
Postmenopausal Hormone 
Therapy and Stroke. WEST: The

Women’s Estrogen for Stroke Trial
A B S T R A C T  &  C O M M E N T A R Y

Viscoli and colleagues conducted a randomized, dou-
ble-blind, placebo-controlled trial of daily estrogen therapy in

postmenopausal women after a recent (within 90 days) ischemic
stroke or transient ischemic attack (25% of the women). The dose
of estrogen was 1 mg estradiol orally per day. The women (a total
of 664, 26% of the eligible women) were recruited from 21 hospi-
tals in the United States and the age range was 46-91 years of age
(mean, 71 years). After an average of 2.8 years of follow-up (range,
16-50 months), there was no difference in the risk of recurrent
stroke or death comparing the treatment and placebo groups (rela-
tive risk [RR] = 1.1; confidence interval [CI], 0.8-1.4). There were
no significant differences comparing the treatment and placebo
groups in any of the assessed outcomes, including death or nonfatal
stroke, fatal stroke, coronary death, nonfatal myocardial infarction,
or transient ischemic attack. Viscoli et al emphasized that the
women assigned to estrogen treatment had a higher risk of fatal
stroke, but this did not achieve statistical significance (RR = 2.9;
CI, 0.9-9.0) and the total number of cases was only 16. Adjustments
for other risk factors such as heart disease, hypertension, diabetes,
and smoking did not change the results. This study indicated that
estrogen treatment was not effective for the secondary prevention of
cerebrovascular events. (Viscoli CM, et al. N Engl J Med. 2001;
345:1243-1249).

■■ COMMENT BY LEON SPEROFF, MD
About 30 case-control and cohort studies of postmenopausal hor-

mone therapy and the risk of stroke have produced no uniform
results.1 Most of the evidence indicates no increase in the risk of
stroke, and there is reason to believe, based on these epidemiologic
studies, that postmenopausal estrogen therapy reduces the risk of
fatal stroke. Primary prevention trials (treatment given to apparently
healthy subjects) are lengthy and expensive. One reason to perform
secondary prevention trials (treatment given to subjects already
diagnosed with the disease in question) is to produce an answer

EDITOR
Leon Speroff, MD
Professor of Obstetrics
and Gynecology
Oregon Health
Sciences University
Portland

ASSOCIATE 
EDITORS
Sarah L. Berga, MD
Professor and Director,
Division of Reproductive
Endocrinology and 
Infertility,University of 
Pittsburgh

David M.
Gershenson, MD
Professor and
Deputy Chairman
Department of
Gynecology
M.D. Anderson
Cancer Center
Houston

John C. Hobbins, MD
Professor and Chief of 
Obstetrics, University of
Colorado Health Sciences
Center, Denver 

Kenneth L. Noller, MD
Professor and Chairman
Department of OB/GYN
Tufts University School of
Medicine, Boston, 
Massachusetts

VICE PRESIDENT/
GROUP PUBLISHER
Donald R. Johnston

EDITORIAL GROUP
HEAD
Glen Harris

MANAGING EDITOR
Robin Mason

SENIOR COPY EDITOR
Robert Kimball

OB/GYN CLINICAL
ALERT®

A monthly update of developments in female reproductive medicine

Volume 18     •     Number 8     •     December 2001     •     Pages 57-64

American Health Consultants Home Page—http://www.ahcpub.com CME for Physicians—http://www.cmeweb.com

INSIDE

Treatment of
vulvar

vestibulitis
with 

submucous
infiltrations
of methyl-

prednisolone
and lidocaine

page 59

Management
of women

with atypical
Pap tests of

undetermined
significance

page 60

Endometrio-
sis-associated

ovarian 
carcinoma
page 61

Providing Evidence-based 

Clinical Information for 18 Years

NOW AVAILABLE ONLINE! 
Go to www.obgynalert.com for access.



