
What Vitamins Should I 
Be Taking, Doctor? 

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

In the past, physicians have been taught that healthy indi-
viduals can meet their vitamin requirements by eating a well-bal-

anced diet. Nonetheless, nearly one third of the US population con-
sumes some type of vitamin supplement on a regular basis. 

Few randomized trials have been performed that compare a
vitamin to a placebo for a specific clinical end point. Even when
such trials have been completed they may be inconclusive
because of the variability in the dietary intake of the study par-
ticipants. While some of the trials have continued for several
years, all are too short to answer specific questions regarding
most chronic diseases, particularly those that occur only after a
lifetime of experience. 

Despite these shortcomings, it does appear that vitamin supple-
mentation may be useful in certain select situations. Folic acid and
its prevention of neural-tube defects when taken before and shortly
after conception is the best studied. When such women are given
400 µg of folic acid on a daily basis, there is a 70% reduction in
neural-tube defects.

Supplementing folic acid also might decrease cardiovascular
disease and certain cancers, but the evidence is not conclusive.
Because folate levels tend to be low in persons who regularly con-
sume alcohol, supplementing folic acid in these individuals may be
useful. 

A considerable amount of information has been published
that suggests vitamin E supplements may reduce the risk of
coronary artery disease. However, its effectiveness in individu-
als who already have developed atherosclerosis is still open to
question. 

This paper also reviews the information known about vitamin B6

and vitamin B12. In individuals with normal diets they do not
believe that it has been shown that supplementation of these vita-
mins is useful. 
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Humans synthesize vitamin D in response to expo-
sure to the sun. For most individuals, sunlight exposure
is sufficient. However, those who live in areas with
reduced sunlight, or who do not go outside, may be vita-
min D deficient. Milk (and a few other foods) is routine-
ly fortified with this vitamin. It is not clear that huge
amounts of vitamin D are safe. 

Vitamin A theoretically could reduce cancer risk.
However, up-to-date studies have failed to document a
reduced risk in individuals who have taken vitamin A
supplements. Large amounts of vitamin A during preg-
nancy increase the risk of birth defects. 

Willett and Stampfer state that there is little evidence
supporting the use of supplementary vitamin C beyond
that which is acquired in a typical diet. They state that
human tissues become saturated with vitamin C at low
levels of intake.

Willett and Stampfer conclude that the use of a
daily multivitamin supplement that does not exceed
the recommended daily allowance of each vitamin
has potential benefit and should not cause harm.
They note that the cost of such multivitamins is

extremely low. They also suggest that vitamin E
supplementation might be useful for middle-aged
and older Americans who are at risk for coronary
artery disease. They also remind the reader that vit-
amin supplements cannot overcome the increased
risk associated with “smoking, obesity, or inactivi-
ty” (Willett WC, Stampfer MJ. N Engl J Med.
2001;345:1819-1824).

■■ COMMENT BY KENNETH L. NOLLER, MD
This is one of the few times I have chosen to

review an article that is not an original research
paper. Because so many of our patients routinely ask
about vitamin and mineral supplements (this article
does not deal with minerals), I found this paper to be
interesting and important—and as a bonus it is easy
to read. 

Increasingly over the past several years I have
found that my patients (and my colleagues and
myself) are taking multivitamins on a more regular
basis, but they often take high doses. A number of
retail chains have begun selling “megavitamins” for
daily use. These are available with slightly different
formulas for “active individuals,” “postmenopausal
women,” “middle-aged men,” and even “children.”
When you carefully read the labels of these “megavi-
tamins” the doses are often 10 to several thousand-
fold higher than the recommended daily allowance.
These products are expensive and have not been
shown to improve health.

Unfortunately, Willett and Stampfer did not address
the “megavitamin” issue directly.  I would have liked
to see them discuss the risk (if any) of such vitamin
regimens. Because the preparations vary so widely, it
might have been unfair for them to make any blanket
statements. 

I do have 2 observations: First, since the vitamin
industry is regulated poorly, we can never be certain
that what is listed as being present in a given multivi-
tamin is actually there. This is especially true for the
off-brand bottles of individual supplements that are
so widely sold.

