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ABSTRACT

Objective: Dysfunctional uterine bleeding or DUB are a large
number of patients presenting in our OPDs and the problem is a major
contributor to anaemia and disease in our society, mostly necessitating
hysterectomy.

Material and Methods: This was a hospital based prospective study
of 100 patients with DUB who were randomly selected, in our out patients
(OPDs) between 1% August 2001-31% July 2002. Common presentation
was either menorrhagia or poly menorrhagia with ages varying between
35-50 years. 68 (68%) patients were between 35-44 years age group and
32 (32%) patients were 44-50 years old. In addition to Hb gm%, detailed
haematological investigations were carried out. Transvaginal ultrasounds
were done to specifically look for endometrial thickness or pathology and
ovarian screening to exclude any organic cause.

Results: 64 out of 100 patients showed increased endometrial thickness
or irregularity and 32 out of these who were above 40 years of age had
an endometrial biopsy to exclude any premalignant or malignant condition
of the endometrium. All patients were put on dydrogesterone 10 mg daily
starting from day 14" to day 28" of the cycle for 3-6 months. Remarkably
good cycle control and reduction in the amount of bleeding and days of
menstruations, and improvement of Hb gm% levels were seen in 41
patients. 3 were lost to the follow up and 6 patients eventually needed
hysterectomy.

Conclusion: The study proved that dydrogesterone is an effective agent
for medical treatment of Dysfunctional uterine bleeding. Its use saved

JPMI vo. 172 @




Tve Role oF DYOROGESTERONE N THE MepicaL Manscewent of 100 Cases oF Dvsruncrionaw Urerme Bieeows (DUB.......

patients from hysterectomy thus decreasing exposure to the risk of general
anesthesia and surgery, also decreasing workload and economic burden

on hospital, staff and the state.
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INTRODUCTION

The menstrual disorders continue to
pose, significant physical and financial
burdens on patients and increase work load
on gynaecologists.

Dysfunctional uterine bleeding one of
the most frequently encountered conditions
in our practice, forms 10% of admissions'
and 20% of OPD patients? Medical manage-
ment is preferred for DUB treatment® proges-
terones having been used to induce regular
uterine shedding.

The objective definition of menorrhagia
is taken as a monthly menstrual blood loss
of 80 ml or greater, and it is these women
who are at increased risk of developing anae-
mia. Menorrhagia is cyclical heavy bleeding
whilst polymenorrhagia is irregular heavy
bleeding in which there is no approximate
cycle length and bleeding can start any day
and the problem tends to be protracted.

Menorrhagia may be due to underlying
pathology, such as fibroids, malignancy,
infection or bleeding disorders, but in the
majority of cases there is no organic disease
and the bleeding is termed dysfunctional. In
10-20% of women, particularly at the ex-
tremes of reproductive life DUB is associated
with anovulation. In most women, the
problem is thought to originate in the
endometrium itself. Systemic factors affect-
ing endometrium are hormones, oestrogens
and progestercnes and principal local factors
implicated in the pathogenesis have been
prostaglandins and the components of
endometrial fibrinolytic system.

Irregular bleeding or menorrhagia can
be dealt with medically or surgically For
medical treatment of DUB, NSAIDS
{(Mefenemic acid, inhibitors of fibrinolysis),
hormonal treatments, synthetic progesto-
gens (LNG-IUS), combined pills, Danazol,
antisteroids, (gestrinone), GnRH agonists
have all been implicated.Conservative surgi-
cal techniques are not available in our
country. Hysterectomy is the choice in most
cases which being an invasive procedure,
has its own risks. A successful therapeutic
agent is more than welcome if its use
avoids need for Hysterectomy and associ-
ated risks.

Dydrogesterone is a retroprogesterone
with a molecular structure differing only
slightly from natural progesterones.® This
structural difference accounts for its oral
activity.’ It has a potent progestational and
antioestrogenic effects on the endometium.®
Unlike other synthetic progestins it does not
affect lipid parameters and carbohydrate
metabolism.” In addition there are no
androgenic or estrogenic metabolites and
thus no masculinizing or estrogenic effects.
When administered in dysfunctional
uterine bleeding or imregular cycles, it
restores normal menses without inhibiting
ovulation or interfering with maturation
of HPO axis and with absence of ther-
mogenic effect.®

MATERIAL AND METHODS

This trial was designed to study the
effect of dydrogesterone on patients with
DUB. 100 patients, above 35 years of age,
presenting to our OPD with DUB were
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randomly selected between August 2001-
July 2002. They belonged to the reproduc-
tive and the perimenopausal age groups
initially a detailed history was taken and
clinical examination and investigations were
done. All patients taking any hormonal
therapies or having any organic lesions were
excluded from the study.

In addition to Hematological studies,
transvaginal ultrasound was done to specifi-
cally look for endometrial pathology
and ovarian screening. 64 out of 100
patients showed increased endometrial thick-
ness or pathology and had an endometrial
biopsy.

Symptoms reported included Menor-
rhagia, polymenorrhoea and poly menor-
rhagia. 66 out of 100 ladies had an Hb less
than 10 gm%(Table-1).Parameters assessed
were; amount and duration of bleeding,
presence of clots in menstrual blood, amount
and duration of bleeding and length of cycle.
They were given dydrogesterone from day
14™ to day 28" of the cycle. Therapy was
continued for 3-5 consecutive cycles. All
patients were asked for follow up every
month between day 5" — 7™ of the cycle and
any new symptoms noted.

Efficacy was assessed as regards pa-
tient compliance, good cycle control, de-
crease in the number of days of bleeding and
reduction in amount of bleeding, moderate
flow and absence of clots in menstrual
blood, and improvement of Hb gm% in
anaemic ladies.

