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Abstract

Pregnant, or potentially pregnant women have historically been excluded from clinical trials of new medications. However, it is
increasingly recognised that it is imperative to generate evidence from the population in whom the drugs are likely to be used in
order to inform safe, evidence-based shared clinical decision making. Reluctance by researchers and regulators to perform such
studies often relates to concerns about risk, particularly to the fetus. However, this must be offset against the risk of untreated
disease or using a drug in pregnancy where safety, efficacy and dosing information are not known. This review summarises the
historical perspective, the ethical and legal frameworks which inform the conduct of such research, then highlights examples of
innovative practice which have enabled high quality, ethical research to proceed to inform the evidence-based use of medication

in pregnancy.
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Non-Maleficence
“First, do no harm”: Act to Avoid or Minimize Harms
Key questions

Justice
Fairness in distribution of benefits and burdens

Key questions Do existing laws and regulations suffice to minimize harm?
Does the lack of evi ut populations at risk of harm?
Are there systematic disparities in the medical evidence base for What factors make study- related harm a case of wrongful malfeasance vs
pregnant women vs othe ps? unfortunate injury?
What factors affect the fairness/unfaimess of excluding or delaying Are there harms to pregnant women from prohibiting or delaying their
involvement of pregnant women in research? participation in research?

Autonomy
Opportunity and Capability of Individualsto Make Informed Beneficence
Decisions About Themselves Act with the Intent & Effect of Providing Benefits

Key questions Key questions

Does sufficient data exist to support comparably autonomous health choices on
the part of pregnant women vs other groups?

Does lack of data mean a pregnant woman’s autonomy is curtailed?

Is autonomy of a pregnant woman to participate in re less protected than
that of a non-pregnant woman?

Should a person b ‘mitted to choose a isk option?

How can a woman’s autonomy be balance: h the fetus’ inability to choose?

What is the consequence of untreated or undertreated disease?
Are there known risks, to either mother or fetus, of the drug?
Isthere an alternative evidence-based treatment option?

How much benefit may accrue to pregnant women from early vs
delayed inclusionin research
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Physiological changes in pregnancy likely to impact disease, drug exposure, or eff
Safety, efficacy and dosing from general population cannot be assumed to infor

Existing evidence to support safety of the drug

Idea 1: Commensurable with Non-Pregnant Population
No differences between general population and pregnant population
Information from all research participants provides similar data
Research question can be addressed without including pregnant women
Risks to pregnant woman and fetus cannot be justified

Non-Pregnant Population o Pregnant Population

Idea 2: Incommensurable with Non-Pregnant Population

thatin pregnancy
Research question can only be addressed by including pregnant wom:
Potential risk to pregnant women and fetus can be justified
Not to include pregnant women in research brings risk

High consequence of disease
Strong existing evidence that drug is safe

Strongest justification for priority trials
in pregnancy

Consequence of untreated/ undertreated disease

C B

1(from trials, pharmacovigilance systems, etc.)

@ I New Drug Abstainers | 0

Risk 1: Use of older, ineffective,
Risk harmful other meds
Risk 2: Risk of disease harm

Drug in Clinical Use \
Outside trial setting

Recognition and reporting of safety signals variable
Real-time management of concerns may be lacking
Individual women must choose, without evidence

Drug il alUse

* Non-study participants may lack access
to unapproved investigational drugs

Drug used in Research Setting | Risk 3: New drug

. ineffective in pregnancy
Close follow-up Risk 4: New drug toxic in

Protocol specified safety endpoints

N

Small # exposed to drug pregnancy

Overall pregnant population
who may require drug

Safety assessments
Population exposed to drug Population atrisk of harm




Scenario 2: Alternative formulation of existing safe
and effective drug. Example: antiretroviral tenofovir
(“Me-Too” Research)

Risk of death with existing regimen: Very low

Risk of infantinfection with existing drug: Very low
Risk of therapeuticfailure with existing drug: Same
Scenario 1: Ebola Virus Disease Therapeutics as proposed alternative as same active compound
(Urgent Gap-Filling Research)

Potential benefits of new drug: Incremental
Risk of death in untreated mother: >80% Tolerance of potential risks: Need to have clear
Risk of infantdeath without treatment: 100% Jjustification for use in pregnancy
Highly infectious, person to person spread

Outbreaksin regions with poorinfrastructure and

access to medical care

Potential benefits of vaccine or therapeutic: Very high
Tolerance of potential risks: Even moderate risks likely

to be considered acceptable



