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1. Patient summary
Progesterone is a hormone secreted by the ovary and plays an important role in normal
pregnancy. A number of studies have been undertaken to determine whether the use of
progesterone supplements have a benefit in the luteal phase of the menstrual cycle and in early
pregnancy. There is no evidence to suggest that giving progesterone supplements to otherwise
healthy women in the first trimester of pregnancy reduce
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3. Introduction
Supplementation of progesterone in the luteal phase and continuance of progesterone therapy
during the first trimester has been found in several studies to have benefits in promoting
fertility, preventing miscarriages and even preventing preterm labour.

A literature search for systematic reviews of randomised controlled trials was undertaken to
answer the following clinical questions:

What is the role of progesterone or progestogen support in various contexts including:

Unselected populations of women in the first trimester of pregnancy?
Women presenting with a clinical diagnosis of threatened miscarriage?
Women with a history of recurrent miscarriage?

Luteal support in assisted reproductive technologies (ART)?

Any hormonal treatment in the luteal phase and in early pregnancy must always be used with
caution owing to the theoretical possibility of teratogenesis. Outside the context of an
appropriate clinical trial, unproven treatments should be avoided. The evidence supporting
progestogen use in recurrent miscarriage and threatened miscarriage®* must be viewed
cautiously owing to the heterogeneity in treatment regimens that were pooled for meta-
analysis. Further methodologically robust research is required to provide stronger evidence to
guide clinical practice.

4. Recommendations

4.1 What is the role of progestogen supplementation in unselected populations of
women in the first trimester of pregnancy?

For an unselected population of women in the first trimester of pregnancy, there is no

evidence of benefit of progestogen therapy, either natural or synthetic, to in the prevention of

miscarriage.
Recommendation 1 Grade and '
_ | reference _
First trimester progestogen supplementation in an unselected population of Consensus-
women does not reduce the incidence of miscarriage and should not be used. based
recommendation
1,2

4.2 What is the role of progestogen supplementation in women presenting with a
clinical diagnosis of threatened miscarriage?
For women presenting with a clinical diagnosis of threatened miscarriage, there is preliminary
evidence of a reduction in the rate of spontaneous miscarriage with the use of progestins. This
conclusion is based on data from a meta-analysis of four RCTs including 411 women.
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Recommendation 3 Grade and
reference

The routine use of progestogens for patients presenting with recurrent Consensus-

spontaneous miscarriage does not improve pregnancy outcomes and is not based

recommended. recommendation
56

4.4 What is the role of luteal phase progestogen support in assisted reproductive

technologies?
For luteal support in in vitro fertilisation (IVF), exogenous progesterone is associated with a
significantly higher pregnancy rate than placebo or no treatment, with better results obtained
with synthetic progestogens than micronized progesterone.®” Furthermore, there is no
evidence to favour a specific route or duration of administration of progestogens. Currently,
synthetic progesterone is the best option for luteal phase support in women undergoing ART
treatment.

A recent non-inferiority randomised controlled trial demonstrated equal efficacy and
tolerability of oral dydrogesterone and vaginal micronized progesterone. It is important to note
that in this study luteal support was continued to 12 weeks’ gestation which is not routine

practice.
Recommendation 4 Grade and
reference

Luteal phase support with synthetic progestogens should be provided in in vitro
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available but there was sufficient consensus within the Women'’s Health Committee, consensus-
based recommendations were developed or existing ones updated and are identifiable as such.
Consensus-based recommendations were agreed to by the entire committee. Good Practice
Notes are highlighted throughout and provide practical guidance to facilitate implementation.
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