58 December 2001

faster and with fewer subjects. This was a major motiva-
tion behind the HERS trial, which addressed secondary
prevention in women with coronary heart disease and
the WEST trial, which studied secondary prevention of
stroke in women with already diagnosed, symptomatic,
clinically apparent disease.

Remember that the HERS trial reported an increase in
cardiac events in the first year of treatment.2 Therefore,
Viscoli et al of the WEST trial retrospectively analyzed
the time course of cerebrovascular events and found a
significantly increased risk of stroke at 6 months (RR =
2.3; CI, 1.1-5.0) based on 21 strokes in the estradiol
group and 9 strokes in the placebo group. The severity of
nonfatal strokes in the estradiol group was greater, but
the difference was not statistically significant. In a post
hoc analysis, the HERS trial found no difference in the
risk of stroke comparing the treated group (with daily
estrogen and progestin) and the placebo group.3 In con-
trast to the HERS trial, the WEST trial did not find an
increase in venous thrombosis in the treated group; how-
ever, the patient numbers were too low to assess this
infrequent event. 

A major limitation of this study was the reduced com-
pliance with treatment because of the problems associat-
ed with unopposed estrogen treatment. Over a 3-year
period, 116 women in the estradiol group discontinued
treatment (34%) compared with 79 in the placebo group
(24%). Although Viscoli et al believe it unlikely that a
benefit of treatment was missed because of noncompli-
ance, it is still a possibility. The experience in the treated
group is of interest, raising a real ethical question for
future studies that include an arm with unopposed estro-
gen. Vaginal bleeding was experienced by 115 of the
treated group and 33 of the placebo group; endometrial
hyperplasia was diagnosed in 34 of the treated group
and only 3 of the placebo group; 6 of the treated group
were hysterectomized, only 1 of the placebo group; and
there were 2 cases of endometrial cancer in the treated
group.

The WEST trial, like the HERS trial, suggests that the
risk of recurrent events is increased in the first year of
estrogen exposure after a vascular event. Although these
conclusions are based on relatively small numbers, they
are derived from well-designed studies and warrant seri-
ous consideration. The clinical meaning is straightfor-
ward: patients should not be given estrogen treatment
after a vascular event. Clinicians should not expect to
prevent recurrent vascular events by the initiation of
estrogen treatment. However, this recommendation is
specifically targeted to women with existing vascular
disease. In other words, there is a growing story that
estrogen is ineffective—at least with short-term treat-
ment in the secondary prevention of coronary and cere-
brovascular events.

I believe it is not appropriate, however, to extend
these results into the arena of primary prevention. There
continues to be good reason (a large body of biologic
and epidemiologic evidence) that postmenopausal hor-
mone therapy reduces the risk of coronary disease in
women who are apparently healthy and asymptomatic
(primary prevention). The recent statement from the
American Heart Association said that any recommenda-
tion regarding primary prevention must await the results
of randomized clinical trials. My response is to point out
that clinicians cannot and do not practice medicine in
that fashion. If our practice were guided only by results
from randomized clinical trials, we would never urge
our patients to stop smoking. Everything we know about
smoking and lung cancer comes from biologic studies
and case-control and cohort epidemiologic data. 

There is a theme emerging in the last 2 years based on
the secondary prevention trials. Animal studies indicate
that it takes a healthy endothelium to respond to estro-
gen, and therefore estrogen treatment of already dis-
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eased vasculature is too late. This can be applied to
Alzheimer’s disease as well. Therefore, our emphasis
should be directed to initiation of hormone treatment
early in the postmenopausal years and maintenance for a
period of time sufficient to achieve the benefits.

