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SURTRICTY

Summary

Abnormal uterine bleeding (AUB) is a common complaint that
affects virtually every woman at some point of her life. AUB is a source
of great concern to those affected. Bleeding is frequently associated with
fatigue, discomfort, and depression that affect the quality of life,
including limitation of activily and alterations in sexual functions.

AUB is estimated to be responsible for about 20% of gynaecologic
related visits to physicians in the United States. It is estimated that more
than half a million hystcrectomies because of AUB are performed
annually in USA,

In the Libyan Arab Jamahiriya, large numbers of women are visiting
gvnaecologic sections in hospitals and private clinics because of AUB.
The size of the problem is not exactly documented. We also have
particular habits which may influence the problem; for example the
younger age of marriage for girls and the paucity of contraceplion
measures, which increase the parity with its consequent problems.

This work investigates the problem of abnormal uterine bleeding in
the Jamahiriva beginning by a limited study in 1bn Sina hospitat in Sirte.
The materials are obtained from patients presenting to the hospital
complaining of AUB during the period of the study. Clinical and
laboratory examination were performed. Biopsy materials were also
obtained from patients. Both D&C biopsy and hysterectomy specimens
were included.

Biopsy materials of all cases were examined by the routine H & E
light microscopy technique. Some cases were also examined by the
transmission electron microscope.

According to hospital admission records, a total number of 4925

women attended the hospital during 16 months from January 1% 2007 to



Summary

April 30™ 2008. About 11.9 % {587) of the total admission is aitributed to
AUB. This figure 1s lower than figures in USA and Australia (19.1 % and
30 %, respectively), most probably dtc Lo strict instrance programs of the
health care in these western countrics and the conservative attitude of our
ladies to consult doctors for all gynacvolopic problems.

The number of 587 cases presented ws AU inchnles; 342 (58.26 %)
had pregnancy related AUB, while 245 (41.73 %5) had AUD not retated (o
pregnancy. The cases are classified into 18 groups according to the causes
of AUB.

In the present study the most [tequent couse of AUB was atiributed
lo simple endomelrial hyperplasia (23.67%). The majuiity of cases (65.5
%) were in the perimenopausal age, 22.4 % were in the child-bearing
period, and 12.1 % were in the postmennpausal age.

The sccond main cause of AUD is (e disordered proliferative
endometrium {14.28 %). This is usually reloted o anovulnory cycles,
where we find proliferative endomatrium at the timce of the cyeje when a
secretory pattern is expected. The majority of the cases (68 56) are in the
child-bearing age group and this agrees with the fhel tud anuvilatory
cycles are seen in this age group,

Leiomyoma is the third common cause of AU in the studicd proup.
It represents 12.65 % in the cases of AUDB no! related to pregnancy. This
agrees with the results (14 %) obiained in UK iy the year 1995, It was
noted that 70.9 % of these patients were single and this agrees with other
studies which showed that leiomyoma are more comminen fn nulliparous
WO

Problems related to secretory phase of the mmenstiual cycle were seen
in 11.83 % of cuses of AUB. The nican nge group was 35.24 years, which
coincides well with being in the child-bearing wroup, All women in this

groun veere marricd and 86.2 % had living clibidren.
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Stmmary

In the present study, the fifth common cause (10.2 % of the cases)
was the presence of atrophic endometrium. This group included relatively
older women with a mean age of 57.36; 60 % of them were in the
postmenopausal age group, while 40 % were in the perimenopausal age
group. Atrophic endometrium is known to be responsible for AUB in up
to 8¢ % of postmenapausal women.

The rest of the cases were due to other causes in small percentages.
These include; complex endometrial hyperplasia (8.16 %), endometrial
polyps (8.16 %), cervical polyps (4.48 %), irregular shedding of the
endometrium (2.04 %), adenomyosis (1.63 %}, non-specific {1.63 %} and
specific (0.81 %) chronic endometrium and carcinoma of the body of the
uterus (0.81 %).

A total number of 342 females had AUB related to pregnancy. They
include molar pregnancy, ectopic pregnancy, and seme miscellaneous
causes. However, the majority of the cases {74.5 %) were related to

variable stages of abortion.
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Introduciion : +

Introduction

Abnormal uterine bleeding (AUB) is a common complaint that
affects virtually every woman at some point in her life. AUB is a source
of great concern to those affected. Bleeding is frequently associated with
fatigue, discomfort, and depression, thus having a detrimental effect on
quality of life, including limitation of activity and alterations in sexual
functions. AUB imposes as well a significant financial burden as a result
of missed workdays and the cost of medical and surgical weatment (Uy,
2007, Kuppermann et al., 2004; Munro, 2001; O'Leary & Tcjura, 2003).

AUB i1s estimated to be responsible for about 20% of gynaecologic
related visits to physicians in the United States (Albers ct al,, 2004). It is
estimaled that more than half a million hysterectomies because of AUB
are performed annually in USA (Uy, 2007, Munro, 2000; Ornel &
Schrager, 1999),

In the Libyan Arab Jamahiriya, large numbers of women are visiting
gynaccologic sections in hospitals and private clinics because of AUB.
The size of the problem is not exactly documented, We also have
particular habits which may influence the problem; for example the
younger age of marriage for girls and the paucity of contraception

measures, which increase the parity with its consequent problems.
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Aim of the work

Aim of the work

The aim of this work is to investigate the problem of abnormal
uterine bleeding in the Jamahiriya beginning by a limited study in lbn
Sina hospital in Sirte with the following objectives:
¢ Evaluation of incidence of wvarious causes of AUB by tissue
examination, using light microscopy and transmission electron
microscopy.

¢ Correlation of histopathological findings with age, parity, and other
associated lesion.

+ Comparison of the findings with the recent literature.

+ A trial to plan preventive methods to control the causes of this serious

problem (AUB) aflecting women health in the Jamahiriya.
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Literature Review

The female reproductive system includes the paired ovaries,
Fallopian tubes (oviducts), the uterus, and the vagina {fig. 1).

The reproductive organs are incompletely developed and remain int a
state of rest until gonadotropic hormones secreted by the pituitary gland
signal the initiation of puberty. Thereafter, many changes 1ake place in
the entire reproductive system, including further differentiation of the
reproductive organs, culminating in menarche, the first menstrual flow,
ranging from 9 to 15 vears of age with an average age of 12.7 years. After
the first menstrual flow, the menstrual cycle, which involves many
hormacenal, histological, and psvchological changes, is repeated each
month (2§ days) throughout the entire reproductive years unless it is
nterrupted by pregnancy. As a woman approaches the end of her
reproductive years, her menstrual cycles become less regular as hormonal
and neurological signals begin to change, and menopause is initiated.
Eventually, menstrual cvcles cease after menopause, and limited

mvolution of the reproductive organs occurs (Gartner & Hiatt, 2001).

Qogenesis:

Female sex cells, or gametes, develop in the ovaries by a form of
meiosis called oogenesis. Early in fetal development, primitive germ cells
in the ovaries differentiate into cogonia. These divide rapidly to form
thousands of cells, stili called cogonia, which have a full complement of
46 chromosomes (23 pairs). Qogonia then enter a growth phase, enlarge,
and become primary ococytes. The diploid {46 chromosomes) primary
aocytes replicate their DNA and begin the first meiotic division, but the
process stops in prophase and the cells remain in this suspended state

until puberty. Many of the primary oocytes degenerate before birth, but
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even with this decline, the two ovaries together contain approximately
700,000 oocytes at birth. This is the lifetime supply, and ne more will
develop. By puberty the number of primary cocytes has further declined
to about 400,000 (Gartner & Hiatt, 2001),

Beginning at puberty, under the influence of follicle-stimulating
hormone, several primary oocytes start 10 grow again €ach month. One of
the primary cocytes seems to outgrow the others and it resumes meiosis [.
The other cells degenerate, The large cell undergoes an unequal division
so that nearly all the cyloplasm, organclles, and half the chromosomes go
to one celi, which becomes a secondary oocyte. The remaining half of the
chromosomes go to a smaller cell called the first polar body. The
secondary oocyte begins the second meiotic division, but the process
stops in metaphase. At this point ovulation occurs. If fertilization occurs,
meiosis II continues. Again this is an unequal division with all of the
cytoplasm going to the ovum, which has 23 single-stranded
chromosomes. The smaller cell from this division is a second polar body,
If fertilization does not occur, the second meiotic division is never

completed and the secondary oocyte degenerates {Gartner & Hiart, 2001),

Ovarian Follicle Development:

An ovarian follicle consists of a developing oocyte surrounded by
one or more layers of cells called follicular cells (fig. 2).

At the same time that the cocyte is progressing through meiosis,
corresponding changes are taking place in the follicular cells. Primordial
fotlicles, which consist of a primary oocyte surrounded by a single layer
of flatiened cells, develop in the fetus and are the stage that is present in
the ovaries at birth and throughout childhood.,

Beginning at puberty follicle-stimulating hormone stimulates
changes in the primordial follicles. The follicular cells become cuboidal,
the primary oocyte enlarges, and it is now a primary follicle. The follicles

13
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continue to grow under the influence of follicle-stimulating hormeone, and
the follicular cells proliferate to form several layers of granulosa cells
around the primary oocyle. Most of these primary follicles degenerate
along with the primary oocytes within them, but usually one continues to
develop each month. The granulosa cells start secreting estrogen and a
cavity, or antrum, forms within the follicle. When the antrum starts to
develop, the follicle becomes a secondary follicle. The granulosa cells
also secrete a glycoprotein substance that forms a clear membrane, the
zona pellucida, around the oocyte, After about 10 days ol growth the
follicle 1s a mature vesicular (Graafian) follicle, which forms a blister an
the surface of the ovary and contains a secondary oocyte ready for
ovulation {Gartner & Hiatt, 2001).

Ovulation:

Ovutation, prompted by luteinizing hormone from the anterior
pituitary, occurs when the mature follicle at the surface of the ovary
ruptures and releases the secondary oocyte into the peritoneal cavity. The
ovulated secondary oocyte, ready for fertilization, is still surrounded by
the zona pellucida and a few layers of cells called the corona radiata. I it
is not fertilized, the secondary cocyte degenerates in a couple of days. Ifa
sperm passes through the corona radiata and zona pellucida and enters the
cytoplasm of the secondary oocyte, the second meiotic division resumes
to forms a polar body and a mature ovum.

After ovulation and in response to luteinizing hormone, the portion
of the follicle that remains in the ovary enlarges and is transformed into a
corpus luteum. The corpus luteum 15 a glandular structure that secretes
progesterone and some estrogens. [ts fate depends on whether fertilization
occurs. If fertilization does not take place, the corpus lutcum remains
functional for about 10 days then it begins to degenerate into a corpus
albicans, which is primarily scar tissue, and its hormone cutput ceases, If

14
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fertilization oceurs, the corpus luteum persists and continues its hormone
functions until the placenta develops sufficiently to secrete the necessary
hormones. Again, the corpus luteum ultimately degenerates into corpus
albicans, but it remains functional for a longer period of time {Gartner &

Hiatt, 2001},
The Uterus:

The uterus is a muscular organ that receives the fertilized oocyte and

provides an appropriate environment for the developing fetus, Before the
first pregnancy, the uterus is about the size and shape of a pear, with the
parrow portion directed inferiorly. After childbirth, the uterus is usually
larger, but regresses after menopause.

The uterus wall consists of three layers; the lining endometrium, the

muscular myometrium, and the covering serosa or perimetrium.

The Endometrium:

Embryolegically, the human endometrium is of mesodermal origin,
and constitutes the mucosal lining of the fused Mullerian ducts of the
uterus (Ferenczy & Bergeron, 1991}

The endometrium consists of a single layer of columnar epithelium,
resting on a layer of conncctive tissue (the stroma) which varies in
thickness according to hormenal influences. Simple tubular uterine
glands reach from the endometrial surface through to the base of the
stroma, which also carries a rich blood supply of spiral arteries.

In a woman of reproductive age, two layers of endometrium can be
distinguished. These two layers occur only in endometrium lining the
cavity of the uterus, not in the lining of the Fallopian tubes:

o The functional layer (or zona functionalis) is adjacent to the uterine
cavity. This layer is built up after the end of menstruation during the

proliferative phase. Proliferation is induced by estrogen (follicular phase

15



Literature Review

of menstrual cycle), and later increased by the progesterone from the
corpus luteum (luteal phase). It is adapted to provide an optimum
environment for the implantation and growth of the embryo. This layer
is completely shed during menstruation.

e The basal layer {or rona busalis), adjacent to the myometrium and
below the functional layer, is not shed at any time during the menstrual
cycle, and from it the functional layer develops.

