice, in patients
referred by 50 general practitioners.

All patients (n = 183) suffered acute
low back pain radiating below the
gluteal fold, without evidence of pro-
gressive nerve damage or cauda equina
syndrome. Outcomes measured includ-
ed overall satisfaction with care, chief
symptom control, degree of leg pain,
and degree of back pain, as measured at
two and 12 weeks.

There were no significant differ-
ences between the two groups at either
2 or 12 weeks for any of the outcome
measures, even though the bed rest
group maintained a supine position for
an average of 21 hours daily throughout
the study period. Even in the subgroup
of patients with MRI-proven nerve root
compression, no evidence of improved
outcome with bed rest was seen.
Vroomen and associates conclude that
bed rest shows no advantage over
watchful waiting with traditional activi-
ties as tolerated.   ❖

Vroomen PC, et al. N Engl J Med
1999;340:418-423.

Clinical Briefs
By Louis Kuritzky, MD


