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Abstract:

Aim: to assess the efficacy and acceptability of short Medroxyprogesterone acetate (MPA) regimen compared
to long MPA regimen for treatment of endometrial hyperplasia (EH) without atypia in postmenopausal women.

Methods: a prospective interventional study conducted on 120 postmenopausal women with EH without atypia
who were randomly assigned into two groups; 58 patients received short regimen of 15 mg MPA and 62
patients received long regimen of 15 mg MPA. Follow up endometrial biopsy was done after 6 months. Primary
outcome measure was regression of hyperplasia. Secondary outcome measures included side effects and patient
acceptability.

Results: There was a statistically significant difference between the two groups regarding regression of EH in
the long regimen MPA group (p<0.05) and persistence of EH in the short regimen MPA group (p<0.001). No
difference between the two groups regarding the progression of EH to atypia, adverse effects and relapse of
bleeding (p>0.05). The rate of hysterectomy was significantly higher in the short regimen MPA group
(p<0.001). Long MPA regimen was more acceptable by the patients in comparison to short MPA regimen.
Conclusions: long MPA regimen seems more effective and acceptable therapy in comparison to short MPA

regimen in postmenopausal patients with EH without atypia. Larger multicenter studies are warranted to
confirm or refute these results.
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1. INTRODUCTION
Postmenopausal uterine bleeding is associated with endometrial cancer in about 10-30% of cases (1).

Endometrial hyperplasia (EH), a noninvasive proliferation of the endometrial epithelium, is generally
classified as simple or complex, with or without atypia, based on architectural complexity and nuclear
cytology and it is a precursor to endometrial carcinoma (2, 3).

Known risk factors for EH are related to an excess of estrogen relative to progesterone; therefore
progestin is used to treat endometrial hyperplasia (2, 4).

Treatment options for women who have EH without atypia include cyclic medroxyprogesterone
acetate at 10 mg per day for 14 days per month, continuous megestrol (Megace) at 40 mg per day, or
the levonorgestrel-releasing intrauterine system (5-7).

Most of previous studies that assess the efficacy of different progestins for the treatment of EH
without atypia included both pre-and postmenopausal women.

The aim of this study was to assess the efficacy and acceptability of short Medroxyprogesterone
acetate (MPA) regimen compared to long MPA regimen for treatment of endometrial hyperplasia
(EH) without atypia in postmenopausal women.

2. MATERIAL AND METHODS

This was a prospective observational parallel group study conducted on postmenopausal women
presenting with postmenopausal bleeding, from May 2012 to May 2015 in the department of
Obstetrics & Gynecology, Menoufia University hospital, Menoufia, Egypt.
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The respective approvals of the review board and the ethics committee of the Menoufia Faculty of
medicine were obtained before commencing the study. The study protocol and its benefits and
complications were explained to all participants, and all recruited patients completed and signed the
‘informed consent’ form.

Eligibility criteria included menopausal status, no prior diagnosis of endometrial carcinoma, an intact
uterus, with histologically confirmed endometrial hyperplasia (EH) without atypia, following history
taking which included demographic data as age, reproductive history, menopausal duration and
concomitant medical history associated with endometrial cancer, such as body mass index, diabetes
mellitus and hypertension were recorded. Clinical examination and transvaginal sonography to assess
the endometrial thickness followed by endometrial biopsy by hysteroscopic-guided biopsy from the
most suspicious lesions. Menopause was defined as spontaneous cessation of menses for 12 months or
more.

Women with associated pathology as uterine fibroid, cervical or vaginal pathology, bleeding
tendency, chronic liver disease and any contraindications to progestin therapy were excluded from the
study.

Based on the 70-90% regression rate of endometrial hyperplasia under progestin therapy from the
literature. Accordingly, at alpha = 0.05 , a total sample size of 96 participants (48 participants in each
group) was required for the study to have 90% power to detect 10% difference between the two
groups regarding the success rate after adding a percentage of 10% for possible drop out cases during
the study.

A total of 154 patients were recruited, out of which 26 women were excluded (16 with uterine
fibroids, 6 with liver disease and 4 with associated pathologies) , and 128 postmenopausal women (78
with simple EH and 50 with complex EH) were eligible, enrolled and equally allocated into two
groups using computer generated simple random tables according to the allocation ratio 1:1 via the
use of 128 sequentially numbered, opaque, sealed envelopes. Eight patients were dropped out from
the study (stopped treatment and lost follow up), accordingly 120 patients completed the study.