Another important thought is the consideration of the
role of statin treatment. It is possible that the results in
the first year of the HERS trial (and in the recent state-
ments from the Women’s Health Initiative) reflected a
decrease in events in the placebo group because of a
greater rate of new statin use by the placebo group.
There is no mention of statin use in the WEST report. A
recent report documented that statin treatment reduced
the risk of venous thrombosis even in postmenopausal
women receiving estrogen therapy.4 Is it possible (and I
think it is probable) that patients with vascular disease,
once stabilized on statin therapy, are free of any risk
associated with estrogen treatment. In other words,
patients being treated with statins may be good candi-
dates for hormone treatment.   ❖
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Treatment of Vulvar 
Vestibulitis with Submucous
Infiltrations of Methylpred-
nisolone and Lidocaine
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Submucosal vulvar injection of methylpred-
nisolone may result in complete or partial remission of
the symptoms associated with vulvar vestibulitis.

Source: Murina F, et al. J Reprod Med. 2001;46:
713-716.

The purpose of this study was to determine
whether injections of depot methylprednisolone

can improve the symptoms of patients with vulvar
vestibulitis.

Murina and colleagues accept the classic definition of
the disease set forth by Friedrich in 1987: superficial
dyspareunia, erythema of the vestibule, and tenderness
to light touch with a cotton swab. In the introduction,

Murina et al agree that the etiology of vulvar vestibulitis
is unknown and that treatment to date of the condition
has been only partially successful. 

During a period extending for more than 6 years,
Murina et al treated 22 patients with weekly injections
of depot methylprednisolone. Unfortunately, it is not
clear from the article whether these were consecutive
patients or whether there was some selection of cases
involved.

Murina et al injected 40 mg of methylprednisolone
and 10 mg of lidocaine into the subcutaneous area of the
vestibule and followed it 1 week later with 50% of the
initial dosage. During the second week, a further reduc-
tion in dosage was injected. 

Two thirds of the patients had a favorable response to
treatment. Approximately one third had complete remis-
sion, one third had a decrease in symptoms, and one
third did not respond. Murina et al state that they do not
know why their treatment resulted in positive results, but
that biopsies from the areas involved suggest that vulvar
vestibulitis might be an immunologic disorder. 

Murina et al note that a prospective randomized study
will be needed in order to determine whether the injec-
tions were a placebo or a true effect of the medication.

■■ COMMENT BY KENNETH L. NOLLER, MD
I was very interested to see this article in print as I

have been using depot methylprednisolone (DepoMe-
drol®) for the treatment of some patients with vulvar
vestibulitis for the past 6 or 7 years. Typically, I reserve
such therapy for patients who seem to have, in addition
to these superficial skin components, pain deeper in the
area of the Bartholin glands. I usually inject 80 mg of
depot methylprednisolone monthly for 3 months. In
many cases, complete or moderate relief is obtained. I
have been much less successful in those few cases in
which I have attempted injection when there is only a
superficial “skin” component present. 

There are problems with this paper. Murina et al
strictly define vulvar vestibulitis according to the
Friedrich criteria, but then mention that many of their
patients had “burning.” Typically, burning is a symptom
of dyesthetic vulvodynia or pudendal neuralgia rather
than the “pure” form of vulvar vestibulitis. Also, I
strongly suspect that their 22 patients were highly select-
ed. If they only saw 22 patients with vulvar vestibulitis
in 6 years I would be amazed.

Murina et al do make one good observation: If one is
to use this treatment, it is very important to massage the
tissue into which the methylprednisolone is injected or
the drug can precipitate and form long-lasting “lumps.”

I certainly hope someone will perform a randomized
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clinical trial using this treatment at sometime in the near
future.   ❖

Management of Women with
Atypical Pap Tests of 
Undetermined Significance
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: There is a lack of consensus among gynecolo-
gists regarding the best method for the management of
ASCUS and AGUS Pap smears.  

Source: Smith-McCune K, et al. Am J Obstet Gynecol.
2001;185:551-556.

The bethesda system (tbs) for reporting cervi-
cal cytology has been in widespread use in the Unit-

ed States for more than a decade. At the present time,
virtually all cytology laboratories use TBS for reporting.
Unfortunately, there appears to be no consensus con-
cerning the appropriate management of ASCUS and
AGUS reports among gynecologists. The purpose of this
study was to quantify the spectrum of management of
patients with these results among board-certified gyne-
cologists practicing in all areas of the United States. 

