
Menopausal Estrogen and 
Estrogen-Progestin Replacement
Therapy and Breast Cancer Risk

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

Schairer and colleagues reported the results of a
cohort study. The population base was 46,355 postmenopausal

women followed as part of the Breast Cancer Detection Demon-
stration Project, a nationwide breast cancer screening program.
Data from this study were previously analyzed. To increase statis-
tical power, Schairer et al added subjects and then reanalyzed the
data for this report. To increase the size of the study population,
they relaxed the inclusion and exclusion criteria. Therefore, not all
data points were available for all study subjects. For instance, if
age of menopause was not known, it was estimated to have
occurred at age 57. If a hysterectomy was done, but there was no
information on ovarian status, the age of menopause was assigned
as the age at the time of hysterectomy. If women were known to
have used a nonoral hormonal preparation, they were excluded. In
phase 1 of the study (original cohort), no information on hormone
type was collected. In phase 2, information on breast cancer
screening was not included. In phase 3, Schairer et al attempted to
collect missing information by interview, thus making part of the
study retrospective. Using the relaxed criteria, Schairer et al
expanded the population to 46,355 women. In this cohort, there
were 2082 breast cancers. Pathology reports were obtained for
82%. Nodal status was available for 86%. Tumor size was avail-
able for 71%. The mean age at the start of follow-up was 58 years
and the mean duration was 10 years, but some were followed for
only one year and others for 16 years. A majority (86%) of the
population was white. Hormone use was classified as follows:
none, 42%; ERT, 38%; PERT 4%; both ERT and PERT, 6%;
uncertain, 10%; and progestin-only use, 1%. The most commonly
used estrogen was conjugated equine estrogen and the primary
progestin was medroxyprogesterone acetate. (Schairer C, et al.
JAMA 2000;283:485-491.)

The main limitation of the study was the paucity of cases of
breast cancer for each category. There were 1209 cases of breast
cancer among ever-users of any type of hormone, 112 cases in
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whom hormone use was unknown, and 761 cancers
among never-users. Despite the few number of cases,
subanalyses were done. 

For ERT users, the greatest number of cases of breast
cancer (309) was in the category of more than 6 years
use. The relative risk (RR) of breast cancer in this cate-
gory was 1.1 and the confidence interval was 0.9-1.2.
While a relative risk of 1.1 could mean a slight increase
in risk because the confidence interval includes 1.0, the
“increase” is not statistically significant. For all current
users of ERT, the RR was also 1.1, but the confidence
interval was 1.0-1.3, again indicating that the  “increase”
was not statistically significant.

There were only 77 cases of breast cancers among
PERT users. When taken together, the RR of breast can-
cer was 1.4, with a confidence interval of 1.1-1.8. This is
barely significant. Needless to say, with so few cases
and only 10% of the population having ever taken PERT,
subanalysis by duration of use yielded RR that were not
statistically significant, but the trend was for the RR to
fall with increasing duration of use, such that in the cate-
gory of more than 6 years PERT use, the RR was 0.6

(decreased risk), with a confidence interval of 0.3-1.6.
Another subanalysis partitioned risk according to

body mass index (BMI). Based on 72 cases who had
used estrogen ≥ 16 years and 82 cases who had used
estrogen more than 8 and less than 16 years, Schairer et
al conclude that there is an increase in risk in thin women
(those in the bottom two quartiles, i.e., with a BMI ≤ 24.4
kg/m2). There was no increase in thin women with less
than eight years of use and no increase in risk in women
with BMI > 24.4 regardless of duration of ERT use.
Although there were only 26 cancers in  “thin” women
who had used PERT ≥ four years, Schairer et al interpret-
ed a RR of 2.0 and a confidence interval of 1.3-3.0 as
showing that there was an increased risk in lean, long-
term PERT users, but not in heavier PERT users. Further-
more, the biological mechanisms that would make thin-
ness a risk factor for hormone-induced breast cancer
were not discussed.

