
Is Prophylactic Cerclage in Patients
with a History Suggestive of

Incompetent Cervix Better than
Waiting for Ultrasound Signs of

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

Althuisius and colleagues randomized 73 patients his-
torically at-risk for incompetent cervix. Twenty-three had a

cerclage placed at the end of the first trimester, and another 44 were
followed with weekly transvaginal ultrasounds. Eighteen patients
developed a short cervix (< 25 mm) before 27 weeks. Of these, 10
had a therapeutic cerclage and eight were randomized to an
approach of watchful waiting. The prophylactic cerclage group had
a preterm delivery rate of 13% (3/23). None of the 26 who had cer-
vices larger than 25 mm had a preterm birth (PTB), and only one of
the 10 patients with a short cervix (< 25 mm) having cerclages had
a preterm birth (10%). These results contrast with a preterm birth
rate of five of eight (62.5%) in patients with a short cervix who had
no cerclage.

In effect, by waiting until the second trimester and performing
cerclage in only those who had a short cervix, one could avert the
need for this invasive procedure in about 60% of cases with, if any-
thing, a better outcome (1:26 PTB vs 3/23 PTB). (Althuisius SM, et
al. Am J Obstet Gynecol 2000;183:823-829; Rust O, et al. Am J
Obstet Gynecol 2000;183:823-829.)

■■ COMMENT BY JOHN C. HOBBINS, MD
The cervix has been blamed for too many preterm births. Older

texts suggest that the true incompetent cervix, one that is mechani-
cally incapable of containing a pregnancy, occurs in one in 1000
pregnancies. Yet, it seems that prophylactic cerclage is performed
at the drop of a scalpel, based on the concept that waiting until cer-
vical shortening occurs is a gamble not worth taking.

Prophylactic cerclage is not without risk. Ruptured membranes,
cervical tears, and preterm labor have been reported during and fol-
lowing cerclage. Interestingly, although the procedure seems to make
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empiric sense in patients with a suggestive history of cer-
vical incompetence, its value has never been proven.
None of the randomized trials in the literature has shown
a benefit from prophylactic cerclage, and only one other
study besides the Althuisius et al’s paper has shown a
benefit of cerclage in patients with shortened cervices.
This non-randomized trial from Rust and colleagues in
England demonstrated an efficacious effect of cerclage in
patients with extremely short cervices (< 1.5 mm at 24
weeks), reducing the incidence of birth before 32 weeks
from 50% to 5%.

For the first time Althuisius et al’s study, despite its
small numbers, along with Rust et al’s study suggest the
efficacy of second trimester cerclage, as long as it is
done in the right patients. The available literature, how-
ever, casts doubt on the wisdom of prophylactic early
cerclage, except in exceptional cases. ❖

Suggested Reading
1. Rush RW, et al. Br J Obstet Gynaecol 1984;91:724-730.
2. Lazar P, et al. Br J Obstet Gynaecol 1984;91:731-735.
3. Heath VC, et al. Ultrasound Obstet Gynecol 1998;12:

18-22.

Soy Protein and Hot Flashes
A B S T R A C T & C O M M E N T A R Y

Synopsis: A double-blind, placebo-controlled trial of a
relatively large dose of soy supplements could detect no
effect on menopausal symptoms.

Source: Kotsopoulos D, et al. Climacteric 2000;3:
161-167.

Kotsopoulos and colleagues from the monash
Medical Centre in Australia randomized 97 post-

menopausal women 50-75 years of age to soy supple-
ments or placebo in a double-blind trial. The dose of
isoflavones in the soy supplement given daily for three
months was 118 mg. These women were experiencing a
relatively high frequency of menopausal symptoms at
baseline, although the severity was not extreme. The
intake of soy protein was confirmed by demonstrating
an increase in the urinary excretion of genistein and
daidzein. No effect compared with placebo could be
detected in vaginal dryness, libido, vasomotor reactions
(hot flushes), psychological symptoms, or muscu-
loskeletal complaints.

■■ COMMENT BY LEON SPEROFF, MD
Phytoestrogens is a descriptive term applied to non-

steroidal compounds that have estrogenic activity or are
metabolized into compounds with estrogen activity.
Phytoestrogens are classified into three groups:
isoflavones, coumestans, and lignans. Soybeans are a
rich source of phytoestrogens, containing the most com-
mon form of phytoestrogens, the isoflavones (mainly
genistein and daidzein, and a little glycitein).
Isoflavones exist in plants bound as glycoside conju-
gates attached at the 3 position, called glycones. The
carbohydrate component requires gut bacteria to remove
the sugar moiety to produce active compounds, the agly-
cones. Individual variability in gastrointestinal microflo-
ra, as well as absorption, influences the bioavailability of
isoflavones.

