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Background: Endometrial hyperplasia has long been considered a precursor of endometrial cancer but there is no consensus
regarding its management.

Objective: To identify management practices and evaluate outcomes of treatments for women diagnosed with endometrial
hyperplasia (EH).

Material and Method: The medical records of endometrial hyperplasia at Songklanagarind Hospital between January 2000
and December 2012 were retrospectively reviewed.

Results: Two hundred ninety seven patients were diagnosed with endometrial hyperplasia during the study period.
Four patients who did not come for treatment and could not be contacted were excluded. Therefore, 293 patients were
included in the study. Simple hyperplasia (SH) was the most common diagnosis accounting for 79.2% of all cases, followed
by complex hyperplasia (CH) 13.0%, complex atypical hyperplasia (CAH) 5.8%, and simple atypical hyperplasia (SAH)
2.0%. Seventy-eight percent (18/23) of the patients with atypical endometrial hyperplasia were treated by hysterectomy
compared with 9.6% (26/270) of patients without atypia. Of the patients diagnosed with atypical EH, 30.4% (7/23) were
associated with endometrial carcinoma. Overall, 6% (12/201) of the women who had initial non-hysterectomy management
and had additional tissue taken to assess response, had persistent disease, and 1% (2/201) had progressive disease. Eleven
patients (5.9%), who had an initial complete regression during the non-hysterectomy management, experienced a recurrence
to EH and 2.1% (4/187) were found to have recurrence to endometrial cancer.

Conclusion: The majority of patients with atypical hyperplasia were managed by initial hysterectomy. The high risk of
concomitant endometrial cancer supports this choice of treatment. In the non-atypical EH, the initial non-hysterectomy
management was common but EH recurrence and progression to endometrial cancer after the initial regression occurs
often. Therefore, long-term follow-up should be advised.
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Endometrial hyperplasia is a precursor to
endometrial carcinoma”, which is the most common
female gynecological malignancy in Western
countries® and the fourth most common female
gynecological malignancy in Thailand®. It is generally
classified as simple or complex with or without atypia,
based on the architectural complexity of endometrial
glands and nuclear cytology®. Known risk factors
for endometrial hyperplasia are related to an excess
of estrogen level relative to progesterone. Therefore,
progestin is used to treat endometrial hyperplasia®-©.
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A number of previous systematic reviews or meta-
analysis reported on the outcomes of progestin
therapy”'9. However, few studies have evaluated
clinical outcomes of endometrial hyperplasia in
Thailand). Hence, the present retrospective study
aimed to evaluate the clinical outcomes and identify
the management practices of endometrial hyperplasia
treatment during a 13-year period in Songklanagarind
Hospital, a referral hospital in Southern Thailand.

Material and Method
Study design and population

After Institutional Review Board approval,
the present retrospective study was conducted.
Pathological test result as well as inpatient and
outpatient record databases were reviewed for data on
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all patients diagnosed with endometrial hyperplasia
between January 1, 2000 and December 31, 2012. We
excluded patients who were incidentally diagnosed
with endometrial hyperplasia post hysterectomy, and
those lost follow-up, could not be contacted after
diagnosis.

Clinical data included age at diagnosis, body
mass index (BMI), menopausal status, obstetrical
history, medical history of diabetes, hypertension,
presenting symptoms, and history of hormonal therapy
were obtained. The method of initial diagnosis was
recorded along with data related to endometrial biopsy,
dilatation and curettage, hysteroscopic biopsy, and type
of endometrial hyperplasia. Initial management, drug,
dose, regimen and route of medical administration,
treatment duration, method, and timing of interval
endometrial re-evaluation were reviewed from the
patients’ medical records. The histopathological
diagnoses were also reviewed by experienced
gynecological pathologists as part of our routine
clinical practice for most cases to confirm diagnosis
and were classified according to the WHO criteria.
After diagnosis, the patients were counseled and
offered either the hysterectomy or the non-hysterectomy
treatment (expectant management, medical treatment,
hysteroscopic resection) according to histological
diagnosis, patient prevalence to preserve uterus or
fertility, and additional tumors or persistent symptoms.
For patients with medical treatment, all received
hormonal therapy, such as medroxyprogesterone
acetate (MPA), norethisterone (NET), oral contraceptive
pills (OCPs), depot-medroxyprogesterone acetate
(DMPA), or menopausal hormone therapy. Follow-up
in the non-hysterectomy group was at the discretion of
the physician; nevertheless, in general, the endometrial
biopsies of these were re-evaluated after the initial
management and those found to have persistent or
progressive disease on the follow-up biopsy were
underwent surgery or, if fertility was a concern,
surveillance was continued. The follow-up interval
comprised the length of time from the initial diagnosis
to the last known status including the first occurrence
of endometrial carcinoma, hysterectomy, death, last
pathological specimen diagnosis or clinical history on
censoring date May 31, 2013, which was obtained by
reviewing the patients’ records, contacting the patients
or their gynecologists.

