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ABSTRACT

Introduction Abnormal Uterine bleeding (AUB) can seriously affect the quality of life of women since
it interferes with the physical, emotional, social, and material quality of life and may identify serious
health concerns as the adolescent transitions to adulthood. Methods A prospective cohort study was
performed in 250 individuals diagnosed with AUB are screened for inclusion and exclusion criteria.
The safety and efficacy were evaluated by using PBAC score, hemoglobin levels, and MMAS score.
The improvement of lab parameters is assessed by performing data analysis by using paired t test and
significance p-value. Results: The change in PBAC score was from 226.16+£18.63 to 80.19+10.88 in
group-1 and in group-2 it was from 223.80+£18.56 to 83.34+10.21, the significant reduction in PBAC
scores is seen more in the tranexamic acid+mefenamic acid group. The improvement in the quality of
life, MMAS score was from 41.67+12.84+ to 84.75+11.99 in group-1 and in group -2 it was from
41.13£13.73 to 81.08+14.15, improvement in the QoL is seen more in tranexamic acid+mefenamic acid
group. The reduction of pain is seen in tranexamic acid+mefenamic acid treated group is 80% which is

higher than the tranexamic acid alone treated group i.e. 38.09% after 3 months. Conclusion: Our study
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concludes that tranexamic acid+mefenamic acid combination is superior and safer in reducing

menstrual blood loss and is also safe in reducing the pain, menstrual cramps during uterine bleeding

and improvement in the patients wellbeing, enhancing quality of life.

Keywords: Abnormal uterine bleeding (AUB), Tranexamic acid (TXA), Mefenamic acid, Pictorial Blood
loss Assessment Chart (PBAC), Menorrhagia Multi-attribute Scale (MMAS), Quality of Life (QoL)

INTRODUCTION

Abnormal uterine bleeding (AUB) is a
common gynecologic complaint, accounting
for one-third of all outpatient visits to
gynaecologists and more than 70% of all
gynecologic consults during the
perimenopausal and postmenopausal years
[1]. Normal monthly menstrual blood loss is
about 35 ml with a 90%value of 80 ml.
Menstrual loss in excess of 80 ml is widely
accepted as an objective definition of
menorrhagia [2].

It is defined as excessive menstrual blood
loss that occurs alone or in conjunction with
other symptoms and has a negative impact
on a woman's physical, social, emotional,
and/or material quality of life (QoL) [3].
Acute AUB is described as "an episode of
bleeding in a woman of reproductive age
who is not pregnant that is of sufficient
quantity to necessitate quick intervention to
prevent further blood loss. "Chronic AUB is
defined as "uterine corpus bleeding that is
abnormal in duration, volume, and/or
frequency and has been present for the
majority of the last 6 months."[4]

It is the most common reason for

reproductive-age women to seek medical

attention. This issue has a significant impact

on quality of life, promoting school
absenteeism and social limitations [5].

The global prevalence of abnormal uterine
bleeding among reproductive-aged women
is estimated to be between 3% and 30%,
with a higher incidence occurring around
menarche and perimenopause [6]. HMB is
an important cause of ill health in women:
prevalence estimates range from 4% to 51%
[71.

Heavy menstrual bleeding (HMB) is
estimated to affect 6.5 percent of women
aged 12-51 years, with 5 percent of women
aged 3049 years seeking medical attention
ecach year [8]. Sixty percent of women
referred with menorrhagia have a
hysterectomy within five years [9].

Sign and symptoms include spotting or
bleeding between menstrual periods,
menstrual periods that last more than seven
days, soaking a tampon or pad in one hour
or less during your menstrual period. Other
symptoms include bloating, pain or pressure
in the pelvic region, weakness, heavy
bleeding lasting one to two hours [10].
Diagnosis can be done by performing
PBAC score,

endometrial  sampling,

complete blood count to rule out anaemia
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and severity of bleeding, and pelvic imaging
for suspicion of an underlying bleeding
disorder [1].

Anemia, infertility, and endometrial cancer
are all possible complications of chronic
abnormal uterine bleeding. If prompt
treatment and supportive care are not
initiated in the case of acute abnormal
uterine  bleeding, severe anaemia,
hypotension, shock, and even death may
occur [6].

The standard procedure for determining
MBL combines a woman's self-perception
of her menstrual flow (light, normal, or
heavy) with haemoglobin level and/or
menstrual markers such as length of period,
number of the sanitary pads used, number of
days of 'heavy' bleeding, number of flooding
episodes, and size of clots passed [5].
Although menorrhagia is usually not life-
threatening, it can cause significant social
embarrassment, discomfort, and disruption
in many women's lives [11].