Group 1(Short MPA regimen): included 58 patients (34 with simple EH and 24 with complex EH)
who received 15 mg of medroxyprogesterone acetate for 14 days out of 28 days orally (Provera 5mg
tablets, Pfizer, USA) for 6 months.

Group 2 (Long MPA regimen): included 62 patients (36 with simple EH and 26 with complex EH)
who received 15 mg of medroxyprogesterone acetate per day for 21 days out of 28 days orally
(Provera 5mg tablets, Pfizer, USA) for 6 months.

Women were followed via regular visits to the outpatient clinic every 2-4 weeks from the time of
hyperplasia diagnosis through a second endometrial biopsy after 6 months and for 18 months at least
thereafter. Patients were instructed to report the onset of any adverse effects, specifying the severity,
duration and a possible cause-effect relationship with drug administration.

Patients with persistent or recurrent endometrial hyperplasia during the follow-up period were
managed by abdominal hysterectomy.

All endometrial specimens were transported in 10% formalin to the pathology laboratory.
Microscopic examination was done by two pathologists, individually to reduce observer bias.

3. OUTCOME MEASURES

Primary outcome measures were regression of hyperplasia after 6 months of progestin therapy.
Secondary outcome measures included occurrence of adverse effects during treatment and assessment
of patient acceptability. Adverse effects included general adverse effects (headache, nausea &
vomiting, mood changes and weight gain) and gynecologic adverse effects (mastalgia, breakthrough
bleeding and vaginal discharge). Patient acceptability in terms of overall compliance, overall
satisfaction and advisability of the drug to other women.
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Figurel. The flow diagram of recruitment and follow up of participants
4. STATISTICAL ANALYSIS

The data collected were tabulated & analyzed by SPSS (statistical package for the social science
software) statistical package version 20(SPSS Inc, Chicago, IL, USA), on personal compatible
computer.

Quantitative data were expressed as mean & standard deviation

(X + SD) and analyzed by applying student t- test for comparison of two groups of normally
distributed variables and two groups of not normally distributed variables by applying Mann-Whitney
Test.

Qualitative data were expressed as number and percentage (No & %) and analyzed by applying Chi-
square test and for 2x2 table and one cell has expected number less than 5 Fisher's exact test was
applied.

All these tests were used as tests of significance as follows: P value > 0.05 was considered statistically
non significant. P value < 0.05 was considered statistically significant and P value < 0.001 was
considered statistically highly significant.
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5. RESULTS

Table (1) reveals the patients’ characteristics. There was no significant difference between the two
groups (p>0.05) regarding age, parity, body mass index, duration of menopause and the presence of
associated diabetes mellitus and hypertension.

Table (2) shows the response to progestin therapy and clinical outcome. There was a statistically
significant difference between the two groups regarding regression of EH in the long MPA regimen
group (p<0.05) and persistence of EH in the short MPA regimen group (p<0.001). No difference
between the two groups regarding the progression of EH to atypia and in the relapse of bleeding
(p>0.05). The rate of hysterectomy was signifacntly higher in the short MPA regimen (p<0.001).

Table (3) reveals the adverse effects of progestin therapy. There was no significant difference between
the two groups (p>0.05) regarding the frequency of general adverse effects (headache, nausea &
vomiting, mood changes and weight gain) and gynecologic adverse effects (mastalgia, breakthrough
bleeding and vaginal discharge).

Table (4) reveals patient’s acceptability. There was a higher overall compliance, overall satisfaction
and advisability of the drug to other women in the long MPA regimen (p<0.05).