■ COMMENT BY SARAH L. BERGA, MD
The day after this JAMA article appeared in my mail,

the newspaper headlines read,  “Progestin-estrogen use
increases the risk of breast cancer more than estrogen
use alone.” The Wall Street Journal featured this on its
front page. The implication is that both PERT and ERT
increase the risk of breast cancer, that the increase is
definitive and of a biologically relevant magnitude, and
that hormone use is therefore dangerous. By the time I
got to the office that day, I already had one phone call
from a patient taking PERT who now wondered if she
should have a hysterectomy. 

The newspaper headlines were derived from the last
line of the structured abstract that read,  “Our data suggest
that the estrogen-progestin regimen increases breast can-
cer risk beyond that associated with estrogen alone.” At
best, this sentence is a great example of overstating the
study findings. On reflection, however, I think that the
conclusion is simplistic to the point of being both wrong
and irresponsible. Most newspaper reporters missed the
word  “suggest.” That this would happen is entirely pre-
dictable. Now millions of women are needlessly anxious
and many are deciding to quit taking hormones, vowing
never to start, or signing up for an unnecessary hysterecto-
my. While there is an understandable tendency to prefer to
report  “positive findings ,” we must demand better report-
ing from our medical journals. We must not allow our-
selves and our patients to be victimized by misinforma-
tion. Sadly, the editorial that accompanied the source
report did little to dispel the hype.1

To review, the limitations of the study are many. Cer-
tainly, there is ascertainment bias regarding hormone use,
age of menopause, and disease status. Thus, subject clas-
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sification may be in error. Adding subjects was done to
increase the statistical power, but it may have compro-
mised the validity of the data set. Schairer et al acknowl-
edge in their discussion that the associations were smaller
when subjects for whom age of menopause was unknown
were removed from the analysis. They kept them in
because excluding them would result in  “a substantial
loss of information.” Does this mean that the borderline
statistical significance of the subanalyses was lost alto-
gether? Nonetheless, despite the increase in the study
population size, the number of events is still too few to
expect the subanalyses to yield meaningful conclusions.

Importantly, the overall analysis is limited to determin-
ing risk for incidence of breast cancer rather than mortali-
ty from breast cancer. As Schairer et al acknowledge in
their discussion, mortality from breast cancer is lower in
HRT users, although they cannot explain it based on earli-
er-stage disease or more favorable histology (see also
Willis DB. Maturitas 1997;27:105-108). In addition, the
study population included only those women who appar-
ently took oral medications. While there is no reason to
suspect that other HRT regimens will yield substantially
different risks in a general population, the study results
are specific to those using oral medication. Given the mul-
tiple limitations of the data set, I do not believe there was
a basis for drawing firm conclusions. If there is an
increase in risk, it is small and it would not translate into a
risk for death from breast cancer. It is this last point that
patients so desperately deserve to understand.

The accompanying editorial suggested that women
consider omitting hormones and rely instead on a com-
bination of statins to decrease the risk of cardiovascular
disease and bisphosphonates to prevent osteoporosis.
SERMs were also suggested as a second line of defense.
However, none of these medications, alone or in combi-
nation, yields a comprehensive strategy for chemopre-
vention of aging. None of these will ameliorate urogeni-
tal atrophy. None of these has any significant short- or
long-term benefits for the brain. None will relieve hot
flashes and night sweats or buttress speed of processing.
Consider that a statin and a bisphosphonate will not an
undemented mind make! The benefits of estrogen use
are multiple and so critical that it is truly a crime to sim-
plistically conclude that ERT and PERT pose an impor-
tant risk for breast cancer.

What if PERT but not ERT increases the risk of breast
cancer? Progestins do seem to have untoward effects on
the brain and the endothelium. Should we do more hys-
terectomies? The approach I would like to see become
more widely available is a progestin-containing
intrauterine device that confines the progestin exposure
to the endometrium. Sadly, the development of this tech-

nology has received far more attention in Britain and
Europe than here.

As a consequence of this article and its reiteration in the
media, practitioners will have a lot of explaining to do.
Sadly, much hand wringing could have been avoided by
more responsible reporting. It is difficult to read all that one
must. It is tempting to just read the last line of an abstract.
Even though we all want a short bottom line, conclusions
need to be more than overly reductionistic soundbites. Not
every one of us has the time and skills to tease apart the data
and draw independent conclusions. I hope this analysis
helps those of you seeking a second opinion.   ❖

Reference
1. Willett WC, et al. JAMA 2000;283:534-535.

