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The practice of obstetrics and gynaecology has
changed tremendously in the last 10 years. We are
now in the era of evidence-based medicine and our
practice must be substantiated by the latest evidence,
in particular the landmark studies which had influenced
the practice internationally. We are starting a series of
landmark studies for the Continuing Medical
Education of OBGYN doctors.

I have included 4 landmark studies1-4 in two important
aspects of OBGYN in this first series – management
of pre-eclampsia/ eclampsia and hormone
replacement therapy (HRT).

Pre-eclampsia is common, occuring in about 4% of
pregnancy.5 Eclampsia is important as it could be
potentially life-threatening to both mother and baby.

Valium has been used for treatment of eclampsia in
Singapore since 19686.  As the evidence unfolds,
magnesium sulphate has become the drug of choice
as it can halve the risk of eclamptic fit and effectively
prevents the risk of fit recurrence. Magnesium has been
the drug of choice for eclampsia at the KK Women’s
and Children’s Hospital, Singapore since 19956,7.

Prescribing HRT has been in our practice in the last
50 years and even in my short career in OBGYN, I
had prescribed HRT quite liberally prior to July 2002.
The WHI has shown that the risks versus benefits need
to be discussed very carefully with our patients.
Although HRT should certainly not be used as
first-line treatment now for chronic diseases such as
osteoporosis, it sti l l has its role in alleviating
menopausal symptoms especially when used in
younger menopausal symptoms and for a short
period of time.
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OBSTETRICS

1. USE OF MAGNESIUM SULPHATE
    IN PRE-ECLAMPSIA

TITLE:
Do women with pre-eclampsia, and their babies,
benefit from magnesium sulphate? The Magpie Trial:
A randomised placebo-controlled trial
The Magpie Trial Collaboration Group. Lancet
2002;359(9321): 1877–90.

BACKGROUND:
Anticonvulsants are used for pre-eclampsia in the belief
they prevent eclamptic convulsions, and so improve
outcome. Evidence supported magnesium sulphate
as the drug to evaluate.

METHODS:
Eligible women (n = 10141) had not given birth or were
24 h or less postpartum; blood pressure of 140/90
mm Hg or more, and proteinuria of 1+ (30 mg/dL) or
more; and there was clinical uncertainty about
magnesium sulphate. Women were randomised in 33
countries to either magnesium sulphate (n = 5071) or
placebo (n = 5070). Primary outcomes were
eclampsia and, for women randomised before
delivery, death of the baby. Follow up was until
discharge from hospital after delivery. Analyses were
by intention to treat.

RESULTS:
Follow-up data were available for 10,110 (99.7%)
women, 9992 (99%) of whom received the allocated
treatment. 1201 of 4999 (24%) women given
magnesium sulphate reported side-effects versus 228
of 4993 (5%) given placebo. Women allocated
magnesium sulphate had a 58% lower risk of
eclampsia (95% CI 40–71) than those allocated
placebo (40, 0.8%, vs 96, 1.9%; 11 fewer women with
eclampsia per 1000 women). Maternal mortality was
also lower among women allocated magnesium
sulphate (relative risk 0.55, 0.26–1.14). For women
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randomised before delivery, there was no clear
difference in the risk of the baby dying (576, 12.7%,
vs 558, 12.4%; relative risk 1.02, 99% CI 0.92–1.14).
The only notable difference in maternal or neonatal
morbidity was for placental abruption (relative risk 0.67,
99% CI 0.45–0.89).

CONCLUSIONS:
Magnesium sulphate halves the risk of eclampsia, and
probably reduces the risk of maternal death. There
do not appear to be substantive harmful effects to
mother or baby in the short term.

2. USE OF MAGNESIUM SULPHATE
    IN ECLAMPSIA

TITLE:
Which anticonvulsant for women with eclampsia?
Evidence from the Collaborative Eclampsia Trial. The
Eclampsia Trial Collaborative Group.  Lancet.
1995:345(8963);1455-1463

BACKGROUND:
Eclampsia, the occurrence of a seizure in association
with pre-eclampsia, remains an important cause of
maternal mortality. Although it is standard practice to
use an anticonvulsant for management of eclampsia,
the choice of agent is controversial and there has been
little properly controlled evidence to support any of
the options.