Smith-McCune and associates used the ACOG Direc-
tory of Fellows to obtain a random sample and mailed a
questionnaire to 491 physicians in April 1998. Their
report was based on 213 completed surveys. Appropri-
ate statistical analyses were performed on the data.

Each physician received a questionnaire that included
9 multiple choice questions. For the management of
patients with ASCUS, a clinical scenario was presented
in which a patient had an ASCUS smear for the first time
after many normal Pap smears. Several management
options were provided. The physician was then asked
about options if a patient had a repeat ASCUS smear.
Similar questions were asked for AGUS, but the manage-
ment choices were increased considerably for this type of
report. A question concerning management of high-
grade reports was included for internal validation. 

About one quarter of respondents stated that when
they have a first ASCUS report on a patient they imme-
diately perform or refer for a colposcopy. The remaining
three quarters would repeat the Pap smear at various
intervals including about 25% who would repeat the Pap
smear in less than 3 months. 

When given that a patient had a repeat ASCUS
smear, about 90% would perform or refer for col-

poscopy. The management of initial or repeat ASCUS
smears did not correspond with the number of years
since board certification.

When given an AGUS scenario, 21% of the respon-
dents would only repeat the Pap smear. About 51%
would perform colposcopy, many with the addition of an
endocervical sample and/or an endometrial biopsy.
Twenty-five percent would perform only a biopsy proce-
dure (without colposcopy). These biopsies might be an
ECC, an endometrial biopsy or some combination of 1
of these samples plus a Pap smear. 

When the physicians were given that a patient had a
recurrent AGUS smear, almost half would perform col-
poscopy and about one-quarter would perform an exci-
sional procedure. 

Smith-McCune et al conclude that “. . .compared
with published guidelines, practitioners undermanage
patients with AGUS and overmanage patients with
ASCUS.” They further suggest that additional physician
education might be useful.

■■ COMMENT BY KENNETH L. NOLLER, MD
While it was very interesting to read this paper and

see the various ways ASCUS and AGUS Pap smear
reports are managed by practicing gynecologists, I was
not at all surprised by the results. While Smith-McCune
et al conclude that physicians are not practicing accord-
ing to “published guidelines,” I would have a slightly
different interpretation. I believe that clinicians are con-
fused by the myriad of opinions they have heard and
read regarding the appropriate management of patients
with these cytologic diagnoses. I suspect that they
choose to follow the practice of the paper, or expert,
they most believe. Since there is no uniformity of opin-
ion concerning management in either guidelines or
among experts, it would be surprising if the results of
the survey showed anything other than multiple man-
agement practices. 

I think it is safe to say that up to present time there
has been no clear-cut preferred management of women
with AGUS Pap smear reports. While the results of the
NCI-funded randomized trial (ALTS) have not been
published yet, verbal reports indicate that there may be
defendable algorithms that can be used by practicing
physicians. Certainly, these results have not yet been
transmitted to the majority of individuals practicing
gynecology.

There has been more uniformity regarding the best
method to manage AGUS Pap smears. The literature
has consistently supported the fact that women with
AGUS reports (particularly if they are older than age
35) have a significant risk of invasive cancer. Unfortu-
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nately, Smith-McCune et al did not provide scenarios
for women younger or older than age 35. Thus, some
of their results are not meaningful. Nonetheless, only
half of the gynecologists would perform colposcopy
when a first AGUS smear is reported. Virtually all
experts and guidelines agreed that colposcopy is indi-
cated for all of these patients.   ❖

Endometriosis-Associated
Ovarian Carcinoma (EAOC)
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: EAOC deviates from the non-EAOC in many
of its key biological characteristics, including lower
stage, different histologies, lower grade lesions, and
improved survival.