Tranexamic acid improves the quality of life
of women being treated for abnormal uterine
bleeding  considerably (AUB). The
suggested dosage varies between studies,
however it is often administered every 1-5
days beginning on the first day of the
menstrual cycle. The side effects are
minimal and mostly moderate. The
occurrence of thrombotic events linked with

its use is quite low. A thromboembolic

disorder that is active is a contraindication
[12].

Mefenamic acid, an anthranilic acid
derivative and an NSAID, is also known to
relieve mild to moderate pain from a variety
of ailments. It is also used to decrease
menstrual pain and blood loss. Some studies
have predicted a 20% reduction in menstrual
blood loss by mefenamic acid alone [13].
Previous studies shows that menstruation
discomfort (46.2 %), headache (43.9 %), and
back pain (23.1 %) were the most commonly
reported treatment-emergent side events for
tranexamic acid. Ocular adverse events were
reported by a minor percentage of subjects
(3.8 %) [14].

Anemia, infertility, and endometrial cancer
are all possible complications of chronic
abnormal uterine bleeding. If prompt
treatment and supportive care are not
initiated in the case of acute abnormal
uterine  bleeding, severe anaemia,
hypotension, shock, and even death may
occur [6].

MATERIALS AND METHODS

Study Design/Settings

This is a Prospective Cohort study
conducted in the Department of Obstetrics
and Gynecology, Government General
Hospital, Guntur, for a period of 6 months
i.e. from October 2021 to March 2022. The
subjects diagnosed with Abnormal Uterine
tranexamic

Bleeding and receiving

acid+mefenamic acid combination and
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tranexamic acid alone in two separate
groups are included.
Inclusion Criteria:

e Female Patients who are diagnosed
with abnormal uterine bleeding.

e Female Patients who are taking oral
tranexamic acid+mefenamic acid &
tranexamic acid alone for abnormal
uterine bleeding.

e Female patients within the age group
18-70yrs.

e Female patients who are non-pregnant
women are selected.

e Female Patients who are willing to
participate & follow-up during the
study are included.

Exclusion Criteria:

e Female patients who are pregnant.

e Female Patients who are <18yrs &
>70yrs of age.

e Female Patients with risk of

thromboembolic disease.
e Female Patients with history of PCOD.
Patients

e Female appeared  with

convulsions,  malignancies  like
fibroids, cancer, etc.

e Female patients who are not willing to
participate & follow-up during the
study are excluded

Data Collection
After obtaining approval from Institutional

Ethics Committee, A 260 individuals,

diagnosed with AUB are screened for

inclusion and exclusion criteria and after
taking Informed consent the subjects are
divided into 2 categories. In group-1, 126
subjects of tranexamic acid+mefenamic acid
combination receiving individuals of doses
500mg and 250mg respectively thrice daily
from day 1-5 and in group-2, 124 subjects of
tranexamic acid alone receiving individuals
of dose 500mg thrice daily from day 1-5
during menstrual cycle and remaining 10
subjects are excluded as they failed to follow
up the study. The safety and efficacy of both
the treatment groups was evaluated by using
pictorial blood assessment chart (PBAC)
scoring to assess menstrual blood loss,
hemoglobin levels to rule out anemia,
menorrhagia multi-attribute  assessment
scale (MMAS score). The improvement of
lab parameters in both the treatment groups
after 3 months is assessed by performing
data analysis by paired t test and
significance p-value.
Outcome Parameter

Pictorial Blood loss Assessment Chart

[PBAC]

Haemoglobin level

Menorrhagia Multi Attribute Scale

[MMAS]
Statistical Analysis and Interpretation
The data obtained was entered in advanced
Microsoft excel spread sheet and evaluated.
For statistical analysis paired t-test is
utilised to calculate the p-value.

Ethical considerations
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After obtaining approval from Institutional
Ethics Committee the study was conducted.
RESULTS & DISCUSSION

A total of 250 subjects were included in the
study after a thorough screening based on
inclusion and exclusion criteria, patients
diagnosed with abnormal uterine bleeding
have been involved in the study. In this

study, we conducted a comparison between

combination of tranexamic acid+mefenamic
acid using individuals Vs tranexamic acid
alone using individuals. Among those 250
subjects, in group-1 a total of 126 subjects
using tranexamic acid+mefenamic acid
were included, in group-2 a total of 124
subjects using tranexamic acid were

included (Table 1).

Table 1: Socio-Demographic Comparison of Treatment Groups (At Baseline)

Characteristics Tranexamic Acid + Mefenamic Acid Tranexamic acid P-value
(n=126) (n=124)

Age (in yrs) 35.18+10.89 34.96+10.66 0.8788
Weight (in kg) 56.88+6.61 56.81+6.69 0.9381
BMI (in kg/m?) 23.85+4.16 23.95+3.74 0.8428
Hb  (in gm/dl) 8.31+0.39 8.21 +0.47 0.0643

MMAS 41.67+12.84 41.13+13.73 0.7462
PBAC 226.16+18.63 223.80+18.56 0.3149

Mean age of tranexamic acid+mefenamic
acid group individuals is 35.18+10.89,
whereas the mean age of the tranexamic acid
group is 34.96+10.66. The p-value is 0.8788
with no mean significant difference in age in
both treatments.