Second, though many cancer patients suddenly
begin taking huge doses of various vitamins, I have
always wondered why that made any sense. Perhaps a
vitamin could prevent cancer, but once a tumor is
growing wouldn’t adding vitamins only increase the
growth rate of the tumor? If vitamins are good for us
aren’t they also good for tumors?   ❖

Subscriber Information
Customer Service: 1-800-688-2421

Editorial E-Mail: robert.kimball@ahcpub.com

Customer Service E-Mail: customerservice@ahcpub.com

Subscription Prices
United States

$269 per year

(Resident/Student rate: $99).

Multiple Copies

1-9 additional copies: $197 each; 10 or more copies: $175 each

Canada

Add GST and $30 shipping

Elsewhere

Add $30 shipping

Accreditation
American Health Consultants (AHC) designates this continuing med-
ical education (CME) activity for up to 20 hours in Category 1 credit
toward the AMA Physician’s Recognition Award. Each physician
should claim only those hours of credit that he/she 
actually spent in the educational activity.
AHC is accredited by the Accreditation Council for Continuing Med-
ical Education (ACCME) to provide CME for physicians.
This CME activity was planned and produced in accordance 
with the ACCME Essentials.
Term of approval covers issues published within one year from the
beginning distribution date of Jan. 1, 2002. This volume has been
approved for up to 20 Prescribed credit hours. Credit may be
claimed for one year from the date of this issue.

Questions & Comments
Please call Robin Mason, Managing Editor, at (404)
262-5517 or Robert Kimball, Senior Copy Editor at
(404) 262-5413 between 8:30 a.m. and 4:30 p.m. ET,
Monday-Friday.

OB/GYN Clinical Alert, ISSN 0743-8354, is published

monthly by American Health Consultants, 3525 Piedmont

Rd., NE, Bldg. 6, Suite 400, Atlanta, GA 30305. 

VICE PRESIDENT/GROUP PUBLISHER:
Donald R. Johnston.

EDITORIAL GROUP HEAD: Glen Harris.

MANAGING EDITOR: Robin Mason.

ASSOCIATE MANAGING EDITOR: Neill Larmore.

SENIOR COPY EDITOR: Robert Kimball.

MARKETING PRODUCT MANAGER: 

Schandale Kornegay.

Registration Number: R128870672.

Periodical postage paid at Atlanta, GA.

POSTMASTER: Send address changes to OB/GYN 

Clinical Alert, P.O. Box 740059, Atlanta, GA 30374. 

Copyright © 2002 by American Health Consultants. All rights

reserved. No part of this newsletter may be reproduced in any

form or incorporated into any information-retrieval system with-

out the written permission of the copyright owner.

Back issues: $37. Two to nine additional copies, 

$197 each; 10 or more additional copies, $175 each. 

Missing issues will be fulfilled by customer service 

free of charge when contacted within one month of 

the missing issue’s date.

This is an educational publication designed to present sci-

entific information and opinion to health professionals to

stimulate thought and further investigation. It does not pro-

vide advice regarding medical diagnosis or treatment for

any individual case. It is not intended for use by the layman.

Statement of Financial Disclosure
In order to reveal any potential bias in this publication, and in accordance with Accreditation Council for
Continuing Medical Education guidelines, we disclose that Dr. Speroff is involved as a consultant, and does
research for Wyeth Ayerst, Pfizer, Ortho, and Novo Nordisk. Dr. Berga is a consultant for Pfizer, Organon,
and Women First, Inc., and is involved in research for Berlex and Health Decisions, Inc. Dr. Gershenson is
involved in research for Pharmacia-Upjohn, Oncotech, Genetech, SmithKline Beecham, Atairigen, and the
National Cancer Institute. Dr. Noller and Dr. Hobbins report no relationships related to this field of study.



Response and Survival in
Patients with Serous Ovarian
Tumors of Low Malignant
Potential
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Patients with progressive or recurrent serous
ovarian tumors of low malignant potential have a long
interval from diagnosis to progression and from pro-
gression to death, resulting in extended overall survival.

Source: Crispens MA, et al. Obstet Gynecol. 2002;99:
3-10.