Source: Erzen M, et al. Gynecol Oncol. 2001;83:
100-108.

Erzen and colleagues conducted a nested
case-control study in which 58 patients with

endometriosis-associated ovarian carcinoma (EAOC)
were nested with 4 perfectly age-matched non-EAOC
patients selected from among 425 women representing
all FIGO stages of ovarian cancer without endometrio-
sis. When compared in a case-control design with 4 per-
fectly age-matched non-EAOC patients nested to each
EAOC case, the patients with EAOC proved to have
lower stage disease (P = 0.000), show a completely dif-
ferent distribution of histologic subtypes (significant
overexpression of endometrioid and clear cell carcino-
mas) (P = 0.0001), have predominantly lower grade
lesions (P = 0.029), be devoid of any primary residual
tumor (P = 0.0001), and most importantly, have demon-
strated a significantly better overall survival (47/58 vs
126/232; OR, 2.89) (P = 0.0001). This better survival
was evident in all age groups and for all histologic sub-
types, but not explained by a better stage-specific sur-
vival in any FIGO stage. The 2 series also differed in
their significant prognostic predictors in Kaplan-Meier
and Cox analyses. In the EAOC group, the most signifi-
cant predictors of overall survival in univariate analysis
were age, histologic type, observation time for
endometriosis, and distribution of endometriosis. In the
non-EAOC group, such significant predictors were age,
residual tumor, and type of therapy. In the multivariate
Cox model, age and FIGO stage were the only 2 signifi-
cant independent prognostic factors shared by these 2

series. In addition, histologic type and type of therapy
proved to be significant independent predictors in the
non-EAOC series. Erzen et al concluded that their data
suggest that EAOC deviates from the non-EAOC in
many of its key biological characteristics, but noted that
confirmatory studies were necessary.

■■ COMMENT BY DAVID M. GERSHENSON, MD
Endometriosis-associated cancer may assume several

forms: 1) malignancy may arise in an extra-ovarian site of
endometriosis; 2) malignancy may arise in an ovarian site
of endometriosis; 3) malignancy may be associated with
an ovarian site of endometriosis but not proven to arise in
such; and 4) malignancy may arise in the ovary with
extra-ovarian sites of endometriosis. This paper by Erzen
et al addresses the second and third of these entities. Cur-
rently, the risk of malignancy developing in ovarian
endometriosis is unknown, but it is thought to be in the
range of only about 1%. The nested case-control design of
this study is appealing, and the findings certainly under-
score some important differences between endometriosis-
associated ovarian cancer and ovarian cancer not associat-
ed with endometriosis. Clearly, EAOC patients have sig-
nificantly lower stage disease, lower grade lesions, and
less chance of residual tumor. Endometrioid and clear cell
subtypes predominate in this group. They appear to have a
significantly superior survival, which, on multivariate
analyses, is principally related to age and lower stage dis-
ease. One of the interesting aspects of EAOC is recom-
mended postoperative treatment. Because these entities
are so uncommon, we do not have a standard postopera-
tive therapy. Generally, these patients are treated with
standard ovarian cancer therapy, ie, the combination of
paclitaxel and carboplatin for 6-8 cycles. Our group tends
to use pelvic irradiation or chemoradiation in this popula-
tion a little more frequently than in non-EAOC, but there
is no definite evidence that such a strategy is superior to
chemotherapy alone.   ❖

Special Feature
Enlightened 
Management of IUGR
By John C. Hobbins, MD

Intrauterine growth restriction (iugr) com-
plicates between 5% and 10% of all pregnancies.

Although undergrown fetuses/infants have a higher
perinatal mortality rate than appropriate for gestational
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age babies, this rate has dropped over the past few
years. Unfortunately, these babies are predisposed to
substantial perinatal morbidity. Immediate problems
after birth include hypothermia, hypoglycemia,
hypocalcemia, polycythemia, and later, necrotizing
enterocolitis.

