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Effects of Pre_Operation Desogestrel Estradiol in Endometrial
Preparation at Hysteroscopic Polypectomy
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Background: Hysteroscopic surgery is a common gynecologic process in many conditions. Endometrial thinning is the main successful key
for this process associated with many preoperative preparations. This study aimed to evaluate DE (Desogestrel-estradiol) to reduce endometrial
thickness in comparison with the control group.

Materials and Methods: This Randomized clinical trial was done on the patients candidate for polypectomy that were randomly divided into
two groups of intervention and control; the first group received DE OCP (oral contraceptive pill with 30 microgram Ethinyl estradiol + 150
micro gram Desogestrel) once daily from the 1% to 5" day of the menstrual cycle for 21 days and then in the first day of next menstruation cycle,
the drug was used up to one day before hysteroscopy done in the 5" to 8" day of the cycle. The second group received no drugs. Hysteroscopy
was done in the early follicular phase in both groups and all the subjects received one dosage of Misoprostol a night before surgery.

Results: There were no significant differences between the parity, polyp size, and BMI (Body Mass Index) in the two groups. The mean duration
of surgery, mean endometrial thickness before hysteroscopy, the quality of endometrial tissue, and surgeon satisfaction were significantly
difference between the two groups. However, the quality of the surgeon’s vision in the intervention group was better than the control group
but there was no significant difference between the two groups.

Conclusion: Pre-operation endometrial thinning by oral contraceptives such as DE could be an effective method and reduce the duration of
surgery.
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Endometrial preparation for hysteroscopy procedure improves
surgical outcomes, so thin endometrium in the early follicular
phase provides a better diagnosis of a lesion such as myomas
or polyps and better access to intrauterine maneuvers and
interventions.”? GnRH (Gonadotropin-releasing hormone)
agonist drugs, Dienogest, Qlaira, Danazole, etc., are used

INTRODUCTION

Endometrial polyps are one of the most common causes of
abnormal uterine bleeding and histologically involve glands,
stroma, and blood vessels.['! Hysteroscopy is a minimally
invasive approach and also a diagnostic and therapeutic method

for intrauterine and endocervical problems.

In many developed countries, hysteroscopy has replaced
open surgeries with the benefits of surgery-related pain relief,
improved cosmetic results, lower costs, and faster recovery*=l.
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for this purpose!® by reducing the endometrial thickness,
and providing a better surgical view, the good distinction
between normal tissue and pathologic lesions, shorter duration
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of surgery, fewer side effects of surgery (such as the risk of
fluid intravasation) and improves surgeon satisfaction.l'"!
Regarding the cost-effectiveness evaluation of the mentioned
drugs, which have higher prices in some interventions
and due to difficult access to drugs and more side effects,
we decided to investigate the use of Desogestrel-Ethinyl
estradiol (DE) oral contraceptive (0.15 mg Desogestrel
and 30 ug Ethinyl-estradiol) in endometrial preparation at
hysteroscopic polypectomy.

MarteriALs AND METHODS

This randomized clinical trial study was done on one hundred
premenopausal women (age range of 30-45 years) who were
referred to Shahid Beheshti teaching hospital- Isfahan-Iran
from February 2020 to February 202 1. Those who had inclusion
criteria were divided into two groups of intervention (n = 50)
and control (n = 50) by non-selective random method. Based
on the previous researche the samples were calculated as 100
with 80% power, confidence level of 5%, and P value of <0.5.
The study has been registered in the Iranian Registry of Clinical
Trials (www.irct.ir) with the code IRCT20200825048515N28.

Inclusion criteria were to be in premenopausal age, BMI:
23-28, parity: 0-3, hysteroscopic diagnosis of single polyp,
polyp size <2.5 cm, and having normal menstrual periods
during the last 6 months.

Exclusion criteria were endometrial polyp size >2.5 cm,
contraindication of the OCP, having hormone therapy during
the last 12 weeks, utero-adnexal disorders such as cervical
or endometrial cancers, diabetes mellitus (DM), history of
intrauterine surgeries and cardiovascular, hepatic and renal
diseases.

The intervention group received DE OCP (Marolin,
Aboureyhan Co, Iran) daily from the first to the fifth day of
the menstrual cycle for 21 days, and then on the first day of
the next menstruation cycle, the drug was used again up to
one day before hysteroscopy was done in the 5" to 8" day of
the cycle. In the intervention group (OCP group) endometrial
thickness was measured at the study onset (before taking the
first dose of OCP) and one day before the procedure and in the
control group it was done at the study beginning and the day
before hysteroscopy using transvaginal ultrasonography (TVS)
by an expert radiologist.

