
• Thank you for inviting me to speak with you today about some the progress made
related to the inclusion of women in clinical trials for FDA-approved products.related to the inclusion of women in clinical trials for FDA-approved products.
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• FDA uses several approaches to help identify, understand, and educate the public about
sex differences related to the products we regulate.sex differences related to the products we regulate.

• FDA encourages diverse participation in biomedical research. It is clear when diverse
populations of participants are involved in clinical research, we all benefit from a more
complete knowledge base related to safety and effectiveness.

• We accomplish this through:• We accomplish this through:
• Regulations and guidance
• Regulatory research
• Assessment of product applications and communications
• Health professional training
• Workshops and conferences
• Action Plan

• I will be highlighting some existing practices in each of these areas as well as outlining
new activities that the FDA Centers and Offices have implemented as part of our 2014
Food and Drug Safety Innovation Act (FDASIA) Action Plan.
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Quick overview of the policy pipeline as we move toward integration of sex and gender
evidence into research, education, and regulatory processevidence into research, education, and regulatory process
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FDA Pharm/Tox Guidance 1987FDA Pharm/Tox Guidance 1987
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
ucm065014.htm
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1993 Gender Guidance

•• Reverses stance of 1977 policy that recommended exclusion of women of
childbearing potential from early phase clinical trials

• Applies to biologics and devices as well as drugs

• Studies of effectiveness and adverse events should by analyzed by gender

• PK of a drug should be defined for both genders, preferably before conducting• PK of a drug should be defined for both genders, preferably before conducting
“definitive” controlled trials

• Issues to consider during drug development:

• Effect of menstrual status on drug PK

• Influence of concomitant estrogen treatment or systemic contraceptives on drug
PKPK

• Influence of drug on PK of oral contraceptives

Source: U.S. Food and Drug Administration. (1993). Guideline for the study and evaluation
of gender differences in the clinical evaluation of drugs. In Federal Register (Ed.), Notices
(Vol. 58).
http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126835.pdfhttp://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126835.pdf
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1998 FDA Demographic Rule1998 FDA Demographic Rule
The Demographic Rule requires sponsors to tabulate the trial population by age
group, sex, and race in Investigational New Drug (IND) applications, and to analyze
safety and efficacy by age group, sex, race, and other variables as appropriate in
New Drug Applications (NDAs).
Source: Federal Register. (1998). The Investigational New Drug Applications and
New Drug Applications Regulation. Retrieved from
http://www.fda.gov/ScienceResearch/SpecialTopics/WomensHealthResearch/ucm13http://www.fda.gov/ScienceResearch/SpecialTopics/WomensHealthResearch/ucm13
3181.htm.
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• OWH-funded research
• CVD related research comprise 17% of portfolio• CVD related research comprise 17% of portfolio
• 25% of CVD projects deal with QT interval and Torsade de Pointes
• QT Prolongation

What’s our motivation for funding research in this area?

• TdP is a potentially fatal arrhythmia• TdP is a potentially fatal arrhythmia

• Associated with longer QT interval in the ECG

• 70% of drug-induced torsades cases in women
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Fourteen drugs have been removed from the market worldwide because they cause anFourteen drugs have been removed from the market worldwide because they cause an
abnormal heart rhythm that leads to sudden death and up to 70% of the cases occur in
women.
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What do we know?

Before puberty:
Boys and girls have the same QT

After puberty:
This sex difference is apparent only after puberty

OWH-funded research shown that:

• Healthy women have longer QT at baseline than men.

• Men
• QT shorten or decreases in men when they reach puberty
• As men age, testosterone levels decrease and QT goes back up to the level of• As men age, testosterone levels decrease and QT goes back up to the level of

women
• Testosterone may be protective
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• CVD is the leading cause of death for women

• And CVD is an example of a targeted area that FDA looking more closely into the
participation of women in trials.

• A lot of the previous studies conducted by FDA has used aggregate data to look at
demographics and across a broad therapeutic area.

• Now, we are taking a more granular approach and taking a look at more targeted areas
such as cardiovascular disease, an area where there have been concerns about lower
participation of women.
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• As part of the FDASIA section 907 Action Plan, FDA has implemented steps to improve
the reporting of sex based analyses such as the Drug Snapshots which makesthe reporting of sex based analyses such as the Drug Snapshots which makes
demographic data more available and transparent to the general public.

• The Snapshots show who participated in the pivotal clinical trials used to approve the
drug and stratify the data by sex, race, and age subgroups.
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• The report also includes an overview of the two years of the Snapshots program.

• 2016: 48% women – overall
• 2015: 40% women
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• Using Drug Trial Snapshots, FDA looked at the demographics of CVD NMEs approved in
2015 in pivotal trials.2015 in pivotal trials.

------
Results from Whyte et al:
• In 2015, there were 9 NMEs with cardiovascular indications.

• Of these, the number of women enrolled in the trials was 22621, accounting for 35% of• Of these, the number of women enrolled in the trials was 22621, accounting for 35% of
the 64611 total participants (Table 1).

• Inclusion of women ranged from 24 participants to 8006 (mean of 2262 and median of
1691).

------
• Participation: Concluded that “Cardiovascular disease appears to be an area where• Participation: Concluded that “Cardiovascular disease appears to be an area where

enrollment of women is disproportionately low. The FDA plans to work with the
cardiology community to address this issue”

-----

• The author’s state that with only a year of data, it is difficult to understand if this data is• The author’s state that with only a year of data, it is difficult to understand if this data is
comparable to those of other years.

• Which brings us to another project that we have been working on at FDA where we have
looked at the participation of women in pivotal CVD trial data for drugs approved 2005-
2015. The submitted paper is currently under review. I will come back to this project
later in my presentation. 21
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