You can eat soybeans every day and never see a bean.
Soy flour is prepared to remove the carbohydrates.
Nintey-five percent of soy flour is toasted and used as
animal feed. Alcohol washing is used to get a taste-free
product, but alcohol extraction removes the phytoestro-
gens. SUPRO from Protein Technologies International
does not use alcohol extraction. SOYSELECT (Indena,
Milan, Italy) and HEALTHY WOMEN (Johnson and
Johnson, United States) are alcohol extracts. Oil and
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margarine have only traces of isoflavones; the conju-
gates are not soluble in oil.

The average Japanese intake of isoflavones is about
50 mg/d. Previous numbers were higher and were over-
estimated. The rest of Asia is about 25-45 mg/d, and
Western consumption is less than 5 mg/d. A belief that
Asian women report fewer menopausal symptoms is an
underlying driving force in the promotion of
isoflavones. However, this apparent difference in the
prevalence of symptoms comparing Asia and the West
may reflect cultural differences, not actual experience. It
is important to keep in mind that the Cochrane Collabo-
ration review of controlled trials found an average 51%
reduction in hot flush frequency with placebo treat-
ments. Therefore, studies of flushing without random-
ization to placebo treatment are not helpful.

An Italian study using SUPRO found a 45% reduc-
tion in flashing with 60 g of isolated soy protein daily
(76 mg isoflavones), compared with a 30% reduction in
the placebo group.1 Two other studies, both with 50
mg/d of isoflavones, found a similar 15% reduction in
the number of flashes compared with placebo.2,3 In a
randomized, crossover study of a high dose of
isoflavones for flashes in breast cancer survivors, there
was no effect.4 The dose was 150 mg isoflavones per
day, similar to three glasses of soy milk daily. Why do
these studies differ? It is unlikely to be a difference in
dosing, in that the doses studied have ranged from 50
mg to 150 mg of isoflavones per day (the latter being a
rather high dose). Perhaps the 15% difference compared
with placebo observed in two studies reflects an effect
on severe hot flushing, while mild-to-moderate hot
flushing is not affected. However, a 15% difference is
slight, and I suspect that clinicians would find it hard to
observe this difference in an individual practice.

PROMENSIL is an extract of red clover (Trifolium
pratense) containing formononetin, daidzein, biochanin,
and genistein. Formononetin and biochanin are metabo-
lized to daidzein and genistein, respectively. Red clover
is a legume used to enrich nitrogen levels in soils.
Promensil is produced by Novogen in Australia and
marketed by Solvay in the United States. A 500 mg
tablet contains 200-230 mg of dried aqueous-alcoholic
extract; which contains 40 mg of isoflavones. The rec-
ommended dose is one tablet daily.

Two randomized, placebo-controlled studies of the
effect of Promensil on hot flushes were reported in
1999, in Climacteric, the journal of the International
Menopause Society.5,6 Neither demonstrated a signifi-
cant difference compared with the placebo group. In one
of the reports, four times the recommended dose (4
tablets daily) also had no effect.

I believe there is now sufficient evidence of appropri-
ate quality to allow us to tell our patients that soy protein
and isoflavone supplements do not help hot flushing.
Any effect a patient experiences is a placebo response,
not to be underrated, but certainly to be understood by
the clinician and patient. In my opinion, there is only
one medicine. Anything claiming to treat or prevent
health problems must withstand the rigor of scientific
studies of efficacy and safety. Anything with the poten-
tial to affect health must be subject to this requirement.
The simplicity and correctness of this argument are so
overwhelming, I believe it will come to be so. ❖

References
1. Albertazzi P, et al. Obstet Gynecol 1998;91:6-11.
2. Scambia G, et al. Menopause 2000;7:105-111.
3. Upmalis DH. Menopause 2000;7:236-242.
4. Quella SK, J Clin Oncol 2000;18:1068-1074.
5. Knight DC, et al. Climacteric 1999;2:79-84.
6. Baber RJ, et al. Climacteric 1999;2:85-92.