In the absence of progesterone, the arteries supplving blood to the
functional layer constrict, so that cells in that layer become ischaemic and
die, lcading to menstruation.

The normal endometrium consists of both epithelial (surface and
glandular} and mesenchymal (stromal and vascular} elements, which
during reproductive years first synchronously proliferate, then

differentiate, and finally disintegrate at roughly monthly intervals.

Endometrial Epithelium:

The endometrial glandular and surface epithelia are both composed
of four morphoelogically distinct cells; the proliferative cells, the secretory
cells {two of which are functional variants of the same cell), and the
ciliated cells.

A. The Proliferative or Basalis-tvpe Cell:

The basalis-type cells and the proliferative cells of the functionalis
are morphoelogically quite similar. These cells both have high nucleus-to-
cytoplasm ratios and clongated sausage-shaped nuclei with dense
chromatin and inconspicuous nucleoli. The cytoplasm is scanty and
generally basophilic. Mitotic figures are common in the cells of the
functionalis during the proliferative phase. When proliferative cells are
the predominant cell type composing the epithelium (as in the
proliferative endemetrium), the nuclet appear pseudostratified (Sternberg,
1992).

16
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o Ultrastructure of Proliferative Cells:

Proliferative pland cells have well developed mitochondria. The
Golgil apparatus has vesicles from which originate membrane-bound
hydrophilic enzymes containing electron-dense primary lysosomes. Free
and bound ribosomes which provide basic proteins are seen. Bundles of
intermediate filaments serve as a cytoskeleton to the tall late proliferative
gland cells.

Surface gland cells acquire numercus cilia and microvilli. Ciliary
shafts have a strong forward and slow recovery ciliary beat pattern. Cilia
are numerous around glands openings. These features are consistent with
their role in facilitating mobilization and distribution of endometrial
secretions during the progestational phase of the menstrual ¢ycle. Surface
microvilli serve to increase the overall cell surface, This situation
enhances secretory, excretory, and adsorptive functions of gland cells
(Ferenczy, 1976).

B. The Secretory Cell:

The characteristic cytoplasmic differentiation of the endometrial
epithelial cell is nonmucinous secretion. Soon after ovulation, secretory
products accumulate in a subnuclear location in the proliferative cells;
these products gradually shift to a supranuclear position and are
ultimately discharged into the glandular lumens.

This sequence of changes results in two easily recognizable
secretory cell types: vacuolated and nonvacuoclated secrctory cells. The
vacuolated cells have a nucleus similar to thosc seen in proliferative
phase cells, whereas the nonvacuolated secretory cells possess nuclei that
are quite distinct from those seen in proliferative phase cells, In contrast
to the dense, intensely basophilic, elongated nuclei of the proliferative

cells; the nuclei of the nonvacuolated secretory cells are rounded and

17
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vesicular, they have uniformly dispersed chromatin, and occasicnally
nucleoli become prominent (Sternberg, 1992).

The non vacuolated secretory cells have uniform, moderately dense
eosinophilic cytoplasm and often a frayed luminal border.

Another type of sceretory cells s encountered, one that closely
resembles the secretory cell of the fallopian tube. This cell has an
elongated nucleus with coarse chromatin, a moderate amount of densely
eosinophilic cytoplasm, and a rounded luminal bleb similar to those
found in apocrine glands.

These cells are commonr in the surface epithelium and occasionally
may line an entire endometrial gland. Some of these cells may in fact
represent "exhausted” ciliated cells (Sternberg, 1992).
¢ Ultrastructure of Secretory Cells:

On the 16™ day of the menstrual cycle, small cylindrical vacuoles
appear at the base of the gland cells in the functional layer. Otherwise, the
epithelium is indistinguishable from that of the late proliferative phase;
the glands cells remain tall with pseudostratified nuclei.

The vacuoles correspond to pools of glycogen granules.
Mitochondrial gigantism, with increased numbers of cristae, occurs in
response to the increased demand of energy for glycogen metabolism
{Ferenczy ¢t al., 1979; Wilikinson et al., 1990).

At the ulbrastructural level, ovulation is manifested by the
appearance of giant mitochondria and the socalled nucleolar channel
system {NCS) formed by the helical enfolding of the nuclear membranes
into the nuclear or nucleolar substance of the gland ceil (More et al.
1974). NCS is seen as early as the 15" day of the cycle, but its
significance is not known. These structures are unique 10 women and are
seen only during the postovulatory phase {Wilikinson et al.,1990). The

nucleolar channel system (NCS) is a well-established ultrastructural

18
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i

hallmark of the postovulation endometrium. [ts transient presence has
been associated with human fertility. Nevertheless, the biogenesis,
composition, and function of these intranuclear membrane cisternae are
unknown {Kittur et al., 2007),

C. The Ciliated Cells:

The ciliated cells of the endometrium are consistently present in
endometrial specimens and presumably represent one line  of
differentiation open te the basalis-type cell. They are more prominent
near the uterine isthmus and during the proliferative phase {Denholm &
More, 1980; Masterton et al., 19735; Schueller, 1968).

Ciliated cells have distinctive round, smoothly contoured vesicular
nucle! containing finely stippled chromatin. The nuclear features remain
relatively unchanged throughout cell development, but the configuration
and location of ciliated cells vary as a function of the stage of
ciliogenesis,

The earliest identifiable ciliated cells are situated adjacent to the
basal lamina of the gland and are roughly pyramidal in shape. They
possess distinctively clear eytoplasm with central round nuclei.

o Ultrastructure of Ciliated Cells:

A rounded cytoplasmic zone containing eosinophilic fibritlary
material can be identified with routine stains. This zone corresponds to
the intracytoplasmic cilia seen with the electron microscope. When the
growing cilated cells reach the luminal surface the cilia are exposed to
the glandular lumen. Initially, the luminal surface of the ciliated cell is
concave, but as the cell continues its development this surface becomes
convex, ultimately, the cilia may pinch off as a merocrine secretion.
During this stage the cell has a characteristic f{usiform-to-pear shape.

Ciliated cells can come to predominate the cellular population of glands,

19
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and when they do the term "ciliary metaplasia® has been used (More,
1974},
Endometrial Glands:

The nomal endometrial gland is lined by simple cuboidal-to-columnar
epithelium, which, during the proliferative phase, appears to be stratified
(1.e., 1t is pseudostratified). Duning the early proliferative phase, the
glands are straight and have narrow lumens. Beginning in the mid-
proliferative period and lasting throughout the rest of the cycle, the glands
exhibit increasing degrees of coiling, but not branching. This results in
the serrated saw-loothed appearance of the glands in the late secretory
and menstrual endometrium. The surface epithelium 1s composed
predominantly of apocrine-like secretory cells and ciliated cells, and has a

relatively constant appearance throughout the cycle {(Sternberg, 1992).

Endometrial Stroma:

The dense, irregular collagenous connective tissue of the lamina propria
15 highly cellular and contains star-shaped cells, macrophages,
leukocyies, stromal granulocytes, and abundance of reticular fibers
(Gartner & Hiatt, 2001).

The endometrial stromal cells elaborate a reticulin framework that
becomes progressively denser as the endometrium develops during the
menstrual cycle, so that by the late secretory phase each stromal cell is
enmeshed in reticulin, This framework undergoes dissolution during
menstruation, The stromal intercellular space is also rich in high
molecular weight mucopolysaccharides during the mid-proliferative and

late secretory phase (Sternberg, 1992).
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A, Stromal Cells:

The endometrial stromal cell is the predeminant cellular component
of the stroma and its appearance varies greatly with the stage of the
menstrual cycle (Sternberg, 1992).

During the early proliferative phase these cells have scant indistinct
cytoplasm and densc oval-to-fusiform nuclei. This undifferentiated
appearance is reflected ultrastructuraily in the paucity of cytoplasmic
organelles. As the menstrual cycle proceeds, the stromal cells become
more elongated and acquire more cytopiasm.

During the late proliferative phase and well into the secretory phase,
clectron microscopy reveals increasing amounts of rough endoplasmic
reticulum and extracellular collagen.

Toward the end of the secretory phase, the stromal cells in the
perivascular region become rounded, acquire meore cytoplasm, and
develop wvesicular nuclei with  occasionally prominent nucieoli.
Cwtoplasmic borders become generalized and fully developed, so that the
entire endometrial stroma is transformed into sheets of cells with sharp
and distinct cytoplasmic borders, abundant cytoplasm, and centrally
placed vesicular nuclei. This unique Mullerian stromal transformation is
called decidualization when fully developed e.g. during pregnancy, and
predecidualization when partially developed, e.g. during the late secretory
phase of the menstrual cycle (Keams & Lala, 1983).

Ultrastructurally, the abundant cytoplasm of the decidual cell is
populated by dilated rough endoplasmic reticulum, Gelgi apparatus, and
distinctly small mitochondria. Decidual cells form basal iamina and have
complex intercellular imterdigitations and tight junctions (Stemberg,

1992).
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B. Stromal Granulocytes:

A second prominent cellular constituent, particularly in the late
secretory phase, is the stromal granulocyte. Early ultrastructural and
histochemical studies suggested that a subset of these granulocytic cells
was distinct from the marrow-derived granulocytes, and it was thought
that such cells were responsible for relaxin production and were
histogenetically rclated to the endometrial stromal cell (Cardell et al.,
1969; Bryani-Greenwood, 1982; Dallenbach-Hellweg et al., 1965; Yki-
Jarvinen et al., 1983; Weiss, 1984; Dallenbach-Hellweg, 1981). In recent
years with the use of modern immunohistochemical techniques it has
become apparent that the stromal granulocytes are hematolymphoid cells
and represent either a subpopulation of T lymphocytes or macrophages
{Bulmer & Sunderland, 1983; Press & King, 1986; Marshall & Jones,
1988; Kamat & Issacson, 1987; Bulmer et al., 1988).

Lymphocytes are normal constituents of the endometrial stroma and
may aggregate to form lymphoid follicles (Tabibzadeh, 1990; King ct al.,
1989; Morris ct al., 1985; Sen & Fox, 1967). 1t has traditionally been
held that plasma cells are abnormal. Certainly this is plausible when
many are present, although the pathological significance of scattered
plasma cells is unknown (Sternberg, 1992).

The ordinary neutrophil is typically present in the normal menstrual
and immediately premenstrual endometrium {Sternberg, 1992).

C. Stromal Foam Cells:

Frequently, cells with bean-shaped nuclei and abundant vacuolated
lipid-containing cytoplasm are present in the cndometrial stroma
stimulated by estrogen. These have been termed stromal foam cells, and
their origin has been disputed. Dallenbach-Hellwig believes them to be of
stromal rather than histiocytic origin (Dallenbach-Hellweg, 1981,

Dallenbach & Rudolph, 1974).
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Endometrial Vasculature:

The endometrial vasculature exhibits a unique adaptability
throughout the reproductive years; it is centrally involved 1in menstruation
and is responsible for forming a successful interface with the fetal
circulation. The spiral arterioles of the endometrium are the primary site
of these activities {Burchell et al., 1978).

The radial arteries of the endometrium derive from the myometrial
arcuate system. As the radial arteries course toward the uterine cavity
they give off basal branches (supplying the basalis) and then continue as
endomctrial spiral arterics (supplying the functionalis). The basal arteries
are unresponsive to steroid hormones, whercas the spiral arteries respond
to varying hormone levels both by proliferation and, during the luteal
phase of the menstrual cycle, by intermitient contraction.

In the carly proliferative phase the sprouting spiral arteries arc thin-
walled and straight. As the proliferative phase proceeds, they, along with
the glands, become coiled and their walls increase in thickness. During
the luteal phase this growth continues. [f implantation fails to occur,
declining steroid levels are accompanied by longer and longer periods of

vascular contraction. This results i 1schemic necrosis of the functionalis

and its subsequent sloughing (Farrer-Brow et al., 1970).

The Normal Menstrual Cvycle:

To understand abnormal uterine bleeding, it is important to review
the normal menstrual cycle. There ts tremendous cycle variability among
women. A typical cycle interval vartes from 21 to 35 days, with an
average duration of blood flow of 2 to 8 days. Estimated blood loss in a
normal menstrual ¢ycle is between 30 and 80 ml (Bayer & DeChemey,

1993).
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The menstrual cycle is regulated by the pituitary-hypothalamic axis.
The production of gonadotropin-releasing hormone (GnRH) from the
hypothalamus causes secretion of follicle-stimulating hormone (FSH) and
luteinizing hormone (L11) from the pituitary (Fazio & Ship, 2007).