METHODS:
1687 women with eclampsia were recruited into an
international multicentre randomised trial comparing
standard anticonvulsant regimens. Primary measures
of outcome were recurrence of convulsions and
maternal death.

INTERVENTIONS:
Data are available for 1680 (99.6%) women: 453
allocated magnesium sulphate versus 452 allocated
diazepam, and 388 allocated magnesium sulphate
versus 387 allocated phenytoin. Most women (99%)
received the anticonvulsant that they had been
allocated.

RESULTS:
Women allocated magnesium sulphate had a 52%
lower risk of recurrent convulsions (95% CI 64% to
37% reduction) than those allocated diazepam (60
(13.2%) vs 126 (27.9%); ie, 14.7 (SD 2.6) fewer women
with recurrent convulsions per 100 women;
2p<0.00001). Maternal mortality was non-significantly
lower among women allocated magnesium sulphate.
There were no significant differences in other
measures of serious maternal morbidity, or in
perinatal morbidity or mortality. Women allocated
magnesium sulphate had a 67% lower risk of

recurrent convulsions (95% CI 79% to 47%
reduction) than those allocated phenytoin (22 (5.7%)
vs 66 (17.1%) ie, 11.4 (SD 2.2) fewer women with
recurrent convulsions per 100 women; p<0.00001).
Maternal mortality was non-significantly lower among
women allocated magnesium sulphate. Women
allocated magnesium sulphate were also less likely to
be ventilated, to develop pneumonia, and to be
admitted to intensive care facilities than those
allocated phenytoin. The babies of women who had
been allocated magnesium sulphate before delivery
were significantly less likely to be intubated at the place
of delivery, and to be admitted to a special care
nursery, than the babies of mothers who had been
allocated phenytoin.

CONCLUSIONS:
There is now compelling evidence in favour of
magnesium sulphate, rather than diazepam or
phenytoin, for the treatment of eclampsia.

GYNAECOLOGY

3. MENOPAUSE AND HORMONE
    REPLACEMENT THERAPY

TITLE:
a. Effects of conjugated equine estrogen in
postmenopausal women with hysterectomy: the
Women’s Health Initiative randomized controlled trial.
JAMA. 2004 Apr 14;291(14):1701-12

OBJECTIVE:
To assess the effects on major disease incidence rates
of the most commonly used postmenopausal hormone
therapy in the United States.

DESIGN, SETTING, AND PARTICIPANTS:
A randomized, double-blind, placebo-controlled
disease prevention trial (the estrogen-alone
component of the Women’s Health Initiative [WHI])
conducted in 40 US clinical centers beginning in 1993.
Enrolled were 10 739 postmenopausal women, aged
50-79 years, with prior hysterectomy, including 23%
of minority race/ethnicity.

INTERVENTION:
Women were randomly assigned to receive either
0.625 mg/d of conjugated equine estrogen (CEE) or
placebo. MAIN OUTCOME MEASURES: The primary
outcome was coronary heart disease (CHD) incidence
(nonfatal myocardial infarction or CHD death).
Invasive breast cancer incidence was the primary
safety outcome. A global index of risks and benefits,
including these primary outcomes plus stroke,
pulmonary embolism (PE), colorectal cancer, hip
fracture, and deaths from other causes, was used for
summarizing overall effects.
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RESULTS:
In February 2004, after reviewing data through
November 30, 2003, the National Institutes of Health
(NIH) decided to end the intervention phase of the trial
early. Estimated hazard ratios (HRs) (95% confidence
intervals [CIs]) for CEE vs placebo for the major clinical
outcomes available through February 29, 2004
(average follow-up 6.8 years), were: CHD, 0.91 (0.75-
1.12) with 376 cases; breast cancer, 0.77 (0.59-1.01)
with 218 cases; stroke, 1.39 (1.10-1.77) with 276
cases; PE, 1.34 (0.87-2.06) with 85 cases; colorectal
cancer, 1.08 (0.75-1.55) with 119 cases; and hip
fracture, 0.61 (0.41-0.91) with 102 cases.
Corresponding results for composite outcomes were:
total cardiovascular disease, 1.12 (1.01-1.24); total
cancer, 0.93 (0.81-1.07); total fractures, 0.70 (0.63-
0.79); total mortality, 1.04 (0.88-1.22), and the global
index, 1.01 (0.91-1.12). For the outcomes significantly
affected by CEE, there was an absolute excess risk of
12 additional strokes per 10 000 person-years and an
absolute risk reduction of 6 fewer hip fractures per 10
000 person-years. The estimated excess risk for all
monitored events in the global index was a
nonsignificant 2 events per 10 000 person-years.

