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Conservative management
of endometrial hyperplasia:
New strategies and experimental options

Until recently, hysterectomy was the only alternative for patients with atypical

endometrial hyperplasia, the immediate precursor lesion to endometrial cancer, but in

recent years a number of organ-sparing treatment possibilities have emerged.

Ithough many gynecologists proceed

to hysterectomy when hyperplasia

with cellular atypia is found on an
endometrial biopsy or curettage specimen, a
number of conservative therapies are particu-
larly useful for younger patients who wish to
preserve fertility, and for women who do not
desire or cannot undergo hysterectomy.

Prevalence and risk factors
ndometrial hyperplasia is a precursor to
E endometrial carcinoma, the most common
malignancy of the female reproductive tract.
In 2003, endometrial cancer is expected to
account for approximately 6% of new female
cancer cases and 3% of female cancer deaths.'
Besides endometrial hyperplasia, promi-
nent risk factors for carcinoma are unop-
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posed estrogen therapy, obesity, diabetes,
carly menarche, and late menopause.”

Classifying endometrial hyperplasia

n 1985, Kurman et al’ clarified the classifi-
Ication system for endometrial hyperplasia,
proposing 2 broad categories: simple and
complex (TABLE 1).
Simple hyperplasia is characterized by
benign proliferation of endometrial glands,
which are irregular and perhaps dilated, but
which lack back-to-back crowding or cellular
atypia (FIGURE 1). CONTINUED

CYKEY POINTS

= Untreated, atypical endometrial hyperplasia
progresses to adenocarcinoma in 23% of patients,
persists as hyperplasia in 19%, and regresses in 58%.

= A review of 4 large studies found that progestin
was associated with regression in 90% of women
with hyperplasia arising from unopposed estrogen
therapy. Several small retrospective studies found
that progestin was likely to induce regression of
atypical hyperplasia unrelated to estrogen therapy.

= Gonadotropin-releasing hormone analogues
appear to be effective for hyperplasia without atypia.
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TABLE 1
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Classification of endometrial hyperplasia

CLASSIFICATION

Simple

Complex

DESCRIPTION

Benign proliferation of endometrial glands
that are irregular and perhaps dilated but
do not display back-to-back crowding or
cellular atypia

Proliferation of endometrial glands with
irregular outlines, architectural complexity,
and back-to-back crowding but no atypia

Complex hyperplasia is charac-
terized by grossly irregular
endometrium and abnormal vas-
culature. It exhibits proliferation
of endometrial glands with irregu-
lar outlines, architectural com-
plexity, and back-to-back crowd-
ing but no atypia.

Presence or absence of atypia
characterizes subdivisions of these

Atypical
hyperplastic lesions

Data from: Kurman et al®

FIGURE 1

Simple hyperplasia without atypia

Simple hyperplasia with irregular glands but no
back-to-back crowding or cellular atypia (hematoxylin
& eosin x 100).

High-power magnification of simple hyperplasia
without atypia. The nuclei are uniform without
cellular atypia (hematoxylin & eosin x 400).
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Varying degrees of nuclear atypia and loss of
polarity. Found in both simple and complex

2 categories by degree of nuclear
atypia and loss of polarity. Atypia
can be found in both complex
(FIGURE 2) and simple hyperplas-
tic lesions.

A majority of hyperplastic
lesions regress

n their sentinel article on the classification of
Iendometrial hyperplasia, Kurman et al’
describe the behavior of the 4 categories of
endometrial hyperplasia in 170 patients
(TABLE 2). They found that, during a mean
follow-up of 11.4 years, disease regressed in
69% of patients with simple atypical hyper-
plasia, 57% of patients with complex atypical
hyperplasia, and 58% of patients with hyper-
plasia with cellular atypia.

Disease progressed to carcinoma in 8% of
patients with simple atypical hyperplasia, 29%
of patients with complex atypical hyperplasia,
and 23% of patients with hyperplasia with cel-
lular atypia.

One patient with disease progression had
stage IV endometrial carcinoma with metas-
tasis to the inguinal lymph nodes and bowel.’

The average age for patients with atypia
was 40; 38% of patients were 35 or younger.