Under the influence of FSH, several ovarian follicles begin to
develop. The ovary subsequently produces more estrogen with this
stimulation, which functions as a negative feedback on FSH, allowing all
but one or two dominant follicles to persist. During this phase, estradiol
feedback on the pituitary causes increase in LH secretion, which causes a
small amount of progesterone production, stimulating an LH surge 34-36
hours before foilicle rupture and ovulation. Once this occurs, the ovarian
granulosa cells produce progesterone for about 14 days but involutes
thereafter unless pregnancy is established.

Estrogen acts to increase the thickness and vascularity of the
endometrial lining; progesterone increases its glandular secretion and
vessel tortuosity, Withdrawal of sex steroids by involution of the corpus
luteum resulis in endemetrial sloughing and menstrual bleeding (Fazio &
Ship, 2007).

Menopause occurs when a woman's reproductive cycles stop. This
period is marked by decreased levels of ovarian hormones and increased
levels of pituitary follicle-stimulating hormone and luteinizing hormone.
The changing hormone levels are responsible for the symptoms

associated with menopause (Gartner & Hiatt, 2001).
Phases of the menstrual cycle:
The events of the menstrual ¢ycle are shown in fig. 3. The menstrual

cycle is divided into three phases (Mayeaux, 2005} as follows:
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A. Menstrual phase {days 1-4):

The first day of a typical cycle (day 1) corresponds to the first day
of menses, which involves the disintegration and sloughing of the
functional fayer of the endometrium.

B. Proliferative (follicular) phase {davs 5-14):

It is marked by endometrial proliferation brought on by estrogen
stimulation. During the follicular phase, FSH levels increase, causing a
dominant follicle to mature and produce estrogen in the granulosa cells,
With estrogen elevation, menstrual flow ceases, the endometrium
proliferates, and positive feedback is exerted on LH, resulting in the
ovulatory phase (Speroff et al., 1999).

The estrogen is produced by the developing ovarian follicles under
the influence of follicular stimulating horrnone (FSH). There 1s a marked
cellular proliferation of the endometrium and an increase in length and
coiling of the spiral arteries. Endometrial glands develop and contain
some glycogen. This phase ends as estrogen production peaks at day 14,
trigeering the FSH and luteinizing hormone (I.H) surge, and ovulation
(Neese, 1989).

Secretory (luteal} phase (days 15-28):

This phase is marked by production of progesterone and less potent
estrogens by the corpus luteum (Bayer & DeCherney, 1993). The
functionalis layer of the endometrium increases in thickness, and the
stroma becomes edematous. The glands become tortuous with dilated
lumens and stored glycogen. 1f pregnancy occurs, the placenta produces
human chorionic gonadotropin {HCG) to replace progesterone, and the
endometrium (and pregnancy) is maintained.

If pregnancy does not occur, the estrogen and progesterone feed
back to the hypothalamus, and FSH and LH production fails. The spiral

arteries become coiled and have decreased blood flow. At the end of this

26



Literatiire Review

period, they alternately contract and relax, causing disintegration of the
functienalis layer and menses (Mayeaux, 2005).

The normal pattern of menstruation begins between 12 and 13 years
of age, with a range of 9-16 yecars. It may take up to 5 years to establish
orderly ovulatory cycles (Shangold et al., 1990; Prior et al., 1982). The
average age of menopause is 51 (range, 45-55). The mean interval of the
cycle is 28 days (range, 21-35), and duration of the mense is 4 days
(range, 2-7). Average blood loss determined by laberatory metheds is 35
mL. About 95% of women lose less than 60 ml., and blood loss above
60-80 mL correlates with significantly lower hemoglobin and serum iron

levels (Wall & Roos, 1990; Shoupe et al., 1991; Kaunitz, 1993).
Abnormal Uterine Bleeding (AUB):

Abnormal uterine bleeding is a common but complicated clinical

presentation. Except for self-limited, physiologic withdrawal bleeding
that occurs in some newborns, vaginal bleeding before menarche is
abnormal (Flill ¢t al., 1989).

[n women of childbearing age, abnormal uterine bleeding includes
any change in menstrual-period frequency or duration, or amount of
flow, as well as bleeding between cycles {Livingstone & Fraser, 2002).

In postmenopausal women, abnormal uterine bleeding includes
vaginal bleeding 12 months or more after the cessation of menses, or
unpredictable bleeding in postmenopausal women who have been

receiving hormone therapy for 12 months or more (Lethaby ¢t al., 2003).
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Table 1: Terms used to describe abnormal patterns of uterine
bleeding {Speroff et al., 1999),

Condition Definition

Amenorrhea Absence of menses > 6 months.

Intermenstrual Bleeding between regular cycles,

Menometrorrhagia | Prolonged or excessive bleeding at irregular
intervals.

Menorrhagia Prolonged (>7 days) or excessive bleeding (> 80

thypermenorrhea) | ml) at regular intervals.

Metrorrhagia Bleeding at irregular and frequent intervals.

Oligomenorrhea Regular bleeding at intervals of > 35 days.

Polymenorrhea Regular bleeding at intervals of < 21 days.

Dysfunctional Excessive endometrial bleeding that is not

uterine bleeding related to anatomic or systemic disease
(anovulatory bleeding).
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Etiology of abnormal uterine bleeding:

Abnormal uterine bleeding is a common event that may occur in the
prepubertal age group, the reproductive age group where it includes
pregnancy related conditions, and in the postmenopausal age group.
AUB vary depending on a woman's reproductive status. The evaluation
of symploms is most easily approached by considering whether a patient
is premenopausal, perimenopausal, or pestmenopausal. While
considerable overlap in ctiology may occur, there are important
differences regarding differential diagnosis, evaluation, and management
in each group.

A.AUB in prepubertal age group (before menarche):

Malignancy, trauma, and sexual abuses are potential causes of
abnormal uterine bleeding before menarche. A pelvic examination
(possibly under anesthesia) should be performed, because a reported 54
percent of cases invelve focal lesions of the genital tract, and 21 percent

of these lesions may be malignant (Hill et al., 1989).

B. AUB in the childbearing age {reproductive age):

Pregnancy is the first consideration in women of childbearing age

who present with abnormal uterine bleeding (Shwayder, 2000; Oriel &
Schrager, 1999). Potential causes of pregnancy-related bleeding include
spontancous pregnancy loss (miscarriage), ectopic pregnancy, placenta
previa, abruptio placentae, and trophoblastic disease. Paticnts should be
questioned about c¢ycle patterns, contraception, and sexual activity. A
bimanual pelvic examination (seeking uterine enlargemecnt), a beté-
subunit human chorionic gonadotropin test, and pelvic ultrasonography
are useful in establishing or ruling out pregnancy and pregnancy-related

disorders. These disorders include; implantation, ectopic pregnancy,
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abortion, molar pregnancy, placenta previa, placenta abruption, and

uterine rupture {Fazio & Ship, 2007),
C.AUB in premenopausal age group:

In this age group, after excluding pregnancy, ovulatory versus
nonovulatory bleeding is the most important cause (Fazio & Ship, 2007);
I. Pregnancy:
a. Ectopic pregnancy.
b. Spontaneous abortion.
¢. Placenta previa abruption.
Polycystic ovarian syndrome.
Hypothalamic dysfunction.
Endocrine dysfunction,
Uterine disease (fibroids).
Cervical disease.
Vaginal and vulvar diseases.

Medications (oral contraceptives).

I I T

. Systemic illness {coagulopathies).

D. AUB in perimenapausal age group:

Four major conditions are responsible;
1. Pregnancy.
2. Anovulation (dysfunctional uterine bleeding).
3. Fibrotds.
4, Endometrial disease.

Dysfunctional Utcrine Bleeding {DUB):

Dysfunctional uterine bleeding is defined as abnormal uterine
bleeding caused by a hormonal mechanism. Any alteration of the normal

menstrual cycle mechanisms can lead to steady-state estrogen production
and DULR.
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¢ Pathophysiology:

DUB is most common near the beginning and end of a woman's
reproductive life, but may occur at any time.

In the first 18 months after menarche, the immature hypothalamic-
pituitary axis may fail to respond to estrogen and progesterone, resuiting
in anovulation (Bayer & DeCherney, 1993; Johnson, 1991), In obese
women, the non-ovarian endogenous estrogen production may upset the
normmal menstrual cycle (Wilikinson et al, 1990). As menopause
approaches, decreases in hormone levels or in responsiveness to
hormones also may lead to anovulatory DUB.

Most cases of DUB are caused by anovulatory cycles that result in
high steady-state estrogen with no progesterone (Neese, 1989; Favez,
t982; Bullen et al., 1985). The continuous estrogen stimulation causes
continuous development of the functicnalis layer until estrogen feedback
produces a slow drep in FSII. Eventually, the blood supply is outgrown
and parts of the endometrium slough. Estrogen, however, promotes
healing of the endometrium so some parts are always healing as others

slough, resulting in menometrorrhagia.

K. AUB in postmenopausal age group:

The most important source of bleeding in the postmenopausal
women is endometrial cancer. Atrophic vaginitis, endometrial atraphy,
and endometrial polyps are also known causes (Smith-Bindman et al.,
1998).

» Endometrial cancer:

Further evaluation of abnormal uterine bleeding depends on the
patient's age and the presence of risk factors for endometrial cancer,
which include anovulatory cycles, obesity, nulliparity, age greater than

35 years, and tamoxifen therapy (Brinton et al., 1992; Ries et al., 2003),
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1

Initially, medical management is recommended for premenopausal
women at low risk for endometrial carcinoma who are diagnosed with
presumed dysfunctional uterine bleeding.

Diabetes is a demonstrated risk factor for endometrial cancer
{Brinton et al., 1992) Women with long or irregular cycles are at risk for
developing type 2 diabetes and therefore should underge diabetes
screening (Solomon et al., 2001),

Endometrial cancer is rare in 15- to 18-year-old females (Ries ef al.,
2Q03). Therefore; most adolescents with dysfunctional uterine bleeding
can be treated safely with hormone therapy and observation, without
diagnostic testing (Elford & Spence, 2002).

The risk of developing endometrial cancer increases with age (Ries
et al., 2003). The overall incidence of this cancer is 0.2 cases per
100,000 in women aged 19 to 39 years. The incidence more than doubles
from 2.8 cases per 100,000 in those aged 30 1o 34 years to 6.1 cases per
100,000 in those aged 35 to 39 years. In women aged 40 to 49 years, the
incidence of endometrial carcinoma is 36.5 cases per 100,000. Thus, the
American College of Obstetricians and Gynecologists recommends
endomeirial evaluation in women aged 35 years and older who have
abnormal uterine bleeding (ACOG practice bulletin, 2001a),

o Systemic disorders: .

Once pregnancy and iatrogenic causes have been excluded, patients
should be evaluated for systemic disorders, particularly thyroid,
hemalologic, heputic, adrenal, pituitary, and hypothalamic conditions.
Menstrual irregularities are associated with both hypothyroidism (23.4
percent of cases) and hyperthyroidism (21.5 percent of cases) (Krassas,
2000). Thyroid function tests may help the physician determine the
eliol{)_gy.
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o Inherited coagulopathy:

Inherited coagulopathy has been shown to be the underiying cause
of abnormal uterine bleeding in 18 percent of white women and 7 percent
of black women (in USA) with menorrhagia (Dilley et al,, 2001). These
patients may present in adolescence with scvere menstrual bleeding or
frequent bruising. A complete bload count with platelet count should be
obtained. If a coagulation defect is suspected, consultation with a
hematologist may be the most cost-effective option in the absence of
reasonable screening tests for specific abnormalitics (Dilley et al,, 2001).
Because jaundice and hepatomegaly may suggest underlying acquired
coagulopathy, liver function tests should be considered.

* Medications:

Tatrogenic causes of abnormal utering bteeding should be explored.
Bleeding may be induced by medications, including anticoagulants,
sclective serotonin reuptake inhibitors, antipsychotics, corticosteroids,
hormonal medications, and tamoxifen {Nolvadex). Herbal subsiances,
including ginseng, ginkgo, and soy supplements, may cause mensirual
irrcgularitics by altering estrogen levels or clotting parameters (ACOG

practice bulletin, 2001b}.
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Patients and Methods

The materials of this study are obtained from patients presenting to
Ibn Sina hospital in Sirte, the Teaching Hospital of College of Medicine,
Al-Tahady University, Libyan Arab Jamaﬁiriya.

All patients complaining of uterine bleeding during the period from
January 1% 2007 to April 30™ 2008 were included in this study. Clinical
and laboratory examination were performed. Biopsy matcerials were also
obtained from patients. They included dilatation and curcttage D&C
biopsy, myomectomy, and hysterectomy specimens,

History and Physical Examinatinn:l

Patient's medical history was reitrieved. including the wusual

menstrual pattern, the extent of recent blrceding, sexual activity, trauma
and symptoms of infection or systemic disease. To uncover any signs of
systemic discase, a complete physical examination, supplemented by
laboratory testing, were done, The pelvic examination consists of careful
inspection of the lower genital tract for lacerations, vulvar or vaginal
pathology and cervical lesions or polyps,

Laboratory investigatiens include pregnancy testing in all patients of
reproductive age. A complete blood couAt provides a measure of blood

toss and platelet adequacy.