Outcome measures

To assess the treatment response, the
follow-up histological results were defined as
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regression, persistence, or progression based on
the comparison of the diagnosed sample with the
follow-up specimen. Complete regression was defined
as no evidence of endometrial hyperplasia or cancer
cells in the follow-up specimens. Partial regression
was defined as the presence of endometrial hyperplasia
less severe than the histological result at the baseline.
A higher grade lesion or worsening of atypia or
endometrial carcinoma was classified as progression.
Persistent disease was indicated if the last biopsy
showed the same histological finding as of the entry
diagnosis. Recurrence was defined as an initial
completed regression and failure to remain in
regression with the evidence of at least one follow-up
biopsy showing hyperplasia or carcinoma. The
patient was considered to have clinical remission even
though no additional tissue samples after treatment
were available, but she has been completed clinical
follow-up and was asymptomatic or no abnormal
uterine bleeding.

Results

Two hundred ninety seven medical records
of patients diagnosed with endometrial hyperplasia
during the 13-year study period were assessed. None
was diagnosed incidentally following hysterectomy
but four patients did not return for treatment and could
not be contacted, thus, were excluded. The remaining
293 patients were enrolled in the present study.

The clinical characteristics of the patients
are presented in Table 1. The median age at diagnosis
was 47 years (range 27-86 years), median parity was
2 (range 0-8), and average BMI was 26.8 kg/m?. Of
the 293 patients, 80.5% were multiparous, 52.9%
were premenopausal, and 22.8% were obese (BMI
>30 kg/m?). All of the patients had abnormal uterine
bleeding as their presenting symptoms. One patient
with simple hyperplasia was diagnosed with breast
cancer and had exogenous used of tamoxifen for
three years. None had family history of bowel, breast,
ovary, or endometrial cancer.

The endometrial tissue sampling for initial
diagnosis was obtained via outpatient endometrial
biopsy in 192 (65.5%) cases, dilatation and curettage
in 98 (33.5%), hysteroscopic biopsy in two (0.7%),
and transcervical mass biopsy in one (0.3%) case.
Simple hyperplasia (SH) was the most common
diagnosis accounting for 79.2% of all cases followed
by complex hyperplasia (CH) 13.0%, complex
atypical hyperplasia (CAH) 5.8%, and simple atypical
hyperplasia (SAH) 2.0%.
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Table 1. Patient demographics and clinical characteristics

Demographics and clinical characteristics n (%)
n=293
Age (years), median (range) 47 (27-86)
Parity
Nulliparous 57 (19.5)
Multiparous 236 (80.5)
Menopausal status
Premenopausal 155 (52.9)
Perimenopausal 104 (35.5)
Postmenopausal 34 (11.6)
Other medical conditions
None 188 (64.2)
Diabetes 6 (2.0)
Hypertension 27(9.2)
Hypertension and diabetes 21(7.2)
BMI (kg/m?)
<18.5 4(1.4)
18.5-24.9 118 (40.3)
25-29.9 103 (35.2)
30-34.9 47 (16.0)
>35 20 (6.8)

BMI = body mass index

The initial management of the patients
diagnosed with endometrial hyperplasia is shown in
Table 2. Overall, 44 (15.0%) subjects underwent
initial hysterectomy and 249 (85.0%) received non-
hysterectomy treatment. Of all the patients, 2.7%
were asymptomatic after curettage and consequently
underwent expectant management. The majority of
the patients on medical treatment received oral
medroxyprogesterone acetate (MPA) at a dosage and
regimen that were determined at the discretion of the

treating physician. However, of the 227 patients, 97.4%
received MPA 10 mg daily, 84.6% received MPA for
12 to 14 days per month, and 92.5% over a period of
three to six months. The majority (78.3%) of patients
with atypical endometrial hyperplasia received
hysterectomy in contrast to those without evidence
of cytological atypia (9.6%). Of those given non-
hysterectomy management, 201 (80.7%) had additional
endometrial sampling after treatment, 34 (13.7%)
experienced clinical remission, and 14 (5.6%) were
lost to follow-up after the initiation of treatment. All
of the patients who were lost to follow-up had been
diagnosed with simple hyperplasia, 12 received MPA,
one was on expectant management, and one received
oral contraceptive pills. Of those who had additional
tissue taken after non-hysterectomy treatment,
187 (93.0%) had complete regression, 12 (6.0%) had
persistent disease, and two (1.0%) had progression
(the details are shown in Table 3). Of the patients who
received non-hysterectomy treatment and had complete
regression, 63.1% (118/187) had the clinical follow-up
schedule with a gynecologist at Songklanagarind
Hospital, and two-thirds of them (79/118) continued
receiving hormonal treatment after complete regression
to maintain a normal endometrium. The median
follow-up interval in the non-hysterectomy treatment
group was 56.4 months (range 1.4-132.1 months). Of
the patients with complete regression, 5.9% (11/187)
experienced recurrent endometrial hyperplasia and
2.1% (4/187) were found to have endometrial cancer
6-73 months after complete regression.