Vitamin D Insufficiency and
Hyperparathyroidism in a
Low-Income, Multiracial,
Elderly Population
A B S T R A C T & C O M M E N T A R Y

Synopsis: Vitamin D levels were low in 21% of black
elderly subjects and 11% of white elderly subjects dur-
ing the winter in Boston. None of the subjects who
reported daily use of a supplement containing vitamin
D had low levels.

Source: Harris SS, et al. J Clin Endocrinol Metab
2000;85:4125-4130.

Adequate vitamin d levels are critical for
bone health. The skin makes vitamin D when it is

exposed to adequate ultraviolet light. The elderly are at
greatest risk for vitamin D deficiency because of their
reduced exposure to sunlight and an age-related reduc-
tion in the skin’s synthetic capability. All populations
living in northern latitudes are at risk for inadequate skin
synthesis of vitamin D during the winter months
because the appropriate wavelength of sunlight is not
available during those months (roughly October through
April inclusive). This study was undertaken to determine
the extent of vitamin D deficiency in an inner city popu-
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lation in Boston in the winter. Harris and colleagues
identified the 702 men and women born before 1935
(therefore at least 64 years old at the time of the study)
who lived in any of the 14 subsidized housing units
operated by the Boston Housing Authority and went to
each site. Subjects completed standardized inventories
and gave blood samples in February or March 1999. A
total of 349 of the eligible subjects participated. About
half of the subjects consumed less than one glass of milk
daily and reported milk consumption did not differ by
race. Fifteen percent of black men and 46% of white
women reported regular daily use of vitamin D supple-
ments, predominantly multivitamins. The best measure
of vitamin D status is a serum 25-hydroxyvitamin D
(25OHD). Serum levels were generally concordant with
reported intakes. Serum calcium and parathyroid hor-
mone levels were inversely correlated with serum
25OHD. Twenty-one percent of blacks and 11% of
whites had 25OHD levels below 25 nmol/L. Currently
there is no consensus as to what level is inadequate, but
none of the subjects who took supplements containing
vitamin D had 25OHD concentrations below 25 nmol/L.
Optimal levels also have not been defined, but levels
above 50 nmol/L are associated with suppression of
parathyroid hormone and reduced risk of bone fracture.
Harris et al note that mean wintertime vitamin D con-
centrations in white subjects in this cohort were about
the same as in a cohort from the relatively affluent
Boston suburb of Framingham and members of an
HMO in Michigan. Harris et al also found that levels
were consistently lower in smokers.

■■ COMMENT BY SARAH L. BERGA, MD
Vitamin D is a steroid hormone that plays an impor-

tant role in bone mineralization. In addition to its direct
effects on bone, it increases calcium absorption from the
gastrointestinal tract. A deficiency of vitamin D is a risk
factor for osteoporosis and osteomalacia. More limited
evidence links vitamin D deficiency with increased risk
of hypertension, cardiovascular disease, diabetes, and
some cancers. Vitamin D deficiency can be readily
reversed by consuming foods fortified with vitamin D,
by taking daily vitamin supplements, or by daily expo-
sure to the appropriate wavelengths of sunlight. There
are no foods that naturally contain vitamin D, however,
many foods are fortified. Each eight-ounce glass of milk
contains roughly 100 IU of vitamin D and most multivi-
tamin preparations contain 400 IU. The recommended
daily allowance has been set at 200 IU per day, but up to
800 IU is safe in adults. Not all diary foods are fortified
with vitamin D, so it pays to read the label if one is
attempting to get one’s daily requirements from food

alone and does not intend to drink milk. Recently, some
yogurt makers have been adding in vitamin D. However,
many calcium-fortified beverages such as orange juice
do not contain vitamin D. Consumers need to be aware
that bone health is more than just a matter of calcium
intake. Vitamin D and other minerals such as magne-
sium and phosphorus are also critical. The “bone health”
story has been reduced to a “soundbite” about calcium,
but doing so has led to an oversimplification that is mis-
leading.

I recommend that all patients take a “general pur-
pose” multivitamin daily. It need not be expensive or
contain “fancy” ingredients. The two factors most diffi-
cult to obtain from food alone are vitamin D and folate.
Both are critical to preventing many of the common dis-
eases of aging. Both are contained in a general-purpose
multivitamin. ❖

Psychosocial and Sexual
Functioning in Women with
Vulvodynia and Chronic
Pelvic Pain
A B S T R A C T & C O M M E N T A R Y

Synopsis: Women with vulvodynia are psychologically
similar to women without vulvar symptoms.