Dilatation and curettage (D & C):

, N :
By endometrial curettage (cervical dilation and endometrial

curettage, [3 & C) most of the uterine mucosa was removed by scraping

with a sharp curette {Stermberg, 1992).

Endomctrial biopsy:
In this procedure, a limited sample of tissue was removed by a
smaller curette. Single strips of endometrium usually were taken from

both the anterior and the posterior fundai surfaces (Sternberg, 1992).
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Laboratory procedures:

A.

Light Microscopy Procedure:

Biopsy materials of the cases werc examined by the routine light

microscopy techniques using hematoxylin and eosin as basic stains. They

were processed as follows:

1.

E-.'I

Fivation: Selected blocks of tissue or curettage material were fixed in
10% neutral buffered formalin for 24 hours.

Dehydration: in ascending series of 50%, 70%, 90%, and 100%
ethano! alcchol, for 1 hour each.

Clearing: by; 1:1 alcohol: xylene, 100% xylene, and finally 1:1 xylene
; paraffin, for | hour each.

Embedding: in paraffin at 60 C for 12 hours. Then, paraffin blocks
were made in the appropriate orientation of the lissue.

Sectioning: all specimens were transversely cut in 53-8 pm sections.
Staining: all sections were stained with haematoxylin and eosin (H &
E}.

H & E stained slides were reviewed and the diagnoses are confirmed

by one of the supervisors (Prof. E.LScif). Some paraffin blocks, of

inadequate quality or in doubt slides, were resectioned and new slides are

made. The best representative sections were selected and photographed.

B. Transmission Electron Microscopy Procedure:

1.

2.
3.

Twenty cases were additionally processed for transmission clectron

microscope examination as follows:

Small (1x1x1 mm) cubes of tissue arc prepared, and immediately
fixed in Karnovsky primary fixative made up of formaldehyde /
glutaradehyde in 0.2M cacodylate buffer at pH 7.4 for one hour,
Specimens are washed in 3 changes of buffer, each for 13 minutes.
Post-fixation is done in 1% cacodylate buffered asmium tetroxide for

one hour.
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4. Wash in buffer 3 x 15 minutes is done.

5. Dehydration in ascending grades of ethyl alcohol 50%, 70%, 80%, and
05%, two changes for 15 minutes each., Then, 100% alcohol
dehydration is done 2 x 20 minutes.

6. Embedding is done by the low-viscosity resin (Spurr) in 3 changes:

a. Spurr : absolute alcohol (1:1) for 3 hours.
b. Spurr : absolute alcohol (2:1) for 12 hours.
¢. Pure Spurr resin for overnight.

7. Blocks are polymerized in the oven (60 °C) for 12-24 hours.

8. Thin (1 pm) sections are made by an ultrmicrotome (LKB) and stained
by 1% toluidine blue for survey examination by the light microscope.

9. Selected areas were further trimmed and ultrathin (60-90 nm) sections
are made and picked on cupper grids.

10. Sections on grids arc double stained by uranyl acetate and lead citrate.

11. Grids are examined by Philips 400 transmission electron microscope
at 80 kv.

12. Selected fields are photographed, and prints are made on
photographic paper 13 x 18 cm to be examined.

Sectioning, staining, and examination with the electron
microscope, were carried out in the EM unit, Specialized Hospital /Ain-

Shams University, Egypt.
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Results

According to the hospital records, the total number of women
attended Tbn Sina hospital during the period ot 16 months (Jan. 12007 -
April 30™ 2008) was 4925. Among them 671 women were complaining
of vaginal bleeding, imrespective of pregnancy. This number includes 84
cases in which biopsy specimens were examined outside the hospital in
private laboratories or other hospitals and their results were not available
in the hospital records. Therefore, they are not included in this study.
Women included in this study are 587. Three hundred and forty two (342)
of them had pregnancy related AUB, while 245 had AUB not related to
pregrancy.

The 587 female patients complaining of abnormal uterine blecding
are grouped according to the causes of AUR into 18 groups as shown in
table 2. The cases of AUB not related to pregnancy are shown in table 3.
The clinical data of them are displayed in tables 4 - 16.

Group 1: Disordered proliferative endometrium:

The first group included the cases diagnosed by tissue biopsy as
disordered proliferative endometrium, They were 35 females; their age
ranged from 20 to 70 years, with a mean age of 37.37 years (table 3).

Twenty one patients are in the child-bearing age group, while 13 are
in the perimenopausal age group, and enly one postmenopausal woman is
included in this group. Three women were infertile, while 33 had
children.

Eight patients are on medical treatments (epilepsy, diabetes mellitus,
etc) as shown in tables da & b.

The light microscopic examination of endometrial biopsy shows 2

predominantly proliferative pattern endometrium with foci of dilated
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glands with focal outpouching and branching. Figs 4 & 5 show the
proliferative arcas. l

Electron microscopic examination of the endometrial tissues shows
the active proliferative glands which have luminal microvillus surface
and in some areas cilia are shown. The cell organelles are prominent
including mitochondria, both rough and smooth endoplasmic reticulum
(figs. 6-9),

Group 2: Secretory endometrium:

The second group included 29 females; tissue examination shows
variable patterns of secretory cndometrium. Their age ranged from 20 to
49 years, wilh a mean age of 35.24 years (table 3},

The majority of the cases {24) are in the child-bearing age group,
while 5 are in the perimenopausal age group (table 5a & b).

Light microscopic examination shows (figs 10-13, 15 & 16) the
secretory endometrium, The glands have coiled shapes, S-shaped giand,
and some have the saw-tooth configuration, The ¢ells show subnuclear
vacucles in the early phases and both subnuclear and supranuclear
vacuoles in the late stages., Luminal secretions are also seen in many
glands. The stroma shows clusters of large stromal cells and interstitial
¢dema.

Electron microscopic examination shows that the subnuclear
vacuoles represent glycogen pools. Large active mitochondria are also
seen (figs 14, 17 & 18).

stromal cells, which included active fibroblasts with prominent
rough endoplasmic reticulum, and macrophages with large nuclei and

many lysosomes, are evident {figs. 19-22),
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Group 3: Simple endometrial hyperplasia:

The third group included 38 patients diagnosed as simple
endometrial hyperplasia. Their ages were between 28 - 60 years, with a
mean age of 46.62 vears (1able 3).

The majority of the cases in this group represented the
perimenopausal women (38), while 7 were in the post menopausal age
group, and 13 in the child-bearing period. Three patients out of the seven
in the post menopausal age group had diabetes mellitus as well {tables éa,
b & ).

Light microscopic examination shows an endometrium with
hyperplastic glands and dense stroma. Many of the glands are large and
some are cystically dilated. The epithelial cells lining the glands show a
pseudostratified columnar pattern with obvious mitotic figures (figs. 23 &
24).

Electron microscopic examination shows that epithelial cells are
arranged in multilayered pattern (fig. 23). The cells have large nuclei with
prominent nucleoli and some have microvillus apical surface (fig 26).
Group 4: Complex endometrial hyperplasia:

This group includes patients suffering AUB due to complex
endometrial hyperplasia with no atypia (table 7a & b). They were 20
cases, their age ranged from 38 — 58 years, with a mean age of 48.75
vears (table 3).

Thirteen patients out of the twenty ('me) were in the perimenopausal
age group, and 4 of them had diabetes mellitus as well. Three (¥/5) are in
the end of the spectrum of child-bearing group age, only one of them was
on the treatment for epilepsy,

Light microscopic examination of endometrial biopsics shows the
hyperplastic crowded glands with complex architecture and scanty

intervening siroma, Epithelial stratification and mitotic figures were seen
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but they were less than 5 mitotic figures per high power (X40) ficlds. No
areas of carcinoma in situ or invasive carcinoma arc scen.
Group 5: Irregular endometrial shedding:

In this group, endometrial biopsy shows the picture of irregular
shedding. It includes 5 patients with ages between 32 — 38 years, with
mean age of 35 years (table 3). Two of them were on hormone therapy
{table 8).

The endometrium shows a mixtmure of both proliferative and
secretory patterns. The stroma around proliferative glands is dense while
it is predecidualized and edematous around secretory type glands. Foci of
glands and stromal breakdown and occasional {ibrin thrombi are also
seen.

Group 6: Atrophic endometrium:

In this group the endometrium shows the pattern of atrophic
endometrium, Twenty five patients are included in this group, their ages
ranged between 40 — 70 years, with a mean age of 51.76 years (table 3).

Fifteen patients {°f15) are older than 55 years, while "%, are in the
perimenopausal age group. Diabetes mellitus is present in /5 of the
patients in the post menopausal age group, while one patient '/, in the
perimenopausal age group had diabetes meliitus (tables %a & b).

Light microscepic examination (fig. 27) shows scanty endometrial
glands in a hypocellular stroma.

Electron microscopic examination shows that the epithelial cells
lining the glands still have high nucleocytoplasmic ratio, however the
cytoplasnic organeltles are scanty. Frequent apoptotic cells are seen
amidst the epithelial cells lining the glands (fig 28). The stroma shows

more fibroblasts and collagen.

40



Hextits

Group 7: Endemetrial polyps:

In this group 20 patients were examined, their age ranged berween
22 and 40 years, with a mean age of 32,33 years {table 3).

All the patients included in this group are in the child-bearing age
group. Two of them had as well hypertension controlled by medical
treatment (tables 10a & b),

The result of light microscopic examination of the endometrial
biopsy shows the presence of hyperplastic endometrial polypoid lesions
made up predominantly of proliferative glands. The stroma usually shows
thick walled blood vessels. Surface ulcers, secondary infection, and
interstitial haemorrhages are frequently seen (fig. 26).

Group 8: Chronic non-specific endometritis:

In this group 4 cases are seen (table 11). Three patients had children
{P;, Py, and P;)}, while one is Py and had diabetes meliitus as well.

'The diagnosis was based on the presence of a chronic interstitial
infiltrate wiith predominant plasma ceils. It was somewhat difticult to date
the endometrium because of the dense stromal infiltrate and foci of
broken down glands and stroma. Specific causes were excluded by
clinical and laboratory tests {fig 30}.

Group 9: Chronic specific endometritis (tuberculous):

In this group only two patients were seen; the clinical data pointed at
chrontc chest disease and both suffered AUB and infertility (table 12).

Light microscopic examination shows a caseating granuloma made
up of epithelioid cells, iymphocytes, and Langhans type giant cells (fig
31) which is consistent with tuberculous endometritis. The diagnosis was

¢stablished by repeated sputum examination and detection of the acid-fast

bacilli.
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Group 10: Leiomyoma:

In this group 31 patients had leiomyomas (table 3). Twenly two
cases were myomectomy Sspecimens while 9 cases underwent
hysterectomy. The age range was between 21 — 48 years, with a mean age
of 37 years. Twenty patients are in the child-bearing age group, while 11
are in the perimenopausal age group (table 13a & b). Twenty two of them
(**/3;) are single, while */y; are married. Among this group of married
women; two are infertile, one is having no live births (Pg A).

All types of leilomyomas; subserous, submucous, and interstitial, are
seen. Many patients had multiple myomas (figs 32-34). Degenerative
changes were also seen in some myomas.

Group 11: Adenomyosis:

Four cases are included in this group (table 4). Foci of adenomyosis
were seen in hysterectomy specimens.
Group 12: Carcinoma:

During the period of the study, anly one patient has carcinoma of the
body of the uterus diagnosed by D & C (table 13),

Light microscopic examination shows poorly differentiated
adenocarcinoma with squamous elements {figs 35 & 36).

Group 13: Cervical polyps:

Eleven cases are included in the group of cervical polyps, their age
ranged from 31 - 61 years, with a mean age of 46.36 years (1able 3). The
majority of patients in this group (*/,) are in the perimenopausal age
group (table 16).

Microscopic examination shows focally ulcerated endocervical
mucosal polyps (fig 37).

Group 14: Vesicular molar pregnancy:
Four women had molar pregnancy. They were all in the reproductive

age group. Gross examination of uterine curettages showed the small
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translucent vesicles which appear on microscopic examination as large
villi with central cisternae, avascular cores, and focal trophoblastic
hypercellularity (fig. 38).

Group 15: Ectopic pregnancy:

Cases of ectopic pregnancy were 24, Laparotemy was done and all
cases showed disturbed or ruptured tubal pregnancy {fig. 39).

