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Statement of Independence

The Robert J. Margolis, MD, Center for Health Policy is part of Duke University, and as
such it honors the tradition of academic independence on the part of its faculty and
scholars. Neither Duke nor the Margolis Center take partisan positions, but the
individual members are free to speak their minds and express their opinions regarding
Important issues.

For more details on relevant institutional policies, please refer to the Duke Faculty
Handbook, including the Code of Conduct and other policies and procedures. In
addition, regarding positions on legislation and advocacy, Duke University policies are
available at http://publicaffairs.duke.edu/government.

MARGOLIS CENTER

for Health Policy !

Duke
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https://provost.duke.edu/faculty-resources/faculty-handbook/
https://oarc.duke.edu/sites/default/files/documents/2015_Code%20of%20Conduct_statement%20of%20ethical%20principles_Final.pdf
https://oarc.duke.edu/policies
http://publicaffairs.duke.edu/government

Remote Participation Instructions

Meeting Materials

 The meeting agenda and a brief background document are currently available on the Duke-Margolis website.

* Arecording of the meeting and slides will be available on the Duke-Margolis website within a few business
days.

Questions

* Please feel free to type your question into the Q&A box and we will use

your questions to inform the open discussion portions of the event.

Zoom Issues?

* Please send a Zoom message to Luke Durocher or email luke.durocher@duke.edu
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Agenda

12:00pm ET Welcome and Opening Remarks
12:10pm ET Presentation

12:25pm ET Session 1: Defining the Current Clinical Trial Landscape

1:25pm ET Break

1:35pm ET Session 2: Building Capacity for Representative Trials in Community Settings

2:35pm ET Fireside Chat

2:55pm ET Session 3: Defining the Role of Various Stakeholders in Improving Trial Representation
3:55pm ET Closing Remarks & Next Steps

4:00pm ET Adjournment

MARGOLIS CENTER

for Health Policy 0

Duke




Why are we here?

* Many clinical trials are affected by structural and systemic complexities
that can result in failure to address important research questions
quickly, equitably, and efficiently.

* There is a growing impetus to reimagine trial conduct to improve trial
representation while not compromising vital research standards.

* Without adequate trial representation, it is difficult to generate
generalizable clinical research findings.

* Representative trials are good science and contribute to 1) the
development of clinically meaningful medical products and 2) patient
acceptability of new products upon approval.
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Defining the Problem

e Overall, non-Hispanic, white patients are overrepresented in clinical trials: according to 2020 FDA
data, 75% of trial participants were white

e 2022 National Academies report showed little progress in enrolling underrepresented racial and
ethnic patient populations

* Likewise, there are continued challenges in geographic, socioeconomic, age, and gender
representation in clinical research

* One model suggests that if just 1% of health disparities were improved by better representation in
clinical trials, this would lead to $40 billion in gains for diabetes and $60 billion for heart disease

* The economic costs of clinical trial underrepresentation come from reduced life expectancy,
shortened disability-free lives, and fewer years working among populations that are not
proportionally represented in clinical trials

MARGOLIS CENTER

for Health Policy /

Duke



https://www.fda.gov/media/145718/download
https://www.fda.gov/media/145718/download
https://nap.nationalacademies.org/catalog/26479/improving-representation-in-clinical-trials-and-research-building-research-equity
https://healthpolicy.usc.edu/future-elderly-model/

Trial Diversity Vs Representation

* An equitable clinical research infrastructure would be comprised of
clinical trials and studies that accurately match the demographics of the
disease burden under study

olt is important to acknowledge that the disease burden as quantified
in the literature or the available data doesn’t always reflect
the actual disease burden due to disparities in care access that are a
direct result of structural racism and discrimination

MARGOLIS CENTER
for Health Policy

Duke

8



The Current Policy Landscape

* The federal government as well as private research foundations have set standards and requirements
for encouraging representativeness in clinical trials. Under new FDA reform legislation (Public law No

117-328) passed by Congress in 2022, FDA will require drug sponsors to submit diversity action plans
for their trials.

