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PREFACE

The spectacular strides made in the kaleidoscopic spectrum of the
ctiology and treatment of dysfunctional uterine bleeding (DUB)
prompted us to make an exciting venture for all those who are intere sted
in recent trends in gyn: aecology and this raison d’ etre for this book.
Astounding progress in the state of the art, technology and progressive
discoveries such as micro RNA etc. have i impacted all facets of medical
disciplines in unraveling molecular mechanisms of diseases including
DUB. Cognizant of this scenario with the cutting edge of modern
technology and its paramount importance in underst: wnding the basic
pathogenesis of DUB, we have touched on some of the breakthroughs
for clearer comprehension of certain aspects that have, hitherto,
remained unclear.

T'his book is the result of the amalgamation of ideas conceived by
a Pathologist and two Gynaec ologists; we hope that eve rvone interested
in DUB will benefit from this book. We welcome any new suggestions
that would further enhance the knowledge of the subject. It is self-
evident that this chosen subject 1s of special interest to one and all in
general practice and to gynaecologists in particular.

METHIL KANNAN KUTTY MD, FRCPATH, FRCPA
SIVA ACHANNA FRCOG
NIK NASRI ISMAIL FRCOG
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sex-hormone binding globulin
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tumour necrosis factor-&

tumour necrosis factor receptor

Tissue Inhibition of Metalloproteinases
tumour growth factor-3

thyroid stimulating hormone
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United Kingdom

vascular endothelial growth factor

von Willebrand disease
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GLOSSARY

Dysfunctional uterine bleeding:

[ixcessive bleeding (excessively heavy, prolonged or frequent) of uterine
origin which is not associated with complications of pregnancy,
recognizable local pelvic disease or systemic disease.

Endometrium:

The mucous membrane lining the uterus, which becomes progressively
thicker and more glandular and has an increased blood supply in the
latter part of the menstrual cycle. This prepares the endometrium for
implantation of the embryo, but if this does not occur much of the
endometrium breaks down and is lost in menstruation. If pregnancy is
established the endometrium becomes the decidua which is shed after

birth.

Endometrial ablation:

The removal of the entire endometrium by means of an ablative
technique, usually under hysteroscopic control and usually performed
as a dayeare surgery. Itis an alternative to the traditional hysterectomies
that were undertaken for the relief of menorrhagia.

Endometrial hyperplasia:

An increase in the thickness of the cells of the endometrium, usually
due to prolonged exposure to unopposed estrogen, which can be
endogenous, as in “anovular menstrual cycles™ or exogenous, deriving
from hormone replacement therapy or an estrogen secreting ovarian
tumour. Atypical cells may or may not be present. The presence of
atypical cells may indicate a high risk of endometrial carcinoma.

Estrogen:

A group of steroidal hormones including estriol, oestrone and oestradiol
that control female sexual activities. They promote the growth and
function of female sex organs. Estrogens are given through various
routes for the amelioration of menopausal symptoms. Oestrogens are
synthesized mainly by the ovaries while small quantities are produced
by the adrenal cortex.
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Gonadotrophin-releasing hormone (GnRH analogues:
Produced in the hypothalamus and transpc srted via the bloodstream
(hypophysial portal veins) to the anterior pituitary aland (the
adenohypophysis), where it controls the synthesis and release of
pituitary gonadotrophins which are also known as GnRH analogues.
These are used in the treatment of endometriosis, fibroids, infertility
etc. The hypothalamus is connected to the posterior lobe of the
pituitary (the neurohypophysis) by nerve tracks. Synthesis of oxytocin
and vasopressin occur in the hypothalamus before their transport to the
pituitary where they are stored prior to release.

The GnRH agonists activate the GnRH receptor resulting in
increased secretion of FSH and LH. After the initial stimulation action
(‘allC(la"fl:u‘c"('ﬂ‘v(‘t.(-\‘('mu:xlly(';uxw;1\u\tuinvd<1ml)ingw)n;ul( strophin
secretion known as “downregulation™ eventually happens.

The GnRH antagonists block the GnRH receptor resulting in an
immediate drop in gonadotrophin secretion. GnRH antagonists are
primarily used in IVF treatment to block natural ovulation.

Hysterectomy:

The surgical removal of the uterus, either throuch an incision in
the abdominal wall (abdominal hysterectomy) or through the vagina
(vaginal hysterectomy). Subtotal hysterectomy involves removal of the
body of the uterus and leaving the cervix. Hysterectomy does not affect
sexual desire or activity.

Hysteroscopy (uteroscopy):

A tubular instrument with a light source for observing the interior of
the uterus (direct visualization). The hysteroscope is carefully passed
through the vagina and cervix and into the uterus.

Microwave endometrial ablation (MEA):

The MEA system is a surgical device that uses microwave energy to
treat excessive menstrual bleeding by destroying the endometrial tissue
lining the uterus. A long tube that delivers microwave energy is inserted
into the uterus to destroy tissue.

Myometrium:

The muscular tissue of the uterus, which surrounds the endometrium.
It is composed of smooth muscle that undergoes small, regular,
spontaneous contractions.

[ 74]



[Glossary]

Menstrual blood loss (MBL):

Discharge of blood and fragments of endometrium from the vagina
at intervals of about one month in women of (hlldbcmuw age. The
normal menstrual blood loss is about 80 millilitres, bc\ond which the
amount lost 1s considered pathological and needs i investigations.