Group 16: Abortion:

This is the largest group (43.44 %) it included 255 cases that showed
all stages of abortion. Microscopic examination of the products of
conception showed chorionic villi, cytomembranes decidua of pregnancy.
Group 17: Antepartum haemorrhage:

During the period of this study, the total number of deliveries was
3931 cases. Vaginal bleeding that occurs after the 28" week of pregnancy
and before child birth is termed antepartum haemorrhage. This group
mcluded 49 cases; 34 patients were diagnosed as placenta abruption,
while 15 patients had placenta pracvia. The diagnosis was based on
clinical and ultrasound examination.

Groap 18: Miscellaneous causes:

This group includes 10 cases of AUB due to miscellaneous causcs.
‘T'wo cases were under anticoagulant therapy, received for heart discases;
iwo cases suffering from blood diseases (one with thrombocytopenia and
the other with chronic liver disease). Seven cases were secondary 1o
traumatic lesions particularly in young girls.

Females in the reproductive period using intrauterine devices (IUDs)
and experienced variable grades of AUB, are not included in the study
since they were managed in the outpatient clinics. None of them had to be

admitted to hospital in the period of the study.



Table 2: Groups of abnormal uterine bleeding (AUB).

Group No. Cause of AUB No. of cases
1 Disordered proliferative ecndometrium 35
2 Secretory phase 29
R Simple endometrial hyperplasia 58
4 Complex endometrial hyperplasia without atypia 20
3 Irregular endemetrial shedding 5
6 Atrophic endometrium 25
7 Endometrial polyps 20
8 Chronic non-specific endometritis 4
9 Chronic specific endometritis {(tuberculous) 2
1 Leiomyoma 31
11 Adenomyosis 4
12 Carcinoma of uterine body 1
13 Cervical polyps 11
I_J._.| ﬂmﬂn:l_“ﬂ.nia_m — 4
15 Ectopic pregnancy 24
16 Abortion 255
17 Ante partum hemorrhage 49
18 Other causes 10
Total number of cases 587

a4




Table 3: Cases of AUB (not related to pregnancy).

Group Causc of AUB No. of | Percentage | Age range | Age mean
No. - _cases (%) (years) -l (years)
1 Disordered proliferative endometrium 35 14.28 20 - 46 37.37
2 Secrctory phase 29 11.83 20- 49 35.24
3 Simple endometrial hyperplasia 58 23.67 28 - 60 46.62
4 Complex endometrial hyperplasia without atypia 20 8.16 38-58 48.75
5 Irregular endometrial shedding 5 2.04 32-38 35
6 Atrophic endometrium 25 10.20 40 - 70 51.76
7 Endomectrial polyps 20 8.16 22 -40 32.35
8 Chronic non-speeific endometritis 4 1.63 32 - 45 37.5
9 Chronic specific endometritis (tuberculous) P 0.81 33-35 34

31] Leiomyoma 31 12.65 21-48 37

11 Adenomyosis 4 1.63 40 - 53 43.5

12 Carcinoma of uterine body | 0.4 49 49

13 Cervical polyps 11 4.48 31-60 46.36
Total number of cases luhm




Table 4a: Summary of clinical data of group 1; Disordered proliferative endometrium.

Case Age Menarche! Marital Menstrogel History Present Complain
No. | (vear) Menopause Stalus Obst. History Past History Periead Symptoms Symptoms Nuraiion
] (year) (day)

i 38 18 Married Infertility Myamectomy | Heavy Vaginal discharge Menorrhagia 1
2 3l 15 Married P& AD Free Heavy [rregular | Dysmeneihea Menorrhagia 1
3 33 11 Married P53 A3 Free Heavy Liregular Drysmengrrhea Menorrhagia L]
4 28 13 barried P3 A2 Cral Heavy [mregular Lower abdominal pain | Menorrhagia 13
contriceplive Vapinal discharge
5 ql 14 Married Infertility Epilepsy Heavy Irregular Drvsinenordiea Menimhagia, 15
Chronic pelvic pain Lower abdominal
pain
6 38 12 Married PE A2 Anarmia on Heavy [rrcgular | Dysmenorthea Mernorrhagia ?
treatment
7 39 13 Married P4 AD Epilepay Heavy [megular Dysmenorrhea Mencmhamia 13
B 4] 15 Married Pl AD Anaemia on Heavy Irmegular Lower abdominal pain | Menorrhagia 10
treatment
g 35 13 Married P5 AD Free Heavy Lrregutar Cryarnenorrhea, Mengrrhagia 10
Vaginal discharge
10 41 13 Married P7 AD Free Heavy Imregular Severe lower Menorrhagia 12
abdominal pain
11 41 12 Married P7 A2 Free Heavy liregular Drysmenprrhea Menerrhagia 12
12 27 12 Married PS5 AD Anaemia Heavy Iregular Drsmenarrhea Menomhagia ]
13 38 L5 Married P35 AD Free Heavy Irregular Free Menomrhama 12
14 20 12 Marmied PO Ad Free Moderats Lower abdominal pain | Menorrthagia 12
frregular Vaginal discharpe
15 41 13 Married PE Al Fre Heavy Imegular Back pain Menorrhagia 14
16 29 16 Married PS5 AD Free Heavy Irrepular Dysmenotrhea Menorrhagia 12
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Table 4b: Summary of clinical data of group 1; Disordered proliferative endometriuzm.

Menarche! , Menstroal History Prescnt Complain |
ﬂw.wn .M.“mwu Menopause __..M“_ﬂ.”_”_ _Mm_“moq. Past History Period Symptoms Symptoms Duration
- | W (year) ) _ r (dny) |
17 46 11 Married P3 A0 Free Irrepular I>ysmenorrhea Per vaginal bleeding 10
18 41 13 Married P3 A2 Free Irregular Dysmenorhea Per vaginal bleeding 4 munths
19 43 12 Marricd Po Al Free Iregular Dysmenorrhea Per vaginal bleeding 30
20 K} 15 Married P6 AZ Free Irregusiar Lower abdeminal Menorthagia 17
pain
2} 39 13 Married P2 AD Epilepsy Irrepular Dysmenorrhea Menorrhagta 13
22 70 ? Married | P17 A3 | Parkinsotism Irregular Back pain Postmenopausal 21
? Cardiac disease bieeding
23 39 13 Marricd P A2 Free Heavy Back pain Menorrhagia 13
Irrepular
24 40 13 Married PE AQ Fres Heavy Waginal discharpe, I*er vaginat bleeding 9
Imegular | back pain
25 39 ? Married PS5 A3 Diabetes mellitus on | Heavy Back pain Menorrhagia B
insulin ircepular
26 38 11 Married Primary | Myomeciomy on Moderate | Decp pelvic pain Menorrhagia 1]
infertility | harmonal therapy Iregular
27 41 13 Married P A3 Free Irregular Dysmenotrhea Mernorthagia 13
28 41 13 Marricd F13 AD | Free Heavy Back pain PV bleading 12
Back pain
29 44 16 Married P A2 Free Irregular Lack pain Menorchagia 10
30 41 13 Married PG Myomectomy Heavy Lower abdominal Menorrhagia 13
[regular | pain
31 45 14 Married P13 Diabetes mellitus Heavy Vaginal discharge Per vaginal bleeding 20
lregular
32 33 11 Married P5 A5 Free Heavy Dysmenorrhea Menorrhagla 11
[rregutar
33 33 11 Marrizd P5 A3 Myomeciomy Heavy Yaginal discharge henurrhagia 10
34 3l 15 Married Po A2 Free Heavy Dysmenomhea Menorrhagia 1]
35 38 10 Married P A Free | Heavy [3ysmenorrhea Mencrrhagia 12
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Table Sa: Summary of clinical data of group 2; Secretory endometrium,

Menarche/ . Menstrual History Present Complain
ﬂﬂﬂ Fﬂwﬂu Menopause ?h“ﬂ_“”_ _.H__“..m..__m_”._”_...ﬂ Past History Period Sympioms Symploms Duration
. (year} i {day}
1 35 13 Married P4 AZ Free Heavy lrregular Dysmenorrhea Fer vaginal bleeding 23
2 33 16 Mamied F3 Al Fres Moderals Dysmenarrhea Menormrhagia 10
[rregular
3 31 15 Married F3 AD Epilepsy on Moderate Lower abdominal pain | Menorrhagia 10
treatment Iregular Back pain
4 29 13 Married PO AU Free Maoderate Lower abdominal pain | Menorrhagia, 12
Irregular Lower zbdominal Pain
5 29 15 Married P3 Al Migraine Heuvy Irrepular ysmenorhes Menorrhagia 14
4] 38 1] Marricd Py Al Froc = Heavy Irregular Luwer abdaminal pain Menorrhagia 14
7 3 14 Married P2 AD Free | leavy Irrepular Lrysmenorrhed Mencrrhagia 14
B 43 16 Maried P10 AD | Free i Muoderale Lower abdominal pain Spotting g
G 37 13 Married Po AD Free : irregular Dysmenorrhea Fer vacinal bleeding 17
1 6 13 Married P4 A2 Free * Teregular Dysmenorthea Per vaginal bleeding 16
11 40 12 Merried B3 A3 Hyperiension Iregular Per vaginal bleeding. Per vaginal bleeding 15
) Menorrhagia
12 48 13 Married PE Al Free i Repular Drysmenorrhea Per vaginal bleeding 14
13 37 13 Married P3 A3 Free ) Iregular Dwsmencithea Per vazinal bleeding 15
14 40 12 Married P3 AD Bronchial asthma | lrmegular Drysmenorrhea Per vaginal bleeding 18
on ventolin
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Table 5h: Summary of clinival e s grona I Secvolory endometritan.
- i T T Nentrinad S trey reirnt Canatain
Am.r“:n ..:.n :M.J...H-ﬁ..ﬂﬂ _._“__.. 1_:.__._ _”m:“ﬁ.. P fhisdoey !..;l_.;,l.,-_Hua.i.umii_mm..ﬂ.ﬂﬁ mu,w.q_“_,-”___..,m = “5.:1::
m | (yean) | tyenn) Slulns islury L (day)
15 A 1) Married PR AD | Frve Por vagpal hecding, 10
16 49 13 Marricd Pa A2 Freo Menorrhapia 15
Cetopic —
17 30 13 Married P3 Al Vree | v el Moo hagia 10
18 M 14 Married BD A2 Free Menoarrhasia 19
19 28 13 Marrred PI A3 Free hienonhapia 10
20 35 14 hefarried 3 AD Ipilepsy vn Teprotal Menoithagia 14
Fd| 48 14 Married P5 Al HEypertemsing vn P noniea Menorrhagia 1]
irrepular tretment .
2 2 | 13 Marricd PO A4 _ uhar L hyeserendien Menorrliagia 12
2] 30 11 blarried B3 Crute bl aes wminal rrain Uer vagingl bleeding 10
T UNL
24 31 Lty Marricd PL AZ I'ree L omier aludmndial pain Fer vaginal bleeding 15
25 41 12 Married PG Ad Hypetension Trledoroe |1 owes abdonsnal min Menorthagia i1
EAS L paetar | ean
2n 33 13y Married P3 A3 Free Hewwy Py norrhea Por vaginal blecding 10
| | 1 Pervasinal bleeding
27 i 16 darmied Pl A2 Free Sleferats ¥ 1er iabuninal pain Menorrhagia 9
28 33 It Matried P3 Al Free Lodemrs | {Mysinenorhea Ier vaginal bleeding G
Trreysiebar
29 | 38 14 Martied | PS5 A3 | Pree Thowy | Dysmenarrhen Menorthagia 1l

)




Table 6a: Summary of clinien® dufn of grow B Simpic endomeloitb by perplaset.

