Practical aspects and feasibility of studies in females – aspects related to pregnancy
BACKGROUND
The use of drugs in pregnancy is not a rare event; international surveys have shown that up to
85% of pregnant women are exposed to an average of 2.5 medications during the gestational
period (Int J Gynaecol Obstet 1992; 39: 185-196).
Part of these exposures (e.g. 50%) is unplanned because many women are not aware of their
pregnancies, mainly during the first trimester.
Pregnant women are usually not included in pre-marketing drug investigations. Consequently
most drugs cannot be labeled for use during pregnancy. SPC information is often not helpful for
risk assessment.
However, pregnant women need and seek health information. The internet and mass media in
general is fraught with inaccuracies and a lack of evidence-based information. These issues
have led to the creation or development of what is today known as the Teratology Information
Service (TIS).
TIS provide risk assessments of drug use in pregnancy (and during lactation). They belong to
either the European Network of TIS (ENTIS) or the Organisation of TIS in the Americas (OTIS).
These services also conduct follow-up studies (case-registry studies and prospective cohortcontrol studies) to learn about what occurred during the course of pregnancy and the health of
the newborn.

Source: Medication safety in pregnancy and breastfeeding; Gideon Koren (Ed.), McGraw-Hill 2007
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11.4 Pregnant Women
Before the inclusion of pregnant women in clinical trials, all female reproduction toxicity studies
and the standard battery of genotoxicity tests should be conducted. In addition, safety data from
previous human exposure should be evaluated.
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2.5 Inclusion of Pregnant and Breastfeeding Women in Clinical Studies/Trials
Post-market Studies:
2.5.1!
As is currently the case, it is anticipated that most studies regarding the safety and
efficacy of therapeutic products in pregnant or breastfeeding women will be carried out following
initial marketing for use in the general population. The use of various methodologies to gather
data pertaining to the effects of therapeutic product use in pregnant and breastfeeding women is
strongly encouraged. This would include monitoring the outcome of a pregnancy with regard to
the health of the women and of the child, in the short and longer term. Such methodologies may
include: observational studies, including pregnancy registries and cohort studies; case control
studies; case reports; database linkages; and interventional studies such as pharmacokinetic
studies and foetal therapy studies.
2.5.2!
Post-marketing studies are useful but may not provide all information necessary to
inform health care decisions for pregnant and breast feeding women. Clinical trials are needed
to fill the gap, where appropriate.
There are circumstances in which consideration should be given to including pregnant or
breastfeeding women in clinical studies, including clinical trials. In the vast majority of cases,
studies will be conducted in pregnant or breastfeeding women already prescribed and taking the
medication, hence such studies will not further increase foetal risks.

Considerations for Including Pregnant Women in Clinical Trials
2.5.3!
A decision to enrol pregnant women in a specific trial must be individualized and based
on a careful risk/benefit assessment taking into consideration: the nature and severity of the
disease; the availability and results of previous nonclinical data on pregnant and non-pregnant
animals, and results from clinical data; the availability of alternative therapy/therapies and
knowledge about their associated risks; the stage of pregnancy in relation to overall development
of the foetus, especially regarding foetal brain development; and the potential for harm to the
woman, the foetus or child.
2.5.4!
A key consideration in the study of therapeutic products used by pregnant
women will be follow-up of the pregnancy, foetus and child. Longer term follow-up of a
child is recommended when possible.
2.5.5!
Sponsors may consider including pregnant women in clinical studies, including clinical
trials under the following circumstances:
(i) The specific use of the therapeutic product is for pregnant or breastfeeding women (e.g. for
obstetrical or pregnancy related problems).
(ii) The studies are of agents which can be expected to address an unmet maternal /foetal risk or
disease (e.g. pregnant women with HIV; other life threatening conditions) and where there are no
alternatives available on the market.

(iii) The studies are of agents which can be expected to improve maternal/foetal outcomes
as compared to existing therapy.
(iv) Animal studies have been conducted, including studies on pregnant animals, and there is
data on non pregnant women on which to base an estimate of risk to the woman and/or foetus.
(v) For a new drug or new indication there is anticipated or actual use of the drug in pregnant
women and women of childbearing potential.
(vi) The woman and/or foetus will benefit directly from participation and where any potential
benefit to the foetus should be weighed against possible risks to the mother.
(vii) The risk to the foetus is not greater than that from established procedures routinely used in
an uncomplicated pregnancy, or in a pregnancy with complications comparable to those being
studied, and the purpose of the research is the development of biomedical knowledge which
cannot be obtained by any other means.

What do we know about potential risks of drugs in pregnancy?

Source: Neubert D; Internist 1978; 19: 304-309

Cave: Retardierung: small for gestational age (SGA)
Cave: Poor neonatal adaptation syndrome (PNAS)

Examples of pertinent randomised controlled studies in pregnant women

Control of mild to moderate hypertension in pregnancy:
Meta-analysis of 45 randomised controlled trials (n=3773 women)
including seven trials using a placebo control/no treatment

Conclusions:

•!

Pregnant women have been amply enrolled in post-marketing studies; see TIS activities.

•!

Regulatory guidance supports the inclusion of pregnant women in clinical trials; this includes
randomised controlled trials; criteria for the selection of drugs have been set up; the
nonclinical and clinical amount of data required have been defined. Drugs not to be used in
pregnant women or with a known or highly suspect foetal risk should not be investigated.

•!

There are numerous, pertinent examples of randomised controlled trials in pregnancy.

•!

These trials specified improved treatment regimens with better outcomes for mother and
child.

•!

More studies are required with respect to risk assessment /risk-benefit assessment of drugs
in pregnancy

