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Canada gets a failing grade on 
inclusion of pregnant women in 

clinical research
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Professor and Canada Research Chair in Bioethics and Philosophy

Overview

• Starting assumptions and some facts
• Recent history of research ethics guidelines: 

MRC (1987) - TCPS2 (2014)
• Review reasons for exclusion/inclusion
• Comment on barriers to inclusion
• Compare TCPS (2014) to CIOMS (2016)
• The future????
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My starting assumptions

• Physicians should practice evidence-based 
medicine

• Pregnant women are capable of autonomous 
decision-making

• Pregnant women should have access to sound 
information and advice on the basis of which to 
make medical decisions for themselves and their 
fetuses

• Pregnant women care about fetal well-being

Some facts
• Most drugs are not studied in 

pregnant women
• Most drugs are not labeled for 

use during pregnancy
• 64% of pregnant women take 

one or more prescribed 
medications for chronic or 
acute problems

• 90% take one or more OTC or 
prescription medications for 
both obstetrical and non-
obstetrical illnesses.
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Guidelines on Research Involving 
Human Subjects (1987)

“A research program directed to an expectant mother 
cannot avoid consideration of the fetus… Those directed 
toward the pregnant women or potentially pregnant 
woman may include trials of drugs which might be used 
by pregnant women for reasons unrelated to their 
pregnancies. Studies aimed at the process of reproduction 
may include both mother and fetus. Since the mother and 
fetus are inextricably linked, the REB must consider fully 
the risks and benefits of the protocol on both.”

Guidelines on Research Involving 
Human Subjects (1987)

“The issue of legal abortion has an obvious impact on 
proposals for research upon pregnant women fetuses and 
fetal tissue.  Where a woman is to have an abortion 
induced before her fetus is capable of independent 
survival it may be that the additional risk to the fetus 
posed by research is not a factor… In research designed to 
be performed under such conditions, the research protocol 
must not influence the procedures used for the abortion, 
nor affect the viability of the fetus, nor prejudice the 
welfare of a child upon birth.”
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Committee to draft TCPS (1994)
Problem of unwarranted exclusion from research: some or all women may be 

unjustly excluded from some studies and suffer as a result.

Potential for exploitation or abuse: women may be unjustly enrolled in studies 
that expose them to risk without offering appropriate benefits.

Research agenda may be unresponsive to the interests of women who are poor, 
women of colour, women who are members of cultural and religious 
minorities, and women who are disabled.

Who sets the research agenda (i.e., determines which issues are worthy of 
investigation). There is a clear need to encourage research by women 
researchers of all racial and ethnic groups.

It is recommended that 
MRC develop a 
national policy to 
ensure that clinical 
studies and trials 
include women as 
research subjects.
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MRC Advisory Committee on 
Women in Clinical Trials (1995)

The exclusion of (some) women from clinical trials.

The inappropriate use of women in clinical trials.

The need for clear distinctions and norms governing 
therapy, innovative practice, and research.

The research agenda may be insensitive to the actual 
needs of oppressed groups:

-research on health promotion, health maintenance and illness prevention
- special populations of under-served women (minority, low income, inner 
city, rural area, disabled, elderly, women in prison, lesbians, immigrant 
women, refugee women, etc)

Rethinking the process of setting research agendas and 
conducting research.

S. Sherwin, SSHRC Feminist Healthcare Ethics Network (3 years; 11 scholars)

Research Involving Women
Reasons for Exclusion

1. Clean, simple data -- need a homogenous research population; women 
would "complicate" the study due to the hormone changes of the menstrual 
cycle

2. Fetal protection -- (pharmaceutical industry, researchers, institutions are 
concerned about avoiding liability)

3. Recruitment (and retention) difficulties -- there are significant institutional 
and attitudinal barriers

Ø institutional: i) some women lack access to health care; if recruitment pool is patients, these 
women are unlikely to become subjects; ii) if the recruitment pool is gender skewed (e.g. in 
the past medicine, graduate school, etc), then women are unlikely to be included; iii) women 
may need assistance with child care, transportation and family responsibilities

Ø attitudinal: i) women have a distrust of research; they are suspicious of research as in the 
past they have been abused
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Research Involving Women
Reasons for Exclusion

4. Costs – the three previous points suggest that including women will be more 
costly:

Ø cost to adjust test results for hormonal changes
Ø cost to provide contraceptives and abortions to prevent unwanted pregnancies
Ø potential liability for fetal harm
Ø additional costs (e.g., daycare) to deal with recruitment difficulties
Ø cost of recruiting large groups of women in anticipation of higher retention difficulties with 

women

5. Research is a risky activity; need to protect the vulnerable; women are 
vulnerable, therefore need stringent restrictions on research involving women 
(an act of chivalry not of discrimination)

6. Assumption that the white male is the normal representative human being

Research Involving Women
Reasons for Exclusion

7. Assumption that women are untrustworthy participants in research; they 
cannot be trusted to comply with research regimen

8. Biased views about who should have priority in obtaining the fruits of 
biomedical research

9. Identity of the major players in the research establishment -- Who plans, 
conducts, reviews, participates in, and finances research?

10. An overly simplistic concept of equality -- if we all have equal moral 
value, then in some sense we are identical and interchangeable, SO no need to 
recruit subjects on the basis of gender, racial or ethnic differences
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Research Involving Women
Reasons for Inclusion

• To protect women from harm
– Innovations should not be introduced on the basis of authority, 

seniority, or enthusiasm
• To benefit individual women who are research participants
• To benefit women with, or at risk for, the same disease or 

disorder
• To benefit women in general

Need to pursue research involving women as a matter of 
justice

Research Involving Pregnant Women
Reasons for Exclusion

Why are pregnant 
women routinely 
excluded from clinical 
trials?
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Research Involving Pregnant Women
Reasons for Exclusion

• 1954: Initially marketed in 
Germany as an anticonvulsant 
for epilepsy

• Found to be an effective sleeping 
pill; prescribed to pregnant 
women for morning sickness

• 1957-1961: Sold over the 
counter

• 1960-1961: Found to cause birth 
defects (teratogenic effects 
between day 35-49)

• April 1961: licensed in Canada. 
Sales continued till May 1962.