Does Hysteroscopy Facilitate
Tumor Cell Dissemination?
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Dissemination of endometrial carcinoma
cells occurs after fluid hysteroscopy. Determining
whether positive peritoneal cytology affects prognosis of
patients without further evidence of extrauterine disease
will require further study.

Source: Obermair A, et al. Cancer 2000;88:139-143.

Obermair and colleagues conducted a multi-
center, retrospective cohort analysis in which 113

consecutive patients with endometrial cancer treated
between 1996 and 1997 were included. Endometrial can-
cer had to be limited to the inner half or less than the
inner half of the myometrium. Positive peritoneal cytol-
ogy was obtained during staging laparotomy. Patients
underwent dialation and curettage (D & C) either with or
without diagnostic fluid hysteroscopy. Positive peritoneal
cytology, defined as malignant or suspicious, was consid-
ered the primary statistical endpoint. The purpose of the
study was to compare the incidence of positive peritoneal
cytology in patients who underwent D & C with or with-
out previous hysteroscopy. Peritoneal cytology was sus-
picious or positive in 10 of 113 patients (9%). The pres-
ence of suspicious or positive peritoneal cytology was
associated with a history of hysteroscopy but not with
myometrial invasion, histologic subtype, histologic
grade, or the time between D & C and staging laparoto-
my. Based on the limited extent of endometrial cancer in
the current analysis, Obermair et al conclude that their
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data strongly suggest dissemination of endometrial can-
cer cells after fluid hysteroscopy. They further conclude
that determining whether a positive peritoneal cytology
affects the prognoses of patients without further evidence
of extrauterine disease will require longer follow-up.

■ COMMENT BY DAVID M. GERSHENSON, MD
The implications of positive peritoneal cytology in

patients with endometrial cancer have undergone a major
transition during the past decade or so. Prior to that time,
positive peritoneal cytology in endometrial cancer
patients was believed to be uniformly associated with an
unfavorable prognosis. More recent studies have suggest-
ed that positive peritoneal cytology is usually only mean-
ingful if accompanied by unfavorable prognostic factors,
including deep myometrial invasion, high grade, poor
prognosis histologic subtype, or evidence of extrauterine
disease. According to the International Federation of
Gynecology and Obstetrics staging classification, patients
with tumors otherwise confined to the endometrial cavity
but with malignant cells in the peritoneal washing are
classified as having stage IIIA. Prior to this study, several
case reports documented positive peritoneal cytology in
patients who underwent hysterectomy following hys-
teroscopy. This retrospective review also raises concern
about the possibility of dissemination of tumor cells into
the peritoneal cavity by saline irrigation of the endometri-
al cavity during hysteroscopy. However, several unan-
swered questions remain. The most important of these:
Are these cells in the peritoneal washings truly viable and
capable of metastasizing to other sites, thereby leading to
an increased risk of recurrence? No one knows the answer
to this important question. Clearly, prospective studies of
peritoneal cytology after hysteroscopy are needed to con-
firm the retrospective findings.   ❖

Risks and Benefits of 
Antenatal Multidose Steroids
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Multiple courses of antenatal steroids are
associated with a significant decrease in the incidence
of RDS, without an apparent increase in neonatal sep-
sis or abnormal fetal growth.

Source: Elimian A, et al. Obstet Gynecol 2000;95:34-36.