Source: Reed BD, et al. J Reprod Med 2000;45:
624-632.

The purpose of this article was to determine the
psychological functioning of a group of women with

vulvodynia based on several well-established psycho-
logical tests. The same tests were then to be adminis-
tered to a group of control women and a group of
women with chronic pelvic pain. The results from the
three groups were then compared and contrasted.

The women with vulvodynia were enrolled in three
clinics at the University of Michigan, and included only
those women who had been seen at the Center for Vul-
var Diseases. The chronic pelvic pain cohort was recruit-
ed from the University of Michigan Pain Center, and the
control women were recruited from those who were
seen for routine gynecologic examinations.

All of the women who agreed to participate in this
study received a questionnaire that contained two major
parts. The first part included general demographic infor-
mation as well as information concerning relationships
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with partners. The second portion of the questionnaire
included a number of standardized psychological and
functional inventories. These were designed to detect
depression, relationship adjustment, pain intensity, func-
tional activity, degree of somatic complaint, and overall
affective distress. The results were analyzed using com-
mon statistical techniques.

Overall, women with vulvodynia were similar to the
control group and dissimilar to the chronic pain group.
Specifically, women with chronic pelvic pain were con-
siderably more likely to report a history of sexual or
physical abuse than either of the other two cohorts, have
a history of past depression, and have increased somatic
complaints. Interestingly, the women with vulvodynia
did not differ in their sexual activities from the control
group. However, women with vulvodynia report the
lowest frequency of vaginal intercourse among the three
groups.

In summary, women with vulvodynia do not exhibit
an increased frequency of psychological disorders, mari-
tal maladjustment, abuse, or increased somatic com-
plaints.

■■ COMMENT BY KENNETH L. NOLLER, MD
Last fall I attended the 15th World Congress of the

International Society for the Study of Vulvovaginal Dis-
ease held in New Mexico. Not surprisingly, a majority of
the papers that were presented at the meeting dealt with
“vulvodynia.” While many of the papers were quite
interesting, the ones that dealt with treatment of the dis-
ease were confusing. Some studies suggested that treat-
ment should be primarily aimed at behavior modifica-
tion, others suggested techniques which would largely
fall under the category of “physical therapy,” and others
recommended medical or surgical treatment. Most inter-
esting, virtually all reported the same treatment results.

While the treatment of vulvodynia (especially chron-
ic vulvar vestibulitis) remains confusing, more and more
is being learned about the frequency of the disease and
the background of those who develop it. This article
from Reed and colleagues is one of the best I have ever
seen (or heard).

Ten years ago many clinicians told patients with vul-
vodynia that the symptoms were “all in your head.”
Numerous small studies have suggested that not to be
true, and this study from Reed et al that used a wide
variety of standardized psychological tests confirms that
women with vulvodynia are not “crazy.” Indeed, the
women in this study with vulvodynia were virtually
identical to the control women, except for the fact of
their vulvular pain and its affect on their ability to have
vaginal intercourse. While I would have liked to have

seen more information in the article concerning the
number of women approached for participation, nonpar-
ticipation rates, and a comparison of the demographics
of those who did and did not participate, overall, this
study is well-done and believable. One facet of the study
that makes it easier to believe is the fact that Reed et al
included a chronic pelvic pain cohort as one of the com-
parison groups. It has long been known that women with
chronic pelvic pain are different from controls, with
markedly higher rates of physical and sexual abuse, and
depression compared to unaffected women. The women
with vulvodynia did not match any of these variable
characteristics of chronic pelvic pain. ❖

Fracture Risk Reduction
with Alendronate in
Women with Osteoporosis
A B S T R A C T & C O M M E N T A R Y

Synopsis: Alendronate reduces fracture risk compara-
bly in women with osteoporosis manifested as a verte-
bral crush fracture, and in women with osteoporosis
defined radiographically.

Source: Black DM, et al. J Clin Endocrinol Metab
2000;85:4118-4124.

