Menstrual Disorders

Abnormal Uterine Bleeding

Lecture for the Academic Year 2018 — 2019
Defined Learning Objectives

Vasilios Tanos, MD, PhD.
Professor in Obstetrics and Gynaecology
Team Leader ObGyn MD6



Learning objectives

Terminology of AUB

The causes of AUB and accurate Diagnosis

Differential diagnosis

Imaging and Hysteroscopy in final diagnosis

Management of AUB
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Terminology
Traditional Terms Describing AUB

Amenorrhea
Oligomenorrhea

Polymenorrhea
Metrorrhagia

Menorrhagia or
Hypermenorrhea

absent menses

infrequent menses, occurring
at intrervals >35days

frequent menses, occurring at
intervals <24 days

menses occurring at irregular
intervals

abnormally long or heavy
menses, lasting >7 days or

involving bloods loss >80 ml
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1. Nomenclature System for description of normal menstrual bleeding,
and the symptoms of abnormal uterine bleeding in the reproductive years

Clinical dimensions Normal limits
of menstruation and menstrual cycle Descriptive terms (5™ 10 95™ percentiles)
T —," 1 e e e sl et .
Fregquency of menses ) Frequent <24
Normal 24-38
nfrequent >38
Regularnty of menses  cycle-to-cycle Alrsent —
varnation over 12 mo ) Regular Vanation + 2-20 cays
Fregular Varnation >20 days
Duration of fiow (& Prolonged >80
Normal 4 .5-80
Shonrtened <45
Volume of monthiy blood loss imil) Hoeawvy >80
Normal 5-80
Laght <5
Note: Lemvis are Dased pramardy on the data of Treloar ot al (7). Haiberg &t &l (17). Snowden and Chratan (27), and Belsey
and Pwmol (26
P rcane v Putw s vmi o M PO S Ny v — et wmes Www Song P ovvn Nww e T8

Fraser IS, Critchley HO, Munro MG, Broder M. A process designed to lead to international

agreement on terminologies and definitions. Fertil Steril 2007-88-466-76
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Usual Causes of Abnormal Bleeding By Age
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2. FIGO System for Classification of Causes of Abnormal Uterine
Bleeding in the Reproductive Years

Polyp Coagulopathy '
Adenomyosis Ovulatory dysfunction
Submucous End -
Leiomyoma naometria
Y Other .
Malignancy & hyperplasia latrogenic
Not otherwise classified
Le'omyoma SM - Submucous o Pedunculated intracavitary
subclassification | =
system ! | 2 |>50%intramural b
3 Contacts endometrium: 100% intramural
4 Intramural
S5 Subserous 250% intramural
[ 53 Subserous <50% intramural
7 Subserous pedunculated
8 Other (specify e g cervical parasinc)
l'fvbrid Two raerrbers are [ated separated by & hyphen 8y corrvention,. the First
refers 1o the relatiorsienp with the sncddormetriuem while the secord refers to
MVOM the relatsombip to the serone One wcam pie v below
(impact both B = =
5 e 25 Submucous and subserous, each with less
serosad than half the diameter in the endometrial
and peritoneal cavities, respectively.

The FIGO Classification System for Causes of Abnormal Uterine Bleeding in the Reproductive
Years: Munro MG, Critchley HO, Broder MS, Fraser IS - The FIGO Classification of causesof
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The key to successful clinical management of the AUB
iIs to diagnose the abnormal mechanism

« Bleeding related to a pathology inside and outside of the reproductive
tract

e Careful menstrual history and physical examination usually provide most
of the information needed to

&

e Differentiate anovulation from other causes of abnormal bleeding

* \Variations in menstrual flow and cycle length are common at the extremes
of reproductive age

* During early teenage years and Perimenopausal women (highest prevalence
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of anovulatory cycles is <20y of age and > 40)
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Diagnostic evaluation of AUB

Intermenstrual interval (numbers of days, regularity)
Volume (heavy, light, or variable)

Duration (normal or prolonged, consistent or variable)
Onset of abnormal menses (perimenarcheal, sudden, gradual)

Temporal associations (postcoital, postpartum, post-pill,
weight gain or loss)

Associated symptoms (premenstrual molimina,
dysmenorrhea, dyspareunia, galactorrhea, hirsutism)

Underlying systemic illness (thyroid, renal, hepatic,
hematopoietic,)

Medications (hormonal, anticoagulants)
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Common clinical examples of
anovulatory & oligoovulatory women

 PCO

* Obese women

* Postmenarcheal adolescents
* Perimenopausal women

Clinical presentation
e pale, frightened teenager bleeding for weeks
* older women concerned for Cancer
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Anovulatory women - PCOD