* In 2020, Congress passed the Clinical Trial Treatment Act, which requires all state Medicaid programs

to cover routine costs associated with qualifying clinical trials. This act went into effect beginning in
2022.

* In 2022, the National Academies released a report titled: Improving Representation in Clinical Trials
and Research: Building Research Equity for Women and Underrepresented Groups

* In 2023, CTTl released recommendations for improving diversity in clinical trials and a corresponding
maturity model

* Trial sponsors, payers, academic journals, and other stakeholders have engaged in voluntary efforts
to increase trial representation

MARGOLIS CENTER

for Health Policy ’

Duke



https://www.congress.gov/bill/117th-congress/house-bill/2617/text
https://www.congress.gov/bill/117th-congress/house-bill/2617/text
https://www.govinfo.gov/content/pkg/BILLS-116hr913ih/pdf/BILLS-116hr913ih.pdf
http://nap.nationalacademies.org/catalog/26479/improving-representation-in-clinical-trials-and-research-building-research-equity
http://nap.nationalacademies.org/catalog/26479/improving-representation-in-clinical-trials-and-research-building-research-equity
https://ctti-clinicaltrials.org/our-work/quality/diversity/

Duke-Margolis and Trial Representation

Winter 2023
Landscape
review
Spring 2023
Stakeholder
Interviews

Fall/Winter
2023
Translating
Summer Research into
2023 Meaningful
This meeting Action
Summer/Fall
2023
Publication

Spring 2024
Publication 2
FEarly 2024
Public
Meeting 2

MARGOLIS CENTER
for Health Policy

Duke




Theme 1: Measurement Considerations for Assessing Trial
Representativeness

* Prevalence rates, while a better baseline than census percentages, may
not be wholly accurate representations of disease burden

e Race and ethnicity are flawed and often poorly collected variables that are
surrogates for deeper demographic characteristics.

* There is a need for improved measurement of race and ethnicity data but
also better measures of SDOH, SOGI, and other demographic measures to
build a more holistic to representation

* With that in mind, stakeholders need to work toward widespread
adoption and consistency in benchmarks used to evaluate representation
and align representation metrics nationally and internationally
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Theme 2: Barriers and Opportunities in Sustainable Community
and Patient Engagement

* Historic and current health system and research practices that discourage trial
participation
* Researchers and sponsors should establish ongoing relationships with

organizations in the community to adequately gauge community needs and
build sustainable research networks

* Trials sponsors and researchers can make more overt efforts to align funding and
provide broader benefits for participants

e Sponsors and researchers should consider methods for providing sustainable
benefits to the community, either in the form of knowledge or related programs
and infrastructure
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Theme 3: Modernizing Trial Processes through Pragmatic
Design Approaches
* Pragmatic trials can be more flexible and accommodating to patients

than traditional explanatory trials, especially when they take place in
community settings

* Pragmatic trials can reduce the amount of resources patients need to
participate in trials, and often leverage their existing trusted

healthcare provider relationships for increased patient comfort with
research
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Theme 4: Importance of Instituting Formal Policies

e Regulatory agencies, funders, and research institutions can
implement more overt rules and regulations to ensure that
representation is not an afterthought in clinical trials

* Examples include:

* Regulatory and funding requirements for applicants to submit a representative enrollment
plan before conducting a study, including the new guidance from the FDA on diversity plans.

* Research journal publication requirements around publishing metrics for representative
enrollment.

* Modifying existing funding structures to make it easier to provide compensation to
community workers and patient-facing groups.
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Point-of-Care trials and Representation

* Broader work by Duke-Margolis and collaborators centers around advancing point-
of-care trials as one component of a modern clinical trial enterprise.

* Integrating clinical research into clinical care through point-of-care trials, may
provide a means of solving some of the barriers resulting in low representation in
clinical trials by providing increased access to clinical research where people receive
care and increasing patient comfort with research in some cases.

* Throughout our conversations today you'll hear about point-of-care trials as we
consider their potential role in addressing issues related to trial representation.