Hysteroscopy was done in the early follicular phase, in both
groups, and all the polyps were incised by scissors and removed
by hysteroscopic grasper. All the patients have received one
dosage of Misoprostol a night before surgery.

Hysteroscopy was performed under general anesthesia by a
surgeon and a hysteroscope (lens with an outer diameter of
4 mm, Xenon light source with up to 300W, and a 24-inch
monitor). Sterile saline infusion for distention of the uterine
cavity was used. The surgeon who was unaware of the
treatment was asked to score the visual quality of the uterine
cavity Considering visualization of the right and left tubal
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ostia, anterior and posterior wall, and fundus of the uterus (one
score for each parameter) from 0-1 (minimal) to 5 (maximal).
It was measured in the presence of the both researcher and
also the data collector. During hysteroscopic procedure
endometrial features were assessed directly by the vision
and classified as followed: atrophic if the endometrium was
thin, regular, and pale; normal if the endometrial appearance
was compatible with the proliferative phase, normal with
the small hyperplastic area if the only small focused areas
of thickness were observed and hyperplastic if a diffuse
thick polypoid endometrium was presented. Then surgeon’s
satisfaction considering endometrial preparation, visual
quality, and surgical easiness was scored from 0-1 (minimal)
to 5 (optimal). At the end of surgery duration of the procedure
was calculated (from the time of entrance to the exit of the
hysteroscope). Data were analyzed using SPSS version 23.

ResuLts

This study was performed to evaluate the effect of DE
contraceptives on endometrial preparation in hysteroscopic
polypectomy in patients referred to Beheshti Hospital from
2020 to 2021. For this purpose, 50 women in each of the two
intervention and control groups were studied. The age range of
the subjects was 32-45 years and 31-45 years in the intervention
and control groups respectively.

The mean BMI in the intervention group was
25.1 = 1.5 (mean £+ SD) and in the control group was
25.2 &+ 1.6 (mean + SD) kg/m?.

Independent ¢-test showed that the mean number of
pregnancies, body mass index, and age were not significantly
different between the two groups (P > 0.05) [Table 1].

Independent #-test showed that the mean duration of surgery
in the intervention group was significantly shorter than the
control group (P < 0.05), but the mean size of the polyp
and endometrial thickness at the beginning of the study
and endometrial thickness before hysteroscopy were not
significantly different between the two groups (P < 0.05).
Analysis of covariance by modifying endometrial thickness
at the beginning of the study showed the mean endometrial
thickness before hysteroscopy in the intervention group was
significantly lower than the control group (P < 0.05). Paired
t-test showed that the mean endometrial thickness in the

Table 1: Mean number of pregnancies, body mass index
and age in the two groups

Variable Intervention group Control group P
Mean Standard Mean Standard
deviation deviation
Parity (number) 1.3 1 1.2 1 0.56
Body mass 25.1 1.5 25.2 1.6 0.80
index (BMI)
Age (year) 39 38 38.7 4.01 0.90
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intervention group before hysteroscopy was significantly lower
than at the beginning of the study (P < 0.05) but in the control
group, no significant difference was observed between these
two times (P > 0.05) [Table 2].

Mann-Whitney test showed that the quality of endometrial
tissue was significantly better and the surgeon’s satisfaction
in the intervention group was higher than the control
group (P < 0.05). The quality of the surgeon’s vision
in the case group was better than the control group but
there was no significant difference between the two
groups (P > 0.05) [Table 3].

Discussion

Hysteroscopy is best to be performed in a thin endometrium
situation, so it’s easier for the surgeon to explore and evaluate
intrauterine lesions such as polyps and myomas. In this
situation smaller lesions will be better detected and removed,
the operation duration will be shorter and it will be associated
with higher surgeons and patient satisfaction.

Our results showed that although there was no significant
difference between the intervention and control groups
considering endometrial thickness at the beginning of the
study, before hysteroscopy in DE group endometrial thickness
was significantly lower compared to basic endometrial
thickness (P < 0.001) and in the control group there was no
significant difference before hysteroscopy (P > 0.05).