Tablel. Patients’ characteristics

Short MPA Long MPA Student | P-value
regimen (n=58) regimen (n=62) t- test
Age (years) 52+45.2 53+4.9 1.08 > 0.05
Parity 1.4+2.3 1.242.2 0.49* > 0.05
Body mass index 25.2+3.4 24.8+3.7 0.62 > 0.05
Duration of menopause (in 18.2+4.1 17.8+3.9 0.55 >0.05
months)
Medical disease:
-Diabetes mellitus 9 (15.5%) 11 (17.7%) 7(11.3%) 0.08** >0.05 >
-Hypertension 5(8.6%) 0.19** 0.05
*Mann Whitney test,**Chi square test
Table2. Progestin therapy and clinical outcome
Short MPA Long MPA Fisher’s P -value
regimen (n=58) regimen (n=62) exact test
Repeated Endometrial biopsy
result
-Regression
-Persistence 38 (65.5%) 56 (90.3%) 3.07* <0.05
-Progression 19 (32.8%) 4(6.5%) 3.42 <0.001
1(1.7%) 2 (3.2%) -0.06 >0.05
Relapse (recurrent bleeding) 4(6.9%) 0 1.6 >0.05
Undergo hysterectomy 24(41.4%) 6(9.7%) 3.8 <0.001
*Chi square test
Table3. Adverse effects of progestin therapy
Short MPA Long MPA Chi p-value
regimen (n=58) regimen (n=62) square
General
-Headache 7 (12.1%) 9 (14.5%) 0.12 0.08 | >0.05
-Nausea & vomiting 9 (15.5%) 11 (17.7%) 0.16 -
-Mood changes 6 (10.3%) 8 (12.9%) 0.12
-Weight gain 8 (13.8%) 8 (12.9%)
Gynecologic
-Mastalgia 4 (6.9%) 7 (11.3%) 0.52 >0.05
-Bleeding 10 (17.2%) 11 (17.7%) -0.17 -
-Vaginal discharge 6 (10.3%) 7 (11.3%) 0.12
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Table4. Patient acceptability

Short MPA Long MPA Chi p-value
regimen (n=58) regimen (n=62) square

Overall compliance with therapy:

-Moderate/High/Extreme

-None or slight 30 (57.7%) 48 (77.4%) 211 <0.05
28 (42.3%) 14 (22.6%)

Overall satisfaction with

treatment:

-Very or somewhat satisfied

-Neutral or somewhat not satisfied 32 (61.5%) 50(80.6%) 2.1 <0.05
26(38.5%) 12(19.4%)

Would recommend the drug to

other women:

-Highly or somewhat agree 30 (57.7%) 49 (79%) 2.32 <0.05

-Neutral or somewhat disagree 28(42.3%) 13(21%)

6. DISCUSSION

This study included a total of 120 postmenopausal women presented with bleeding and diagnosed as
EH without atypia via hysteroscopic-guided biopsy because of the fear of incomplete endometrial
sampling upon the use of blind dilatation and curettage or the use of Pipelle sampler.

Because every bleeding in this age group may be caused by endometrial cancer which is the most
common cancer of female genital tract worldwide (8, 9). In addition, hysteroscopy allows for an
accurate diagnosis in benign endometrial pathology and directed biopsies of suspicious lesions in
postmenopausal women (10).

In this study, there was a significant difference between the two groups regarding regression of
endometrial hyperplasia (EH) without atypia (65.5% in the short MPA regimen and 90.3% in the long
MPA regimen) after 6 months of therapy with more acceptability in the long MPA regimen group.

Regression of endometrial hyperplasia without atypia has been reported with a rate of 60-90% with
oral progestin in previous trials (11-13).

The 6 month interval was chosen in this study because it has a better regression rate when compared
with withdrawal after 3 months as proved in previous trials (12, 14).

A recent multicenter randomized trial involving 170 women with endometrial hyperplasia without
atypia, aged 30—70 years was conducted in Norway. Eligible women were randomly assigned to one
of three treatment arms: levonorgestrel-impregnated intrauterine device (LNG-IUS); oral MPA10 mg
administered for 10 days per cycle, or continuous oral MPA 10 mg daily, for 6 months. Regressions
were obtained for all the women in the LNG-IUS group (53/53) and for 96% of the women in the
continuous oral group (46/48). Only 69% of the women in the cyclic oral group were responders
(36/52) (15).

The rate of hysterectomy in our series was 25% (30/120) as a result of persistence or progression and
recurrence of EH under progestin therapy.

Hormonal therapy resistance has been reported in up to 30% of cases of EH, often attributed to the
decreased availability of progestin receptors and alteration of the apoptotic signaling pathway of the
endometrial glandular cells (16).

In this study, there was no significant difference between the two groups regarding the frequency of
adverse effects. Fortunately, most of these events were little annoying and did not require specific
treatment or leaded to stoppage of progestin therapy.

Inability to design a double blind randomized trial and the small number of patients, were the main
limitations of this study.

In conclusion, under the conditions of the present study, long MPA regimen seems more effective and
acceptable therapy in comparison to short MPA regimen in postmenopausal patients with endometrial
hyperplasia without atypia. Larger multicenter studies are warranted to confirm or refute these results.
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