* This is a new approach to clinical research, and stakeholder input can shape future
trial design. As clinical research evolves, it will be important to keep representation
in mind.
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Defining Point-of-Care-Trials

e Operational approach to data collection that integrates clinical research into
routine care

o Key clinical trial operations (patient screening, consent, randomization, and data
collection) are incorporated into routine care through electronic health records
platforms

o Trial conduct is completed in usual care conditions without significant differentiation for
patients; and research and clinical care delivery workflows are integrated

* Point-of-care trials have the potential to simplify trial conduct, lower costs,
and improve generalizability by increasing access to clinical research for real-
world populations while eliminating the need for large-scale, single-use trial
infrastructure
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Acknowledging and addressing systemic issues

 While these trial approaches may improve the representativeness of clinical trial cohorts,
meaningful, sustainable change may be difficult in a clinical trials enterprise that is heavily
impacted by and helps maintain larger structural and societal problems

* Avoiding “recruitmentology” tactics is important in not further exploiting research subjects
and narrowing the gap in comfort levels between different groups that may participate in
clinical trials

e Systemic barriers such as a lack of insurance, transportation, resources, etc. as well as
limited bilingual or bicultural clinical personnel to staff and lead clinical trials, will continue
to be a concern for trial participation and may impact retention

* Creating longstanding and sustainable partnerships across sectors and stakeholders has
proven difficult due to misalignment of funding and power structures

MARGOLIS CENTER

for Health Policy 17

Duke



https://www.tandfonline.com/doi/full/10.1080/23294515.2022.2160506

Session 1: Defining the Current Clinical Trial Landscape

Moderator: Trevan Locke, Duke-Margolis
Jen Miller, Yale School of Medicine
Lola Fashoyin-Aje, Oncology Center for Excellence, FDA
Sneha Dave, Generation Patient
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Measuring Clinical Trial
Representativeness

Jennifer E. Miller, PhD

* Associate Professor, Yale School of Medicine
* Founding President, Bioethics International
* Director, Good Pharma Scorecard

e @millerbioethics Jennifer.e.miller@yale.edu
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Studies show a lack of diversity in clinical trials

* We tend to test new medicines & vaccines in patients who are healthier, younger and more likely to identify as
white and male than real world US patients with targeted conditions.
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in Clinical Trials Leading to Cancer Drug Approvals
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Policy efforts to improve diversity

span decades, w limited impact

D wversity Plans to Im prove
Enrollm entofParticipants
from UnderrepresentedR acial
and E thnicPopulations n
ClmicalT rials
Guidance for Industry

DRAFTGUIDANCE

This guidance docum ent is being distributed for comm entpurposes only.

Comm ents and suggestions regard ing this daftdocum en tshou k! be subm itedw ithin 60 daysof
publication in the Federa [Registerof e notice announcing the availability of the draft
guidance. Subm itelectronic comm ents to https:/Avww .regulations.gov. Subm itw ritlen com m ents
o heD ocketsM anagem entStaff (HFA -305),Food and D g A dm iistration, 5630 Fishers
Lane,Rm . 1061 Rockville,M D 20852. A licom m ents shoukd be dentified w ith the docket
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In the Senate of the United States,
December 22, 2022.
Resolved, That the bill from the Touse of Representa-
tives (H.R. 2617) entitled “An Act to amend section 1115 of
title 31, United States Code, to amend the deseription of how
performance goals are achieved, and for other purposes.”™, do

pass with the following

SENATE AMENDMENT TO HOUSE AMENDMENT TO
SENATE AMENDMENT:

In licu of the matter proposed to be inserted by the

House in Senate amendment 4, insert the following:

SECTION 1. SHORT TITLE.

(%)

This Act may be cited as the “Consolidated Appropria-

(%]

tions Act, 2023".

=~

SEC. 2. TABLE OF CONTENTS.

Sec. 1. Short title.
See. 2. Table of contents

§ References.

Sec. 4. Explanatory statement.

Sec. 5. Statement of appropriations.