At various times after discharge from the nursery,
neurological sequelae can surface in as many of 35%
of IUGR infants. Also, Barker and others have shown
that cardiovascular disease and diabetes are more
likely to appear in adults who were growth restricted
at birth. For years, the thrust of management of
IUGR has been to use standard tests of fetal surveil-
lance to affect delivery before intrauterine demise
occurs. Today the goal of obstetrical management
should be to optimize future neurological function by
monitoring fetal condition with more sophisticated
testing so that delivery can be accomplished with
exquisite timing.

Diagnosis of IUGR
The strict definition of small-for-gestational age

(SGA) is “an infant who is in or below the 10th per-
centile of mean weight for gestation.” When formulas
became available for estimation of fetal weight (EFW),
the same definition was used in utero to identify SGA
fetuses. For practical purposes, IUGR and SGA have
been used interchangeably, but from a physiologic
standpoint IUGR generally connotes a fetus/infant that
is deprived.

As previously stated in an earlier OB/GYN Clini-
cal Alert, standard formulas for EFW are within
10% of the fetal weight 80% of the time, and nomo-
grams for fetal weight are available to identify the
fetus who is SGA. We have found that after 30
weeks our fetuses are about 5% heavier per gesta-
tional age than neonates used to construct a neonatal
nomogram in Denver. A technique to single out
undergrown fetuses commonly used in Europe is the
abdominal circumference (AC). Since IUGR fetuses
have small livers and less subcutaneous fat, the AC
is the best biometric measurement to predict IUGR.
Fortunately, all small babies are not necessarily
either deprived or in jeopardy since some are simply
genetically programmed to be small, but they have
been lumped together for practical purposes with
those fetuses that are. Also, many fetuses that are
deprived are missed by a 10th percentile cutoff.
These are fetuses genetically destined to be in the
80th percentile who end up being in the 15th per-
centile because of a placental inadequacy. These
fetuses would only be identified by serial scanning,

something that third-party payers are reluctant to
support if there are no risk factors. 

Management of IUGR
Nonstress Test (NST): This test has been used

extensively in pregnancies complicated by IUGR to
warn the clinician of impending fetal demise. Many
studies have shown that it is very unlikely for a fetus to
die of placental insufficiency within a short time of a
reassuring NST. The 2 shortcomings of the test are that
it is replete with false-positives and it may not be sensi-
tive enough to tell us when the fetus is in danger of
neurological handicap. 

Biophysical Profile (BPP): The BPP has been used in
conjunction with the NST to manage patients with under-
grown fetuses. The intent of monitoring fetal movements
and fetal respirations is to provide the clinician with evi-
dence that the fetus is not hypoxic or acidotic enough to
be delivered at the time the test is conducted. Assessment
of amniotic fluid provides the clinician with indirect
information about the chronicity of compromise, and in
the case of IUGR, it helps to distinguish between a fetus
that is attempting to adapt to a hostile intra-uterine envi-
ronment from one that does not have to.

The problem with both tests is that they are indirect
reflections of the acid base status and the adaptive circu-
latory capacity of the fetus. Recent evidence strongly
suggests that Doppler waveform analysis is more precise
in assessing fetal status by directly monitoring the circu-
latory dynamics in the fetus.

Doppler-Umbilical Artery: The umbilical arteries
are the only tributaries out to the placenta from the
fetus. They branch into many sub-branches compris-
ing the villous architecture of the placenta. Each of the
many fetal units responsible for the transfer of oxygen
and nutrients has a network of arterioles, venules, and
capillaries. The richer the fetal arterial arborization,
the lower the placental resistance and the higher the
end diastolic flow upstream in the umbilical arteries.
There is now compelling evidence that in most IUGR
pregnancies there are fewer terminal villi (and small
placental arteries) than in normal pregnancies. This
would explain why low-end diastolic flow seen in
some pregnancies complicated by IUGR can be a
steady state phenomenon but does not explain com-
pletely why sometimes waveforms improve with
bedrest and why some waveforms can worsen over
short intervals.

