
Management Strategies for
Patients with Atypical Squamous

Cells of Undetermined Significance
A B S T R A C T  &  C O M M E N T A R Y

The alts trial was funded by the national cancer insti-
tute for the purpose of determining the most appropriate

method of evaluating women with atypical squamous cell of unde-
termined significance (ASCUS) and low-grade squamous lesions
(LGSIL) of the cervix. The details of this study design have been
published previously.1 The present study reports the results of entry
data only. The project is designed as a randomized prospective
study; the longitudinal results will be reported later. 

Women were initially admitted to this study if they had a commu-
nity performed and read cytology specimen that was interpreted as
showing ASCUS or LGSIL changes. If they agreed to participate in
the study, they were randomly assigned to 1 of 3 triage arms: 1)
immediate colposcopy; 2) human papillomavirus (HPV) testing and
referral for colposcopy if high-risk HPV positive; or 3) “conservative
management” using cytology follow-up with referral for colposcopy
if any specimen was reported with high-grade (HGSIL) changes. The
current publication reports only those women who were entered with
ASCUS cytology. (Of interest, and published previously, the LGSIL
arm of the study was terminated early as it was shown there was no
benefit to HPV testing of women with LGSIL reports.) 

At the initial visit all women had a ThinPrep cytology specimen
prepared. The residual liquid in the vial after preparation of the
cytology sample was used for HPV testing using the Hybrid Cap-
ture 2™ (HC 2) technique. Only the high-risk probe was used. If
the sample was positive for a high-risk HPV type, or it was not pos-
sible to prepare a sample for HPV testing due to a shortage of resid-
ual fluid, the patient was referred for colposcopy. Based on this
scheme, slightly more than half (55.3%) of the women were
referred for colposcopy.

If the cytology specimen obtained at entry was interpreted as
showing HGSIL changes, the patient was referred for col-
poscopy. Only 7% of the cytology samples were interpreted as
showing HGSIL.

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

Ellen L. Sakornbut, MD
Associate Professor,
University of Tennesee-
Memphis

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 2     •     June 2001     •     Pages 9-16

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

INSIDE

Malignant
ovarian germ
cell tumors

page 11

Parturition
and urinary
incontinence 

page 12

Post-
menopausal
women and
raloxifene
page 13

Ball cauteri-
zation follow-

ing loop 
excision and

follow-up 
colposcopy
page 14

Please visit our new web site at:

www.obgynalert.com

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



10 June 2001

Solomon and colleagues went to great lengths to
assure appropriate randomization. Because there were 4
study centers, and because it was expected (and found)
that there would be differences among the centers in age
of participants, race, ethnicity, risk factors, number of
sexual partners, age at first intercourse, parity, years of
education, and previous number of Pap smears, the ran-
domization was stratified by center. In addition, both the
community acquired Pap smear and the entry Pap smear
was subject to a quality control review group. Biopsies
obtained at colposcopy were reviewed by a pathology
quality control group.

In order to estimate the prevalence of high-grade dis-
ease in this population of women with ASCUS, the
results of the women randomly assigned to the col-
poscopy arm were used to estimate the prevalence of
disease. In the immediate colposcopy arm, 14.5% of the
women had cervical intraepithelial neoplasia (CIN) 1,
6.3% had CIN 2, and 5.1% had CIN 3 or greater. 

HPV DNA testing resulted in referral of virtually all
expected cases of CIN 3 disease. The test sensitivity
was estimated to be 96.3%. Cytology was less sensitive,
but was based only on the initial. Cytology was consid-

erably more sensitive if the threshold for referral for
colposcopy was decreased to any SIL report or an
ASCUS report. 

In the discussion section of the paper, Solomon et al
point out that the ultimate sensitivity of the conservative
management arm (cytology follow-up) will not be
known until the longitudinal data are available and
reported. Although cytology appeared not to perform as
well as Hybrid Capture 2™ in this cross-sectional review
of the data, its performance would be expected to
increase with the availability of prospective data.
(Solomon D, et al. J Natl Cancer Inst. 2001;93:293-299).

■■ COMMENT BY KENNETH L. NOLLER, MD
All of us who are interested in colposcopy and cytol-

ogy screening have been waiting patiently for the ALTS
trial to report its data. The initial report showing that
HPV testing was not useful in the triage of patients with
low-grade cytologic changes has previously been
reviewed in OB/GYN Clinical Alert. This new report
now focuses on women with ASCUS reports—the
group with which we have the most difficulty in clinical
settings. 