Of'the 44 patients who had initial hysterectomy,
seven (15.9%) were found to have endometrial cancer
via hysterectomy specimen and all of them had been

Table 2. Initial treatment of 293 patients diagnosed with endometrial hyperplasia

Treatment Classification of endometrial hyperplasia, n (%)
SH (n=232) CH (n=38) SAH (n = 6) CAH (n=17)

Expectant management 7 (3.0) 1(2.6) - -
Progestin therapy

MPA 199 (85.8) 24 (63.2) 3(50.0) 1(5.9)

NET 6(2.6) - 1 (16.7) -
Oral contraceptives 3(1.3) - - -
DMPA 1(0.4) - - -
Menopausal hormone therapy 1(0.4) - - -
Endometrial resection 1(0.4) 1(2.6) - -
Hysterectomy 14 (6.0) 12 (31.6) 2(33.3) 16 (94.1)

SH = simple hyperplasia; CH = complex hyperplasia; SAH = simple atypical hyperplasia; CAH = complex atypical
hyperplasia; MPA = medroxyprogesterone acetate; NET = norethisterone; DMPA = depot medroxyprogesterone acetate
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diagnosed with CAH. Five of seven patients were
found to have endometrial carcinoma at initial
hysterectomy within 12 weeks of diagnosis and
without interval treatment. Concerning the remaining
of two patients, one was lost to follow-up for about
one year before hysterectomy was performed, and the
other suffered from uncontrolled asthma requiring
eight months of treatment before undergoing
hysterectomy. The indications for initial hysterectomy
are shown in Table 4.

Overall, there were 293 patients with
endometrial hyperplasia including 12 (4.1%) associated
with endometrial cancer. The risk was higher in the
group of patients with atypical EH (30.4%).

Discussion

The present study observed that endometrial
hyperplasia affected patients at a median age of
47 years and was associated with abnormal uterine
bleeding. These findings are comparable to the exiting
epidemiological data"®. Our study found that the
majority of patients (78.3%) with atypical EH
at Songklanagarind Hospital were treated by
hysterectomy, whereas non-hysterectomy treatment
was more common in those without atypia (90.4%). In
general, our findings are comparable to those of the
study of Clark et al"¥. In their analyses of 281 patients,
Clark et al, reported that 77.1% of patients with
atypical EH were treated by hysterectomy, whereas

non-hysterectomy treatment was more common
(70.2%) in those without atypia. Opting for conservative
management in patients with EH depends on several
factors, e.g., patient’s age, desire for future fertility,
medical comorbidities, and presence of cytological
atypia. In the present study, the high rate of hysterectomy
in atypical EH cases was due to fear of disease
progression. This was confirmed by the finding that
30.4% of patients with atypical EH had endometrial
carcinomas in subsequent hysterectomy specimens
and all of them had been diagnosed with CAH. The
overall rate of endometrial carcinoma of the patients
with atypical EH in our study was comparable to the
rates reported in other studies'*'9. There is a consensus
recommendation that total hysterectomy is the current
standard of care for patients with atypical endometrial
hyperplasia who are not planning future pregnancies
and are fit for surgery, providing definitive assessment
of a possible concurrent carcinoma, and effectively
treating premalignant lesion!”. We observed that 18
of201 patients (9.0%) who received non-hysterectomy
treatment had persistent or progressive disease in the
median follow-up interval of 56.4 months, which is
less than the results of the Clark et al® and Horn et al
study®. It might be due to the differences in numbers
in the spectrum that our study revealed a high rate of
SH 79.2%, compared to those of the studies of Clark
et al and Horn et al, which reported that the majority
of patients had CH. In the present study, 2.5% (5/198)