Basically, when assessing umbilical artery waveform
one is determining by a ratio of systole to diastole or
resistance index, how far away from diastole is the sys-
tolic peak. The lower the end diastolic flow (EDF), the



higher the placental resistance and an S/D ratio of > 3.0
after 30 weeks in a small fetus is a worrisome sign.
Absent EDF is generally an indicator of substantial
compromise and reverse EDF (below the waveform
baseline) is an extremely ominous sign of impending
death or morbidity.

The bottom line is that many investigators have found
that deceased EDF in the umbilical arteries represents
the earliest sign of fetal compromise in IUGR, and may
precede a nonreassuring NST by 3 weeks. 

Soothill followed fetuses designated as growth
restricted by AC measurements of > 2 SDs below the
mean with umbilical artery Doppler examinations. He
found that those SGA fetuses that had normal umbilical
artery waveforms had similar outcomes to control AGA
fetuses. However, SGA fetuses with abnormal umbilical
artery Dopplers were delivered significantly earlier and
spent significantly more time in the nursery than the
other 2 groups.

Middle Cerebral Artery (MCA)
Many IUGR fetuses will shuttle blood to their

brains in the face of early hypoxia. This will result in
an increase in EDF in the MCA. The usual relation-
ship of peak systole-to-diastole is 6, but in many

cases of IUGR the ratio drops below 1:4. However,
this is sometimes an isolated finding and, without
change in the umbilical arteries, is not indicative of
severe hypoxia or acidosis but simply a sign of fetal
adaptation. Virtually always we have found that an
increase in EDF in the MCA and oligohydramnios go
hand-in-hand, since the fetal kidneys get short-
changed in a fetus that is “sparing” his/her brain.
However, if the umbilical arteries have a normal
waveform, brain sparing is not an indication for deliv-
ery in a preterm fetus.

The Venous System
Investigators are now beginning to analyze wave-

forms from the ductus venous (DV) and inferior vena
cava (IVC) in an effort to assess cardiac function in
the fetus compromised by IUGR. Succinctly, the
greater the negative deflection (representing regurgi-
tant flow) during atrial contraction, the greater the
chance of fetal metabolic acidosis. The latter has a
strong correlation with neurological sequelae in the
infant. Evidence is accumulating to suggest that, while
decreased EDF in the umbilical artery is a sign of very
early compromise in IUGR, abnormal waveforms
from the DV or IVC will predict compromise capable

of causing neurological
sequelae in pregnancies
to be allowed to contin-
ue. If further studies bear
this out, then the DV can
be used to time delivery
in a serially Doppler-
monitored IUGR preg-
nancy.

Evidence of the use of
Doppler measurement of
umbilical artery in the
management of IUGR
comes from a study pub-
lished in the New England
Journal of Medicine in
1993 by Pardi and associ-
ates. Acid base status was
determined in IUGR
fetuses through cordocen-
tesis prior to delivery.
When both Doppler and
NSTs were normal, no
fetus was hypoxic or aci-
dotic. If NST was normal
and the Dopplers were
abnormal, less than 5%
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Table

Algorithm for the Management of IUGR

25-27 Weeks

It is unclear whether the complications of prematurity from early delivery are a greater threat to an IUGR fetus than

intrauterine hypoxia in a pregnancy allowed to continue. Therefore, decisions cannot be made by a simple algorithm

and depend upon nursery capability, patient desires, physician comfort, etc. 

26-34 weeks—NST & Doppler Studies

NST Reassuring

Umb A Doppler Reassuring→ Repeat in 1 week

Umb A Doppler NonReassuring→ Venous Doppler

Venous Doppler Reassuring→ Repeat in 1 week

Venous Doppler NonReassuring→ Deliver

NST NonReassuring

Umb A Doppler Reassuring→ Repeat in 1 week 

Umb A Doppler NonReassuring→ Deliver

34-36 Weeks—NST & Doppler Studies

Both Tests Reassuring→ Repeat in 1 week OR→ Test for Lung Maturity

If Immature→ Repeat in 1 week

If Mature→ Deliver

Either Test NonReassuring→ Deliver

36 Weeks

Deliver
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were hypoxic and/or acidotic. If both were abnormal,
60% were acidotic.