Based on 1 sample only, HPV DNA testing performs
better than cytology. However, we do not know whether
cytology will be shown to be as sensitive as HPV DNA
testing when the prospective data are available. Addi-
tionally, this study does not prove that HPV DNA testing
is cost-effective. 

For just a moment let’s completely forget about this
study and think about our options as clinicians. If we
have a woman who has a Pap smear which is reported as
showing ASCUS changes there are now 3 potential
options, all of which are able to separate those women
who have “real” (high-grade) neoplasia which can theo-
retically progress to invasive cancer from those who
have no such disease. We can: 1) perform immediate
colposcopy; 2) obtain a sample for high-risk HPV DNA
and colposcope those who are high-risk probe positive;
or 3) follow with serial Pap smears. How will we decide
which choice is preferable? At the present time, we do
not have the data from the ALTS trial on the sensitivity
of cytology follow-up. We do know that HPV DNA test-
ing appropriately refers to colposcopy most women have
high-grade disease. It may very well be that repeat cytol-
ogy is just as good. 

For a moment let’s assume that all 3 management
schemes are equal. How then will we make a determina-
tion of which arm to follow? It seems to me that the
choice will be based on 1 of 2 factors: cost-effectiveness
or patient preference. It is too early to know which of the
3 schemes is most cost-effective. I strongly suspect that
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there will be little difference in the cost-effectiveness of
the 3 methods as the cost of the “high technology” (col-
poscopy) alternative may well be offset by the high cost
of HPV DNA testing or repeat office visits and cytology.
Therefore, I predict that we will (as we currently do)
continue to base our patient management to a large
degree on patient and physician preference. The woman
who is very anxious about a slightly abnormal Pap
smear may very well be best evaluated by immediate
colposcopy. On the other hand, the woman who is not
much concerned about a minimally abnormal Pap smear
may feel comfortable with cytology follow-up. 

While I applaud Solomon et al (and the National Can-
cer Institute and ALTS trial investigators in general) for
their work, this article should not change our clinical
practice. Until the ALTS trial publishes the longitudinal
data, it is not possible to make a decision concerning the
best method to manage women with ASCUS Pap smear
reports. Indeed, though beautifully written, the only
important conclusion of this paper is that HPV DNA
testing is an acceptable triage method for women with
ASCUS smears. However, it may be no better than
sequential cytology and was shown to be no better than
immediate colposcopy. The cost effectiveness of HPV
testing is not yet known.   ❖

Reference
1. Schiffman M, et al. Acta Cytologica. 2000;44:726-742.

Survival and Reproductive
Function After Treatment 
of Malignant Ovarian 
Germ Cell Tumors
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Fertility-sparing surgery should become the
standard for patients with malignant ovarian germ cell
tumors, and fertility seems to be only marginally affect-
ed by treatments.

Source: Zanetta G, et al. J Clin Oncol. 2001;19:
1015-1020.

Zanetta and colleagues report their experience
with 169 women with malignant ovarian germ cell

tumors seen between 1982 and 1996. The purpose of
their study was to evaluate the outcome and reproductive
function in this population. Fertility-sparing surgery was

performed in 138 (81%) women, 81 of whom received
postoperative chemotherapy. With a median follow-up
of 67 months, the survival rate was 94% for dysgermi-
nomas, 89% for endodermal sinus tumors, 100% for
mixed types, and 98% for immature teratoma. For
women who were treated conservatively, the survival
rate was 98%, 90%, 100%, and 100%, respectively. Two
women had adnexal recurrences, and both received sal-
vage treatment. After treatment, all but 1 postpubertal
woman had recovery of menses within 9 months. During
follow-up, 12 untreated and 20 treated patients had 55
conceptions. Zanetta et al recorded 40 pregnancies at
term, 6 terminations, and 9 miscarriages. Four malfor-
mations were observed: 1 in 14 conceptions of patients
who had not received chemotherapy and 3 in 41 concep-
tions of treated patients. Zanetta et al concluded that,
irrespective of subtype and stage, conservative surgery
should become the standard approach to treating most
patients with malignant germ cell tumors. They further
observed that fertility seems to be only marginally
affected by treatments and noted that miscarriages were
in the expected range for the general population and the
malformation rate was slightly higher than in the general
population. No difference, however, was observed
between patients who did and did not receive
chemotherapy.