To determine the effectiveness of multiple
doses of antenatal steroids as compared to a single

course, Elimian and colleagues performed a retrospec-

tive study evaluating neonatal outcomes of infants with
birthweights less than 1700 g. Ninety-three neonates
were exposed to two or more courses of steroids, while
261 infants were delivered after a single course. Elimian
et al used betamethasone, two 12-mg intramuscular
doses 24 hours apart, repeating the treatment seven days
later if the patient had not delivered. The mean gesta-
tional age was higher among neonates exposed to multi-
ple courses (29.6 weeks vs 28.7 weeks) and their birth-
weights were also significantly greater (1252 g vs 1159
g). Infants exposed to multiple courses of antenatal
steroids had a significantly lower rate of respiratory dis-
tress syndrome (RDS) (15% vs 41%) and surfactant use
after delivery (43% vs 57%). After adjustment for con-
founding variables, multiple courses of steroids were
associated with a significant 65% reduction in the inci-
dence of RDS. No differences were observed in the rates
of intraventricular hemorrhage (IVH), necrotizing ente-
rocolitis (NEC), patent ductus arteriosus (PDA), or
neonatal sepsis. No differences were noted in neonatal
birthweight percentile or head growth. 

Elimian et al conclude that multiple courses of ante-
natal steroids are associated with a significant decrease
in the incidence of RDS, without an apparent increase in
neonatal sepsis or abnormal fetal growth.

■ COMMENT BY STEVEN G. GABBE, MD
For more than 25 years, obstetricians have been using

antenatal steroids to reduce neonatal RDS. Many studies
have shown that, in addition to reducing RDS, antenatal
steroids decrease the risks of IVH and NEC. The origi-
nal study by Liggins and Howie demonstrated that the
effect of a single course of steroids lasted for seven
days.1 In this country, many obstetricians repeat steroid
treatment if the patient has not delivered within a week.
To date, prospective studies have not demonstrated a sig-
nificant benefit from this practice, and concerns have
been raised about the effects of repeated doses of
steroids on the mother and fetus. In this retrospective
study, Elimian et al observed a significant reduction in
RDS and the need for surfactant after birth in preterm
infants delivered before 30 weeks gestation. These dif-
ferences remained after adjusting for confounding vari-
ables. In a multicenter randomized trial of single vs.
weekly antenatal corticosteroids, Guinn and colleagues
did not demonstrate a significant difference in compos-
ite neonatal morbidity (severe RDS, bronchopulmonary
dysplasia, severe IVH, sepsis, NEC, or neonatal death)
in infants treated with steroids between 24-31 6/7 weeks
gestation.2 It has been my practice to administer weekly
steroids to patients who are at significant risk for
preterm birth. Given the continued controversy, I will
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continue this while awaiting the results of further
prospective randomized trials.   ❖

References
1. Liggins GC, Howie RN. Pediatrics 1972;50:515-525.
2. Guinn DA, et al. Am J Obstet Gynecol 2000;182:512.

The Value of an Ultrasound
at the First Prenatal Visit
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: A routine ultrasound assessment for dating
at the first antenatal visit allows a more accurate esti-
mation of gestational age and decreases the need to
adjust gestational dates later in pregnancy. In addition,
women who have an ultrasound at their first prenatal
visit have more positive feelings about their pregnancy.

Source: Crowther CA, et al. Br J Obstet Gynaecol
1999;106:1273-1279.

To determine the value of an ultrasound scan
at the first prenatal visit, Crowther and colleagues

performed a prospective, randomized clinical trial of
648 women presenting at less than 17 weeks gestation.
Women who had no previous ultrasound and no indica-
tion for a scan were randomized to have an ultrasound
performed at that time or to a control group. Patients
presented at 10-11 weeks gestation. The main outcome
measures included the number of women who needed
adjustment in their dates by 10 days or more when an
ultrasound was performed to assess fetal anatomy at 18-
20 weeks, as well as the number of women who were
scheduled for their fetal anatomy scan or who had
maternal serum screening tests at inappropriate gesta-
tional ages. Women in both study groups also completed
a questionnaire at the first prenatal visit to assess their
feelings about the pregnancy. 

For those women randomized to receive an ultrasound
at the first prenatal visit, 24% required a correction in
gestational dating. Among women who said they were
certain of the date of their last menstrual period, 18%
needed adjustment of their dates. Not surprisingly, signif-
icantly fewer women who had an ultrasound at their first
visit needed an adjustment of their due date when an
ultrasound was performed at 18-20 weeks (9% vs 18%).
In the control group, no increase was observed in the
number of women who were scheduled inappropriately
for their 18- to 20-week scan or the number of repeat

maternal serum screening tests required due to incorrect
dating. Of note, 25% of women in the control group did
have a scan before 18-20 weeks, most often for vaginal
bleeding or uncertain gestational age. No significant dif-
ferences were noted in the number of nonviable pregnan-
cies detected, the number of twins diagnosed at an earlier
gestational age, or the number of major anomalies detect-
ed. Women who had an ultrasound at the first visit were
less worried about their pregnancy.