* are always in the follicular phase of the ovarian cycle
* proliferative phase of the endometrium

* NO luteal or secretory phase

* endometrium receives only estrogen

* Estrogen levels fluctuate, rising and falling as each new cohort
of follicles begins to grow

* finally loses its developmental momentum leading to atresia

* Over a period of time uninterrupted estrogen growth
stimulus stimulate the

* Endometrium proliferates and becomes fragile

* without progesterone support, the endometrium stability is

J

lost, ... continuous bleeding

UNIVERSITY | MEDICAL
of NICOSIA | SCHOOL




results from

e an increased density of abnormal vessels having a fragile
structure prone to focal rupture

followed by release of lysossomal proteolytic enzymes from

surrounding epithelial and stromal cells and migratory
leukocytes and macrophages

* pools of extravasated RBC, capillary Plts, fibrin thrombi and
repair-related changes recognized as ball-like aggregates of
tightly packed stromal cells beneath a cap of intact but
hypertrophied epithelium
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Laboratory Evaluation according to age

Teenagers and Young women : Pregnancy test, FBC + Plts

count, Progesterone, Chlamydia and Gonorrhea Wet prep,
Coagulation studies

PT PTT, Factor VI, von Willebrand ristocetin cofactor activity — 13% +ve,
Platelet Function Analyzer - high sensitivity & reproducibility, less invasive

(Prog > 3ng/ml) evidence that ovulation has recently occurred

Middle age women : TSH, PT, TSH, PT, PTT INR, Endometrial Bx,
UusS, MRI

Older women : US, Endometrial Bx, Liver and Renal function
tests, PT PTT INR,

Perimenopausal : when irregular cycles 14% abnormal endometrial histology
when cycles are regular <1% abnormal endometdal histology
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AUB Differential Diagnosis @)

* DUB without any specific history suspect
pregnancy, incomplete abortion, ectopic

 Contraception: IUD, OC,

* Cervical erosion, polyps

* Endometrial cavity pathologies

polyps, adenomyosis, myomas,
simple hyperplasia without atypia
endometrial Ca, sarcoma etc
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AUB Differential Diagnosis (2

hypo or hyper thyroidism (AUB one of earliest signs)
Coagulation defects (particularly adolescents)

Medications (glucocorticoids, tamoxifen
anticoagulants, some herbs with estrogenic activity )

severe systemic disease (renal or hepatic failure)
genital trauma and foreign bodies

Post BTL Sy (affects ovarian blood supply & E2 production)
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3 types of adenomyomatous growth

Diffuse — relatively localized but is never encapsulated

Uterus usually enlarged but never no more than twice of its normal size.
Symmetric enlargement

Adenomyoma - localized, focal nodular lesions, encapsulated

exaggerated myometrial proliferation around foci of ectopic endometrium
(clinically resemble myomas)

Adenomyosis - more diffuse pattern
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Physical examination

PS examinatiOn(vagir[\al or cervical lesions)
define uterine size (normal or enlarged)

CONtoUrs (smooth and symmetrical or irregular)
Consistency (firm or soft)
tenderness

Cervical smear (Pap test LBQ)
TVU
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Imaging

e Ultrasonography (standard Care)
— 2D, 3D, HyCoSy, HyFoSy

* Magnetic resonance imaging (MRI)
highest reproducibility results useful in obese
when multiple myomas, location of lesion

* Hysteroscopy (Gold standard and
method of choise to establish the diagnosis)
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RIC S$HWGYN M 07 Prof Vasiios Tanes ObsGYne

Ultrasound and s
diagnosis of AUB

e size and location of any
uterine fibroids

e obvious cavitary lesion

e abnormally thin or
thick endometrium

<5mm in thickness endometrium
vields minimal or no tissue after
Pipelle suggesting denuded endometrium

best treated first with estrogens
rather than with a progestin
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Junctional zone in MRI
and 3D TVU

The anatomically distinct segment of the
uterus that represents the
endometrial-myometrial transition

The JZ is structurally and hormonally different from the other Iayers
of the uterus

Further research may elucidate its role in fertility and how disruption
of this zone by fibroids can reduce implantation

It is clearly seen in MRI section and most of the time in 3D TVU

Images clarity depends on equipment specifications and technician
experience
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Sonohysterography (HyCoSy and HyFoSy)

sharply defines cavity contours and
readily demonstrates even small
intrauterine lesions

sensitivity and specificity of HyCoSy
exceeds that of TVU

compares favourably with Hpy

HyCoSy and endometrial Bxs is
highly sensitive for final Dg of AUB

Hystero[';scopy offers both
Dg & Tx of symptomatic
intrauterine pathology
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Modern Hysteroscopy