■■ COMMENT BY DAVID M. GERSHENSON, MD
Malignant ovarian germ cell tumors are among the

most curable of all cancers. This report of a large Italian
series confirms the findings of other investigators that
cure rates for patients with stage I disease should approx-
imate 100%, and cure rates for those with metastatic
tumor are in the range of 75-90%, depending on cell type
and completeness of cytoreduction. For those patients
who require postoperative chemotherapy (the majority),
the standard regimen is the combination of cisplatin,
bleomycin, and etoposide. The major strengths of this
paper are the confirmation of the safety of fertility-spar-
ing surgery and the report of the high rate of maintenance
of menstrual function in those patients who received plat-
inum-based chemotherapy. In 2 previous questionnaire
studies from our group at M.D. Anderson Cancer Center,
we reported a rate of retention of menstrual function after
combination chemotherapy of at least 75%. Several full-
term pregnancies were also documented, as also reported
in this study. Although Zanetta et al report a slightly
higher malformation rate than in the general population,
this observation requires confirmation from other large
studies. In collaboration with researchers at Indiana Uni-
versity, we are currently completing an extensive ques-
tionnaire study of approximately 130 women who
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received platinum-based chemotherapy for malignant
ovarian germ cell tumors in the past. An acquaintance
control group is the comparison group. This study is
focusing on the late effects of chemotherapy on the phys-
ical, psychosocial, sexual, and reproductive health of
these women and will provide important insights that
will lead to better interventions in the future.   ❖

Parturition and Urinary
Incontinence in Primiparas
A B S T R A C T  &  C O M M E N T A R Y  

Synopsis: Vaginal delivery is associated with a higher
risk of urinary incontinence than cesarean delivery.  

Source: Farrell S, et al. Obst Gynecol. 2001;97:
350-356.

Several articles have shown that pregnancy
causes injury to pelvic nerves, and that vaginal deliv-

ery is more likely to increase the severity of the nerve
injury than cesarean delivery. Other factors that have
irregularly been shown to be important include maternal
weight, parity, instrument delivery, length of second
stage, and episiotomy.

The purpose of this study was to compare the fre-
quency of postpartum urinary incontinence among
healthy primiparous women with various types of vagi-
nal deliveries. Women were enrolled in the study during
their prenatal visits. In order to participate they could
have no history of urinary tract abnormalities or pelvic
surgery, nor could they have a significant medical ill-
ness. The women completed an incontinence question-
naire at the time of enrollment, at 6 weeks postpartum,
and at 6 months postpartum. The questionnaire was
pretested on a group of women with known genuine
stress incontinence and was found to be 100% sensitive.
Appropriate definitions of the severity of incontinence
and the length of the various stages of labor were used. 

A power analysis was performed which indicated that
approximately 450 women would need to be enrolled in
the study. Appropriate statistical analyses were per-
formed on the data and logistic regression analysis was
performed to test for significance of univariate variables.
Six hundred-ninety women were initially enrolled, but
because of spontaneous abortion, mobility of the popu-
lation, and loss to outlying hospitals, 595 women com-
pleted the 6-week questionnaire. Four hundred eighty-
four women completed the 6-month questionnaire.

Eighty of the 593 eligible women who completed the
prenatal questionnaire were found to have some inconti-
nence prior to delivery. 

Among those women who were continent before deliv-
ery, 10% of those undergoing cesarean delivery, 22%
experiencing spontaneous vaginal delivery, and 33% of
forceps deliveries had incontinence at the time of the 6-
week questionnaire. There was no significant difference
in the rate of incontinence between those women who had
cesarean delivery before labor compared to those who had
a cesarean delivery during the second stage of labor. After
appropriate statistical analysis, no factor relating to
labor—infant size, maternal weight gain, or maternal
age—was a significant predictor of urinary incontinence.
Thus, only the performance of a cesarean delivery was
significant in reducing the rate of incontinence.

Among the 80 patients who reported urinary inconti-
nence at study entry prior to delivery, 60% continued to
have incontinence when questioned postpartum. 

In the discussion, Farrell and colleagues note that
there is “a growing body of evidence finding that vaginal
birth has a detrimental effect on the pelvic floor.” How-
ever, they also note that, with the exception of cesarean
delivery, no manipulation of normal labor has yet been
shown to reduce the risk of incontinence. They also
remind readers that incontinence does follow cesarean
delivery, and that injury to the pelvic nerves has been
documented with this method of delivery. 

