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3 stories!



First Story: Progesterone in preterm birth. 
Outcome: delivery before 37w

Coomarasamy et al, 2006

Progesterone in preterm birth. 
Cumulative meta-analysis by quality

Coomarasamy et al, 2006

Progesterone in preterm birth. 
L’Abbe plot



Progesterone in Preterm 
prevention.

First trial to practice > 50 years!

Cumulative
Year RCTs Patients
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10 2544
11 2651
15 3311
17 3929
22 5452
23 5767
27 6125
33 6571
65 47185
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1 20.5
Odds Ratio 

Treatment    Control

p < 0.01

p < 0.001

p < 0.00001

Second story: Thrombolytic Therapy 
Post MI
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The two stories: head to head
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The third story!

Population: those with history of RM

Intervention: progestagen 

Outcome: miscarriage (following spontaneous conception)



The pooled summary of the three early trials

1. Large effect size (~ 50% reduction in miscarriages)

2. Consistent effect (all three trials show very similar effect; 
heterogeneity p-value highly non-significant: p=0.94)

3. Pooled effect size statistically significant.

BUT: poor quality studies (see later) &  small studies.



A fourth recent trial has now been added to the meta-analysis:

The size of effect and consistency of effects striking!  

Surprise? No!
Role of progesterone in supporting pregnancy well 
established (leutectomy studies)
Mifepristone – abortifacient.
Biological plausibility

Immune modulation:
Th1/Th2 cytokines modulation
Effect on PIBF activity
Effect on natural killer cell activity

Uterine contractility
Endometrial heamostasis and vascular stability
By influencing matrix metalloproteinases.

Quality! “Garbage in garbage out”



Summary
Current best evidence – is level 1a evidence!

Possibility of 50% reduction in miscarriages in those 
with RM (~4000/year in the UK)
Safe

However,
Poor quality evidence
Small studies (lack of precision)
Publication bias

Do we need a definitive trial?

YES!
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The three stories: head to head
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Did anyone try to wake us up?
What did the reviewer in 1989 say?

“…before progesterone is used in this 
way….it should be assessed in 
prospective double blind randomised 
controlled trials mounted in the light of 
the results of this meta-analysis.”

Salim Daya, BJOG, 1989

What did the Cochrane reviewers 
say [in 2003] (in the abstract!)?

In a subgroup analysis of three trials 
involving women who had RM, progesterone 
treatment showed a statistically significant 
decrease in miscarriage rate compared to 
placebo or no treatment (OR = 0.39; 0.17-
0.91)
..further trials in women with a history of 
recurrent miscarriage may be warranted..



What did the RCOG guidelines 
say [in May 2003]?
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Second (review) visit at the RM Clinic:

M M M

Referral to 
RM Clinic

Initial visit at RM Clinic:

Standard care, to include

1. APS screening

2. Karyotyping

3. Testing for uterine 
anomalies

RM Tests Negative
Eligible for trial

Trial 
Recruitment:
Offer verbal 
and written 
information 

Declines

Accepts

Consent;
Part A of CRF;
Information & 
Instructions

Awaits 
spontaneous 
pregnancy.
(Upto 1 year)

RM Test(s) Positive
Ineligible for trial

Standard care 
according to 
clinic practice

e.g. Aspirin 
and LMWH for 
APS 

Please see 
figure below

PROMISE Trial: Multicentre, randomised, placebo-
controlled trial.

Promise Trial

The three stories: Summary

SleepingSlow to adopt 
into practice

Quick to adopt 
into practice

Clinicians

Sleeping Slow to pursue 
the question

Vigorously 
pursued the 
question

Researchers

Progesterone in 
RM
(Gynaecologists 
and Gynae
nurses)

Progesterone in 
Preterm
(Obstetricians)

Thrombolytics
in MI
(Cardiologists)



Motion

Progesterone has a potential role in 
recurrent miscarriage
PROMISE Trial
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