Crowther et al conclude that a routine ultrasound
assessment for dating at the first antenatal visit allows a
more accurate estimation of gestational age and decreas-
es the need to adjust gestational dates later in pregnancy.
In addition, women who have an ultrasound at their first
prenatal visit have more positive feelings about their
pregnancy.

■ COMMENT BY STEVEN G. GABBE, MD
Many obstetricians perform an ultrasound at the

first prenatal visit to establish gestational dating. How
helpful is this practice in a general obstetric popula-
tion? In this prospective, randomized trial, an ultra-
sound performed at the first obstetric visit, most often
at 10-11 weeks gestation, provided more accurate dat-
ing than the patient’s menstrual history in a signifi-
cant number of women and reduced maternal anxiety.
Crowther et al did not examine the cost-effectiveness
of this approach. Their findings are supported by a
retrospective study by Barrett and Brinson, who
examined the value of an ultrasound at the first prena-
tal visit in 1000 consecutive patients in Barrett’s pri-
vate practice.1 Nearly three-fourths of the patients
were in the first trimester. Important information was
obtained in more than one-third of the patients: a sig-
nificant dating discrepancy,26.8%; missed abortion
,5.7%; twins,1.6%; uterine fibroids, 1.2%; and fetal
anomalies, 0.5%. When compared to other studies
routinely performed at the first prenatal visit such as a
urine culture or a serologic test for syphilis, Barrett et
al conclude that the ultrasound was more likely to
yield helpful information.

Recognizing that the cost-effectiveness of this prac-
tice has not been clearly demonstrated, it is my opinion
that for many obstetric patients, especially those with
uncertain menstrual dates and those who are highly like-
ly to need an elective delivery, an ultrasound examina-
tion performed at the first prenatal visit in the late first or
early second trimester is valuable.   ❖

Reference
1. Barrett JM, Brinson J. Am J Obstet Gynecol 1991;165:

1002-1005.
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Cytologic Examination to
Detect Clear-Cell 
Adenocarcinoma of the 
Vagina or Cervix
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Cervical and vaginal cytology remains an
excellent method for detecting clear-cell adenocarcino-
ma of the cervix and vagina.

Source: Hanselaar AG, et al. Gynecol Oncol 1999;75:
338-344.

The purpose of this study was to determine
whether cervical and vaginal cytology is useful in

the detection of cases of clear-cell adenocarcinoma
(CCA) of the vagina and cervix. Hanselaar and col-
leagues used the nationwide pathology database of The
Netherlands to link cytologic samples and patients with
known CCA. All cytology samples in the two years
prior to the diagnosis of CCA were included in the
study. During the time period of the study, most cytolog-
ic diagnoses used the Papanicolaou system. Class I and
II smears were considered negative, and Class III, IV,
and V smears were considered positive.

Ninety patients with CCA represented the case mater-
ial. Only 49 of the 90 patients had cytology material
available. Of the 83 smears 61% were positive. Eighty-
five percent of the cervical CCA cases had a positive
cytology sample, and 64% of the vaginal CCA cases
were positive.

Some patients had separate vaginal smears obtained.
When the source of the smears was examined it was
found that a cervical smear detected CCA 85% of the
time, but vaginal CCA only 50% of the time. In contrast,
vaginal smears detected 100% of the vaginal CCA
cases, but missed half of the cervical cases. When the
stage of tumor was examined it was shown that many
more cases of stage I disease were detected by cytology
than higher stage disease.

Hanselaar et al conclude that cytology continues to be
an effective way to screen for cases of CCA. They sug-
gest that all diethylstilbestrol (DES)-exposed patients
continue to have prospective follow-up.