■■ COMMENT BY KENNETH L. NOLLER, MD
It has been interesting to watch and listen to the

cesarean delivery battle during the past decade. The first
important debate began when cesarean delivery rates
started to increase. While much of the increase seemed
(seems) to be appropriate, some hospitals began report-
ing cesarean deliveries in excess of 35-40%. Such rates
seemed (seem) excessive. 

Then, out of nowhere, the Healthy Women 2000
guidelines suggested that the “ideal” cesarean delivery
rate was 15%. Insurance companies immediately
jumped on this benchmark and expected hospitals par-
ticipating in their plans to meet it. In some cases, hospi-
tals were denied payment or received reduced payment
for excessive cesarean delivery rates. 

During this attack, physicians responded by increas-
ing the frequency of vaginal delivery after cesarean sec-
tion (VBAC). Recently, it has become clear that VBAC
is not a low-risk procedure, and that patients must be
carefully selected. 

Many obstetricians thought the war ended there.
However, there has now appeared another spectre on the
horizon: urinary incontinence. Slowly over the past sev-
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eral years, the data have been accumulating which indict
vaginal delivery as the cause of most urinary inconti-
nence. And, to make matters worse, cesarean delivery
seems to prevent the condition in most cases.

Of course, you know where I’m heading. There has
been more and more talk about “cesarean delivery on
demand.” As we have all heard, the upper class in some
countries routinely have cesarean delivery rather than
vaginal. Are we headed the same way? While I certainly
hope not, my lack of confidence in the US legal system
does discourage me. I expect that there soon will be a
“lack of informed consent” malpractice suit because an
obstetrician did not tell the patient she would be more
likely to have urinary incontinence if she delivered vagi-
nally than if she had elected cesarean delivery. I suspect
it is only a matter of time. Perhaps the 30% cesarean
delivery rates we were all upset about a decade ago will
seem low in the future.   ❖

Cognitive Function in 
Postmenopausal Women
Treated with Raloxifene
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Treatment with raloxifene 60 mg or 120 mg
for 3 years did not affect overall cognitive scores in post-
menopausal women with osteoporosis. 

Source: Yaffe K, et al. N Engl J Med. 2001;344:
1207-1213.

Cognitive function was studied in 7705 post-
menopausal women with osteoporosis who were

enrolled in the Multiple Outcomes of Raloxifene Evalu-
ation (MORE) trial. The primary outcomes were bone
mineral density and vertebral fractures. Postmenopausal
women who met criteria for osteoporosis (14,674 were
excluded) were enrolled via 180 sites in 25 countries and
randomized to receive either raloxifene 60 mg or 120
mg or placebo for 3 years. There were roughly 2500
women in each arm. Cognitive testing was done using
the Short Blessed Test for orientation, concentration,
and memory; the Trails Making Test for visuospatial
scanning, sequential processing, motor speed, executive
function, and attention; and the Word List Memory and
Recall tests for memory if the subject spoke English,
French, or Spanish (4424 women).

The mean age of the women at enrollment was 66 years
old. There were no significant differences among the 3

treatment groups on any of the cognitive tests at baseline
or after 3 years. More women in the raloxifene groups than
in the placebo group reported new or worsened hot flashes,
but there was no correlation between presence or absence
of hot flashes and cognitive performance.  

■■ COMMENT BY SARAH L. BERGA, MD
The main conclusion of this study is that short-term

