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Maternal Mortality refers to the death of mother’s
due to complications of pregnancy and childbirth.
Maternal Mortality is the highest single reason of
premature deaths worldwide. Owing to great
international commitments to tackle maternal deaths
and addressing it through MDGs, the global maternal
deaths reduced by 44% from 385 deaths to 216
deaths per 100,000 between 1990 and 2105.%
However though substantial, this reduction is not
uniform with 99% of maternal deaths still occurring in
developing countries. Two regions, the Sub-Saharan
Africa and South Asia contribute to 88% of maternal
deaths burden globally.? The lifetime risk of maternal
death is 1 in 4900 in developed countries as against
| in 150 in less developed nations. However, this
lifetime risk of death, in the least developed regions
is 1 in 52 women. Thus, highlighting an important
fact that majority of maternal deaths in less
developed countries are due to preventable factors.?
Obstetric hemorrhage(PPH) is the leading cause of
maternal deaths contributing to 27 % of all deaths.
Out of 14 million cases of PPH reported globally
each year ,127 000 resulted in a maternal loss. Most
deaths (about 99%) from PPH occurs in low and
middle-income countries with  only 1% in
industrialized nations.* Although PPH is not limited
to developing countries only, but it is also a harsh
reality that PPH is more fatal in these countries.

The maternal mortality rate is thus not only an
important indicator of maternal health also it provides
an insight into the overall functioning of the health
system of a country.®> Thus the intrinsic problem of
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health systems in less developed countries also
reasonably adding there share to already existing
grave situation of maternal health. Although giving
birth in a health facility increases the chance of

surviving post-partum hemorrhage, but
unfortunately, in underdeveloped or even in
developing regions women still die from the

prevailing condition within the health facilities. Thus,
most hospitals so far fail in providing the
comprehensive health care facilities to these
critically sick mothers.

According to the World Health Organization and
partners, Pakistan has a maternal mortality rate of
178 deaths per every 100,000 live births. In 2015
there were an estimated 9,700 maternal deaths in
the country, and post-partum hemorrhage was the
single biggest cause.! On an average there is 3.4 %
reduction in Maternal mortality between 2000 and
2015, but although the reduction is appreciable still
we need to work even harder to improve maternal
health to the level of developed regions.

Obstetric hemorrhage although considered to be
relevant to low or middle-income countries, however
on the contrary recent studies have shown an
increase trend of PPH in developed countries as
well, thereby underlining the need of further
research. As maternal health is the result of the
interplay of a multiplicity of factors deeply embedded
in the unigue situation of each region, therefore it
cannot be achieved by a single blanket strategy for
all. A number of strategies are being used to address
this monstrous health issue faced by the world.
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Although their overall effectiveness has been proven
there still a wide scope of research for more efficient,
widely available yet cost-effective interventions.

The WOMAN TRIAL — World Maternal Antifibrinolytic
Trial, is a step in the right direction.

The Woman Trial is an international, randomised,
double-blind, placebo-controlled trial, that studied the
effect of tranexamic acid administration on mortality,
hysterectomy, and other morbidities in women with
post-partum hemorrhage (WOMAN). -1t

The London School of Hygiene & Tropical Medicine
coordinated this research. It was funded by The
Welcome Trust and UK Department of Health
through the Health Innovation Challenge Fund, and
the Bill & Melinda Gates Foundation.

Tranexamic acid is not a new drug, it was invented in
the 1960s by a Japanese husband and wife research
team, Shosuke and Utako Okamoto.'? The
researchers who invented tranexamic acid more
than 50 years ago hoped it would reduce deaths
from postpartum hemorrhage, but they couldn’t
persuade obstetricians at that time to conduct a trial.
Now as we finally have Woman Trial’s results and
we are optimistic that we can help save women’s
lives around the world.

The study builds on a previous trial (CRASH-2) of
20,211 bleeding trauma patients from hospitals in 40
countries showed that TXA reduces bleeding deaths
by a third if given soon after injury.’®* Based on
evidence from studies on the use of TXA in surgery
and trauma, in 2012 TXA was included in WHO
guidelines for the treatment of post-partum
hemorrhage, but not as a primary treatment
(recommended instead if other treatments have
failed).14

The Woman trial is so far, the largest designed trial
of Tranxemic acid in obstetric haemorrhage.