The purpose of the present investigation was to
compare the effect of alendronate treatment on frac-

ture risk reduction in women with existing vertebral frac-
ture with that in women without existing vertebral frac-
ture but with a bone mineral density T score less than -
2.5. A total of 6459 women were enrolled from 11 clini-
cal centers in the United States. Of these, 3658 met crite-
ria for osteoporosis, either on the basis of bone mineral
density as assessed by dual energy x-ray absorptiometry
(DEXA), or on the basis of having had a previous verte-
bral crush fracture. Women were randomly assigned to
receive either placebo or alendronate and followed for
three-four years. In the first year, women in the alen-
dronate arm received 5 mg daily, and in later years 10 mg
daily. The data were analyzed by a true intention-to-treat
analysis. Regardless of the definition of osteoporosis
(bone mineral density vs previous vertebral fracture), the
risk reduction was comparable and impressive. The rela-
tive risk for vertebral fracture in the alendronate treated
group was 0.52 (0.42-0.66) and for hip fracture 0.47
(0.26-0.79). Black and colleagues also determined how
long it took for the risk reduction to manifest. The risk
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reduction was first significant for clinical vertebral frac-
ture by month 12, and for hip fracture by month 18.

■■ COMMENT BY SARAH L. BERGA, MD
The results of this study are not surprising, but they are

reassuring. The study demonstrates that alendronate is as
effective in preventing fracture in women with radiological
evidence for osteoporosis as in women with clinical evi-
dence. Furthermore, this is the first study to show that
alendronate reduces hip fracture risk. Black et al also point
out in the discussion that alendronate is likely to confer a
“continuous gradient of benefit” in women with low bone
mass. Thus, a woman does not have to have a bone miner-
al density T score less than -2.5 to benefit from alen-
dronate use. Furthermore, given the relatively prompt risk
reduction, the benefit is not thought to be strictly attribut-
able to an increase in bone density. Slowing of the bone-
remodeling rate may also play a critical role.

This study still begs to answer the issue of exactly
who should be given alendronate and for how long. It is
easier to decide who might benefit than it is to say for
how long therapy should continue. There are no long-
term (> 10 years) studies of alendronate or any other bis-
phosphonate. With regard to selecting those most likely
to benefit, my approach is to recommend estrogen thera-
py as the first line of defense because of its multiple other
benefits in addition to bone preservation. I reserve bis-
phosphonate use for women whose bone mineral density
remains low despite adequate estrogen repletion, for
those who meet criteria for osteoporosis (as defined clin-
ically or radiologically) before initiating estrogen therapy
(because the use of both agents gives additional benefit),
or for those who cannot or will not take estrogen. ❖

Prevalence of Normal
Endometrial Cells in
Pap Smears
A B S T R A C T & C O M M E N T A R Y

Synopsis: The finding of normal endometrial cells on a
postmenopausal Pap smear is not associated with
endometrial neoplasia.

Source: Gomez-Fernandez CR, et al. Obstet Gynecol
2000;96:874-878.

The purpose of this article was to determine if
the presence of normal endometrial cells on a rou-

tinely obtained Papanicolaou (Pap) smear was more

common in women with endometrial neoplasia than in
those without. Gomez-Fernandez and colleagues
reviewed cytology material from all women diagnosed
at their institution with endometrial hyperplasia or
endometrial adenocarcinoma between 1990 and 1998.
Two percent of these women had normal endometrial
cells on their smears.

The comparison group consisted of women who had
an endometrial biopsy that did not show neoplasia and
who had a Pap smear within 12 months of the endome-
trial biopsy. Five percent of the women in this compari-
son group had normal endometrial cells on cytology.

Gomez-Fernandez et al concluded that the presence of
normal endometrial cells in cytology material in post-
menopausal women is not a reason for further evaluation.

■■ COMMENT BY KENNETH L. NOLLER, MD
The Bethesda System (TBS) recommends that

cytopathologists report normal endometrial cells on cer-
vical cytology specimens from postmenopausal women.
Some past studies have suggested that finding such cells
is associated with a greater likelihood of endometrial
neoplasia than in women who do not have these cells
present. This has led to various recommendations, the
most common one being that postmenopausal women
with endometrial cells on their smears have an endome-
trial biopsy.

This article suggests that the finding of normal
endometrial cells on a postmenopausal cytology speci-
men means nothing. Gomez-Fernandez et al strongly
suggest that women with such findings not have further
evaluation. While their study generally supports this
conclusion, there are some problems with the study
methodology, some of which probably cannot be over-
come by any type of study design.

Because Gomez-Fernandez et al wanted to have an
endometrial sample from the comparison (control)
group, it is not at all surprising that virtually all of the
women in the comparison group had abnormal uterine
bleeding of some type. Therefore, the results of this
study are not generalizable to the entire female popula-
tion. There are several ways to design a study that would
circumvent this problem, but it would need to be much
larger and would be much more costly and time con-
suming.