Case | Age | DAY gl Obst, — Mo ;:h,..mmw._wﬁ”, _Peesent S Cuteplain

Ne, {yeary Aepaeatine e L History sl Hisinry Symarmng Yympioms I}yrution

{¥vur) . (lay]

| 32 12 Martried Pld A3 Hypenensian oo e ablominal pain Ter vaginal bleeding, P
48 1 C5 ireai ment . o Postmenopausal Lleeding

2 50 13 Marricd P13 AJ Dibetes mes b on e whedmadnal pain I'er vapinal bleeding 15

ingilin i L
3 3 16 Married PO A2 Tree Dresmene Menerrhagia 0
4 41 12 sarried PO A4 Hypoidiaeidizm on Alowd 1tz Suver batk pain Menorhugia 12
N 2N Trestinenl N Iy L
5 3t 4 Married B4 AD Free ireunenenliea hlenonhagia Ll
f 44 13 Marricd P7 AD I'eplic wwer An “evere fower abdominal Menomrhapgia [
] tresstmien, Aricos’

7 a4 IH Marricd P14 A0 Cardiac diso:Ser Menorrhagia 13
5l voder Postmenoprnsal Llegtding

R 50 15 Married 11 A4 l'ive Lewy sevete lowaer abdominl Prshnenoprausal Heeding 6
13 Celopie N S iz

E 33 1 Marricd Pl Al Fiee ey Pverenra Menorhagia 10

et 3
[ 33 12 Married I? AZ IFpabtepsy op et Loy Drypupanartlea hienomrhagia 11
fryeyeriar

11 53 12 Married LY AS Sheutmalodf acthritis, ) q...uu.qm B T i Fostmenopaudsal bleeding 10
4% Anemiz e A Brropute

i2 30 13 darried PIT A2 [Dhabetey mellitss on ez phedominal pain Postrnenopausal bleeding L3
45 insirling Andainin . o

I3 44 13 Marricd P14 Al Hypertenimiogt, Elirsoes:) Loy m alideaning! pain dMenorrhagia 13

treatinert Hoina] discharge

14 5 12 Manied P53 A3 Froee . Mt e Il prin PPosmmenopavsal hleeding 1z
49 Trrosphr

15 a8 13 Married | P2 A7 | Free T Ml ] Gk pam Post menopausal bleeding 12

6 b 12 Married P A2 Diabetes meiiies on s Rleore Vi Cinlmrge I'ost menopeusa! bleeding g
49 insulin o -__.:d.r..r {avwer abdinine] pain

17 5B 12 Mammied P& A2 [riabztes melliias on kivdurdde Lewwer iwdominal pain Pogtmenopausal bleeding 13
48 insnlin o heepnlaw

Su




Table 6b: Summary of clinical data of group 3; Simpie endometrial hyperplasia.

Case Age ___HM_“__MM“”M” Marifai Gbst. Past Histors — 3323&“”.;”& . Present Complain _
Mo {yean) ) Status History . ¥mploms Symptoms Duration
{vear) dax)
] AG 12 daried | P13 A0 | Hormonal Hzavy Back pain Postinenopausal bleeding t
43 freatment [rregular
i 33 I3 blarried | Infertiliy | Hormonal Hravy Severe lower abdominal | Menorhagia g
treatment Iregular | pain
20 43 13 Married | P12 AD | Disbetes imeliius | Heavy Lower abdominal pain, | Menamhagia 13
on insulin Irreeular “aginal discharge
| 43 13 Married P2 AD Hormanal Heavy Dvsinenoerhea Menomhagia 13
reatment Irregular
22 3} 12 Married Pl Al Free Heavy Dysmenorrhea Menorrharia o
Irregular
23 40 15 Married | P10 AQD | Free Heavy Lower abdominal pain Menorrhagia 12
Irreqular
24 43 11 Murried Pa AD Freg Heavy Back pain Postmenopnusal Bleeding 8
46 Trragular
L 31 12 Married Pa Al Fres Fieavy Back rain Menomhagia 13
Irregular
ZE 50 i3 Marrfed | PI2 AT | Diabeirs mellitas Hzavy Back pain Menorkacia 13
44 o inseiin irepular _
I . i3 Married | Pld A5 | Diazbetes meilinos Modearate | Lower abdomunal pain slenorhzsia 13
a wn mawin, P lrregular
Hyperieasion _
_ﬁ z3 1) | Married 7 Az Branehiai asthm Hoayy Dhvsmenerhea PosiTenopan i bleedin o 23
i . IT=riiar
[ 35 il NMagriad oAl Anaemi [rregulsr ) Sever: peivicpain fer vaginal tleeding Zi
: . Hemolvy
D _ 2R 1 j MaTied 1 PI AT ) Free ; Hzovy [Mamenesizd Mengriasia is
t _ | i w Irmagular
T B o | I 20y A2 3 Fes i Iezuler | Bach 2aln P rerva;inal hirading it
_ 32 m i3 [G MMaTied | _ q.r FPETIENSIC0 On m [iregutar Back ~ain _ Postmznopausai biesdin 9
i o Lreacmesnt :
_ XTI B 1 Il Morried Pa AD { Fres _ Imegular | Per vaznal bieeding Far vazinal bleeding 13
i ! : hlenerrkazia
T 30 13 b Maried P2 &3 _ Freos _ Iregular | Per vagzinal blzeding Par vaginzl bleeding 12
. ?Hmn_u_u.w.ummu
33 60 2 Maried | Pid AC | Dizbetes mellitus _ Irregaiar Per vazal bleeding 27 vaginal bieeding G
_ 53 on insulin )
i

L




Table 6¢: Summary of clinical data of group 3; Simple endometrial hyperplasia.

Menarche! . f Menstrual Histary Present Complain
Age Menopause Marital Crbst. Past ilistory — o T Dura]
(vear) | - P Gtatws | Histor ast itistory Perio Symptoms v plams ‘ uration |
- {vear} § {da) 1
a3 10 Married | Pi2 AD | Previous 45 Irecular | Dnosmencothes | Pervacinzl bleading ! - i
11 i2 Merried F? A1 !TFree Lregular  { Thsmonerhea | Per vaginzl eeding 1 ;
55 ) harield Pl4 A3 | Hipcmension Heavy P.. .2 ~z2inal biesding Per vagine! blreding " K |
50 regiler : _
a2 il | Married | Ps A2 0 Fros LIrrsguiar Drvsmiznort: Per varing| - P2 )
A0 i i Mizmird | PR AL | Fres ..._1_.::._ | Uum._...,wuaﬂuﬁ Pzrvgel B |
33 W Tdamied P3 A3 | Fres tzzrul Baei; 723 Foimienaps i iz i
S _ i
i3 K Namiod | Pid AZ { Fres : Tregulal | | Dveimtnsooea Per ot : 7 H
12 _ i u _
23 ol i3 Mawied | P& AL | Frer Biodzrate | Dasmenorthoca fosi mirropausal Dlesding 21 ﬂ
E _ Ireulz 1 |
= 4h iZ { Mamied 1 P4 A3 s Hemeloic anepiz Tl vemanmthaz A e arTiais : =]
i5 if 12 i Wzmizd | P& A7 | Frez | Irreaulz Vapina! dischanes | hizacmhasia i gy |_
% a8 14 m Aamivd _ FE AD h Srex imagular Dotk o Postmeoopausal bizading i 1+ _
=3 1 i
i =3 53 it Marred Pi0 A3 | ¥vperiension Moderale | Back pain Postnanopausal blesding m 15
i =0 ¢ rular i
33 12 Mamed | P15 AD | Driaberss mellitus tregular Lower abdaminal pin Bleeding, pelvic pain 13
£
a8 12 Marreed P5 AQ Frce Moderate | Back pann Per vapirai bleeding 10
Back pain
4] 12 Marrted PG Myomeciomy Moderate | Back pain Benorthagia 4 months
Iregular
43 (L] Married Pil Hypenension | Jrregular Lower abdominal pain Menomrhaoia 20
53 12 Married Pi6 Diabetes mellils Heavy Lower abdominal pain Menorrhagis 20
[regular
3 50 13 afamed P13 Diiabetes mellitus Heavy lower abdominal pzin Per vaginal bleeding 10
[rregular
j2 12 Married P13 Al | Dvabeles meilitus Heavy Lower abdominal pain Per veginal bleeding. 12
48 Postmencpausal bleeding
53 41 12 Married PE Ad Hyvperthvraidism soderate | Severe back pain Menorrhapria 12
36 31 13 Married PO A3 Free Moderate | Dvsmengrhes Per vaginal bleeding LA
57 33 11 Married PS5 A3 Free Heavy Dvsmenorrhea Ajenprihatia 14
58 4 13 Married Bl2 A3 | Free Moderate | Severe lower abdominal Adenorrhagia Fi
pain

A
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Table 7a: Summary of clinical data of group 4; Complex endometrial hyperplasia.

Case | Ape Menarche! Marital Obst denstrual History FPresent Complain
- ( nn ) Menopause .m..._.:; I__.ﬂn.. Past Hislory Ferjod Symptoms Symptoms Duration
oo | Lyear {vear} ry (day)
i 58 10 Married | PI2 AD | Migraine Mcoderate | Back pain Postmenopausal bleeding B
43 [rregular
2 52 L3 Married | P11 AQ | Diabetes mellitus on | Heav Lower sbdominal pain | Posimenopausal bleedin 10
Y pa pa B
4% insclin Irregular Chrenic abdominal pain
3 53 12 Married Pl AD Eiypertension on Moderate | Lower abdominal pain | Postmenopausal bleeding 12
48 treatment frregufar Lower abdominal pain
3 40 ] Married  PI1 A} | Anaemia, Chronic Heavy Lower abdominal pain | Menormhagia 13
peivic pain Iregulor
5 50 10 Married | P2 AD | Dizbere: mellitus on | Heavy Lewer abdominal pain | Pesimenopausal blieeding Lt
47 insulin Irregular | Yaginal discharge
g “ 52 14 Mlarried P7 A3 Diabetzs mellitus on | Moderate | Back puin Posimenopausal bleeding 6
i =i | irsulia imzme'or
R L Muried | Pis A3 | Hepzmensin | Medorziz | Loswsr aboominad pain | Posuncnopausal blesdine i3
_ h lramel=:
3 | -3 H¥ [ Mareied By A3 ﬁ Fre: _ Fzavs Severs lowser axdoming | Menomhagzia i
“ i “ _ Irezular | pain
D i wlamied BE A5 | Fres Remre | Lower chdpeiral pain | Menorhagia 13
_ _ ; mosular e back pain .
X5 _ a3 ! iz Marmied B5 A | Hspermnsion _ Hzavy } Back pain Meaorrhacn 12
f 43 _ Irreguiar

L=l
Lad




Table 7b: Summary of clinical data of group 4; Complex endometrial hyperplasia.

_ . Menarche/ . Menstrual History _ Presenl Complaln
Case | Age . *arital Obst, Past Histosv Period rw—— S Derati
0. | (vear) | TEMOPAUSE | o tus History . eri ¥ plams YIploois uratien
. (year} 1 {day)
I 50 12 Married | PIZ AG | Diabetes mellitus o | Heavy Lower abdominal pain Postmencpansal L
4G irsulin Irregalar Vaginal discharee bleeding
oz 36 ? Married | BI1 A0 | Diabetes mellitus on | Irtegular | Dysmenorhea Per vagina! biceding 1h
52 insulin
13 57 12 Married | PIl A | Free Iregular | Back pain Pastnenopausat 10
50 bleeding
14 dd 1o Married F? Free Moderaze | Back pain Per vaginal blezding 7
Irregular
| 13 38 | 13 Mamied P4 A2 Free Heavy Brvsmengirheal M l=norrhagia 11
1] 8 12 Mamried | FLO A2 | Peptic ulcer Nuoderate _ Lower abdominal paia Mlenomrhagia 13
L7 46 _ 14 Married P53 AG | Free Heavy Severe abdomunal pain | Menorrhagia 14
Irregutar i
_ %] 43 _ 10 _ Mamied | PL3 A5 j Fras _ Heavy _ Lower abdominal rain _« Menorrhagia _ 13
by 5] _ i3 darmed P!l A} | Anasmia Hravy Lower abdominal pain s[rnorthagia i 10
i _ Teguiar _
pIn | _ 13 _ Marrjed _ P3 Al Epilapsy Heav Ferwagzinal pigeding _ Hradache and back _ L}
{ _ ! nain
Table 8: Summary of ciinieal data of group 5; Irregular endomertrinl shedding.
C I Menarehe T i dlersiual Histery : Present Tonipiiin
Pl ADe | Mariad o TTis . S — A — ——
| _ (vear) Zm._,._.”wh._._:_. Szaius Ot Hisiory frast Histam Perind SvmpInms Srmploms H,__.M...r.“u:
{ : iveari 1 ! Ly,
¢ ! KN 1] | Mamiz? iAo ' Frezs Prleay Lozl ' Leworstdemipalonig | Meneriazia i il
| X 38 ié i Marred Pg AD _ Eermen: Heavsw wszular | Dhemenomass AManorhaaia it
I | ' ' rginal dischiree
Pl 33 LG i Afarried Fi aZ L b Moderaiz Liyvsmenorrhsa slencrhagia 7
] _ _ 1 Crs _ Confracentive [rragular
T O - tl I Mlarried P4 Al | Free Heavy | Lzwer abdominal pain | Mencrrhagia 14
_ 3 33 _ 1 _ Marrizd P3 AD _ Fres Heavy Lower abdominal pain | Menorrhagia 11

54




Tuble 90: Summary of clingenl il of proan 6; Adrophic emdometrium,

Case | Ape W._...:uﬂ”,._:...._. slarital Obst, v . - .q_.”, usirnal :.mn:: ¥ . .-v_.nun._. Camplain :
Mo, { (yeary |’ tenopause Status Histury Past 1istnry Pavim Symploms Sy mploms Duration
{yrar) P e {ilay)

1 i) 13 Blarricd '8 Al Ditabetes micllates one Minlerate Yaginid discharpe Per vaginal blecding LS
52 insulin Ahepilar | Posime nopiusal blecding

2 55 12 Married FIL AD Cardiac disense on nlonkerxle Laovwer aladiaioal ['er vapinal bleeding 1]
46 treatmaend Jreemilr A Post-menopansal bleeding

3 54 13 Married P2 AD Hyperiension by Lavwer afalominal i'ostmrnopausal bleeding 9
49 Caradtae Jdiseune hecerdar Jutin

4 ol 16 harrivd Intertility Hyperiensin nn [ ITTFHS gk (ain Mensrrhagiz Yy

_ s restmet, A g beepader Postmenopausi] bleweding

3 50 13 hiarried "2 AD Vree 1oy ik pein Prostmenopausal Hecdig 14
31 freewabo b

& &0 13 Marricd '} A2 Diabetes e llilus 1y Bl pain Spotling £
47 riepnlar

7 a1 LR Mirried Lofertility [Free vy Eomaed slsdominal Menarrhagin I

. _ | orgpndar [

8 0 12 Murried I3 AD Free Lhborate Sputting 3
50 I LA .