Crispens and colleagues from m.d. anderson
Cancer Center report 53 patients who developed

progressive or recurrent disease after an original diagno-
sis of serous borderline tumor of the ovary. The original
stage of these tumors was either II or III in all but 2 of
the 40 patients for whom adequate surgical staging was
performed. In 49 patients with known histology of pro-
gression or recurrence, 36 (73%) had low-grade serous
carcinomas, and 13 (27%) had serous ovarian tumors of
low malignant potential. Forty-five patients received
nonsurgical therapy and had an evaluable response.
There were 6 (13%) patients with a complete response
and 6 (13%) patients with a partial response to nonsurgi-
cal treatment. The median time to first progression or
recurrence was 5.6 years. Median survival from diagno-
sis of first recurrence was 7.7 years. Median survival
from initial diagnosis was 21 years. Nineteen (36%)
patients are dead of tumor. Patients who recurred with
low-grade serous carcinoma were more likely to die of
tumor than those with serous ovarian tumors of low
malignant potential (47% vs 0%; P = .045). Optimal
secondary cytoreduction at time of recurrence was asso-
ciated with improved survival (P = .007). Crispens et al
concluded that patients with progressive or recurrent
serous ovarian tumors of low malignant potential have a
long interval from diagnosis to progression and from
progression to death, resulting in extended overall sur-
vival. Recurrence as low-grade serous carcinoma and
failure to achieve optimal secondary cytoreduction were
adverse prognostic factors, and there were relatively few
responses to nonsurgical therapy.

■■ COMMENT BY DAVID M. GERSHENSON, MD
Originally described by Taylor in 1929, serous bor-

derline tumors of the ovary generally have an excellent

prognosis. Although the recurrence rate is exceedingly
low in stage I disease— < 1% —patients with stage II-
IV serous borderline tumors associated with peritoneal
implants have at least a 10-20% risk of recurrence. As
noted, most of the patients in this study originally had
stage II or III disease. The study spans a period of
approximately 41 years, but, based on the long intervals
noted, such a long observation period is necessary to
understand the biologic behavior of these uncommon
tumors. Unfortunately, the issue of postoperative treat-
ment for patients with stage II-IV serous borderline
tumors remains controversial. No studies, including our
own, have demonstrated a clear benefit associated with
postoperative platinum-based chemotherapy in these
patients. However, the numbers from all the series are
small, and the follow-up is short in many of the studies.
As noted, the 2 factors that had the most effect on sur-
vival after diagnosis of recurrence were the type of his-
tology—low-grade serous carcinoma vs. borderline
tumor—and the success of secondary cytoreductive
surgery in those patients who underwent such a proce-
dure. One of the major findings of this study was that
treatment for recurrence had little objective effect.
Future studies in this area will focus on prevention and
early detection, the search for more effective therapies,
identification of a biomarker for high risk of relapse to
better select patients for improved treatments, and the
further elucidation of the clonality of these fascinating
tumors.   ❖

Interpregnancy Intervals:
How Long is Long Enough
Between Pregnancies?
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Although the incidences of adverse birth out-
comes in general were higher in African-American
women, the odds ratios for each adverse outcome at var-
ious pregnancy intervals were remarkably similar.

Source: Zhu BP, et al. Am J Obstet Gynecol. 2001;
185(6):1403-1410.

Zhu and colleagues examined a michigan
state database in order to determine which inter-

pregnancy interval was associated with the best out-
come. Their data set involved live births between
1993 and 1998. Pregnancy interval was defined as
the difference in months between 2 births minus the
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length of gestation of the second pregnancy. The 3
outcome variables they evaluated were the inci-
dences of preterm birth (< 37 wks), low birth weight
(< 2500 g), and small-for-gestational age (< 10th
percentile of mean weight for gestation). Also, since
this had not been evaluated before, Zhu et al separat-
ed data from African-American and Caucasian
mothers, to see if the ideal interpregnancy interval
differed between races. 

They found that, although the incidences of adverse
outcomes in general were higher in African American
women, the odds ratios for each adverse outcome at var-
ious pregnancy intervals were remarkably similar. For
example, the ideal pregnancy interval for the entire pop-
ulation was between 18 and 23 months. If the interval
was less than 6 months, the odds ratio of any of the
above adverse outcomes was between 1.3 and 1.5, and if
one waited for more than 120 months to become preg-
nant, the chances of adverse outcome were increased by
1.3-1.9 fold. 

■■ COMMENT BY JOHN C. HOBBINS, MD
One of the most common questions asked at the time

of discharge and/or at the 6-week postpartum visit is
“when can I become pregnant again?” Realizing that a
very short interval between pregnancies was not a good
idea, but, sadly, not having researched this area well
enough, I have cavalierly responded “you should wait at
least 6 months before trying to become pregnant.” Based
on this well-conducted study, I was right to a certain
extent, but I missed the optimal gestational interval of
18-23 weeks. 

