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Abstract

Background and Objective: Abnormal uterine bleeding are a common problem that not only affects the
quality of life but can have serious adverse consequences as anemia and malignancy and may account for
more than 25% of all hysterectomies. Medical management is a challenging task. The objective of this
study is to assess improvement in haemoglobin level post treatment, assess subjective improvement in
menstrual bleeding pattern and assess patient s satisfaction level.

Material and Methods: It was a prospective randomised study conducted in B.P. Koirala Institute of
Health Sciences. A total of 116 women meeting the inclusion criteria and giving the informed consent were
divided into two groups. Group A: OEM 60mg orally twice a week (Wednesday and Saturday) for 12weeks
and Group B: Low dose OCP from day 1 for 21days for 3 consecutive cycles. Patients were followed up 3
monthly. Patient's improvement was assessed by performing blood Hb level after completion of therapy.
Subjective assessment was done by menorrhagia impact questionnaire before and after the treatment.
Results: The haemoglobin level post treatment (t=5.274 p<0.05),subjective improvement in menstrual
bleeding pattern (z score= 2.82,p=0.004)(z score=2.304,p=0.02) are significant. Women are satisfied with
the treatment ( p=0.001)

Conclusion: Ormeloxifene can be considered an effective therapeutic option for the medical management
of abnormal uterine bleeding.
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Introduction

Menstrual dysfunction is the cause of discomfort,
inconvenience and disruption of healthy lifestyle,
which affects millions of women in both
developed and developing world™. Abnormal
uterine bleeding (AUB) is a common problem
which prompts more than 20% of all visits to
outpatient clinics, and may account for more than
25% of all hysterectomies®=!.

AUB refers to a symptom of excessive, prolonged,
unexpected or acyclic bleeding regardless of
diagnosis or cause. The medical options for initial
management of AUB include antifibrinolytics,
nonsteroidal anti-inflammatory drugs (NSAIDs),
combined estrogen and progesterone  or
progesterone’s alone, high dose estrogens,
gonadotropin-releasing hormone agonists, danazol
and levonorgesterol releasing intrauterine systems.
Cyclical combined oral contraceptive pills were
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widely used previously but side effects have
limited their use in AUBM*],

Ormeloxifene, a third generation SERM,
antagonizes the effect of estrogen on uterine and
breast tissue and. stimulates its effect on vagina,
bone, cardiovascular and central nervous system.
Thus, it is especially beneficial in perimenopausal
women as it has no uterine stimulation, prevents
bone loss, does not increase the risk of breast
cancer, lowers cholesterol level and maintains
cognitive function of the brain. It has the
additional advantage of reducing premenstrual
symptoms, mastalgia and dysmenorrhoea. In
recent years concern has been expressed about
possible long term complications of hysterectomy.
Thus more and more women are looking forward
to and effective medical therapy!®”). It causes an
asynchrony in the menstrual cycle between
ovulation and development of uterine lining and
potential in. the treatment of climacteric
symptoms[8-2

Oral contraceptives have long been used clinically
to decrease menstrual flow Oral contraceptives
(OCs), also known as “the pill”, are the most
popular method of contraception among female
adolescents. The primary mechanism of action is
inhibition of ovulation. In addition, it produces an
endometrium that is not receptive to ovum
implantation and cervical mucus that becomes
thick and hostile to sperm transport. Tubal and
endometrial motility are slowed.

The objective of this study is to assess
improvement in haemoglobin level post treatment,
assess subjective improvement in menstrual
bleeding pattern and assess patient’s satisfaction
level.

Material and Methods

The study was conducted at BP Koirala Institute
of Health Sciences, Dharan, Nepal. This was a
prospective randomized study conducted between
April 2017 and May 2018. The study was adhered
to the declaration of Helsinki for Biomedical
Research Involving Human subjects and study

protocol was ethically permitted from Institutional
Review Committee, Nepal.