In a similar study involving 77 women
with hyperplasia, 79% of cases with simple
hyperplasia regressed over the 3 years of
follow-up, as did the 1 case (100%) of simple
hyperplasia with atypia, 94% of cases with
complex hyperplasia, and 55% of cases with
complex hyperplasia with atypia. Only 1
patient experienced progression to endome-
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TABLE 2

Regression, persistence, and progression rates of endometrial hyperplasia

TYPE N % REGRESSION
Simple 93 80
Simple with 13 69
atypia

Complex 29 80
Complex with 35 57
atypia

All lesions with 48 58
atypia

% PERSISTENCE % PROGRESSION

19 1
23 8
17 3
14 29
19 23

Source: Kurman R], et al. Cancer. 1985;56:403-412. Copyright ©2003 American Cancer Society. Reprinted by permission of Wiley-Liss, Inc,

a subsidiary of John Wiley & Sons, Inc.

With proper monitoring, oral progestin

therapy is a reasonable alternative to

hysterectomy for treatment of hyperplasia.

trial carcinoma; she initially had complex
atypical hyperplasia.*

Progestin therapy
enhances regression
ecause endometrial hyperplasia is estrogen-
dependent, progestins are often used to
induce regression. Progestin appears to
decrease glandular cellularity in these lesions
by triggering apoptosis.” In addition, medroxy-
progesterone acetate (MPA) significantly
inhibits angiogenesis in the myometrium
immediately underlying complex endometri-
al hyperplasia.’
Oral administration.
= Simple or complex hyperplasia associated
with estrogen therapy. A recent review of 4
large trials suggests that hyperplasia induced
by estrogen therapy responds well to progestin
treatment regardless of whether the disease is
simple or complex. In the 4 trials, estrogen was
discontinued and MPA was given continuous-

ly for 6 weeks or cyclically for 3 months.” Both
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regimens were effective, with a total regression
rate of 90% for all 4 studies.

= Atypical hyperplasia unrelated to estrogen
therapy. Several small retrospective studies
demonstrated a beneficial effect of progestin
treatment of atypical hyperplasia unrelated to
estrogen therapy.

In a trial by Randall and Kurman,® 17
women with atypical endometrial hyperpla-
sia were given either MPA or megestrol
acetate for 3 to 12 months. Disease regressed
in 16 of these patients—to either no hyper-
plasia (13 patients) or complex hyperplasia
without atypia (3 patients). The remaining
patient had persistent atypical hyperplasia
after 4 months of treatment with megestrol.
One of the women with disease regression
subsequently became pregnant and delivered
a full-term infant.*

A similar study examined 18 patients
with atypical hyperplasia who were treated
with MPA for 6 to 12 months.” Fifteen
patients had regression of disease; of these, 4
subsequently became pregnant and delivered
full-term infants. One patient treated with
MPA for 3 months had progression of disease
to well-differentiated adenocarcinoma. The
remaining 2 patients had persistent disease

despite 3 to 6 months of progestin therapy.’
CONTINUED
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= Clinical recommendations.

Dosage. Oral megestrol 80 to 120 mg daily
or oral MPA 10 to 30 mg daily for approximate-
ly 6 months has been shown to cause regression
to loss of atypia in 94% of patients with complex
atypical hyperplasia and to normal endometri-
um in 81% of patients.’

Follow-up endometrial sampling. Patients
on this regimen should undergo endometrial
sampling every 2 to 3 months during therapy
until regression to no hyperplasia is evident.
Thereafter, sampling should be every 6 to 12
months because recurrence is possible.

When such monitoring is implemented,
oral progestin therapy is reasonable, and oral
progestin therapy is reasonable, and MPA and
megestrol are acceptable choices even in the
presence of atypia.

Other routes of administration. A num-
ber of investigators have examined the
effectiveness of non-oral progestins.
Although more studies are needed before
their routine clinical use can be advised, the
data are encouraging.

= Intramuscular progesterone therapy. In a
large prospective study, 192 patients with
atypical endometrial hyperplasia were
given large weekly doses (500 mg) of intra-
muscular MPA therapy for 3 months; 96.4%
experienced loss of atypia on follow-up
curettage specimens."

= Micronized progesterone vaginal cream
was studied in a trial in which 78 patients
who had hyperplasia without atypia (60
simple and 18 complex) were treated with
cyclic natural micronized progesterone for 3
to 6 months; 90.5% had complete regression
of hyperplasia."

= Levonorgestrel intrauterine devices. Perino
et al” studied the effects of levonorgestrel in
14 patients with endometrial hyperplasia (1
with atypia) over a 1-year period. In all cases
without atypia, the hyperplasia regressed
within 8 months. The sole patient with
atypia experienced regression to hyperplasia
without atypia in 2 months.

Complex hyperplasia with atypia

k -
Photograph taken at hysteroscopy displaying shaggy,
irregular endometrium with abnormal blood vessels.
Microscopic examination revealed complex endometrial
hyperplasia with atypia.