■ COMMENT BY KENNETH L. NOLLER, MD
An interesting thing has happened during the past few

months—there has been renewed interest in DES-
exposed women. I am particularly happy to see this

revival since many physicians had taken the attitude that
once a DES-exposed woman was past her early repro-
ductive years, she was no longer at risk for DES-associat-
ed disease. Nothing could be farther from the truth. Cases
of both vaginal and cervical adenocarcinoma continue to
occur in women in their forties. Indeed, in women not
exposed to DES, the perimenopausal years appear to be
associated with the greatest risk of development of the
disease. Since most DES-exposed women are in or
approaching this age range, they certainly should be
screened on a regular basis. For those DES-exposed
women who have had no medical problems, once-yearly
pelvic examination with cytology that includes a sample
from the upper vagina seems sufficient. (The upper vagi-
nal sample can be included on the same slide as the cervi-
cal sample or a separate smear can be made.) For those
women who continue to have epithelial abnormalities of
the vagina (squamous metaplasia, adenosis, VAIN), col-
poscopy once yearly is suggested.

There is one important addition to the routine pelvic
examination that should be performed in all DES-
exposed women. Following the collection of the cytol-
ogy sample and removal of the speculum, a one-finger
palpation of the vaginal fornices should be performed. If
a subepithelial nodule is detected during this examina-
tion, it should be biopsied. Several small clear-cell can-
cers have been detected and successfully treated in this
manner.   ❖

Special Feature
Bone and Depo-Provera
By Leon Speroff, MD

Clinicians are concerned that the contracep-
tive use of Depo-Provera is associated with the loss

of bone. This is attributed to the fact that blood levels of
estrogen with Depo-Provera are relatively lower over a
period of time compared with a normal menstrual cycle.
Indeed, lumbar and hip bone loss has been documented
in cross-sectional studies.1,2 The first study was relative-
ly small (30 women), but the second, both in New
Zealand, involved 200 women. This bone loss has also
been observed in women receiving a high oral dose of
medroxyprogesterone acetate, 50 mg daily, a dose that
suppresses LH, resulting in low estrogen levels.3 Anoth-
er study documented decreased bone density, enhanced
by lower body weight and duration of amenorrhea.4 A
cross-sectional study in Brazil detected a loss of bone in
the distal forearm (where trabecular bone predomi-
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nates), but no effect of duration of use.5 An American
cross-sectional study indicated a greater bone loss with
increasing duration of use, especially in younger
women, 18-21 years old.6

The degree of bone loss in the above studies is not as
severe as that observed in the early postmenopausal years.
Furthermore, this amount of bone loss is not so great that
it cannot be regained. Bone density measurements in
women who stopped using Depo-Provera indicated that
the loss was regained in the lumbar spine but not in the
femoral neck within two years even after long-term use.7

Most important, a cross-sectional study of post-
menopausal women from these same investigators in New
Zealand could not detect a difference in bone density
comparing former users of Depo-Provera to never-users,
indicating that any loss of bone during use is regained.8

A definitive response to this clinical concern is not
possible because not all studies are in agreement. A
cross-sectional study and two studies making compar-
isons with IUD and Norplant users in Thailand found
no bone loss in long-term (greater than 3 years) users of
Depo-Provera.9-11 And most important, longitudinal,
prospective studies of bone fail to document bone loss
in users of Depo-Provera. In Thailand, loss of forearm
bone density could not be detected over three years of
Depo-Provera use, suggesting that previous adverse
findings could be explained by inadequate control of
factors that affect bone, such as smoking and alcohol
intake.10 A small prospective study documented stable
forearm bone density over a six-month period.12 And a
cross-sectional study in England could not detect a
decrease in the bone density of the lumbar spine or the
femoral neck despite relatively low estradiol levels in
amenorrheic women who had been receiving depot
medroxyprogesterone acetate for one to 16 years.13

Bone density increases rapidly and significantly dur-
ing adolescence. Almost all of the bone mass in the hip
and the vertebral bodies will be accumulated in young
women by age 18, and the years immediately following
menarche are especially important.14,15 For this reason
any drug that prevents this increase in bone density may
increase the risk of osteoporosis later in life. A prospec-
tive study in 47 adolescents documented that Depo-
Provera (15 users) was associated with a loss of lumbar
bone density (approximately 1.5% in one year) com-
pared with the normal increases observed in users of
Norplant (7 users) and oral contraceptives (9 users).16

Do adolescents who use Depo-Provera regain bone den-
sity after discontinuing this method of contraception, or
are adolescents at greater risk for osteoporosis compared
with women who use Depo-Provera later in life?