The mean weight of the tranexamic
acid+mefenamic acid group is 56.88+6.61
and mean weight of the tranexamic acid
group individuals is 56.81£6.69. The p-
value is 0.9381 with no mean significant
difference in weights in both treatment
groups.

Mean BMI of tranexamic acid+mefenamic
acid group individuals is 23.85+4.16,
whereas the mean age of the tranexamic acid
group is 23.95+3.74. The p-value is 0.8428
with no mean significant difference in BMI

in both treatments.

Mean hemoglobin concentration was

8.31+0.39 in the tranexamic
acid+mefenamic acid group and 8.21 £0.47
in the tranexamic acid group. The p-value is
0.0643 with no mean significant difference
in hemoglobin in both treatment groups.
The mean PBAC score of the tranexamic
acid+mefenamic acid group is
226.16+18.63 and the mean PBAC score of
tranexamic acid group individuals is
223.80+18.56. The p-value is 0.3149 with
no mean significant difference in PBAC
score in both treatment groups.

Mean MMAS score of tranexamic
acid+mefenamic acid group individuals is
41.67+12.84, whereas the mean MMAS
score of the tranexamic acid group is

41.13%13.73. The p-value is 0.7462 with no
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mean significant difference in MMAS
scores in both treatments.

The subjects after the follow-up have been
assessed with changes in Wt, BMI,
Hemoglobin concentration, PBAC score,
and MMAS score due to the change in

treatment therapy and patient counseling.

The values are then compared with the
baseline results and their mean differences
are calculated and tabulated. The resultant
mean  differences are taken into
consideration and drawn graphs between the
tranexamic acid+mefenamic acid group vs

tranexamic acid group.

Table 2: Characteristic Mean difference of the variables at Baseline and After 3 months in both the treatments groups

Tranexamic acid+Mefenamic acid Tranexamic acid
Characteristics Baseline After 3 Mean Baseline After 3 Mean
months difference months difference
Hb 8.31+0.39 8.7+0.44 -0.39 8.21+0.47 8.42+0.44 -0.21
PBAC 226.16+18.63 80.19+10.88 145.97 223.80+18.56 83.34+10.21 140.46
MMAS 41.67+12.84 84.75+11.99 -43.08 41.13+13.73 81.08+14.15 -39.95

Table 3: Comparison of variables in both the treatments group-1 and group-2 with the p-value with baseline and after 3 months

. . Mean differences of tranexamic acid+ Mean differences of
Characteristics . . . . P-value t-value
mefenamic acid tranexamic acid
Hb (in gm/dl) -0.39 -0.21 <0.001 5.066
MMAS -43.08 -39.95 0.0140 2.475
PBAC 146.0 140.5 0.0021 3.114

Note: The mean differences were taken individually from each patient across the treatment groups and calculated the
p-value between the tranexamic acid+mefenamic acid group and the tranexamic acid group.

The hemoglobin levels of all the individuals
in both the treatments are compared with
their mean hemoglobin differences and the
p-value is <0.001. The p-value shows a
significant improvement in the hemoglobin
level in the tranexamic acid+mefenamic
acid group i.e. 4.69%.

Likely PBAC scores, the individual mean
PBAC score differences of both treatment
groups are compared and done the p-value
(0.0021). The p-value shows a significant
difference in the treatment groups
1..64.54% in arm-1 and 62.76% in arm-2,
the mean reduction in the PBAC scores are

seen in the tranexamic acid+mefenamic acid

group than in the tranexamic acid group.

The MMAS scores of all the individuals in
both the treatments are compared with their
individual mean MMAS score differences
and the p-value is 0.0140. The p-value
shows a significant improvement in the
MMAS scores in the tranexamic
acid+mefenamic acid i.e. 103.38%.
CONCLUSION
According to the study findings, the
tranexamic acid+mefenamic acid
combination reduces PBAC score by 64.54
%, which is higher than the 62.76 % of
tranexamic acid (p-value 0.0021). MMAS
score improves the quality of life by 103.38
percent in tranexamic acid+mefenamic acid
treated individuals, which is higher than in

tranexamic acid treated individuals (p-value
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0.0140). Owur study concludes that

tranexamic acid+mefenamic acid
combination is superior and safer in
reducing menstrual blood loss and is also
safe in reducing the pain, menstrual cramps
during uterine bleeding and improvement in
the patients well being, enhancing quality of
life.
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