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SUMMARY OF ACADEMIC ACHIEVEMENTS

During the last decade | developed intreset in the therapeutic uses of prostaglandins as
a mean of myometrial stimulation. Myometrial stimulation is an integral part of
Obstetrics and Gynaecology and hence | have led several research projects in the
fields of miscarriage, induction of abortion, the management of the third stage of
labour, management of post partum haemorrhage and methods of induction labour. |
am the first author on a number of publications in the British Medical Journal, Lancet,
New England Journal of Medicine and the British Journal of Obstetrics &
Gynaecology. These publications and pioneering studies have drawn wide scientific
interest and a number of leading commentaries have been published about them. My
work in the fields of miscarriage and induction of abortion constituted the bulk of my
MD thesis which | obtained from the University of Aberdeen with commendation.
The gap between research and the implementation of its result is usually large. The
results of my studies have been implemented exceptionally quickly in clinical
practice.

MISCARRIAGE

Miscarriage is the most common complication of pregnancy and accounts for around
50,000 inpatient admissions in the UK each year. Generally management is a well
established routine that has changed little compared to other areas of gynaecological
practice. My work in this area was published in the BMJ in 1992 and 1993. It has
demonstrated for the first time the feasibility of managing miscarriage medically
without resort to surgery.

The medical regimens that were developed in the management of miscarriage are now
widely applied in many Scottish hospitals. In some, more than 50% of patients with
miscarriage resort to the medical approach rather than surgery. An editorial in the
BMJ referred to these studies with the following remark: '...a medical approach to
such a common gynaecological condition has implications for both the health service
and patients. It would substantially reduce the surgical workload resulting from
miscarriage, thereby freeing time on routine operating list for other cases.” Editorial.
BMJ (1993); 306: page 876.

This work has attracted the attention to the possibility of changing and improving the
management of such a common problem. | am aware of at least one large study that
has been successfully funded to compare expectant, medical and surgical management
of miscarriage.

ABORTION

In 1993 and 1994 | investigated methods to improve surgical and medical abortion
technology. The observations and findings produced from this research programme
generated broad interest and led to a wide change in practice at least in the UK.
Recently the Royal College of Obstetricians & Gynaecologists recommended that the



main findings of our research to be implemented in routine clinical practice. They
graded the current evidence of our initial findings as Class A evidence (Induced
Abortion, Guideline No 11, July 1997).

Independently a leading American researcher in the field made similar
recommendations in a recent meta analysis which heavily quoted our work (Grimes:
Obs & Gyn: May 1997: 790-795)

MANAGEMENT OF INTRAUTERINE FETAL DEATH

Intrauterine fetal death is a distressing complication for all involved: patients
obstetricians and midwives. Inducing labour in these cases is usually a protracted
procedure. | published three randomised trials in Human Reproduction and the British
Journal of Obstetrics and Gynaecology in 1994 and 1995 in which | modified the
established prostaglandin regimen to induce evacuation of the uterus in the second and
third trimester. This modification led to a considerable reduction in the duration of the
procedure. The results were further confirmed upon joining UCH where the regimens
became routine practice and the induction to delivery interval was reduced from a
median of 18 hours to 8 hours. Whilst the evidence from the published literature is not
completely conclusive as yet, our findings were robust enough for the Royal college
of Obstetricians and Gynaecologists to refer to its potential (Induced Abortion,
Guideline No 11, July 1997).

THE MANAGEMENT OF THE THIRD STAGE OF LABOUR

In 1995 and 1996 | started developing a new method to manage the third stage of
labour. Such management has not changed for the last half a century. The world wide
mortality associated with bleeding during the third stage of labour is responsible for
more than 200,000 maternal deaths every year. There is therefore a need for an
effective oral medication which could be used to curtail this problem. The Essential
Drugs Task Force of the WHO admitted that the search for such an agent has been
largely unsuccessful over the last 5 decades (Hogerzeil, H.V et al (1993) Stability of
injectable oxytocics in tropical climates World Health Organisation, Geneva)

I have investigated the use of the oral prostaglandin E1 analogue, misoprostol, in the
management of the third stage of labour in more than 1400 patients so far. This new
approach seemed promising and we have published in the Lancet and the British
Journal of Obstetric and Gynaecology our initial results and have just completed a
randomised study. | believe that the results of this work could have world wide
implications.

Since post partum haemorrhage is a leading cause of maternal death globally, |
decided to contact the WHO, rather than seeking funding for a local British study. In
1996 | visited the WHO Safe Motherhood Program steering group in Geneva and
presented our initial results. Without delay, they adopted our project and on the basis
of our findings they have succeeded in securing funding from the World Bank of
more than one million dollars to conduct a multinational study in 10 countries
involving 20,000 patients. | sit on the steering Committee of this large study.



The development of misoprostol as an agent to manage the third stage of labour has
fired the enthusiasm of several research groups around the world : I am now aware
that the Asian and Oceanic Federation of Obstetric & Gynaecology is planning their
own multicentre study in south East Asia. Another two large studies are now
underway in South Africa and the United States.

PROSTAGLANDINS

The effects of prostaglandins on the cervix, myometrium and blood pressure has been
at the centre of my research activities over the last 5 years. Basic scientific and
physiological studies on the myometrium and cervix were essential in guiding me to
the changes required in treatment regimens and dosages to achieve the required
clinical effects. They were also necessary to provide evidence before pursuing larger
clinical trials. The value of these studies are specially highlighted in research in the
third stage of labour where basic physiological studies provided indisputable proof
that encouraged me to pursue clinical studies. Throughout the last 6 years | have:

-Examined histochemical and microscopic changes induced in the human cervix by
prostaglandins on the cervix (Lancet 1994).

- Looked at blood pressure changes in response to different prostaglandin dosages in
early pregnancy (BJOG 1994).

- Looked at different methods of manipulating myometrial contractility in the early
pregnant uterus by antiprogesterones and prostaglandins and compared the oral to the
vaginal route (FIGO proceedings : Zurich 1996 : In press).

-Assessed postpartum uterine contractility in response to oxytocin, Syntometrine and
different prostaglandins. Different routes of administration were also examined (work
done in conjunction with Professor Arulkumarun in Singapore: now submitted to
BJOG)

- We are currently investigating the use of misoprostol for the induction of labour.

These studies involved co-operation with teams outside obstetric departments:
scientists, physicians and medical physicists. In many of these studies | have
attempted to adopt the expertise and methodology used in other disciplines to further
our research programmes. This exercise proved beneficial and was a great learning
opportunity for me.

M.D THESIS
The projects which were organised in Aberdeen constitute the basis of my MD thesis,

which was submitted to the University of Aberdeen in June 1994. In November 1994,
I passed my MD oral examination and was awarded an MD degree with




commendation. The thesis is entitled "The Role of Misoprostol in Evacuation of The
Pregnant Human Uterus'.
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