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Abstract

Objective: To compare the effect of intrauterine progesterone with oral progesterone in treatment of DUB.

Study Design: Randomized Control Trial.

Place and Duration: Outdoor & indoor patients in obstetrics & gynecology department Allied Hospital Faisalabad, from 1st
Jan 2014 to first Jan 2015.

Methodology: Seventy-four (74) patients from outdoor and indoor with dysfunctional uterine bleeding fulfilling the inclusion and
exclusion criteria were assessed for effect of both therapies. To each Group (A and B) 37 patients randomly allocated and then
effects of both therapies were compared. All the variables of study were recorded and results were calculated.

Results: Decrease of menstrual blood loss was more in group A than group B assessed in the form of reduced number of
pads used per day 59.4% in group A versus (vs) 32.43% in group B. Menstrual bleeding stopped 3 days earlier than usual
29.7% in group A vs 13.5% in group B. Clots were absent in 73% in group A vs 45.9% in group B. Improvement in
Hemoglobin(Hb) was 59.46% in group A vs 16.22% in group B.

Conclusion: Intrauterine progesterone is more effective than oral progesterone in the treatment of DUB.
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Introduction

Clinically, it is defined as a total blood loss of more
than 80 ml per cycle or duration of menses lasting for
more than 7 days.? Menorrhagia interferes with the
woman’s physical, emotional, social and material
quality of life.® Medical therapy is a principal
treatment for dysfunctional uterine bleeding.*First line
treatment  prostaglandin inhibitors, antifibrinolytic
agents, oral contraceptive pill, oral high dose
progestogens and intrauterine progesterone system

Dysfunctional uterine bleeding (DUB) or heavy
menstrual bleeding (HMB) is defined as heavy and/or
irregular menstruation in the absence of recognizable
pelvic pathology, pregnancy or general bleeding
disorders and commonly occurs at the extremes of
reproductive life. It is simply called menorrhagia
without an underlying cause. It may be anovulatory
or ovulatory DUB.
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reduce menstrual blood loss.>6 Cyclical 21 days
treatment therapy is third line option for
management of menorrhagia.” Oral medication suits
a minority of women in the long term, and the
Progesterone (levonorgestrel) releasing intrauterine
system (LNG-IUS) device provides a better
alternative to medical therapy and surgery in majority
of cases though hysterectomy is a definitive
treatment for heavy menstrual bleeding.® LNG-IUS
was originally developed as a contraceptive device
but has also been shown to be more effective
in achieving a significant reduction in menstrual
blood loss than any other medical treatment.®1°

Marked endometrial suppression with scanty
menstrual bleeding are major health benefits,
making its use ideal in iron deficiency anemia in
woman with heavy menstrual blood loss as
elevating hemoglobin levels within 3 months of LNG-

IUS use and increase of in hemoglobin level up to1.5
g/dl after one year.10:11

Studies in Pakistan showed oral progesterone to be
effective in 87.8% patients with heavy menstrual
bleeding.’? While according to an Indian study
intrauterine progesterone was found to be effective
in 57.7%.13

The main challenge of gynecologists is to select the
most effective method of treatment of DUB.*

Methodology

It was randomized controlled trial. Observing Non
probability consecutive sampling technique.

All outdoor and indoor patients in obstetrics and
gynecology department, Allied Hospital affiliated with
Faisalabad medical university Faisalabad from 1st
Jan 2014 to first Jan 2015 including group A (37
patients) were treated by intrauterine progesterone
and in group B (37 patients) were treated by oral
progesterone cyclically. We kept level of significance
5% and power of test 90% proportions of patients with
successful treatment in group A taking intrauterine
progesterone releasing system is 57.7% (taken from
Indian study, because no recent Pakistani study is
available) and proportion in group B with oral
progesterone is 87.8% (taken from recent study in
Pakistan).

We included all women with heavy and/or irregular
menstrual  bleeding (in absence of any
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pelvic/systemic pathology, pregnancy and bleeding
disorder). Our exclusion criteria was all women with
heavy and/or irregular menstruation in the presence
of recognizable pelvic pathology uterine fibroids,
endometrial polyps, endometrial hyperplasia (that is
endometrial thickness more than12 mm), pregnancy,
general bleeding disorders, pelvic inflammatory
disease, polycystic ovarian disease, and thyroid
disease. Patients with breast cancer and genital tract
malignancies.

After taking ethical committee approval and
explaining the procedure, informed consent was
taken. All the women, fulfilling the above-mentioned
inclusion criteria were selected for the study.