CONCLUSIONS:
The use of CEE increases the risk of stroke, decreases
the risk of hip fracture, and does not affect CHD
incidence in postmenopausal women with prior
hysterectomy over an average of 6.8 years. A
possible reduction in breast cancer risk requires
further investigation. The burden of incident disease
events was equivalent in the CEE and placebo groups,
indicating no overall benefit. Thus, CEE should not be
recommended for chronic disease prevention in
postmenopausal women.

TITLE:
b. Risks and Benefits of Estrogen Plus Progestin in
Healthy Postmenopausal Women: Principal Results
From the Women’s Health Initiative Randomized
Controlled Trial.
JAMA. 288(3):321-333, July 17, 2002.

OBJECTIVE:
To assess the major health benefits and risks of the
most commonly used combined hormone preparation
in the United States.

DESIGN:
Estrogen plus progestin component of the Women’s
Health Initiative, a randomized controlled primary
prevention trial (planned duration, 8.5 years) in which
16608 postmenopausal women aged 50-79 years with
an intact uterus at baseline were recruited by 40 US
clinical centers in 1993-1998.

INTERVENTIONS:
Participants received conjugated equine estrogens,
0.625 mg/d, plus medroxyprogesterone acetate, 2.5
mg/d, in 1 tablet (n = 8506) or placebo (n = 8102).

Main Outcomes Measures: The primary outcome was
coronary heart disease (CHD) (nonfatal myocardial
infarction and CHD death), with invasive breast cancer
as the primary adverse outcome. A global index
summarizing the balance of risks and benefits included
the 2 primary outcomes plus stroke, pulmonary
embolism (PE), endometrial cancer, colorectal cancer,
hip fracture, and death due to other causes.

RESULTS:
On May 31, 2002, after a mean of 5.2 years of follow-
up, the data and safety monitoring board
recommended stopping the trial of estrogen plus
progestin vs placebo because the test statistic for
invasive breast cancer exceeded the stopping
boundary for this adverse effect and the global index
statistic supported risks exceeding benefits. This
report includes data on the major clinical outcomes
through April 30, 2002. Estimated hazard ratios (HRs)
(nominal 95% confidence intervals [CIs]) were as
follows: CHD, 1.29 (1.02-1.63) with 286 cases; breast
cancer, 1.26 (1.00-1.59) with 290 cases; stroke, 1.41
(1.07-1.85) with 212 cases; PE, 2.13 (1.39-3.25) with
101 cases; colorectal cancer, 0.63 (0.43-0.92) with 112
cases; endometrial cancer, 0.83 (0.47-1.47) with 47
cases; hip fracture, 0.66 (0.45-0.98) with 106 cases;
and death due to other causes, 0.92 (0.74-1.14) with
331 cases. Corresponding HRs (nominal 95% CIs) for
composite outcomes were 1.22 (1.09-1.36) for total
cardiovascular disease (arterial and venous disease),
1.03 (0.90-1.17) for total cancer, 0.76 (0.69-0.85) for
combined fractures, 0.98 (0.82-1.18) for total
mortality, and 1.15 (1.03-1.28) for the global index.
Absolute excess risks per 10000 person-years
attributable to estrogen plus progestin were 7 more
CHD events, 8 more strokes, 8 more PEs, and 8 more
invasive breast cancers, while absolute risk reductions
per 10000 person-years were 6 fewer colorectal
cancers and 5 fewer hip fractures. The absolute
excess risk of events included in the global index was
19 per 10000 person-years.

CONCLUSIONS:
Overall health risks exceeded benefits from use of
combined estrogen plus progestin for an average 5.2-
year follow-up among healthy postmenopausal US
women. All-cause mortality was not affected during
the trial. The risk-benefit profile found in this trial is not
consistent with the requirements for a viable
intervention for primary prevention of chronic diseases,
and the results indicate that this regimen should not
be initiated or continued for primary prevention of CHD.
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