Further evidence of Doppler’s superiority in pre-
dicting fetal jeopardy comes from our collaborators
at the University of Milan. In a yet unpublished
study, it was found that the umbilical artery wave-
form often became abnormal 3 weeks before the
NST results pointed toward delivery in serially mon-
itored IUGR pregnancies. Also, the best predictor of
neurological outcome was the DV.

Based on these data and others, we have developed a
management algorithm for IUGR that we are using at
the University of Colorado. I will pass this along.  ❖
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Reader Letter
Dear Editors:
“. . .We do not have anything good to screen for ovar-

ian cancer. [The ovaries] are hard to feel on bimanual
exam. Ultrasound helps but . . . I can’t imagine that any
gynecologist does not inspect the ovaries carefully so we
know they are grossly normal.” — Evan F. Evans, MD,
Ogden, Utah.

Kenneth L. Noller, MD, responds:
You are certainly correct in stating that we do not

have “anything good” for ovarian cancer screening. CA-
125 is expensive and causes far more concern than is
warranted; ultrasonography if performed by an excellent
technician with high-quality equipment is more sensi-
tive but still remains nonspecific. 

Unfortunately, the most inaccurate method for
assessing the ovaries is bimanual examination. No one
has ever shown that it is useful for screening for ovarian
cancer. Unfortunately, when we can feel ovarian cancer
it is almost always stage III or IV. Of course we all have
the occasional (extremely rare) patient in whom we
have detected an ovarian cancer that turned out to be
only stage I. Unfortunately, such findings are more
lucky than good.  ❖

CME Questions
19. The following statements regarding the association between

postmenopausal hormone therapy and the risk of stroke are
true except:
a. The only randomized clinical trial data available indicate that

postmenopausal hormone therapy does not reduce the risk of
recurrent events in women with cerebrovascular disease.

b. Postmenopausal hormone therapy should not be initiated in the
year after a clinical vascular event.

c. Statin use may protect women from the thrombotic side effects
associated with estrogen.

d. Apparently healthy women can expect that postmenopausal
hormone therapy will not protect them against coronary heart
disease.

20. According to the criteria of Friedrich, vulvar vestibulitis is a
condition characterized by which one of the following sets of
findings?
a. Dyspareunia, itching, and vulvar erythema
b. Dyspareunia, vulvar erythema, and superficial tenderness
c. Vulvar itching, vulvar burning, and dyspareunia
d. All of the above 

21. Based on information in the article by Smith-McCune et al,
which statement below is accurate?
a. A majority of gynecologists would perform colposcopy after a

first ASCUS smear is reported.
b. Most gynecologists would repeat a Pap smear after 2 ASCUS

reports have been reported on the same patient.
c. About 20% of gynecologists would only repeat a Pap smear if

an AGUS report is received.
d. About 80% of gynecologists would perform an endometrial

biopsy if a first AGUS smear is reported.

Attention Readers . . .
In the October 2001 issue, on page 47 in the Special

Feature “Shoulder Dystocia,” the sentence reading: “In
diabetics whose EFW was more than 3800 g, if the
AC minus the BPD exceeded 2.5 cm, there was a
30% incidence of SD. When the value was 2.4 cm
or less, there were no cases of SD,” should have
read: “. . . In diabetics whose EFW was more than
3800 g, if the AC divided by 3.14 (π) minus the BPD
exceeded 2.5 cm, there was a 30% incidence of SD.
When this average abdominal diameter was 2.4 cm or
less, there were no cases of SD.” We regret any confu-
sion this may have caused.  ❖

In Future Issues: More on HRT