raloxifene exposure does not cause cognitive decline in
relatively young postmenopausal women with osteo-
porosis. This study does not tell us whether long-term
raloxifene use would increase, decrease, or not alter the
risk of dementia. Less than 5% of the enrollees devel-
oped dementia while participating in the trial. The low
incidence likely reflects the relatively young age of the
women. This study also does not tell us about mood,
sleep, libido, and other central nervous system outputs
that comprise quality of life. We learn nothing about how
raloxifene use might compare to estrogen use. While the
study might, at first blush, be interpreted as providing
reassurance about the null cognitive effects of raloxifene
use, I would caution against such optimism. Further, to
determine the effect of any intervention on risk of
dementia, one would have to start women on the agent in
question before age 70 and follow them at least 10 years.
The best study design would be to randomize women to
an estrogen, a selective estrogen receptor modulator
(SERM), and a placebo within 1-2 years of menopause
and then to compare the effects of “never” use to
“always” use 30-40 years later. This is not a study likely
to be done, so we will have to try to discern risks and
benefits based on other investigative strategies. There are
those who argue that a hiatus in exposure to an estrogen
for several years sets in motion a neurodegenerative
process that late in life exposure to estrogen cannot undo.
Expecting to undo dementia once it is clinically apparent
seems analogous to expecting late in life exposure to
“undo” established kyphosis from osteoporosis. Because
of the inherent plasticity of the brain, by the time demen-
tia is evident, more than 30% of the neurons are dead. It
seems ridiculous to expect estrogen or SERM use to res-
urrect dead neurons as much as it seems unrealistic to
expect estrogen to restore vertebral bodies to their origi-
nal shape once compressed. Like many age-related infir-
mities, the best treatment for dementia is prevention. 

Is there reason to suspect that raloxifene may be less
beneficial for CNS than estrogen? I believe that there is.
To make a complicated story short, the brain bits that
subserve memory and other cognitive functions have
estrogen receptors. They express both ERα and ERβ,
but it appears that ERα occupation is critical to main-
taining key neurotransmitter systems and for protecting
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the brain from both oxidative and anoxic injury. Thus,
while raloxifene may have some estrogenic action in
brain, it is unlikely to match the panoply of physiologi-
cal actions that the cognate ligand, estradiol, confers by
fully occupying ER (α, β, and membrane).1

We are forced to make educated guesses based on the
available information. My educated guess based on the
extant animal and primate literature is that the most neu-
roprotection ligand will be an estrogen, not a SERM,
that is an ERα antagonist. Phytoestrogens apparently
occupy ERβ and not ERα, so while they do not antago-
nize ERα-mediated activities, they also are unlikely to
provide full neuroprotection based on what we under-
stand today. Our job is to help our patients “pick their
poison” based on their risk factors, underlying condi-
tions, and personal preferences. It is a difficult task even
when the patient is well and with few complaints. Stay
tuned for an evolving story.   ❖

Reference
1. Neele SJM, et al. J Clin Endocrinol Metab. 2001;86:

1422-1424.

Effects of Ball Cauterization
Following Loop Excision and
Follow-up Colposcopy
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Extensive cauterization of the base of a loop
electroexcision defect leads to subsequent unsatisfactory
colposcopic examinations. 

Source: Paraskevaidis E, et al. Obstet Gynecol. 2001;
97:617-620. 

Loop electroexcision has become one of the
most common methods of treatment of significant

CIN. It is routine to perform diathermy ball cauteriza-
tion to the excision defect at the time of the initial proce-
dure. However, the extent of ball diathermy which is
appropriate has not previously been investigated,
according to Paraskevaidis and colleagues. 

Paraskevaidis et al enrolled 101 consecutive woman
from their colposcopy clinic who had a satisfactory col-
poscopic examination and an abnormal Pap smear. In
their clinic the “see and treat” methodology was used
rather than colposcopy and biopsy followed by loop
excision at a later date, if indicated. Paraskevaidis et al
alternately assigned the study participants to 2 groups:

The first group received extensive ball cauterization of
the entire loop excision defect. The second group also
received ball cauterization, but a 2-3 mm zone around
the new endocervical os was avoided. 

The patients had a cytologic sample obtained at 3
months postprocedure and a colposcopic examination 4
months postprocedure. At that time the location of the
squamocolumnar junction was identified. Paraskevaidis
et al used microcolpohysteroscopy as an adjunct to
determine whether the transformation zone extended
into the endocervical canal. The patients were asked to
“grade” their discomfort during the microcolpohys-
teroscopy and Paraskevaidis et al used increasing dis-
comfort as a measure of possible cervical stenosis. 

Among those women who received extensive ball
cauterization, only 24% had a satisfactory colposcopic
examination at follow-up compared to 92% of the
women who received less extensive cauterization (P <
.001). Seventy-three percent of the women with exten-
sive cautery complained of moderate or severe pain
doing microcolpohysteroscopy compared to only 6% of
women in the less extensively cauterized group (P <
.001). There was no difference in abnormal cytology or
colposcopic persistence of CIN in the 2 groups. 