A total 116 patients with subjective complaints of
menorrhagia were enrolled for the study, and
those with objectively demonstrable menorrhagia
(70 patients), were included in statistical analysis.
Inclusion criteria was selected as women in age
group of 18-50 who attended outpatient
department (OPD) with subjective symptoms of
excessive  menstrual  blood loss (MBL)
irrespective of bilateral tubal ligation.

Exclusion criteria was selected as any organic
pelvic pathologyacute heavy bleeding
hemodynamically unstable patients
postmenopausal  bleeding  polycystic  ovary
syndrome, chronic cervicitis and dysplasiachronic
illness like tuberculosis past history or family
history of thromboembolic disease known or
suspected cancer of breast or other estrogen-
dependent cancers and hypersensitivity to drugs.
Group A: OEM 60mg orally twice a week
(Wednesday and Saturday)for 12weeks and
Group B: Low dose OCP from day 1 for 21days
for 3 consecutive cycles. Patients were followed
up 3monthly.. Patient's improvement was assessed
by performing blood Hb level after completion of
therapy.

All women were at first subjected to the detail
history taking and physical examination. All
women underwent ultrasonography assessment of
pelvic organs to exclude uterine or adnexal
pathology. Subjective assessment of MBL was
done by questionnaire. They asked to answer
those questions and were followed after 3 months
with same set of questionnaire.

Results

A total of 116 women after fulfilment of inclusion
criteria were included in the study. Written
informed consent were collected prior to
randomization.
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Table 1 & 2: mean HB level after treatment

Mean Hb before treatment
10.57
10.56
10.56
10.56
® Mean
10.55 1055
10.55 .
10.54
OEM OCP

Mean Hb after treatment

12.00 11.88
11.80
11.60
11.40
11.20
11.00
10.80 -

10.60
10.40
10.20
10.00 T

OEM OCP

® Mean

Table above (table 1 & 2) shows the difference in
the mean HB level after treatment. The mean Hb
of the patients if OEM group was 11.87+0.94 % dl
and the median Hb level was 11.8 % dlI.

The mean Hb of the patients if OCP group was
10.68 +1.35 % dl and the median Hb level was

Table 2: Blood loss before treatment

10.9 % dl. Two independent group t test (t=5.274,
p<0.05) showed that test was significant. OEM
performed significantly better than OCP in
improving Hb level in patients.

BLOOD LOSS BEFORE TREATMENT

mOEM

10.50%
11.90%

LIGHT MODERATE

B 350%
B s:0%

The proportion of patients with heavy and very
heavy blood loss is 11% in OEM and 29.1% in
OCP. The test of proportion (Z-Score =2.29, p
value 0.022) shows that there is significant

mOCP

40.40%
44.10%
45.60%
37.30%

HEAVY VERY HEAVY

difference in the proportion of patients in the two
groups. Therefore the control of blood loss in the
OEM group is significantly better than the OCP

group.
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90.00%
79.20%
80.00%
70.00%
60.00%
50.00%
40.00%

30.00%

0
20.00% 18.20%

10.00%

0.00%

Light Moderate

T6: Blood loss after treatment

EOEM
=0CP

14.50% 14.50%

Heavy Very heavy

The proportion of patients with limitation in
physical activity is 5.7% in OEM and 25.2 % in
OCP groups. Z test (Z score=2.82, p value =

0.004) suggest that difference in proportion is
statistically significant. And OEM group is better
than OCP.

T9: Limitation in physical Limitation in physical activity after
activity before treatment treatment
70.00% 60.00% [ 5560%
60.00% 57.90%
50.00%
.20%
50.00%
40.00%
33.90%
40.00%
’ 33.30% 34.50%
30.00% uOEM 30.00% mOEM
25.50%
= OCP = OCP
20.00% 15.30%
20.00%
10.00% 1.7008-80 14.50%
0,
0.00% 10.00%
> & S
NGNS @ &
RS o7 ¥ 0.00%
) < Notatall Slighty Moderately Extremely
The Z-Score is 2.3043. The p-value is 0.02144. Discussion

The result is significant at p <0.05. The proportion
of Yes or No responses for Observation 1 is 0.547.
The proportion for Observation 2 is 0.327.Though
both groups shows improvement in bleeding but
the test of proportion Z test (Z score=2.304, p
value 0.0214) shows that improvement in OEM
group is comparatively better than OCP group.