Table 3. Histological outcomes after completion of initial non-hysterectomy treatment according to type of endometrial

hyperplasia
Type of EH Histological outcomes after initial non-hysterectomy treatment
Total n =201 Normal,n (%)  SH,n(%) CH,n(%) SAH,n(%) CAH,n(%)  Cancer,n (%)
SH (n=174) 163 (93.7) 9(5.2) 1(0.6) - - 1(0.6)
CH (n=24) 22 (91.7) - 2(8.3) - - -
SAH (n=2) 2 (100) - - - -
CAH(n=1) - - - 1 (100) -

EH = endometrial hyperplasia; SH = simple hyperplasia; CH = complex hyperplasia; SAH = simple atypical hyperplasia;

CAH = complex atypical hyperplasia

Table 4. Indication for initial hysterectomy

Indication for hysterectomy SH, n (%) CH, n (%) SAH, n (%) CAH, n (%)
Additional ovarian tumor 8(57.1) 4(33.3) - -
Fear of disease progression 2(14.3) 8 (66.7) 2 (100) 16 (100)
Additional uterine mass with persistent AUB 4 (28.6) - - -

SH = simple hyperplasia, CH= complex hyperplasia, SAH = simple atypical hyperplasia

CAH = complex atypical hyperplasia, AUB = abnormal uterine bleeding
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of patients with non-atypical endometrial hyperplasia,
who received initial non-hysterectomy treatment, had
progressive disease to cancer during the follow-up
period, which is a comparable finding to those of other
studies that have reported a low malignant potential
(1%-3%) in non-atypical EH". Progestogen therapy
is the most commonly used form of treatment for
endometrial hyperplasia without atypia because of its
extremely low risk of progression to cancer!:!*-2D
and the low proportion of concurrent endometrial
cancer®?Y, The goal of treatment is to prevent
progression to cancer and control abnormal uterine
bleeding. MPA was the progestogen typically used
in the present study because of the highest level of
clinical experience at our institution. We observed that
almost all of the physicians prescribed MPA 10 mg
daily for 12 to 14 days per month over three to
six months. There was a series of 376 patients with
varying degrees of endometrial hyperplasia treated
with a progestin for 7, 10, or 13 days a month for three
to six months; complete regression was reported in 81,
98, and 100% of patients, respectively®. Progestogen
has an inhibitory effect on epithelial proliferation. It
acts by reducing estrogenic receptors and increasing
estrogen catabolism, stimulating the 17- hydroxysteroid
dehydrogenase and sulfotransferase enzymes and
thereby diminishing the estrogenic dominant conditions
that lead to endometrial hyperplasia which occurs in
hyperestrogenism. In the present study, 93% (187/201)
of the patients who received non-hysterectomy
treatment experienced initial complete regression. Of
these, 63.1% had been scheduled for follow-up after
initial tissue regression and two-thirds of these
received progesterone medication as maintenance
treatment. At the present, there is still no consensus on
the optimal non-hysterectomy management, the
appropriate follow-up surveillance, or maintenance
treatment. However, in the present study, 5.9% of the
endometrial hyperplasia patients with initial complete
regression experienced recurrent endometrial
hyperplasia, and 2.1% were found to have endometrial
cancer. Therefore, long-term follow-up should be
advised. Finally, as a retrospective study, data bias can
be possible therefore further prospective study on the
most beneficial medication regimens, methods of
follow-up evaluation, and the role of maintenance
treatment after initial regression should be undertaken.

Conclusion

In the present study, the majority of patients
with atypical hyperplasia were managed by initial
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hysterectomy and the high risk of concomitant
endometrial cancer supports this choice of treatment.
In the non-atypical EH, the initial non-hysterectomy
management was common but EH recurrence and
progression to endometrial cancer after the initial
regression occurs often. Therefore, long-term
follow-up should be advised.

What is already known on this topic?

Endometrial hyperplasia was precursor to
endometrial carcinoma. From the previous studies
found the progestogen treatments was more efficient
but unknown definitive consensus of maintenance
medication treatment and follow-up times after
completed regression for prevention and detective the
recurrence of disease and progression to endometrial
carcinoma.

Form two decade studies found that role of
conservative treatment in high severe type such as
atypical related but in study found high concurrence
endometrial carcinoma. This data should be advised
for risk and benefit of non-hysterectomy treatment and
risk of cancer related especially atypical related type.

What this study adds?

The recommendation of management in
suggested that the hysterectomy should be advised
and performed in atypical hyperplasia especially in
complex atypical hyperplasia due to high incidence of
concurrent endometrial carcinoma.

In addition, our study found recurrence in
endometrial hyperplasia or progression to endometrial
carcinoma after completed regression of disease
especially patient with persistence risk factor for
endometrial carcinoma. Therefore, long-term follow-up
in non-hysterectomy treatment is suggested.
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