Exclusion criteria were strictly followed to limit the
confounding variables. Risks (spotting, amenorrhea,
expulsion, uterine perforation) benefits (better
compliance, reduction in blood loss leading to normal
bleeding days, better quality of life, improvement in
daily routine work and pain-free menstruation) was
explained. A detailed history of general physical,
breast, abdominal and complete pelvic examination
was done. Haemoglobin was tested before insertion.
Then at 3rd and 12th month.

Pelvic ultrasonography and endometrial sampling (if
age>40 years) was also done before insertion. After
history and examination, 74 cases with DUB were
selected from outdoor and indoor. The envelopes
after shuffling were distributed randomly. Half were
allocated to the prescription of oral progesterone and
other half had a prescription of intrauterine
progesterone. Effects of both therapies were
assessed after every 3 months for 12 months in terms
of reduced number of pads she used, reduced
number of days she bled, the absence of clots and
improvement in hemoglobin level. Data was entered
on Performa designed for this purpose. Telephonic
contacts and addresses noted for follow up.

Results

In 74 patients minimum age was 13 and maximum
55 years with mean £SD 32.99 +11.40

A number of pads used by 37 patients before
treatment were in intrauterine progesterone group
were in the range of 3 — 10 with mean +SD 7.03
+1.86 and in oral progesterone group were in range
of 3 — 10 with mean +SD 5.92 +1.53 (Table I).

A number of pads used by 37 patients after
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treatment in intrauterine group, were in the range of 2
— 8 with mean +SD 5.24 +1.38 and in oral
progesterone group were in range of 3 — 8 with
mean +SD 4.86 £1.13 (Table I).

Table I: Baseline Characteristics of Patients in Both Groups

In intrauterine progesterone group out of 37 patients
after treatment passage of clots were present in 10
patients (27%) and absentin 27 patients (73%) while

Variables n Min Max Mean Standard
Deviation
Age of the patient 37 21 50 36.32 8.55
Number of pads
Intra  Uterine | patient used before treatment 37 3 10 7.03 1.86
Progesterone e
Group hemoglobin level of the patient 37 6.8 104 8.859 1.13
Number of days
patient bleed before treatment 37 3 16 7.97 3.13
Age of the patient 37 13 55 29.65 12.94
Number of pads
patient used before treatment 37 3 10 5.92 1.53
Oral Baseline
Progesterone hemoglobin level of the patient 37 5.9 10.4 8.757 1.094
Group Number of days
patient bleed before treatment 37 4 12 6.16 2.23
Table Il: Passage of Clots and Duration of Menstrual Bleeding
Passage of clots before Intra Uterine Progesterone Group Oral Progesterone Group
treatment
Frequency Percentage Frequency Percentage
YES 28 75.7 29 78.4
No 9 24.3 8 21.6
Total 37 100 37 100
Passage of clots after Intra Uterine Progesterone Group Oral Progesterone Group
treatment Frequency Percentage Frequency Percentage
Yes 10 27 20 54.1
No 27 73 17 45.9
Total 37 100 37 100
Menstrual bleeding Intra Uterine Progesterone Group Oral Progesterone Group
finishing earlier than
normal Frequency Percentage Frequency Percentage
Yes 11 29.73 5 13.51
No 26 70.27 32 86.49
Total 37 100 37 100
Decreased number of Intra Uterine Progesterone Group Oral Progesterone Group
pads used/day
Frequency Percentage Frequency Percentage
Yes 22 59.46 12 32.43
No 15 40.54 25 67.57
Total 37 100 37 100

In intrauterine progesterone group out of 37 patients
before treatment passage of clots were present in 28
patients (75.7%) and absent in 9 patients (24.3%)
while in oral progesterone group clots were present
in 29 patients (78.4%) and absent in 8 patients
(21.6%) (Table )
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in oral progesterone group clots were present in 20
patients (54.1%) and absent in 17 patients
(45.9%) p-value 0.009 (Table II).