G &0 10 Marricd P12 Al Crizbetes mwitims on hyvpnder Thin L, pain beacmhagia 1%
* [unit .

14 51 3] Married oA I'ree lepular Postmenopausal Meeding b2
32

1 alf 1 MaTied Pl Al I Mubetes mellits. on |____.n.___,: I hysimnerre bew For vapinal bleeding H}

Daunil o

12 41 15 Mamied s AD e I liepdar Dresmenormhes Per vapinal bleeding 12

13 56 1] Married P? AG Free Irpepabne Pipumenonhen Yer vaginal blecding 15
30

=
L]




Taie Ol Summary of elinieal data of group 4 Alrophic cadametrinom,

Acidiche . E Aoerttonal ity I ui
Case | Ape e L._._::_. Alarifal Obst. . o S Adertinn __.u._urumﬂ. , Present Complain .
No. | ¢yem) ATy Skalus Histary ot Llimteey ' dek By ln o Sym s Buratinn
: (year) o . (@sy)
14 70 10 Married P AG Yhabeles mclhivne i 13y sinener b ler vapinal bleeding 10
50 msulin, Lyperensivn L
K] 06 ? Barried | P12 AD | Hypertensioa on Urungiorrhea Pustme nopangal eeding 17
53 et o
16 it 7 14 Married Py A | Free It liea Menorrhugia 1
17 33 ? Moarried P14 A3 | Fiee Fugd pain Posimennpausal bleeding i1
49
3 3¥ ? Mamied | 116 AL | Dibwetes naelites Phk peadn I*osrmenopausal bleeding 17
| _ ]| Hyprlensizn _
14 Tu L flirrried U Al rigdseies anellites - Fostmenopausil blecding 7-10
SU Alypeitgnsion o
20 55 12 Marricd "1 oAl | Cardiag Jisease S TEHCHE S I LR TR T I*er vapimal bleeding 10
43 et
21 60 13 dMarried M A2 Diaboles e lfitus Slodene | Viapipeod dizehorge f'er vaginal blewding [H
52
22 55 12 Marmied MEoAD | Eardiae disese Bleederite [ 1 eover wlbadomeingd Cer vagimal bleeding 7
2 Ll .
23 65 13 Married P12 A | Free ey Lawer Lhdotainal Postmcnopaasal blecding [
49
24 &l ? harricd F13 A0 | Cardiac disease 1. ¥y Vower alulominal I'asume nopansal bleeding 13
45 _._...m:
25 1) 12 Marrigd PHE AT | Hypwertension Rhorlerate | bk pron P'ostmenopatsal bleedig 7
50




Talle 10: Summary of chiaicat dufa of pronn 75 Vndemelvial pelyps,
B 1n - 1] - e
Cave Ape Menarchef Alarital O, s _____DMerstonad History : 'resent Complain -
] . Menopause \ . ot Tlintory 1 il Symplinns Sympioms Nurzlion
118 ivear) Status Histury .
{vear) 1_ {day)
I 3u L4 Marrivd "2 AD A Bleavy Dol | Diysimenon e Menerrhagia 15
2 33 12 Murried I'5 Al 2 e hen Menerrhapia 13
i s 13 harriod I’L Al CEemetien e Slenorrhngia L
4 37 13 Married 14 A2 _n:_. E.E_..: Livarsenorthea Menonhagia 12
5 3R 12 hlarried Ph A0 | Irec Nderals “| 1asswer abdominal Spoliing 10
fr 30 15 Married B2 AN Froas | lien ey e Whe | Lower aldwminad Spotiing L]
_.| pain
7 40 12 Maurricd I'l A2 Ty pestencinn opiar Plystienonhea I'er wvaginal Lilecding 12
et } _
8 32 11 Married MAL | Free o dar _iwrmenonhea Per vagrinal bleeding 7
5 3 14 Married I3 ab | Free ke gt | Dysmenorrhen I'er varinal bleeding 10
L 24 13 Married "2 A3 | Fiee _ :__.f..”.._F_um_.! Mack puin Per vaginal Wewding 12
I 22 13 B iead LA | e ey o Premieisolioea Menarrhagia i7
12 29 13 Married I'5 Free ey Lower abdominal Menorrhagia 10
| pain
13 30 13 Marricd 72 Free Adenlerate [ Spotting I’V bleeding 15
14 31 14 Married I3 A iy fecpnalar Lavwer ubsdominal Menorrhagia 1
L | pain
|5 42 13 Married [~ Free I AT Ehinl. priin Menorliagia 7
L 30 13 Married Pl e ] Wby Toaepnbor Menorchapia 13
17 32 1 Maurried I's Froe Py Lveeniln I ower nbdeming Menorrhagia 15
i
1% 38 12 Marricd F1 Al I Heavy Nysmenorthea Menorrhagia 13
1% Al 12 Married [*7 AN Iy EIM _..M __w.‘._.:nuf ~ | yemenanhea Munori gy 20
20 40 12 Plarricd BE A Ty rteisinn Maddenue ier viginal Lower abdominal 9
| Breenalar hleveding pain




Table 1i: Sumnerry of clinical datn of groop 8; Chrenie non-specifie,

Case | Aae Fleaa _.__.._:..____ MIurital b, " . — Mo #:__“.m,..,_.... ; Present Conrplain .
N o AMenopanse . . ast by L wrinnmd Sy anpeng Symploms Duration
i | {yourd Slalus istary {day)
1 45 12 Muarried I*0 Diabetes mellitns | Sodue Towor abdamind Lower atwlominal pain X
Irrezalar rain
2 32 14 Married M A2 Yapinal discharze | Rlasberate Lt il boneinal Spotting 7
Lewer alnluening! briegruba ot
pain
3 ETT) 12 Married '3 A7 fm.ﬂ..: i :.,:.Mnrr- “Mudende Lowver shelomisal Per vaginal Heeding 13
ack pain ARL]
4 33 13 Marricd 3 Al Vaeival disclarge Thmbaste | 1 ower aladiningt Per vaginal bleeding 1]
Tk prain i
Tuble 12: Summary of chinfeal data of proup 5; Chronic specilic.
gy . II._._.".u||._pn.. ' Yo g - ol
Case | Ape Menarchbe! Marital Ot . . Menvira _Fl_.,ﬁuﬁ_ Gy : Present Complain :
, Aleaapnnse . ) . Past Hinlery e riond Symplams Symploms Duration
No. | (year) statos Hislary : -
{vear) : i {day})
I 15 13 Married | Infeetitny | Pulivonay disease bl me I vewer adslonting? pain | Lower abdominasl pain 114
leecgntiu
2 1 14 Married | Infertiliy | Courh oot | Lasecr dbdominal [ain Per varginal blveding i

L
=




‘Fable 13a: Sumnuiey of eling

-

nun W Teiomyoma.

Case Menaechef Moarital bl . tinvtran) Hastory : I'resent Camplyin .
Na. Mcuvpause Sratus History st dlistor y symploms Symiloms Duration
{¥ear) - {day} |
1 15 Single - I'ree Lomaes sdubowninal M enor g s 14
Pt estomded
EILANNIION):
2 13 Single - Fibroid uteens PlysenemrrTen Kenurrhisgii I
r_w.__u__..__._..r;._:_.:n
3 15 Single - Feren, by lepenn s Meturhagin 1
o Mymnectmy .
4 13 Single - Iree . ] AT T T N Menirthigia 14
5 6 dlarried PlAS Myomeciomy Thvlerde | 1w ahdaminal Menorechagia 10
e
& 14 Married § Infertility | Free e e Toiina) Menonhagia 15
i
7 I Murricd 't Ad Yree ] . ._”“.,.,“_ﬂhm_.ﬁﬁ hea Ler vapingl bleeding 11
B I3 Single - lrew i'er vapinal bleeding 14
9 12 Single - Free i e vinsinad hleedinee 15
10 15 Married 1’7 A2 Hypertznsisn_ Hesute loan puin Mer vaminad blecdinge o
I 13 Married I}5 AD Diabetes ane i v Dvsmencd rlua Per vaginal Bleeding L1}
nsulin e
12 15 Single - Free Diycrmcissrhea Per vaginal bleeding 13
13 12 Sinple - Shindiswene Ihermerserzhien I'er waginal bleeding [14]
14 13 Singcle - Flypeerirass ion i_u_,”wm...uwﬁr: hea Fer vaginal bleeding 10
15 H Manrieal Il A ¥ ertension ain Phewiwsernbien Fer vaginal bleeding 7
frenmend R
16 I3 Single - Free rmenoarhiea I*er vagtinal bleeding: ]
17 12 Single - [ree ek puiin Menorrhiania 20
I8 13 Single - Free S smennti s Per vaginal blesding L
19 11 Married ' A2 Free U non hossa Per vaginal bleedine 12
20 15 Single - Hypermension | | byinne o  iowzy Menorriizia {1}




Table 13 Sommavy of eliniexl dads of gronp 105 Lejomyomar.

nwrw.u.ﬁ Age H““M—__.H”““ ?mxn::n Au..—..w., Lhast Tlistary —....lm.unE;.: - __.Him”ﬂ.m.ﬂu_:m mu_____.__“..n_._a...,--_n“ﬁa:..—.._u:".u:_.ﬂ:::
No. | [year) {year) Stalus EHislory ] - (lay) |
2] 29 L& Single - Free lireyalar I$uch pain Severe per vaginal 7
hlegeling
2 24 L3 Single - Free Theavy | Deeppelyvic pain Menoerhagin 1
trrenlar
23 33 LN Married o A2 Free - .|_._.~|ﬁ|".._..._ﬂﬂ_.ll- Eayysinerer hea Menordlugia 1%
24 3u 11 Single - ifree Trrpalar | Deep pelvic pain Mencrihagia 9
25 EH 13 Single - Free “hvepnitar Lyyrmeaortlea Menomhagia 11
26 48 15 Single - Free Inenbar [ 1 ower ataduminad pain | MV bleading 15
27 | a0 12 Sinyle - Anemin, o .._.__..m..u___,; T vy sibenninat pain Abcduominu distension 20
Uil neieere
28 35 12 Single - Iree Tivavy | A oninal disteasion Menor bupia 20
terecular
2 35 12 Single - Diabetes mellitus | Heavy Lavwsr abwdominsat patn | hienorrhagia 12
Anacinia
30 36 15 Free | Hleavy Lowes abdoninal pain | Menorhagia 20
31 45 14 Myameghny .|r .._._E__...u.. T Vatinul dis Yiarge Menorelig i Il

(s}




Table 1d: Summary of clinteal dain of croun 11; Adeaomyosis.