There are a number of reasons why a short interval
could be associated with a higher rate of adverse out-
come. These would include the possibly simplistic idea
of failure of the uterus to fully return to its normal
“receptive” state, inadequate return to optimal nutrition-
al balance, and the stress of taking care of a young
infant. However, there are obviously confounding valu-
ables such as smoking and unplanned pregnancy, which
can affect outcome. 

The results regarding a prolonged interval should
not be surprising. Incipient diabetes and hyperten-
sion would have a greater chance of surfacing in a
patient who is 10 years older. Also, secondary infer-
tility may predispose patients to a higher rate of
problems once they become pregnant, and “older
eggs” may not necessarily be primed for an ideal
pregnancy outcome. 

In any case, I learned something from this article and
its precursors that will allow me to better counsel
patients—this time with a little more conviction.   ❖

Melatonin Treatment for 
Age-Related Insomnia
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In older people with insomnia, a 0.3-mg dose
of melatonin improved sleep efficiency.

Source: Zhdanova IV, et al. J Clin Endocrinol Metab.
2001;86:4727-4730.

Melatonin is undeniably the best reflection
of the central clock, but its role in human physiol-

ogy and pathophysiology remains shrouded in conjec-
ture. The present study was undertaken to discern its
role in sleep patterns. Zhdanova and colleagues hypothe-
sized that melatonin would improve sleep parameters in
those with age-related sleep impairment. They noted
that about 30% of people older than age 50 exhibit
insomnia characterized by decreased total nocturnal
sleep duration, frequent nocturnal awakenings with dif-
ficulty falling back asleep, and early morning awaken-
ing. These alterations lead to daytime sleepiness, atten-
tion and memory deficits, and mood changes. Other
health consequences also are linked to insomnia, includ-
ing cardiovascular disease. Since melatonin levels
decline with aging, they reasoned that some individuals
might develop insomnia due to a deficiency of mela-
tonin secretion at night. To test the hypothesis, Zhdano-
va et al designed a clever and meticulous study. Men and
women older than age 50 who were otherwise well and
had no other known explanation for insomnia were
recruited and studied for 9 weeks. Half of the subjects
had age-related insomnia and half did not. Insomnia was
documented by polysomnography and actigraphy prior
to enrollment. Insomnia was defined as sleep latency >
30 minutes, 2 or more nocturnal awakenings, and/or
total sleep duration of < 6 hours. In random order, each
subject was given melatonin 0.1-mg, 0.3-mg, or 3-mg at
bedtime for a week every other week. During the inter-
vals, the subjects received placebo. At the end of each
week, polysomnography was repeated and the nocturnal
melatonin profile was characterized. 

No significant increases in sleep efficiency were
observed after subjects with normal sleep received any
dose of melatonin. In contrast, the sleep of insomniacs
was significantly improved by all 3 doses, with the 0.3-
mg dose giving the greatest effect and the most physio-
logical nocturnal melatonin profile. The 3-mg dose led
to supraphysiological levels of melatonin that remained
elevated throughout much of the next day. Normally,

84 March 2002



melatonin levels are absent during the day. The baseline
nocturnal melatonin levels of insomniacs nor the levels
acheived by melatonin administration did not differ
from those free of sleep complaints. Zhdanova et al
concluded that a 0.3-mg melatonin dose taken at bed-
time restores sleep efficiency in insomniacs while hav-
ing no effect on those with already good sleep patterns.
They noted that sleep is controlled by multiple, redun-
dant mechanisms. Those who enjoy good sleep patterns
with aging despite the expected decline in nocturnal
melatonin levels may have redundant mechanisms that
allow them to compensate for an attenuation in circadi-
an signaling. 