In intrauterine progesterone group out of 37 patients
haemoglobin levels were improved in 22 patients
(59.46%) and no change in 15 patients (40.54%)
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while in oral progesterone group out of 37 patients
haemoglobin levels were improved in 06 patients
(16.22%) and no change in 31 patients (83.78%) p-
value 0.0005 (Table 11I)

Table Ill: Improvement of Hb level in Both groups

Improvement Intra-Uterine Oral
of Progesterone Progesterone
Hb level after Group Group
RIS Frequency| % |Frequency| %
Yes 22 59.46 6 16.22
No 15 40.54 31 83.78
Total 37 100 37 100

Haemoglobin levels after treatment in intra uterine
progesterone group were in the range of 6.9-10.9 g/dl
with mean £SD 9.262 +1.11. And oral progesterone
group were in the range of 6.3 — 10.8 g/dl with mean
+SD 9.005 £1.10. (Table IV)

Table IV: Characteristics of Patients After Treatment in
Both Groups

Standard
Deviation

Variables n [Min| Max | Mean

Number of pads| 37 | 2 8 5.24 1.38
Patient used

after treatment

Hemoglobin 37(6.9
level of the
patient after
treatment

10.9 | 9.262 111

Number of days| 37 | 2 10
patient bleed
after treatment

4.97 1.94

Intra Uterine Progesterone
Group

Number of pads| 3 | 3 8
patient used
after treatment

4.86 1.13

Hemoglobin 376.3
level of the
patient after
treatment

10.8 | 9.005 1.10

Number of days| 37| 3 12
patient bleed
after treatment

5.73 231

Oral
Progesterone Group
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Discussion

DUB or Heavy menstrual bleeding (HMB) is an
important cause of ill health in women and it accounts
for 12% of all gynaecology referrals in the UK*®> and
20% females in Australia are affected by DUB while
in Swedish study32% were sufferer and 10 % of
working females found to be absent from work due
to excessive bleeding.

One Pakistani study, gave HMB prevalence of 25%
per 100 gynaecological cases.!” Medical therapy
with avoidance of unnecessary surgery is an
attractive treatment option for HMB

Oral progestogens (OP) and LNG IUS offer similar
endometrial protection for women with Endometrial
hyperplasia while LNG IUS offers convenience, least
undesirable effects, reversibility, and long-term
endometrial protection as concluded by study in
2017.* The results of another recent study showed
that LNG-IUD is more effective than MPA in treatment
of simple endometrial hyperplasia .24

It was stressed that women with menorrhagia who
presented to primary care providers, the LNG-IUS
was more effective than usual medical treatment in
reducing the effect of heavy menstrual bleeding on
quality of life. 1819

As Intrauterine progesterone induces endometrial
atrophy more than oral progesterone by local release
o f progesterone.?® That is why the objective of our
study to demonstrate the better effect of intrauterine
progesterone than oral progesterone in treatment of
HMB.

The mentioned study revealed age range of 13-55
years. Mean age was 36.32 = 8.55 in group A and
29.65 £12.94 in group B respectively which is in
accordance with study carried in a cochrane
database systemic review.??:3

Different studies showed comparable reduction in
menstrual blood loss by the use of intrauterine
progesterone similar to our study 821 but contrary to
Gupta hp et al. 26

Studies revealed the efficacy of LNG-IUS very well,
which was also appeared accepted alternative with
least side effects further superior to both oral and
intramuscular progesterone in the treatment and
medical management of menorrhagia.?? 2425

Results of our efforts are comparable to a study
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regarding the improvement in mean hemoglobin
percentage of more than 0.4g /dl within 3 months of

LNG-IUS use and an increase of hemoglobin level up
to1.5 g/dl after one year. 10-11.27

LNG-IUS reduces menstrual loss by 97% in 12
months in our observation, which is comparable to
studies.?”?° |t also concluded that LNG-IUS provides
an implausible nonsurgical alternative in treatment of
menorrhagia.?’

Regarding menorrhagia in late reproductive years,
our work supported by a study which claimed
that intrauterine progesterone is an effective and

overall well accepted option for the medical
management of menorrhagia and offered a
convenient and bleeding free transition into
menopause.® 2328

Our findings the better role of intrauterine

progesterone in improving DUB than oral
progesterone are in agreement with the results of
above quoted studies. 27 28:29.30

Patients should be educated and made aware of
the mortality and morbidity associated with surgery
so that compliance for medical therapy should be
enhanced

Conclusion

In the context of Pakistani population with significant
prevalence of HMB and illiteracy, there is need of
awareness about easy and effective medical therapy
like LNG-IUS which is cost effective and is outdoor
procedure. It has good compliance as compared to
oral progesterone therapy which has poor compliance
due to regularity and punctuality. Intrauterine
progestogens have no systemic side effects than OP

It is also useful in high-risk patient like Diabetes
Mellitus, Cardiac patients, patients with history of
thromboembolism in which oral progesterone is
relatively contraindicated in high doses.
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