1983, FDA "Guideline for the Study of Drugs Likely to be Used in the
Elderly,” finalized in 1989, (65+)

1993, ICH E7 guidelines state, "It is important...to seek patients in
the older age range, 75+..." in trials

1993, FDA “Guideline for the Study and Evaluation of Gender
Differences in the Clinical Evaluation of Drugs”

1993, rev. 2017, NIH Revitalization Act, directs NIH to ensure
inclusion of minority groups + women in trials

1998, FDA publishes Final Rule on “Investigational New Drug
Applications and New Drug Applications” amending regulations for
new drug applications (NDA’s) “to clearly define in the NDA format
+ content regulations the requirement to present effectiveness and
safety data for important demographic subgroups, specifically
gender, age, + racial subgroups.” 21 CFR Parts 312 + 314

2013, CDER revised Good Review Practices advising IND reviewers
to discourage needless trial exclusions

2001, rev. 2017, NIH Policy & Guidelines: The Inclusion of Women
and Minorities as Subjects in Clinical Research

2020, FDA, Enhancing the Diversity of Clinical Trial Populations:
Eligibility Criteria, Enrollment Practices +Trial Designs: Industry
Guidance

4/2022, FDA draft guidance, “Diversity Plans to Improve Enrollment

of Participants from Underrepresented Racial and Ethnic Subgroups
in Clinical Trials,” recommending medical product sponsors develop

+ submit a “Race and Ethnicity Diversity Plan” to FDA early in clinical
development

12/29/22, President Biden signed the Food and Drug Omnibus
Reform Act (FDORA), requiring sponsors to submit “diversity action
plans” to the FDA, outlining trial enrollment goals by age, sex, race,
ethnicity, geographic location + socioeconomic status, with
rationales, and plans for meeting enrollment goals



https://www.fda.gov/regulatory-information/search-fda-guidance-documents/diversity-plans-improve-enrollment-participants-underrepresented-racial-and-ethnic-populations
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/diversity-plans-improve-enrollment-participants-underrepresented-racial-and-ethnic-populations
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justice imperatives
Tanvee Varma

ABSTRACT

Itis well established that demographic representation in
clinical research is important for understanding the safety
and effectiveness of novel therapeutics and vaccines in
diverse patient populations. In recent years, the National
Institutes of Health and Food and Drug Administration
have issued guidelines and recommendations for the
inclusion of women, older adults, and racial and ethnic
minarities in research. However, these guidelines fail

to provide an adequate explanation of why racial and
ethnic representation in clinical research is important.
This article aims to both provide the missing arguments
for why adequate representation of racial and ethnic
minorities in clinical research is essential and to
articulate a number of recommendations for improving
diversity going forward.

Appropriate racial and ethnic representation and fair
inclusion help (1) increase the generalisability of clinical
trial results, (2) equitably distribute any benefits of
clinical research and (3) enable trust in the research
enterprise.

Although black, Latinx and Indigenous patients
have been disproportionately affected by the
COVID-19 pandemic, evidence suggests racial
and ethnic minorities may be under-represented
in COVID-19 clinical trials.' > In fact, in the USA,
racial and ethnic minorities are under-represented in
clinical trials for most therapeutics and vaccines.””
Clinical trial participants are more often male and
tend to be whiter, younger and healthier than real-
world patients, raising concerns about the safety
and effectiveness of novel therapeutics and vaccines
for under-represented populations.”™

The National Institutes of Health (NIH) and the
Food and Drug Administration (FDA) have made
strides to improve demographic representation in
research since at least the 1980s. The NIH Revital-
ization Act of 1993, for example, directed the NIH
to establish guidelines for the inclusion of women
and racial and ethnic minorities in clinical research.”
Additionally, the statute required NIH-sponsored
clinical research to address the inclusion of histor-
ically under-represented demographic groups in
proposed research and in phase 3 clinical trials.
Recently, the FDA published detailed guidance for
research sponsors, as part of the FDA Reauthoriza-
tion Act of 2017 mandate, on how to better enrol
diverse study participants.'” The guidance makes
rec dations, such as broadening protocol
eligibility criteria and avoiding unnecessary exclu-
sion criteria in research, to better understand the
safety and efficacy of novel therapeutics in a diverse
patient population.