Paraskevaidis et al conclude that extensive diathermy
ball cauterization should be avoided after loop electroex-
cision, unless significant bleeding is encountered during
the procedure, to allow for better visualization of the
transformation zone at subsequent follow-up. 

■■ COMMENT BY KENNETH L. NOLLER, MD
This is an important paper that certainly suggests that

there is no indication for routine extensive diathermy
ball cauterization of the base of a loop electroexcision
defect. The rate of subsequent unsatisfactory colposcop-
ic examinations is markedly higher when extensive
cautery is performed. 

It is interesting to reflect that when loop electroexcision
was first introduced it was taught that only cauterization of
the exocervical edge (squamous epithelial edge) of the
defect be performed. Deep cauterization was not recom-
mended on a routine basis. Although it may often appear
that blood is coming from deep within the excision crater,
if the edge of the defect is cauterized first, very often there
is no further bleeding. The “deep” bleeding is often only
blood running into the defect from the squamous margin.

Somewhere along the line, some gynecologists have
begun to cauterize the base of the loop excision crater
extensively. I have several times questioned individuals
who practice this approach and they usually state that
the reason they do so is to decrease the risk of persistent
disease. This article found no difference in persistence



of CIN between extensive cautery and less-aggressive
tissue destruction. 

Paraskevaidis et al did a good job of explaining their
procedure, of blinding the colposcopist to the initial
procedure at the follow-up examinations, and blinding
the microcolpohysteroscopy procedures. It was surpris-
ing, therefore, that they chose an alternate assignment
method of patients rather than a random assignment
method. Though Paraskevaidis et al attempt to rational-
ize their use of alternate assignments in the last para-
graph of the paper, it always is an inferior technique to
use random assignment. 

Why is that so? Specifically, there is far to great a like-
lihood, with alternative assignment, that in the actual clin-
ical setting a different “type” of patient will be selected by
the clinicians for assignment to one specific arm. For
example, a clinician in the colposcopy clinic in this study
could recognize a name on the clinic patient list and know
that she has had abnormal Pap smears for a long period of
time. The clinician might decide that such a patient is the
“ideal” person for extensive cautery and manipulate the
sequence for the day so that this patient receives extensive
ball cautery. The net result, if spread over the entire study,
would be that the patients with extensive cautery would,
on average, have more extensive lesions than those with
less-aggressive cautery. In this study there does not appear
to be such patient selection—it would have been so easy
to perform random assignment of patients—I cannot
imagine why Paraskevaidis et al did not do so.   ❖

Special Feature
Why American Women 
Are Not Receiving 
State-of-the-Art Care 
for Endometrial Cancer
By David M. Gershenson, MD

Endometrial cancer is the most common 
gynecologic malignancy. In 1988, the International

Federation of Gynecology and Obstetrics (FIGO)
changed the staging system from a clinical to a surgico-
pathologic staging.1 Primary treatment consists of hys-
terectomy and bilateral salpingo-oophorectomy, and a
thorough investigation to establish the presence or
absence of extrauterine disease. Surgical staging includes
peritoneal cytology and bilateral pelvic and paraaortic
lymphadnectomy. When the cancer is confined to the

uterus, as documented by comprehensive surgical staging,
the cure rate exceeds 85%.2-4 Patients who have extrauter-
ine disease may benefit from postoperative treatment and
can become long-term survivors.5,6 If extrauterine disease
is not recognized at primary surgery, the patient will even-
tually develop clinically recurrent tumor, and the proba-
bility of cure in that setting is dismal.

Patients with low-grade and/or minimally invasive
endometrial cancer may not require lymphadenectomy
since less than 5% may have nodal metastases; however,
this decision is best made intraoperatively. Ideally, after
removal of the uterus, the pathologist should determine
the grade and depth of myometrial invasion by frozen
section analysis. Therefore, predicting the extent of sur-
gical staging preoperatively is not very reliable. In addi-
tion, patients with extensive extrauterine disease may
benefit from cytoreductive surgery, a procedure best per-
formed by a gynecologic oncologist.7,8

Resection of retroperitoneal lymph nodes may be
therapeutic in a significant proportion of endometrial
cancer patients.9,10 When performed by surgeons who
are appropriately trained, morbidity associated with
comprehensive surgical staging is acceptable.11,12 Fail-
ure to adequately stage endometrial cancer surgically
may significantly compromise decision making about
adjuvant treatment and thus lead to either overtreatment
(additional surgery, unnecessary radiotherapy, etc) or
undertreatment. Overtreatment may result in unaccept-
able morbidity or mortality, and undertreatment may
lead to preventable relapse and death.