Research Involving Pregnant Women
Reasons for Inclusion

• Develop effective treatment for women during pregnancy

• Promote fetal safety (avoid clinical use of drugs that are 
harmful to the fetus)

• Reduce harm from suboptimal care due to reticence to 
prescribe potentially beneficial medication

• Allow access to benefits of research participation
Lyerly, A.D., Little, M.O., and Faden, R.R. Hastings Center Report (2008) 38, no. 6
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TCPS (1998); TCPS2 (2010; 2014)
Article 5.2: Women shall not automatically be excluded from research 
solely on the basis of sex or reproductive capacity.

… researchers and REBs must take into account potential harms and 
benefits for the pregnant woman and her embryos, foetus or infant

***

Article 4.2: Women shall not be inappropriately excluded from 
research solely on the basis of gender or sex.

… unless there is a valid reason for doing so
Article 4.3: Women shall not be inappropriately excluded from 
research solely on the basis of their reproductive capacity, or their 
pregnancy, or because they are breastfeeding.

… unless there is a valid reason for doing so

TCPS2 (2010) (2014)
Application
Researchers should not exclude 
women from research on the basis of 
their reproductive capacity, or their 
pregnancy, or because they are 
breastfeeding, unless there is a valid 
reason for doing so… Exclusions 
should be made on the basis of clear 
criteria that reflect balanced attention 
to the potential benefits as well as the 
foreseeable risks of the research that 
may affect the welfare of women. 
…researchers and REBs shall take 
into account foreseeable risks and 
potential benefits…
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Barriers to inclusion

• Researchers
• REBs
• Oversight organizations (PRE; Health Canada)
• Research sponsors (CIHR)
• Manufacturers (Pharma)
• Research participants

Barriers to inclusion

• Manufacturers: Incentivize
• Research sponsors: Make research in 

pregnancy a priority
• Oversight organizations: Presumption of 

inclusion; clear criteria for exclusion
• REBs: Assess merits of proposed exclusion
• Researchers: Justify exclusion
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CIOMS 2002
Guideline 17: Pregnant 
women as research 
participants

• Pregnant women should 
be presumed to be eligible 
for participation in 
biomedical research. 

CIOMS 2016
Guideline 19: Pregnant and 
breastfeeding women as 
research participants

• Research designed to 
obtain knowledge relevant 
to the health needs of the 
pregnant or breastfeeding 
woman must be 
promoted. 
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CIOMS 2016
• “Research designed to obtain knowledge relevant to the health needs of the 

pregnant and breastfeeding woman must be promoted.”

• “In no case must the permission of another person replace the requirement of 
individual informed consent by the pregnant or breastfeeding woman.”

• “…the purpose of the research must be to obtain knowledge relevant to the 
particular health needs of pregnant or breastfeeding women or their fetuses or 
infants.”

• “Short-term and long-term follow-up of the fetus and the child may be required in 
research involving pregnant and breastfeeding women.”

• “…should be conducted only in settings where women can be guaranteed access to 
a safe, timely and legal abortion.”

Baylis et al (1994); 
CIOMS (2016)

1. Problem of unwarranted exclusion from 
research: some or all women may be unjustly 
excluded from some studies and suffer as a 
result.

2. Potential for exploitation or abuse: women 
may be unjustly enrolled in studies that expose 
them to risk without offering appropriate 
benefits.

3. Research agenda may be unresponsive to 
the interests of women who are poor, women 
of colour, women who are members of 
cultural and religious minorities, and women 
who are disabled.

4. Who sets the research agenda (i.e., 
determines which issues are worthy of 
investigation). There is a clear need to 
encourage research by women researchers of 
all racial and ethnic groups.

• “Women must be included in health-related research 
unless a good scientific reason justifies their exclusion”  
(1) (2)

• “Research designed to obtain knowledge relevant to the 
health needs of the pregnant and breastfeeding woman 
must be promoted.” (1)

• “In no case must the permission of another person 
replace the requirement of individual informed consent 
by the pregnant or breastfeeding woman.” (2)

• “…the purpose of the research must be to obtain 
knowledge relevant to the particular health needs of 
pregnant or breastfeeding women or their fetuses or 
infants.” (2) (3)

• “Short-term and long-term follow-up of the fetus and the 
child may be required in research involving pregnant and 
breastfeeding women.” (3)

• “…should be conducted only in settings where women 
can be guaranteed access to a safe, timely and legal 
abortion.” (3)
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TCPS (some ‘distant’ future)

• Article 4.3: “Pregnant women should be 
appropriately included in research. 
Researchers who wish to exclude pregnant 
women from research must present valid 
ethical and scientific reasons for doing so”. 

“valid reason for doing so”
• Nature and severity of the disease
• Availability and results of previous nonclinical data on 

pregnant and non-pregnant animals and results from 
clinical data

• Availability of alternative therapy/therapies and 
knowledge about their associated risks

• Stage of pregnancy in relation to overall development 
of the foetus, especially regarding brain development

• Potential for harm to the woman, foetus, or child
Health Canada Guidance Document (effective May 2013)
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Conclusions
• Wrong to tolerate the status quo 

where clinicians care for pregnant 
patients without robust evidence 
of safety and efficacy.

• Need to include pregnant women 
in clinical trials, including phase I 
trials.

• Important to shift the burden of 
justification from inclusion to 
exclusion.