Menorrhagia accounts for most of the referrals to
the gynaecological OPD and in majority of
patients no organic pathology is identified. AUB
is considered a diagnosis of exclusion.

In the present study maximum number of patients
are more than 40 years of age with a mean of
37.12 years. Study done by Biswas Subhash
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Chandra et al.l*®!, 2004 had patients in the age
group 31-51 years, with maximum number of
patients above 45.4. In the study done by Dr.
Neha Agarwal et al.”?| 2010 had patients in the
age group 20-50 years with the mean 32.8 years.
Study done by Tapan Kumar Bhattacharya et al.!®),
2011, a total of 180 cases were selected who have
completed their childbearing and were above 35
years of age. Study done by Dhananjay BS et
al.! 2012, a total of 35 cases were studied with
the mean age group 45.5 years.

Maximum number of patients in various studies
belong to age group above 40 years, so this is not
a selection bias but this is because maximum
menstrual irregularities occur in this age group.
The function of ovary starts declining after 35
years of age and ovarian reserve starts decreasing.
So, the anovulation and thus dysfunctional uterine
bleeding becomes more common.

In the present study about 68% of patients had
parity above 3 with the mean of 3.98. Similar to
the present study maximum patients in various
studies have parity above 3. This is because parity
has not a strong correlation with menstrual
irregularities. In the present study the mean of the
parity is 3.98, this can be explained by the fact
that the group of population which comes to
BPKIHS, GOPD belongs to rural background and
thus women with higher parity are more common.
The pre-treatment haemoglobin level in maximum
number of patients in the present study is less than
9.0 gm/dl with a mean of 7.73 g/dl and ranged
from 5.4 t010.2 g/dl. Similar to the present study
the pre-treatment haemoglobin (gm/l) in all the
studies mentioned above were in the range of mild
to  moderate  anaemia.  Post  treatment
haemoglobin: [graph2] The mean post treatment
haemoglobin level in the present study is 8.6g/ d1
with a range of 7.0 to 11.2 gm/dl. The present
study the mean post treatment haemoglobin level
remained in the range of anaemia. This could be
due to higher number of low socioeconomic and
low middle socioeconomic group of population
attending the GOPD of BPKIHS. The mean
increase in haemoglobin level following treatment

in the study done by Biswas Subhash Chandra, et
al.l' in the year 2004 was 1.31 gm / dl. The mean
increase in haemoglobin level following treatment
in the study done by Dr. Neha Agarwal et al.?? in
the year 2010 was 1.82gm/ d1.The mean increase
in haemoglobin level in the study done by Tapan
Kumar Bhattacharya et al.”, 2011 was 2.54
gm/dl. The mean increase in haemoglobin level
following treatment in the study done by
Dhananjay BS et al.™*! In the September 2012 was
2.34 gm. The result of increase in haemoglobin
following treatment in the present study is in
accordance to other studies. Increase in mean
haemoglobin (pre-treatment 773 to post treatment
88% of patients had complain of passage of clots
prior to treatment which reduced to 4 % of
patients following treatment with p=0.03 (p<0.05)
thus significant. The test of proportion (Z
score=2.304,p=0.0214) shows improvement is
comparatively ~ better in  OEM  group.
Ormeloxifene decreases menstrual blood loss
significantly, with a marked decrease in PBAC
score. Amenorrhea is common side effect. Study
done by Kriplani et al.15 2008 had pre-treatment
median PBAC score of 388 and post treatment
median PBAC score of 80.

Conclusion

This study concluded that ormeloxifene is suitable
for the treatment of AUB in all age groups with
effective therapeutic effects.. Our study also
showed that the compliance of the patients is good
because of convenient dosage schedule. Thus,
Ormeloxifene can be considered as an effective
therapeutic option for the medical management of
abnormal uterine bleeding.
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