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What is already known on this subject? AND

What does this study add?

Abnormal uterine bleeding may be associated with different
histo-pathological patterns and change in the Estrogen and

Progesterone receptors expression.

This study will differentiate between histopathology and
estrogen and progesterone receptors expression in normal women

versus women with abnormal uterine bleeding.

1. INTRODUCTION

Abnormal uterine bleeding formerly known as dysfunctional
uterine bleeding is irregular uterine bleeding that occurs in the
absence of recognizable pelvic pathology, general medical disease, or
pregnancy thus reflecting a disruption of the normal cycling pattern

of the ovulatory hormones (Takreem et al., 2009).

Abnormal uterine bleeding is one of the most common
morbidities that require women to seek medical attention in
gynecology outpatient clinics. It is unlike the menstrual bleeding in
duration and amount. Most commonly in the form of menorrhagia
(32%) and perimenopausal bleeding (28 %) (Nicula et al., 2017).

Abnormal uterine bleeding can be presented as menorrhagia,
polymenorrhagia, metrorrhagia, menometrorrhagia or spotting.
Menorrhagia represents bleeding at regular intervals but in larger
amounts and longer duration than normal cycle.Polymenorrhagia

represents bleeding at shorter intervals than normal and also in
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excessive amounts. Meanwhile, Metrorrhagia is irregular bleeding
pattern. Menometrorrhagia mixed irregularity in pattern and

excessiveness.

In June 2011 International Federation of Gynecology and
Obstetrics (FIGO) gave PALM COEIN classification of abnormal

uterine bleeding for non-gravid women in reproductive age groups.

PALM stands for Polyp, Adenomyosis, Leiomyoma,
Malignancy and hyperplasia.

COEIN stands for Coagulopathy, Ovulatory Disorder
Endometrium, Iatrogenic and Not Classified (Munro et al., 2011).

PALM group is structural and can be diagnosed by imaging
techniques, and/or by histopathology. However, COEIN group
contains entities that cannot be diagnosed by imaging or

histopathology alone

Other investigations and proper clinical history will help in

further classifying the COEIN group(Munro et al., 2011).

AUBL.E is diagnosis of exclusion and at present no specific
test is available to diagnose this group. It is mostly due to any one of
these mechanisms: Estrogen breakthrough bleeding, Estrogen
withdrawal bleeding or Progesterone breakthrough bleeding (Speroff
et al., 1994).

Estrogen and progesterone hormones are mainly produced by
the ovary in fluctuating patterns throughout the ovarian cycle under
the effect of the gonadotrophic FSH, LH hormones released from the
anterior pituitary gland. They directly control the uterine cycle with

their effect on the endometrium during its proliferative and secretory

C



Protocol

phase respectively.

They work by acting on specific nuclear receptor proteins;
Estrogen Receptor (ER) and Progesterone Receptor (PR). These
receptors are present in endometrial stromal and glandular cells

(Clark, 1979).

Estrogen (ER) and Progesterone (PR) receptors are placed in
nuclear steroid receptor superfamily (Mylonas et al., 2005). They

mediate their effect through intraand extranuclear receptors.
ER exists in 2 main forms, ER-ocand ER-B(Klinge, 2001).

PR receptor occurs in PR A and PR B (Clark, 1979).

Assessment of the receptors can be done by
Immunohistochemistry IHC technique, which aids in assessing tissue
distribution and intensity of the receptors in glandular and stromal

cells (Press, 1988).

IHC may be a useful investigation, which can be used along
with pelvic ultrasound and histopathology of endometrial biopsies in

diagnosis and management of AUB in reproductive age group.

2.AIM/ OBJECTIVES

To compare between the histomorphological classification and the
estrogen and the progesterone receptors distribution in the
endometrium of normal women vs. women with abnormal uterine

bleeding.
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3. METHODOLOGY:

Patients and Methods/ Subjects and Methods/ Material and
Methods

Womenbetween the age of 20 and 40 years will be included

in this study.
Type of the study

Cross sectional comparative study.
Study settings

The study will be conducted at Ain Shams University
maternity hospital inpatient units and the gynecology outpatient

clinic.
Sample size

60: 30 cases per group
Sample size justification

Sample size was calculated using PASS®version 11 program,
setting the type one error (a) at 0.05 (95% confidence interval and the
power (1.p) at 0.8 results from a previous study (Pieczynska et al.,
2011)showed that ER score among control was 5.5 + 3.6, while
among RPL it was 12.1£7. calculation according to this values
produced a minimal sample size of 15 cases per group (Hintze et al.,

2011).
Study population

60 patients will be included in this study