An example of bone loss that is regained is the bone

loss associated with lactation. Secretion of calcium into
the milk of lactating women approximately doubles the
daily loss of calcium.17 In women who breastfeed for six
months or more, this is accompanied by significant bone
loss even in the presence of a high calcium intake.18

However, bone density rapidly returns to baseline levels
in the six months after weaning.19 The bone loss is due to
increased bone resorption, probably secondary to the rel-
atively low estrogen levels associated with lactation. Cal-
cium supplementation has no effect on the calcium con-
tent of breast milk or on bone loss in lactating women
who have normal diets.20 Thus, studies indicate that any
loss of calcium and bone associated with lactation is
rapidly restored and therefore there is no effect on the
risk of postmenopausal osteoporosis.21, 22

The mixed results, the degree of bone loss, some evi-
dence the bone loss is regained, and the similarity to the
benign bone loss associated with lactation all argue that
the use of Depo-Provera should not be limited by this
concern, and that supplemental estrogen treatment is not
indicated (and would influence and complicate compli-
ance). This concern will require ongoing surveillance of
past users, and the results of a prospective multicenter
assessment of this problem should be available in 2003.
However, at the present time, in my view, this should not
be a reason to avoid this method of contraception. I
don’t believe that it is likely that bone loss occurs suffi-
ciently to raise the risk of osteoporosis later in life.   ❖
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CME Questions
11. Which of the following is true?

a. Postmenopausal use of progestins causes breast cancer.
b. Postmenopausal use of progestins is contraindicated in women

with a strong family history of breast cancer.
c. The present data suggest that if more women used PERT post-

menopausally, then more would die of breast cancer.
d. If the relative risk is greater than 1.0 and the confidence interval

ranges from 0.8 to 1.5, then there is a statistically significant
increase in risk.

e. The conclusions of the present study as promulgated by the
media are likely to make women using PERT anxious.

12. Patients who have endometrial cancer with tumor otherwise
confined to the uterine cavity but with malignant cells in the
peritoneal washing are classified by the International Federa-
tion of Gynecology and Obstetrics as having:
a. stage IC.
b. stage IIC.
c. stage IIIA.
d. stage IIIC.
e. stage IV.

13. In the retrospective trial conducted by Elimian et al, which of
the following were reduced in neonates who had been exposed
to multidose antenatal steroids?
a. IVH
b. NEC
c. PDA
d. RDS
e. Sepsis

14. In the prospective, randomized clinical trial performed by
Crowther et al, an ultrasound performed at the first prenatal
visit significantly improved which of the following?
a. Detection of twins
b. Detection of major fetal malformations
c. Recognition of a nonviable pregnancy
d. Accurate gestational dating
e. Placental localization

15. Which of the following is true concerning the Hanselaar et al
study on CCA?
a. Vaginal smears detected 60% of the vaginal CCA cases.

b. Cervical smears detected cervical CCA 65% of the time.
c. Vaginal smears detected vaginal CCA 100% of the time.
d. More cases of stage I disease were detected in higher stage dis-

ease than by cytology.

Readers Are Invited...
Readers are invited to submit questions or comments

on material seen in or relevant to OB/GYN Clinical Alert.
Send your questions to: Holland Johnson—Reader
Questions, OB/GYN Clinical Alert c/o American Health
Consultants, P.O. Box 740059, Atlanta, GA 30374. Or,
you can reach the editors and customer service personnel
for OB/GYN Clinical Alert via the internet by sending e-
mail to holland.johnson@medec.com. You can also visit
our home page at http://www.ahcpub.com. We look for-
ward to hearing from you.   ❖
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