DISTRIBUTION OF ANAEMIA IN
LADIES WITH DUB.

RESULTS

QOut of a total of 100 patients, 82 (82%)
showed remarkably good results in the form
of good cycle control, and improvement of
symptoms, reduction in the amount of
bleeding and number of days of menstrual
phase of the cycle, and increase in Hbgm%.
6(6%) patients were lost to the follow up and
12 patients (12%) eventually needed Hyster-
ectomy because of continuing symptoms.

The age distribution has been shown in
Table-2. Patients were categorized according
to their symptoms into two main groups,
(Table-3) with menorrhagia only and with
irregular cycles.

Of the 32 patients with menorrhagia but
no cycle disturbance 26 (81.25%) patients
were significantly relieved but 6 (18.75%) did
not report such improvement and had to
undergo hysterectomy.

In patients with iregular cycles 16
patients had polymenorrhoea and all 16(100%)
showed excellent cycle control with mean
cycle duration of 29.5 days. 10 patients had
metrorthagia and 8 (80%) out of them
showed improvement with regular cyclical
bleeding and 2 patient had to undergo
hysterectomy. 12 patients had meno-
metrorrhagia, 8 (66.6%) responded well,
two were lost to follow up and 2 had
hysterectomy.

The polymenorrhoea and menorrhagia
group was the largest with 38 patients. 34
(89.47%) out of them were cured of the

AGE DISTRIBUTION OF PATIENTS

n =50 (BETWEEN 35-50 YEARS OF AGE)
Hb gm% i) N. | Percentage: n=50
< 9gm% N=28 28 Age inyears | N | %
Between 9-10gm% N=38 38 Between 35-44 years | N=68 68%
Between 10-11 gm% | N=34 34 Between 44-50 years | N = 32 32%
TABLE - 1 TABLE - 2
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PERCENTAGE OF PATIENTS REPORTING RELIEF AFTER DYDROGESTERONE THERAPY

. Gl‘dup’s’;_-- Symptoms.' o Regnrtiug Tilose relieired o_f
| : ST . symptoms (No.):|  “symptoms .
oo ULl UNevse %,
1. Menorrhagia 1. Menorrhagia 32 26 81.25%
2. Dysmenorrhea
2. Irregular cycles i Poly menorrhoea 16 16 100%
2. Metrorrhagia 10 8 80%
3. Menometrorhagia 12 8 66.6%
4. Polymenorhoea + menorrhagia 38 34 89.4%

TABLE - 3

symptoms, showed good cycle control with
mean duration of 29 days, decrease in the
amount of blood lost, improvement in
Dysmenorrhoea, no passage of clots during
menses and improvement in Hbgm% of the
patients who had anaemia on initial presen-
tation. 2 patients out of this group were lost
to follow up and 2 had hysterectomy.

No side effects were reported by the
patients through out the study and the drug
was well tolerated,

DiscussioNn

The results of our study showed that
dydrogesterone restored normal menses
both in terms of regularity and quality in
more than 82% of the patients. It also
decreased the amount of bleeding as well as
reduced the duration of bleeding in days to
an average of 4.5 days. The associated pain
was also relieved by the treatment. The
cycles were regularized as well. More over
the drug was well tolerated by all patients
and no adverse effects were reported.
Tabaste et al 19847 also studied the effect
of dydrogesterone in menstrual disturbances
and reported an efficacy of 92%.

Disturbances in the pattern of mestru-
ation are a common clinical presentation for
abnormalities of hypophyseal pituitary ova-
rian axis-DUB is defined as heavy and/or

irregular menses in the absence of recogniz-
able pelvic pathology, pregnancy or general
bleeding disorder.

Its presence in our set up exaggerates
the already existent suffering of Pakistani
women who are under privileged, anaemic,
have lesser access to good treatment and
due to poverty and ignorance will usually
get treatment and surgery done in smaller
hospitals with less trained staff thus expos-
ing themselves to high morbidity and
mortality.>'® The need therefore exists to a
proper conservative approach to the problem
of DUB or menorrhagia and surgery should
only be resorted to in absolutely necessary
cases.

The abnormalities of ovarian activity
after 35 years of age may be anovulatory
DUB e.g. in polycystic ovarian disease or
premenopausally “Ovulatory” e.g. inadequate
leuteal phase. Hormonal treatments for
menorrhagia have been available for at least
25 years. The most widely prescribed are the
synthetic progestogens. There is histologi-
cal evidence that in women with metropathia
haemorrhagica, progestogen administration
will cause secretory change in the en-
dometrium accompanied by subjective de-
crease in blood loss. 12

Progesterones may be given orally, as
depot, or intra uterine device (LNG-IUS).
Overall the progesterones are very safe and
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oral progesterones should be considered for
all those with an irregular menstrual cycle.

In the developed, world, where conser-
vative surgical methods like endometrial
ablation and transcervical resection of
endometium are being promoted, we are
short of these facilities and techniques and
laparoscopic surgery is not*widespread in
Pakistan. Therefore to limit the morbidity,
expense and complications associated with
hysterectomy, due consideration should be
given to an effective conservative treatment
of DUB/menorrhagia.

CoNCLUSION

Dydrogesterone is a highly effective
drug for the management of dysfunctional
uterine bleeding, especially in a third world
country like ours with high morbidity and
mortality rates, in already anaemic ladies,
with increased blood loss exaggerating the
existing state of pathology.” It is well
tolerated by patients and helps avoid major
surgery and its risks.!* The absence of
undesirable effects coupled with its effec-
tiveness makes dydrogesterone a viable
therapeutic tool in normalizing cycles, both
in terms of regulatory and quality.
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