Menopause:

This 1s a pertod when the monthly menstrual bleeding ceases, usually
around the age of 50 vears. It heralds the failure of ovarian function
and estrogen deficiency. This leads to vasomotor symptoms and loss of
calcium leading to osteoporosis and cardiovascular inst: bility.

Menorrhagia:

Abnormally heavy bleeding at menstruation, which may or may not be
associated with abnormally long menstrual periods. Menorrhagia may
be associated with hormonal imbalance (described as dysfunctional
uterine bleeding), pelvic inflammatory disease, and fibroid uterus.

Menometrorrhagia:

This is a condition in which prolonged or excessive uterine bleeding

occurs irregularily and more frequently than normal. It can be due
» hormonal imbalance, endometriosis, uterine fibroids, or uterine

111;1Iif;‘n;uu‘)1 [t can lead to anaemia in long-standing cases. Treatment

depends on the cause.

Menstrual cycle:

Periodic sequence of events in sexually mature non-pregnant women
by which an egg is released from the ovary at four-weekly intervals. If
the ovum is not fertilized the cycle continues: the corpus luteum shrinks
and the endometrium is shed, termed as menstruation. If fertilization
occurs, the fertilized embryo gets attached to the endometrium and the
corpus luteum continues to secrete progesterone until about 12 weeks.
Thereafter the placenta takes over the function to secrete progesterone
to maintain the pregnancy until term.

Nd YAG:

[tis a method for hysteroscopic endometrial ablation introduced in the
1980s (first generation), also known as neodymium: yttrium-aluminium-
garnet.

[75]
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Ovulation:

The process by which an ovum is released from the mature “Graafian
follicle”. The fluid-filled follicle distends the surface of the ov ary until a
thin spot breaks down and the ovum floats out surrounde *d by a cluster
of follicle cells (cumulus oophoricus) and starts traveling down the
Fallopian tube to the uterus.

Pictorial blood loss assessment chart (PBAC):

A chart for recording the level of menstrual blood loss based on
appearance of sanitary pads. On the basis of the chart results. the total
amount of blood loss can be estimated.

Progesterone:

A steroid hormone secreted by the “corpus luteum™ of the ov ary, the
placenta and small quantities by the adrenal cortex. It is re sponsible for
preparing the inner lining (endometrium) of the uterus for pregnancy.
If fertilization occurs, progesterone maintains the pregnancy and
prevents further release of eggs from the ovary. The synthetic
progesterone steroids are known as “Pre gestogens. Progestogens
are major constituents of the contrace ptive pills and other hormonal
px(])dmll()ns.

Rollerball endometrial ablation (REA):
REA destroys the inner layers of the uterus using an electric ally heated
“rollerball™.

Scottish Intercollegtate Guidelines Network (SIGN):
Established in 1993 to sponsor and support the development of
evidence-based clinical guidelines for the National Health Service

(NHS) in Scotland
Sex-hormone binding globulin (SHBG):

This is a glycoprotein that binds to sex hormones, specifically to
testosterone and estradiol and to some de gree, to serum albumin. Only
a small fraction of these hormones is unbound or remain “free” and
this portion is biologically active and able to enter a cell and activate
its receptor. The SHBG inhibits the function of these hormones. Thus
the bioavailability of sex hormones is influenced by the level of SHBG.
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Thermal balloon endometrial ablation (TBEA):

TBEA destroys the inner layers of the uterus by transferring heat
from heated liquid within a balloon inserted into the uterine cavity.
The cotraindications for the application of TBEA is large or irregular
uterine cavities caused by fibroids because the balloon must be in direct
contact with the uterine wall to cause ablation.

Transcervical resection of the endometrium (TCRE):

The uterus is distended with fluid at constant pressure to permit
resectoscopic visuahzation of the target area. Under video surveillance,
a small wire electrocautery loop 1s used to excise the basal layer of the
endometrium.

Transvaginal ultrasound:

[s a method of 1imaging the uterus, fallopian tubes and the ovaries.
The ultrasound machine sends out high-frequency sound waves above
20,000 Hz inaudible to the human ear. It bounces ofl’ body structures
to create a picture on a screen. The ultrasound transducer is inserted
directly into the vagina. Ultrasound is a useful diagnostic imaging
technique, being non-invasive. Results are immediate and repeatable.

Transabdominal ultrasound:

In this method the transducer is directly placed on the skin of the
abdomen. In obese women the resolution and visualization of the pelvic
structures are imprecise, therefore the transvaginal route is preferable.

Uterine artery embolisation (UAE):

Is an alternative therapy to hysterectomy for uterine fibroids. The
procedure is performed under sedation. Both the uterine arteries are
blocked by particles (gel foam) injected via femoral and uterine arteries.
This blocks the blood supply to the fibroids and thus cause shrinkage.
UAE is performed by an interventional radiologist.

Uterine fibroids:

These are smooth muscle tumours of the myometrium. They vary
areatly in size from a few millimeters to tens of centimeters and are
associated with heavy menstrual bleeding. Besides, they can also cause
pressure symptoms and pain. They are generally benign and only a
small percentage (< 1 %) transforms into malignancy.

[Glossary]
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