However, a little common sense applied to the results
of this study makes the findings quite useful. Since only
2% of women with endometrial cancer or hyperplasia
had normal endometrial cells present on their cytology
specimens, it is clear that these normal cells are not a
good marker for neoplastic disease. It would be nice to
know what the prevalence of such cells is in the general



postmenopausal population, but that information cannot
be gleaned from this study. Nevertheless, even when
endometrial hyperplasia is known to be present, normal
endometrial cells are found on only 2% of samples.
Therefore, I do agree with Gomez-Fernandez et al that
we should be less aggressive about our evaluation of
postmenopausal women with normal endometrial cells.

One piece of information was hidden in the article.
That is, when atypical endometrial cells were present
there was a high rate of endometrial adenocarcinoma or
hyperplasia. Therefore, action always needs to be taken
when the cells are seen. ❖

Special Feature
Screening for
Endometrial Disease
in Tamoxifen Users
By David M. Gershenson, MD

In a prospective study of the use of endometrial
biopsy, Barakat and associates conducted a prospec-

tive study to determine the frequency of developing
abnormal pathologic changes in the endometria of
tamoxifen-treated women and to characterize the type of
pathologic changes involved.1 Between October 1991
and September 1998, 159 patients initiating tamoxifen
therapy for breast cancer confined to the breast and axil-
lary lymph nodes were enrolled. Office endometrial
biopsies (EMBs) were obtained during the initiation of
tamoxifen and at six-month intervals for a two-year peri-
od. Three subsequent annual EMBs were recorded for
each patient, amounting to a five-year surveillance. The
median age of the patients was 50 years. Nine patients
(5.7%) were considered protocol violations. The
remaining 111 assessable patients underwent a total of
635 EMBs (mean, 5.8 EMBs), with a median surveil-
lance time of 36 months. Five hundred forty-four
patients (86%) had benign endometria. Eighty-two
(12.9%) of the 635 biopsies revealed tissue insufficient
for diagnosis. Fourteen patients (12.6%) underwent
dilatation and curettage (D&C) for an abnormal EMB,
persistent bleeding, or for evaluation of adnexal masses
at the time of laparoscopy. Findings at D&C included
complex hyperplasia (n = 1), abnormal histiocytes (n =
1), simple hyperplasia (n = 2), polyps (n = 4), endocervi-
cal polyp (n = 1), and decidualization (n = 2). Three
D&Cs were negative. Three patients underwent hys-
terectomy. Barakat et al concluded that EMB was used

to monitor the endometrium in the majority (95%) of
breast cancer patients on tamoxifen in this trial, but the
use of routine EMB for screening in tamoxifen-treated
women seems limited.

In a German study, Gerber and colleagues prospec-
tively studied the value of transvaginal sonography
(TVS) in endometrial screening of postmenopausal
breast cancer patients treated with tamoxifen.2 In 247
tamoxifen-treated (20-30 mg/d for ≥ 2 years) women
and 98 controls, the endometrium was followed-up by
means of TVS every six months for up to five years.
Patients with homogeneous endometrium of more than
10-mm thickness were then scanned repeatedly every
three months. The mean endometrial thickness was 3.5
± 1.1 mm before treatment and increased to a maximum
of 9.2 ± 5.1 mm after three years of tamoxifen applica-
tion (P < 0.0001), which was significantly thicker com-
pared with controls (P < 0.0001). Fifty-two asympto-
matic patients with thickened or morphologically sus-
pect endometrium underwent hysteroscopy and D&C,
resulting in four uterine perforations. Histopathological-
ly, atrophy was found in 38 patients (73.1%), polyps in
nine, hyperplasia in four, and endometrial cancer in one
case. In 20 screened patients who reported vaginal
bleeding, five atrophies (25%), five polyps, four hyper-
plasias, and two endometrial cancers were found. Before
hysteroscopy and D&C were performed, 36 (69.2%) of
52 asymptomatic and four (20%) of 20 symptomatic
patients were scanned by repeated TVS over 2-30
months. Invasive diagnostic procedures were signifi-
cantly (P < 0.05) more frequent in younger and obese
patients. In the controls, one asymptomatic polyp and
one symptomatic hyperplasia were found. Gerber et al
concluded that, in tamoxifen-treated patients, TVS
offered a high false-positive rate, even with a cutoff
value of 10 mm for endometrial thickness and repeated
TVS scans. They further concluded that increased iatro-
genic morbidity and only one asymptomatic endometrial
carcinoma do not warrant endometrial screening by
TVS in tamoxifen-treated patients.