This Trial was conducted in 193 hospitals from 21
countries of the world. Among them are also
countries which have highest rates of maternal
mortalities. 5,280 women from 47 hospitals in
Pakistan took part in the global trial, which included
20,060 women in total, mainly from Africa and Asia,
but also from UK and elsewhere. Pakistan is the
second highest recruiting country after Nigeria in the
world.

All the women who are above 16 years (18 years in
some countries depending on legal adult age) who
had been diagnosed clinically for PPH after a vaginal
delivery or caesarian section, were enrolled into the
trial. The eligible women were randomly assigned to
tranxemic acid or placebo groups. Participants,
caregivers, and those assessing outcomes were
masked to allocation. The composite primary
endpoint of trial was death from all-causes or
hysterectomy within 42 days of giving birth. It was
originally planned to enroll 15 000 women. However,
during the trial it became apparent that the decision
to conduct a hysterectomy was often made at the
same time as randomisation. Although tranexamic
acid could influence the risk of death in these cases,
it could not affect the risk of hysterectomy. The
sample size was then increased from 15 000 to
20 000 women in order to estimate the effect of
tranexamic acid on the risk of death from post-
partum hemorrhage.

Data analysed for 10,036 women given tranexamic
acid and 9,985 women given the placebo. Death due
to bleeding was significantly reduced with
tranexamic acid: 155 deaths with tranexamic acid vs
191 with placebo (reduction of 19%). In women
treated within three hours of giving birth the figures
were 89 deaths of women given tranexamic acid vs
127 for those given placebo (reduction of 31%).
Tranexamic acid and placebo were given in addition
to routine care practiced in participating hospitals.
No increase in thromboembolic events were found in
TXA arm when compared with placebo. While the
WOMAN Trial found that tranexamic acid
significantly reduced death due to bleeding, it did not
prevent hysterectomy. The reason being that in low-
and middle-income countries where blood supplies
are limited, a hysterectomy is sometimes carried out
immediately after the onset of very severe
postpartum hemorrhage to save the mother’s life
along with tranxemic acid administration. This means
there is no time for tranexamic acid to have an
effect.

Base on the results of Woman Trial we now have
important evidence that the early use of tranexamic
acid can save life of scores of mothers and at the
same time ensure more children grow up with
mothers. Tranexamic acid is safe, affordable, readily
available and easy to administer. The drug is quite
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robust and can be used in diverge climatic condition
with resonablely good safety profile. Therefore, we
can expect that doctors will use it as early as
possible following the onset of severe bleeding after
childbirth.

Young mothers are dying from heavy bleeding after
childbirth on an unacceptable scale in Pakistan. We
are losing far too many women from something
which can be prevented and we need to learn from
the WOMAN Trial and act on these very encouraging
results. We face a number of challenges in Pakistan
as the majority of babies are delivered in women’s
homes in rural areas with no trained medical staff or
facilities available. This is particularly important when
it comes to post-partum hemorrhage because time is
such a crucial factor in treating it and saving lives or
preventing hysterectomy. If tranexamic acid is given
quickly enough we could see a reduction in the
number of tragic deaths of young mothers. We
should work together to tackle this PPH and at the
same time urge our hospitals, doctors and
community health centres to join this global drive to
save mothers.

The success of Woman trial is indeed the success of
all mothers and on boarder perspective of all women
of the world. We are extremely grateful for all our
collaborators who had worked really hard to make
this research possible.

Recommendations:

1. Tranexamic acid should be
essential drugs list for PPH.

2. Tranexamic acid should be considered as
primary rather than the secondary treatment of
post partum hemorrhage.

3. Tranexamic acid should be administered in the
following doses

Dose 1: 1 gram - to be administered by intravenous

injection at an approximate rate of 1mL/minute as

soon as possible after onset of PPH.

Dose 2: 1 gram - If after 30 minutes bleeding

continues, or if it stops and restarts within the 24

hours after the first dose, a second dose may be

given. To be administered by intravenous injection at
an approximate rate of 1 mL/minute.
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