(E.JJOG RB G Placido 2007)

o * &
S

2.9 mm total diameter single flow does not require assembling
Innovative sliding mechanism for accessory working channel

Visual guided and atraumatic cervical dilatatton wih continuous flow .

total mstrument diameter 3.7 mm for diagnostic sheet
- - ~ - N e
total mstrument diameter 4,4 mm for operative sheet NP ShEsay msoeal



New generation | |
hysteroscopic instruments \%\

* Enable more pathologies to be treated ambulatory
(over 85 % of all hysteroscopic interventions can be performed in this set

up)
* Increase the visibility

 Reduce the trauma,

* Increase patients’ safety and
satisfaction

e Reduce costs and even more
effective
* Reduce learning curve
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Acquired endometrial pathology

Diffuse polyposis Endometritis Hypervascularity

Adenomyosis cvst

Endometrmum
defect alter
adenomvouc cyst
evacuauon
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Acquired endometrial pathology - intracavitary

Normal Polvp (broad base Contrast Sonography Polvp pedunculated

Myoma
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Polyps, small myomas
Adenomyoma cyst evacuation ablation

Different pathologies for ambulatory
Hysteroscopic Surgery

Mechanical surgery
5F bipolar needle / ball / twizle

Under sedation
Fast, efficient, accurate, safe
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Treatment of Anovulatory Bleeding

Progestin Therapy - oligomenorrhea with episodes of

heavy or prolonged bleeding in teens due to ovarian dysfunction.
Inhibits ER and anti-mitotic, solidifies the endometrium

Estrogen-Progestin Therapy - for prolonged episodes
of heavy anovulatory bleeding

Estrogen Therapy - Intermittent vaginal spotting frequently
is associated with low estrogen levels (E2 breakthrough bleeding)

Hysteroscopy + Curettage - (especially needed when

very thin or thick endometrium, when suspected hyperplasia,
when lesion is found in TVU)
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Treatment of AUB from Other Causes

a)
b)

c)
d)

Chronic Endometritis - removal of IUCD, antibiotics

Myomas and Polyps - Conservative Surgery,
Hysterectomy

Adenomyosis - conservative surgery or Hystere
Bleeding Disorders - Haematologist, Surgery
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Treatment of AUB from Other Causes
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Office hysteroscopic
polypectomy

is feasible, safe, and effective tool for
endometrial polypectomy
high rate of patient acceptability and a

low recurrence rate of pathology
It is important to differentiate the operative
technique according to localization, anatomical aspects, and size of the polyps

Endometrial polyps <0.5 cm can be removed intact with 5F crocodile forceps or
a 5F tenaculum after resection at the base with 5F microscissors

Endometrial polyps >0.5 cm can be sliced from the free edge to the base in
fragments by bipolar and /or Twizzle electrode

fundal polyps to cut the entire base without going too deep into the
myometrium

(R Campo ESHRE PCC 2010 ) “ UNIVERSITY MEDICAL
(S Bettocchi et al. Semin Reprod Med. 2011)



Medical Treatments for Heavy Menstrual Bleeding

* NSAID - reduces blood loss by approximately 20-40% and to a greater
extend in those with excessive bleeding

. Estrogen-Progegtin Contraceptives - in women with

unexplained menorrhagia, estrogen-progestin contraceptives can be
expected to decrease bleeding by up to 40%

* LevonorgestreI-ReIeasing IUD - heavy menstrual bleeding

can be reduced by 75-95%, due to progestin-induced endometrium
decidualization, ** attractive option for ovulatory women with heavy
menstrual bleeding and for women with intractable bleeding associated with
chronic illnesses (renal failure)
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Medical Treatments for Heavy Menstrual Bleeding -

* Gonadotropin-Releasing Hormone Agonists

when severe anemia after menorrhagia, preoperative GnRHag,
allow Hg to increase and decrease the probability of
transfusion in surgery

* Tranexamic Acid — reversibly blocks lysine binding sites
of plasminogen preventing fibrin degradation decreases

menses blood by 35 -60%, 1-1.5gr, qid
* Ullipristal acetate — £Esmya, strong anti progestin

agent. Very efficient to stop metrorrhagia
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Minimally Invasive Procedures

* Endometrial Ablation - Thermal Ablation is a “blind”

technique but technically easier to perform, less time, require
only local anesthesia, but recurrence >40% and frequent
equipment problems

* Hysteroscopic technique - ablation under vision
using loop, coagulation, vaporization, LASER
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