Cuse | Age ...,..___m_...h_n_n____n..__q Marifal Ol o |14,|__.__...r._hr.___._.um._ m___.::.u‘ : I'resent Complain :
Mennpause . . Past Histerey Ferinl LSenrploms Sympinms Duration
No. | {year) Ktalus Hiviury y -
{year) _ {Jay)
| 45 ? Married FI13 AU | Diabetes mellizns on lreessashar - Poshine nopausal 19
insulin bleeding
[ hiul sl
a 443 15 Married MO AY | Free - ”ﬂ_f|...:._u., T Van il din hurpe hMenurrhagta 11
3 W3] 13 Married 12 Hvpertention T Ederate | s mennpausal Pustmennpausal 10
diy IR HILTEA blesidimg
q Al 14 Metrrivd P Lovwer alwdeaninal pain N u.qr.q..-__.ﬂ|.: oot abwfoninal Win Muenarrhingia ([H
Table I5: Summary of ¢hoicat diala ol wroaup 12;Carcinoma.
- - peagey ] -...I“ ¢ L -1y
Cuse | Age Menarche! Marital Obsst, i , R ___.H_.._.m.......r._ listary : I'resent Complain .
. Menapause . . st Hislory Ferim! Hymploms Symploms Ihuration
M [ {year) Stitus History -
! (year) (ulay)
! ] 13 Murried 11 A Elypertensinn frrenle Tarepiestedred discharge 1*er viginal kleeding 12

il




"Table 16: Sunmary of clinieal data of groep 13; Cervical pulyps.

Case | Ape Menarehe! Marital __.”_____.,._. ] . — Wu_”..._.m.;“...__n_.m._u_lmmH_;IJ_ Presnt Copplhin -
Na. | (yeor} Menopawse | oo History I*ast Hintory Freri! Sy mptomy Sy ptoms Prarstion
| (yustr) _ N {day)
I 3l 1E Married P2 AD Heavy Dy=menorrhea Mencrrhagia 15
inrarslazia
2 fit 16 Married Infertiliy ] Asthini mhderine | Lower abderiinl I'esimenopausal o
50 fhsin bleeding
3 54 10 b arried 122 A% At T ety I_ﬂpr_é:: Postmennpausal 8
53 brreprulan bleeding
K 55 15 Married | PLd A0 § e - “severe lower Menorrhagia 7
48 abedeuningl pain ’
5 £} 18 Murried luferiiliy “Fibroid i leavy Laowwer aladominl Lower abdumimal juin 14
Ovariin cysl lcpulur {rhin
H 41 14 blarricd PT Al Fre - Tieavy Iree Lower abudominul pain 13
irterular
7 AU 13 Married 6 A3 .Iﬂ...?.q__ﬁ.:.,._:._. ) |Hm....,:.“._._ o oddonminal Menorrhagia 14
eyl [ i
] 50 12 Marrivd I's Al Ties ._r|__”.q T Lwer abdomind Menorrhagia I3
trresenibar rain
9 57 13 Married Pl __u_.“.e._n:.,..!|-. “Widerate | Lanwver abdominal Lower abdontinal pain T
A9 nreguia frin
n 46 14 Married I's A2 Dinlctos s | Keaderise | 1ack pain 1dach pain 13
o fsutin boernlar
11 43 I Married I’6 Al Free T T Mokerale | 1hack pain Menorrhagia B
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Discussion

Discussion

Abnormal uterine bleeding is a common but complicated clinical
presentation. it is a common reason lor women of all ages to consult
docters, In a study conducted in the year 2000 in USA, it was estimated
that 25% of gynaecologic surgeries involved abnormal vierine bleeding
(Goodman, 2000).

Another study in USA found that menstrual disorders were
responsible for 19.1% of the visits to the physician offices for
gynaccelogic conditions (Nicholson ct al., 2001).

In a study conducted in Australia in 1998, it was estimated that up to
30% of outpatient visits to gynaccologists were because of disorders of
the mensirual cycle (Wren, 1998)— )/CC'C@ —_—

In the present study, a trial is made 1o evaluale the causes of AUR
among women visiting [bn Sina hospital in Sitle, the Arab Libyan
Jamahiriya (the teaching hospital of the college of medicine, Al-Tahadi
University).

According to hospital admission records, a total number of 4925
women atiended the hospital during 16 months frem Januaty 1* 2007 1o

—April 30" 2008, __ -

Among these, 587 presented as AU, 245 had AUB not related to

pregnancy, while 342 had pregnancy related AUB,

About 11.9 % of the total admission is attributed to AUB. This
figure is lower than figures in USA and Austratia {19.1 % and 30 %,
respectively), most probably due IlD slricl_ insurance programs of the
health care in these w;:stcrn countrics and the conscrvalive atitude of our
ladies to consult doctors for all gynaccologic problems.

In the present study the most frequent cause of AUB was altributed

to simple endometrial hyperplasia (23.67%). The mujority of cases (Mg

L] Hr——"
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Discussion

or 63.5 %) were in the perimenopausal age group which is postulated (o
be from 41 1o 55 years ({Fazio & Ship, 2007), wiile 13 were in the child-|
bearing period, and 7 were in the postimenoepausal age proup (tables 7a, b
& c).

Endometrial hyperplasia is a proliferative response 1o estrogenic
stimulation. Most simple and complex hyperplasia in the reproductive
and perimcnopausal age groups are related to anovulation and are self-
limited (Lee & Scully, 1989). Women w the postmenvpausal-age group
witls AUH have a ~'-'.1g|11fu.'1nt risk for having carcinoni or alyplml

hypcrplasm( n this gmlwsy proved the presence of sunplc
_w

h}' erplasia without at his type of hyperplasia is useally related to
P TP YP j ¥y

unnppnst_d estrogenic  stimulation, cither from exogenous  honmone
treatment or bccm;sc of peripheral conversion of androgens to estrogen in
adiposc lissue (Ferenczy, 1983).

The second main cause of AUID in our study is disordered
proliferative endometrium based on lissuc biopsy {mblcls Sa &by loci of
simple endomelrial hyperplasia arc scen in proliferative endometrium.

This is usually related to anovulatory cyvles, where @u'ulil‘cralive

cndomelrivm at the time of the cycle when o seerctory  patiern 1';,:
expected. ’[‘hc{@ﬁlm Cascs (‘”fj_-, DIM) are nithe ¢ nld—bcarmgg
ape group and this agrees with the facl thal anovutatery eycles are seen in
this age group and the disordered proliferative pattern is considered-atihe
beginning of the wide spectrum of endometrial |‘|}fpc:rp|:::;ii{l [endrickson
_and Kempson, 1980), 7 | 7
- [eciomyema uteri is the third common cause of AUG mn the-swudied
group {tables 4, 14a & 14b). Thirty one (31) cases are ncluded; they
represenied 12,65 % of the cases of AU not related to pregnancy. This
agrccé with the results obiained in Uli i the year 1995 hylAkkadjand his

collcagues who found that 14 % of he east@ ol AtB~where due Lo

&

“



Lhxensyion

uterine myﬂmam(]t was noled thal uf_” ol the paticnts ware I%il]ﬂlli@
m'ilh the study of Prazzini et al. in 1988, which showed that
—_— . :

Teromyoma are moere commeon in nulliparous women, 1l was noted also in
our study that two out of nine (*4) marricd women in this group had no
fiving children and this may suggest a clear cause Tor their infertifity.

Problems related to sccretory phase of the menstrual eycle were seen
in 29 patients, which is 11.83 % of causes of AUL. The mean age group
was 35.24 years, which coincides well with haing in the child-bearing
group. All women in this group were maricd and $6.2 % had living
children.

It is known that following ovulstion, there aie high levels of both
estrogen and progesterone and the endometrisnm is in 1he seeretory phase,
which s characterized by the twin processes of glandular sceretion and
stromal differentiation. The described changes are those scen in a eycle in
which pregnancy does not occue (More, 1987). ' a coneeplus lorms
during a cycle, the corpus luteum persists and e cslrogen and
progesterone levels remain high.

Abnormalities in the scerctory phase of the menstrual cyele are
termed lulcal phase insufficiency. This abaormality is alse known as;
corpus luteum defeet, short luteal phase, or lulcal Inadeqginiey. 1t can be
duc to a varicly of causes in which (e common denomination is a
diminished preduction of progesterone by the corpus luteum. Low levels
ol L] and FSH may bhe also responsible in some cases.

A state of luteal insufTiciency oceurs spormdically in nornal women
{oncs ct al, IQ?G}_,;I}LII persistent Inadequacy &5 of considerable

.
inportance in the aetiology of dysfunctional ulerine bleeding, carly

abortion, and infertility,
[n the present study, the f3Hth common canse o AUB was the

presence of the atrophic pattern in e endomeiind blopsicafTwenty Tive
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Dixcussion

{or'10.2 %) cases were Rrrc!-'.cm in Lhis group, and the mean age was 57.36
A e
years. This group included relatively older women; 60 % (°/5) were in
the postmenopausal age group, while 40 % ('")) were in the
perimenopausal age group (lables 10a & b).
The reduction in estrogen levels at the time of the menopause may
be quite abrupt and this is followed by endometrial atrophy, the
4 p piy

endometrium becomes shallow, the glands are small and inactive, and the

-
stroma is compact. Atrophic endometrium is responsiblie for ﬁm
2 [CSPOUSID] 1p

A0 80°%0f postmenopausal women (Rubin, 1987).

T—"flie"figkt commeon cause of AUD in th
rcspnnsih]e for 8.16 % of the cases, includes two different endometrial
lesions; one is complex type of endometrial hyper |1an 'md the sceond is
the cndmm.tna] polyps (table 8a & b). The majoriy ut'paucnts ("*/3 ot 80
%) were in the perimenopausal and postinenopausal age groups and none
of them had cytological atypia, and malignancy was not suspecied in any
of them, [t is estimated that fewer than 2 % of cndunm.triul hyperplasia
without cytological atypia progress Lo carcinoma, wlicrcas 23 % of

hyperplasia with cytological atypia progress to carcinoma (Baak ct al.
1992). oo
2 .
Twenty patients had endometrial polyps as the cause for their AUB
(table 11a & b). A]!‘. women in this group were in the child-bearing ape
group. This docs not agree with the work of Mazur & Kurman (1994)
who found that cndometrial polyps occur frequently between 40 and 50
years, This may be cxptained by the fact that wnnmn\undcr this study
have extended child-bearing period and do not stop gelting pregnant until
the natural menopause stops them,

Cervical polyps were scen in 4.48 % of studied cases (table 16).
ﬁj}ﬂf percent @f_ﬂlem were in the perimenopausal age group and

80 % of them are mulligra@. This agrees witl: Aaro ct al. (1963) who

a8
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stated that cervical polyps are found most often during the fourth to sixih
decades and in multigravidas.

Irregular ripening of the endometrium was responsible for 2,04 % of
the causes of AUB (1able 9). Islands of secretory glands are seen n
proliferative pattern endometrium, this is due to inadequate progesterone
(Rubin, 1987).

Non-specific chronic endometrium was responsible for 1.63 % of
causes of AUB in this study, No source of infection could be traced in
any of the cases examined (table 12). Adenomyosis was seen in these
cases following examination of bysterectomy specimens. All were in the
perimenopausal age group and grand multiparous (Pio— Py3; table 15).

Two cases were diagnosed as chronic specific granulomatous
endometrium (tuberculosis), both were complaining of AUB and infertile,
and had positive history of chest tubarzulosis.

Only one case (0.4 %) was diagnosed as carcinoma of the body of
the uterus {iable 17). She has adenccarcinoma of endometrium.

AUB in relation to pregnancy:

A total number of 342 females are present in this group. They had
AUB related to molar pregnancy and ectopic pregnancy. The majority of
the cases (/30 T4.3 %) were related to variable stages of abortion.

i ewis and Chamberiain (1990) reported the incidence of placenta
abruption to be 1 in 85 t0 { in 200. In our work, the incidence is 1 in 107.
They reported an incidence of placenta praevia to be ! in 250, and the
result of our work is 1 in 242 cases. These data confirm the accurate
methods emploved in our hospital for diagnosis of thesc quite serious
obstetric problems.

Miscellaneous causes were responsible for 10 cases in this group;

‘.0 had coagulation problems (2 had blood diseases and 2 were on
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anticoagutant therapy); 5,0 had AUB due to variable traumatic causes and

all were young premenarchal girls,

Conclusion & Recommendations:

Abnorml] uterine bleeding is a common complaint of women of all
age groups all over the world. We had the oppertunity to study this
problem in our country. The majority of women complaining of AUB,
had reasons related to pregnancy.

Since AUB had serious effects on women's health, and these effects
range from mild discomfort to serious life threatening conditions and
even death, the study has the following recommendations:

» Serious and continuous efforts should be made to encourage women to
seek help in these circumstances.

s It is important to prepare centers for women care in each possible place,
in a trial to save lives of mothers.

s Histopathological examination of specimens is of a vital role in
establishing diagnosis, which helps early treatment and reduces
complications.

e The use of EM helps to clarify many facts about femalc genital tract
pathology, and it is a useful tool for both diagnostic work and research
activities.

e We finally recommend more work on diftferent aspects of AUB. and
annual reports about the difterent causes to be correlated for the
planning of health care services in our hospitals and all over the

Jamahiriva.
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