■■ COMMENT BY SARAH L. BERGA, MD
Melatonin is an intriguing hormone. It is made only in

the pineal gland of humans from the amino acid tryto-
phan. Serotonin is an intermediate product of this biosyn-
thetic pathway. This observation led to the notion that the
melatonin secretory pattern provided a marker of
endogenous serotonin tone in psychiatric conditions.
Generally, the pineal gland releases melatonin only at
night. The pattern is entrained by the customary light-
dark and rest-activity cycles of the individual. Unlike
most hormones, the amount of melatonin released at
night is extremely variable from person to person. No
one knows why there is so much variability. Like most
hormones, however, the amount secreted declines with
age. The ramifications of this decline are open to specu-
lation, but it is felt that attenuation of chronobiological
signals is part of what underlies loss of adaptation in the
elderly. Recently, 2 melatonin receptors were cloned.
Most of them reside in the hypothalamic suprachiasmatic
nucleus, our central clock. The predominant melatonin
receptor gates arousal. The other receptor, which
accounts for about 1% of the total, “sets” the clock. The
second types are the ones we try to coax when we travel
across time zones. The present study was predicated on
the understanding that occupation of predominant mela-
tonin receptors has soporific effects and might enhance
sleep. Zhdanova et al did an elegant study and demon-
strated convincingly that the nocturnal melatonin signal
is particularly important for those with age-related
insomnia. The best effect was seen with a dose that close-
ly mimicked physiology. This finding is yet another
example of an endocrine rule-of-thumb, ie, that the more
physiological the pattern achieved by exogenous admin-
istration of a given hormone, the better the outcome. So
far this seems to hold for almost all hormones. The only
reason we don’t insist on mimicking physiology is that it
is often cumbersome or costly or both.  

Is this result clinically relevant? Yes. First, melatonin

is sold over-the-health-food-counter and is a big seller.
Second, a lot of people have age-related fragmentation
of sleep. Assuming a safe source of melatonin is avail-
able (current products are not regulated in the United
States), this is a great way to buttress the sleep patterns
of midlife women whose sleep complaints are not
resolved by HRT, stress reduction, and earplugs (in the
case of snoring partners).   ❖

Effect of BRCA Mutations on
the Length of Survival in
Epithelial Ovarian Tumors
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Survival of patients with ovarian cancer is
affected by BRCA germline mutation, with
BRCA1/BRCA2 carriers with ovarian cancer 
surviving longer than noncarriers.

Source: David BY, et al. J Clin Oncol. 2002;20:
462-466.

Ben david and associates report a study in
which blood samples and specimens of ovarian

tumors were obtained at the time of primary surgery as
part of a nationwide case-control study of women with
ovarian cancer in Israel. The 3 most common BRCA
mutations in Israel (185delAG, 5382insC, and
6174delT) were analyzed, and patients were followed
for up to 5 years (range, 20-64 months). The report is
based on 896 blood or tumor specimens analyzed for
the presence of the BRCA mutations. Of these, 234
women (26.1%) were found to be positive. A signifi-
cant difference in survival pattern was found between
BRCA1/BRCA2 carriers and noncarriers among the
women with invasive ovarian cancer (median survival,
53.4 months vs 37.8 months; 3-year survival, 65.8% vs
51.9%, respectively). These differences were indepen-
dent of age at diagnosis or stage of the disease. David et
al concluded that their data indicate that the survival of
patients with ovarian cancer is affected by BRCA
germline mutation—at least in the early years after
diagnosis.

■■ COMMENT BY DAVID M. GERSHENSON, MD
Currently, approximately 10% of ovarian cancers are

hereditary and can be directly associated with BRCA1
or BRCA2 gene mutations. For women who are identi-
fied as being BRCA carriers, chemoprevention with oral
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contraceptives plus surveillance (with transvaginal
sonography and serum CA 125) or prophylactic
oophorectomy are the principal options for manage-
ment. For women with BRCA gene mutations who
develop epithelial ovarian cancer, most have advanced
stage, high-grade serous tumors. Over the past few
years, there has been a debate about the prognosis of
patients with BRCA-associated ovarian cancer. In the
initial report on this subject, David et al presented data
indicating that women with BRCA-associated ovarian
cancer have a better outcome than those without BRCA-
associated ovarian cancer.1 Some methodologic flaws in
this study, however, cast some doubt about the findings.
A subsequent study from Memorial Sloan-Kettering
Cancer Center confirmed these findings.2 Nevertheless,
there remained significant skepticism within the oncolo-
gy community about these findings. Preliminary studies
from other groups, including the Israeli team, were not
able to confirm these observations. But now, with this
most recent report, the evidence supporting a better out-
come for BRCA-associated ovarian cancer patients has
been strengthened. Although several mechanisms
responsible for this phenomenon have been suggested,
the molecular characteristics of the BRCA genes are not
yet well enough understood to explain it.   ❖

References
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Special Feature
Estrogen Treatment of
Postmenopausal Women
With Unstable Angina
By Leon Speroff, MD