The thin endometrium is a golden success key in
hysteroscopy. Thin endometrium reduces the duration of
surgery and the severity of bleeding. In addition, it makes
intrauterine procedures easier.'! Based on our study data,
Desogestrel-ethinyl estradiol (DE) has an acceptable effect
on the preoperative endometrial preparation of hysteroscopic
surgery in patients that are the known case for endometrial
polyp. So that according to the results of the current study
in the intervention group, there was a significant difference
in the endometrial thickening compared with the control
group. It confirmed the results of the previous studies and
also it significantly decreased the duration of surgery in the
intervention group. Other variables including endometrial
tissue quality and surgeon’s satisfaction were also statistically

Table 2: Mean polyp size, endometrial thickness at the beginning of the study, endometrial thickness before

hysterectomy and duration of surgery in both groups

Variable Intervention group Control group P
Mean Standard deviation Mean Standard deviation

Polyp size (mm) 14.6 3.8 14.2 4.5 0.60

Endometrial thickness at the beginning of the study (mm) 6.2 22 5.84 2.01 0.36

Endometrial thickness before hysterectomy (mm) 5.1 2.3 5.79 2.4 0.001

Duration of surgery (min) 6.2 1.5 73 1.9 0.003

Table 3: Frequency distribution of endometrial tissue, surgeon’s vision quality and surgeon satisfaction in two groups

Endometrial tissue quality Intervention group Control group P
Number Percentage Number Percentage

Atrophic 24 48 16 32 0.01

Normal 15 30 19 38

Normal with small hyperplastic area 6 12 7 14

Hyperplastic 5 10 8 16

Surgeon’s vision quality Intervention group Control group P
Number Percentage Number Percentage

Very poor 0 0 0 0 0.14

Poor 0 0 2 4

Moderate 6 12 6 12

Good 10 20 13 26

Very good 34 68 29 58

Surgeon satisfaction Intervention group Control group P
Number Percentage Number Percentage

Very low 0 0 0 0 0.02

Low 1 2 3 6

Moderate 5 10 8 16

High 14 28 15 30

Very high 30 60 24 48
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significant in the intervention group. Although, the surgeon’s
vision quality has borderline significant effect compared
to the control group. Perhaps the reason that the quality of
the surgeon’s vision was not significantly different, but the
surgeon’s satisfaction was significantly different was that in
addition to the quality of vision, the surgeon’s satisfaction
was affected by the readiness of the endometrial tissue and
the difficulty of the operation. Overall, the findings confirmed
most related previous studies!'?'%! and there were few
differences in this regard.['” It is noteworthy that the drug used
in this study had fewer side effects, price, and duration of use
than drugs used in other studies such as GnRH and Danazol.

In theory, progestin led to endometrial atrophy that plays an
important role to reduce intraoperative endometrial damage
and bleeding, surgery duration, and other postoperative
complications in GYN (Gynecologic) surgeries. It should
be considered that hormonal therapy had some side effects
such as nausea and vomiting, spotting between menstruation,
mastalgia, headache, increased risks of DVT (Deep vein
thrombosis) and PTE (Pulmonary thromboembolism), mood
disorders, weight gain, and female sexual dysfunction.!'”!
Despite this, our study showed no short-term complication in
the intervention group. All Gyn surgeons should be aware of
potential complications of hormonal therapy before surgery
and evaluate risk-benefit before administration of hormonal
treatment. On the other hand, other factors such as insurance
coverage and economic status should be in consideration
for making proper decisions about each patient and every
individual should be evaluated separately.

Based on a systematic review by Lagana et al.['® before
hysteroscopy prescription of Dienogest may be effective and
safe. In another study, it has been reported that desogestrel can
be considered as a hormonal pretreatment before hysteroscopic
procedures. It was clearly effective and assessed as useful by the
operating surgeon in many patients who were orally administered
75 ng daily as a pretreatment and it is a cheap, accessible, safe,
and quite efficient alternative for endometrial preparation
before these procedures, although, the findings are based on
few reports.['? Our findings also support this study but further
studies on the other drugs should be done as well as other RCTs
with more groups. In addition, combined oral contraceptives or
another mixed method should be in consideration.

ConcLusion

Pre-operation endometrial thinning by oral contraceptives such
as DE could be an effective method and reduce the duration
of surgery.

Ethics approval and consent to participate

The current study followed the Declaration of Helsinki on
Biomedical Research Involving Human Subjects and the ethics
committee of Isfahan University of Medical Sciences approved
it (code: IR_-MUI.LREC.1398.641). Afterward, we obtained
the written informed consent from all subjects and randomly
assigned them into two groups using randomized allocation.
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