Photomicrograph of the

curettage
(hematoxylin & eosin x 100). At this magnification,

specimen

complex endometrial hyperplasia with back-to-back

glandular crowding is evident.

Photomicrograph of the curettage

specimen
(hematoxylin & eosin x 400). Note the heterogeneous
nuclei with prominent nucleoli.

CONTINUED ON PAGE 25

September 2003 - OBG MANAGEMENT 19



Endometrial hyperplasia: New strategies and experimental options =

Gonadotropin-releasing hormone
analogues offer promise
onadotropin-releasing hormone (GnRH)
G analogues suppress the hypothalamic-
pituitary-ovarian axis, thereby inhibiting
estrogen production and, potentially, causing
the regression of endometrial hyperplasia.
GnRH analogues also appear to have a direct
antiproliferative effect on endometrial cells.”

In an investigation of 54 patients given
intramuscular GnRH analogues for 6 months,
approximately 85% of patients with simple or
complex hyperplasia without atypia demon-
strated regression to normal endometrium. Of
the 3 women with complex atypical hyperpla-
sia, however, only 1 had regression to hyper-
plasia without atypia, and the other 2 had per-
sistent disease."

Perez-Medina et al” gave 19 patients with
complex atypical hyperplasia a combination of
progestin and GnRH analogues and followed
them for 5 years. Patients received intramuscu-
lar MPA for 3 months, with 6 months of intra-
muscular GnRH analogues. Sixteen patients
(84.2%) had complete regression at the 5-year
follow-up, and 1 patient had persistent disease.
One patient had a recurrence of disease at 5
years, and, in another, disease progressed to
stage I endometrial adenocarcinoma.”
Clinical recommendations. GnRIH ana-
logues appear to be an effective treatment for
hyperplasia without atypia, whether simple or
complex. At this time, a standardized treatment
protocol cannot be recommended without addi-
tional data. However, using a GnRH analogue
for 6 months with sampling every 3 months is a
reasonable option in patients without atypia.

Although the combination of progestin
and GnRH agonists increases effectiveness
against atypical hyperplasia, and therefore
offers promise for patients desiring conserva-
tive therapy, existing trials are too small to
define a standardized treatment option.
Further study is needed before GnRH ana-
logues can be recommended for clinical use in
patients with atypical hyperplasia.

Encouraging reports

on surgical modalities

Other surgical options have been investi-
gated, but larger studies are needed to

determine their safety and efficacy before they

can be routinely recommended for women

with hyperplasia who refuse hormonal thera-

py and hysterectomy, or for those who cannot

undergo hysterectomy.

Larger studies are needed before surgical

alternatives to hysterectomy can be

routinely recommended for hyperplasia.

Thermal balloon ablation. Minassian and
Mira' reported use of thermal balloon abla-
tion of the endometrium in a patient with
complex endometrial hyperplasia with atypia.

The patient initially presented with a
complaint of menorrhagia and had a preop-
erative endometrial biopsy that showed no
evidence of hyperplasia. When she subse-
quently underwent a thermal balloon abla-
tion procedure, a curettage specimen indicat-
ed complex hyperplasia with atypia. The
patient underwent a hysterectomy 8 months
later, at which time no pathologic evidence of
persistent hyperplasia or carcinoma was
found.

However, the authors recommend that
ablation be avoided if hyperplasia is found on
a preoperative sample, since postoperative
surveillance of the endometrium would be
impaired." This is also true for laser and
resectoscopic therapy, since postoperative
sampling would be potentially altered.

Laser therapy. Vilos and Ettler” reported
another case in which a patient with complex
atypical  hyperplasia underwent laser
intrauterine thermal therapy. After 13 months
of surveillance with transvaginal sonography,
there was no evidence of disease.

Resectoscopic surgery also has been inves-
tigated in the treatment of atypical endometri-
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Abandon conservative therapy
if hyperplasia persists

after 12 months of treatment.

al hyperplasia. Vilos et al® successfully treated
8 patients using hysteroscopic endometrial
resection. A larger study involving 73 women
with hyperplasia without atypia showed com-
plete regression in 71 of the 73 patients over an
average of 34 months of follow-up.”

Patient counseling and follow-up

n women who wish to preserve fertility,

management of endometrial hyperplasia
can be a challenge. Fortunately, we now have
sound data indicating that conservative treat-
ment can be used for certain patients.

Regardless of the approach selected,

thoroughly counsel patients about their
options and follow-up closely.

When to change course

bandon conservative therapy if progres-
Asion to carcinoma is found during sur-
veillance sampling or if hyperplasia persists
after 12 months of treatment. =»
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