Schulman and colleagues from baltimore,
Pittsburgh, and Sao Paulo, Brazil, conducted a ran-

domized, double-blind, placebo-controlled study of 293
women with unstable angina. Unstable angina was
defined as 10 or more minutes of pain with reversible
electrocardiogram ST-segment changes, or ischemic
chest pain in patients with a prior diagnosis of coronary
artery disease (CAD) (prior angiography or MI). After
an episode of unstable angina, within 24 hours the
women received either intravenous estrogen (1.25 mg
conjugated estrogens over 30 minutes) followed by 1.25
mg conjugated estrogens orally and daily for 21 days or

a combination of 1.25 mg conjugated estrogens and 2.5
mg medroxyprogesterone acetate orally and daily for 21
days, or both the intravenous treatment and the oral
treatment were placebos. The women ranged in age
from 48-93 with an average of about 70. They had a
high prevalence of heart disease risk factors, such as
hypertension and diabetes mellitus. The attending physi-
cians treated the patients with the usual anti-ischemic
methods, including heparin, aspirin, beta-blockers, and
nitroglycerin. In the first 48 hours, there were no adverse
effects of the intravenous estrogen, and the ischemic
events in the 3 treatment groups were essentially the
same. The clinical outcomes during the initial hospital-
ization (death, MI, coronary procedures) also did not
differ among the 3 groups. Twenty percent of the
patients discontinued the study drug before the end of
the 21 days, and these were evenly distributed among
the 3 groups. The number of ambulatory electrocardio-
graphic ischemic episodes showed no differences, but
only about 10% of the patients experienced ischemia.
One patient on estrogen alone developed a pulmonary
embolus on day 2, and 2 patients on hormone treatment
had strokes after coronary artery bypass surgery. Six
months later, there were no differences among the 3
groups. Schulman et al concluded that acute hormone
therapy does not reduce ischemia in postmenopausal
women with unstable angina (Schulman SP, et al. J Am
Coll Cardiol. 2002;39:231-237).

Discussion
This is another secondary prevention trial of estro-

gen treatment in women with CAD, but this time the
study focused on acute therapy.  Women with CAD
present more often with unstable angina compared
with men. Up to 30% of women who present with
unstable angina have no detectable CAD on angiogra-
phy; in this group of women the pathophysiology of
the ischemic chest pain is a puzzle. Presumably the
ischemic pain is due to coronary vasoconstriction orig-
inating in endothelial dysfunction, even in those
women with normal angiographic studies. In patients
with atherosclerosis, the ischemic episode is believed
to be due to some degree of rupture in an unstable
plaque, activating platelets and the release of vasocon-
stricting agents. Previous studies have demonstrated
that the acute administration of estrogen produces a
rapid vasodilatory response in the coronary arteries;
therefore, it was reasonable to determine if acute treat-
ment would have an effect on recurrent ischemia as
measured by electrocardiographic assessment.

There are 2 major problems with the above study.
First of all, Schulman et al failed to achieve the number



of ischemic events that their power calculations predict-
ed beforehand. This relates to the second major prob-
lem. The reason for a decreasing number of ischemic
events in the patients (in a proportion that increased as
the study progressed) was the aggressive anti-ischemic
therapy given these patients, although Schulman et al
argued that a similar decrease in the placebo group made
it unlikely that this treatment affected the results. So the
study lacked the power to detect even a modest differ-
ence among the groups, and what if the beneficial effect
of estrogen was overpowered by the anti-ischemic treat-
ments, especially nitroglycerin (nitroglycerin is believed
to act through the same mechanisms as estrogen, specif-
ically involving nitric oxide and endothelin-1).

A retrospective study from Duke found an increased
risk of unstable angina in women initiating estrogen
treatment after a cardiac event.1 It is interesting to me
that the cardiologists, when referring to this study, uni-
formly overlook the fact that there was a statistically sig-
nificant reduced risk of dying of a myocardial infarction
in the hormone users.