In a Patient Care Evaluation Study of the National
Cancer Database of the American College of Surgeons,
713 hospitals submitted data on 9954 cases of endome-
trial cancer.13 Only 2937 (30%) of the patients had
pathological lymph node evaluation. Thirty-three per-
cent of the patients had a gynecologic oncologist as the
primary surgeon, and 11% as the assistant surgeon.
Sixty-one percent of patients had nodal evaluation if the
primary surgeon was a gynecologic oncologist, com-
pared with only 24% if an obstetrician-gynecologist.

Therefore, in an ideal world, a gynecologic-oncologist
should perform surgery on every woman with endometri-
al cancer. An alternative would be to have the gynecolog-
ic oncologist on standby call if comprehensive surgical
staging is required. However, most gynecologic oncolo-
gists feel that this latter practice is detrimental and should
be discouraged.14 Another obvious alternative would be
development of an algorithm by which low-risk patients
would be operated on by obstetrician-gynecologists and
high-risk patients would be referred to gynecologic oncol-
ogists, but the unpredictability of intraoperative findings
makes this option somewhat unattractive.
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The issue of the value of adjuvant treatment—princi-
pally radiotherapy—for high-risk or incompletely
staged patients remains a topic of debate. Adjuvant
radiotherapy studies are difficult to conduct because of
the relatively low frequency of events and the large
number of patients required to adequately power such
trials. In general, the evidence suggests that the use of
adjuvant radiotherapy reduces the risk of local recur-
rence but has no appreciable effect on overall survival.15

There is a palpable trend toward avoiding radiotherapy
in an increasingly larger proportion of patients, but this
direction is influenced only slightly, in my view, by turf
battles. In my judgment, the cooperative groups—the
Gynecologic Oncology Group and the Radiation Thera-
py Oncology Group—could combine their efforts in a
more efficient manner to resolve many of the issues sur-
rounding adjuvant radiotherapy. The major issue is that
American women are, in many instances, not receiving
optimal care for endometrial cancer.

The reasons for the current status are myriad and
include the following: 1) the unregulated nature of the
American health care system; 2) a failure of profession-
al education with regard to surgical expertise and/or
referral algorithms; 3) conflicts of interest between
physicians and patients or disincentives to refer patients
to appropriate specialists; and 4) lack of optimal clinical
trials by academic institutions and cooperative groups.

The quality of gynecologic cancer care for American
women must be the overarching principle. Recommenda-
tions to improve care for patients with endometrial cancer
include enhanced public education, promotion of practice
guidelines and referral guidelines, improved monitoring
systems for adherence, continued outcomes studies, and
establishment of centers of excellence. In addition, the
American health care system requires radical change.
Among the initiatives should be support of subspecialty
care by the American College of Obstetricians and Gyne-
cologists and state and federal legislation to ensure opti-
mal gynecologic cancer care for American women.   ❖
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CME Questions
19. Based on the results of the ALTS trial, which one of the follow-

ing conclusions can be made concerning the evaluation of
women with ASCUS Pap smear reports?
a. Immediate colposcopy is not cost-effective.
b. Triage using HPV DNA testing is an acceptable management

choice.
c. Follow-up using sequential Pap smears identifies most signifi-

cant disease.
d. Annual Pap smear screening is sufficient.

20. Based on information to date, what percentage of patients who
are treated with fertility-sparing surgery and platinum-based
chemotherapy for malignant ovarian germ cell tumors will
retain menstrual function?
a. 10%
b. 25%
c. 50%
d. 70%
e. More than 75%

21. Based on the article by Farrell et al, which of the following fac-
tors is most highly associated with the occurrence of urinary
incontinence at 6 months postpartum?
a. Spontaneous vaginal delivery
b. Forceps vaginal delivery
c. Elective cesarean delivery
d. Cesarean delivery in labor

22. Which one of the following steroids binds to both ERαα and
ERββ in the central nervous system and initiates physiological
postreceptor responses?
a. Tamoxifen
b. Tibolone
c. Raloxifene
d. Ethinyl estradiol
e. Estradiol

In Future Issues: Superficial Dyspareunia from 
Vulvar Vestibulitis