Tamoxifen has become a popular drug for both the
treatment and prevention of breast cancer. Several ret-
rospective studies have shown a relationship between
tamoxifen use and the development of uterine can-
cers. In a trial of the National Surgical Adjuvant
Breast and Bowel Project (NSABP), women with ER-
positive breast cancer confined to the breast with neg-
ative axillary nodes were randomized to tamoxifen or
placebo.3 Among 4063 patients randomized, there
was a 7.5-fold increase in the risk of developing
endometrial cancer in the tamoxifen-treated group. In
addition, a wide range of benign abnormalities of the
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endometrium may occur, from atrophy to polyps to
hyperplasias. With the high incidence of breast can-
cer and the widespread use of tamoxifen, researchers
have been focusing on the issue of endometrial
screening for tamoxifen-treated patients. To date,
there has been no evidence to support the role of
either EMB or TVS in asymptomatic women receiv-
ing tamoxifen. The two reports summarized above,
which were both published in the October 2000 issue
of the Journal of Clinical Oncology, significantly
enhance our database in the same direction. Based on
their findings, Barakat et al do not recommend the
routine use of EMB for screening tamoxifen-treated
women. No endometrial cancers were detected in
their series, and only one patient had complex hyper-
plasia detected by D&C. Likewise, in the report of
Gerber et al, endometrial screening by TVS is not
recommended. Among 52 asymptomatic patients
with abnormal TVS, hyperplasia was found in four
patients and endometrial cancer in one patient. A
total of 1265 TVS were performed to detect that sole
endometrial cancer. Four patients experienced uterine
perforations. Despite the relatively high cutoff of 10
mm for definition of abnormally thickened
endometrium, the false-positive rate was high. The
optimal cutoff for endometrial thickness in tamox-
ifen-treated women remains unknown. Mounting evi-
dence suggests that the high false-positive rate is
attributable to tamoxifen-induced edema of cystically
dilated endometrial glands with periglandular stromal
and myometrial condensation. As emphasized by
both the authors of these articles and in an editorial
by Runowicz,4 the tendency to order a battery of
screening tests may simply enhance rather than alle-
viate a patient’s anxiety. Routine performance of
EMB, and, particularly, TVS will lead to unnecessary
invasive procedures with their associated cost and
morbidity. These procedures should be reserved for
the tamoxifen-treated woman with vaginal bleeding
unless forthcoming evidence suggests otherwise. ❖
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Correction
An error appeared in the December 2000 issue of

OB/GYN Clinical Alert. CME question #25 should
have read as follows: Which of the following state-
ments is not true regarding the association between oral
contraceptive (OC) use and the risk of breast cancer?
‘A’ is the correct answer. This question will be omitted
from the CME test. Please leave the space blank on
your answer sheet. We regret any confusion this might
have caused. ❖

CME Questions
29. The following statements are true regarding soy protein and

menopausal symptoms except:
a. the placebo response is so powerful that any study of

menopausal symptoms requires a double-blind, placebo-con-
trolled design.

b. supplementation of the diet with soy protein may have a slight
effect on very severe hot flushing.

c. supplementation of the diet with soy protein may have an effect
on the frequency of hot flushing.

d. increasing the dose of isoflavones in soy protein supplements
will not produce a better effect on hot flushing.

30. In the study by Reed et al, women with vulvodynia were simi-
lar to “control” women in all but which of the following areas?
a. Frequency of depression
b. Number of somatic complaints
c. Overall sexual functioning
d. Frequency of vaginal intercourse

31. In the article by Gomez-Fernandez et al, what was the frequen-
cy of normal endometrial cells present on Pap smears in
women with vaginal bleeding without endometrial neoplasia?
a. 2%
b. 5%
c. 10%
d. 25%

32. Which of the statement regarding vitamin D is false?
a. Milk is the only food that contains vitamin D.
b. It is possible to drink enough milk to meet vitamin D

requirements.
c. Not all diary foods contain vitamin D.
d. Standard multivitamin preparations contain enough vitamin D

to bring the serum level of 25OHD up to 25 nmol/L.
e. In the population study reported herein, more blacks than

whites had vitamin D deficiency (levels below 25 nmol/L).
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