Accompanying this report is an editorial subtitled
“Another Bump for the Bandwagon,” written by
David D. Waters from the Division of Cardiology at
the University of California in San Francisco (Waters
DD. J Am Coll Cardiol. 2002;39:238-240). Waters
reviews the by now well-known previous secondary
prevention trials (the HERS trial, the ERA trial, the
PHASE trial) and endorses the current recommenda-
tion that postmenopausal hormone therapy should not
be initiated for the prevention of coronary disease in
women already diagnosed with CAD. He concludes
that “the bandwagon is now bedraggled and the music
has died.” I would argue, however, that this conclu-
sion applies to a small number of patients being treat-
ed with hormone therapy. Primary care physicians are
well aware that other treatments, especially statins,
are effective and the methods of choice in women
with diagnosed CAD. To jump to the conclusion that
hormone therapy has nothing to offer for the cardio-
vascular system of apparently healthy women denies
an enormous body of epidemiologic (case-control and
cohort studies) and biologic data supporting benefi-
cial effects.

The American Heart Association, in their recent
statement, said that any recommendation regarding
primary prevention of heart disease by estrogen must
await the results of randomized clinical trials. My
response is that we can’t practice medicine that way.
If we did we would never tell our patients to stop
smoking (certainly no randomized trial data linking
smoking and lung cancer!). Furthermore, there is

good experimental evidence to support the conclu-
sion that it takes a healthy endothelium to respond to
estrogen. In Tom Clarkson’s monkey model, as the
endothelial cells become involved with atherosclero-
sis, estrogen’s beneficial effects are progressively
reduced. 

The results of a primary prevention trial in Los
Angeles have been recently published indicating a pre-
ventive effect of estrogen. Measuring carotid intima
media thickness by ultrasonography, women treated
with estrogen demonstrated a decrease in thickness
after 2 years of treatment in contrast to an increase
observed in the placebo group.2 A similar study in Ger-
many found no effect of hormone treatment, but the
patients already had increased thickness (and thus ath-
erosclerosis) upon entry to the study and the treatment
duration was only 1 year.3

Therefore, the current study is an extremely small
bump on the bandwagon, because it is underpowered
and the patients received potent anti-ischemic treat-
ments that could have obscured any effects of estro-
gen. Furthermore, there continues to be good reason to
believe that long-term hormone therapy in asympto-
matic, apparently healthy women has a beneficial
effect on the cardiovascular system and reduces the
risk of CAD. This represents almost all of our
patients; the cardiologists are making a big bump out
of a mole hill!   ❖
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CME Questions
8. Which of the following vitamins has been shown conclusively to

decrease birth defects if taking before conception and in early
pregnancy?
a. Vitamin A
b. Vitamin B6

c. Vitamin C
d. Vitamin D
e. Folic Acid

9. What percentage of patients with stage I serous borderline
tumors of the ovary develop recurrence?
a. 1% or less
b. 5%
c. 10%
d. 15%
e. 20%
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10. The present study by Zhdanova and colleagues showed:
a. that the decline in melatonin levels with age invariably causes

insomnia.
b. that supraphysiologic levels of melatonin are unnecessary for

restoration of sleep patterns. 
c. that long-term melatonin use prevents age-related impairments

in the central clock.
d. that melatonin use by the elderly induces daytime sleepiness.
e. that low melatonin levels are a marker for depression in the

elderly.

11. What percentage of epithelial ovarian cancers are associated
with BRCA1 or BRCA2 gene mutations?
a. 10%
b. 15%
c. 20%
d. 25%
e. 40%

Attention Readers
Last year, as a test, we at OB/GYN Clinical Alert

inserted Ob-Gyn Coding Alert into several issues.
Response to this monthly advisor for ethically optimiz-
ing coding reimbursement published by The Coding
Institute was overwhelmingly positive. Accordingly, we
are bringing this extra feature back to our pages. Look
for it each month, beginning with this issue. 

The editorial team at OB/GYN Clinical Alert will con-
tinue to provide cutting-edge analyses and updates on
developments in obstetrics and gynecology. Please tell us
what you think about Ob-Gyn Coding Alert. Send your
comments to Rob Kimball, P.O. Box 740059, Atlanta,
GA  30374 or by e-mail: robert.kimball@ahcpub.com.  ❖

Readers are Invited. . .
Readers are invited to submit questions or com-

ments on material seen in or relevant to OB/GYN
Clinical Alert. Send your questions to: Robert Kim-
ball, OB/GYN Clinical Alert, c/o American Health
Consultants, P.O. Box 740059, Atlanta, GA 30374.
For subscription information, you can reach the edi-
tors and customer service personnel for OB/GYN
Clinical Alert via the internet by sending e-mail to
robert.kimball@ahcpub.com.   ❖
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