" Camara P Jones,* Carol Oladele,* Jennifer Miller®

While helpful, these efforts, like many, fail to
answer a fundamental question: why is racial and
ethnic representation in clinical research important?
Given that demographic representation in research
advances understandings of safety, efficacy and
effectiveness for novel therapeutics in the popula-
tion expected to use them, demographic represen-
tation is important if there is reason to believe that
there will be a differential response to a therapeutic
by sex, age, race or ethnicity. It is well established
that there can be differential responses to therapeu-
tics between women and men and between older
and younger adults due to differences in pharma-
cokinetics/pharmacodynamics and drug toxicity
by sex and age.'"™" Yet, in failing to explain why
race, a social construct, is grouped with sex and
age, biological attributes, we worry that guidance to
improve representation of racial and ethnic minori-
ties in clinical research may unintentionally endorse
a biological basis for race and ethnicity. Here, we
provide the missing arguments for why racial and
ethnic representation in clinical research is essen-
tial. We then articulate a number of recommen-
dations for improving the enrolment of racial and
ethnic minorities in clinical research going forward.

ARGUMENTS

Clinical characteristics and responses to novel ther-
apeutics can differ by race and ethnicity. However,
the underlying causes of any differences are driven
by social determinants and structural racism, not
inherent genetic differences.' Racial and ethnic
minorities are, for example, over-represented in
poverty due to structural inequities, which results
in disparities in access to quality education, healthy
foods, a clean and safe environment, income and
wealth, among other factors that contribute to
a healthy life.” ' This manifests in a dispropor-
tionate rate of comorbid conditions and concom-
itant medication use, both of which can alter the
safety profile of a therapeutic.” ** Therefore, failing
to adequately include patients identifying as racial
and ethnic minorities in research, can potentially
limit understandings around the benefits, risks
and harms of novel therapeutics for excluded and
under-represented patients groups.

While race is not a biological construct, it is
worth noting that evolutionary history or ancestry
may be biologic constructs of value. However,
ancestry is not a proxy for race and should not be
used as such. Genetics research has illuminated
how humans cannot be divided into biologically
distinct categories and that there is more vari-
ation within racial groups than between racial
groups.'” 2° Although there may be some genetic
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Goal

Building trust in medical
research and institutions

Promoting fairness for
potential participants
and their communities

Generating biomedical
knowledge

Goals of Increasing Diversity in Clinical Trials.

Key Challenges

Distrust of medical and scientific professions can be
an important obstacle to receiving effective medi-
cal care.

Opportunities to participate in trials are limited.

Preferences, resources, and trust all affect willingness
to participate in trials.

Health systems’ capacities to conduct trials vary
among communities.

Sample sizes are often too small to permit assess-
ment of treatment efficacy within particular sub-
groups.

Clinically significant differences in treatment efficacy
between groups that are underrepresented and
those that are overrepresented in trials may not be
common.

Efforts to diversify trials address only some of the bar-
riers to efficient patient recruitment.

Implications

The effect on public trust of the design and conduct of
clinical trials can be as important to public health
as trials’ results.

Investments should be made in elucidating how clini-
cal trial practices affect public trust.

Overcoming unjust barriers to participation for disen-
franchised groups will require affirmative outreach
and recruitment actions.

Grading trials on inclusive outreach and recruitment
practices, rather than solely enrollment demo-
graphics, may better reflect recruitment equity.

Investing in trial capacity in marginalized communi-
ties may benefit such communities broadly by
improving adoption of innovations.

Investigators should acknowledge that more inclusive
trials may not show whether a treatment is effec-
tive for certain patient subgroups or meaningfully
shift estimates of the treatment’s efficacy.

Shifting the focus of trials to diseases that dispropor-
tionately affect marginalized groups may more
effectively generate knowledge benefiting these
groups.

Future meta-research could clarify the importance and
detectability of heterogeneous treatment effects.

Schwartz, et al, NEJM, 2023;388(14):1252-1254

Yale School of Medicine




Abstract

* Objective To develop a measure for
adequate diversity and fair inclusion of
women, older adults (65 years and older),
and racially and ethnically minoritized
patients in pivotal trials and use it to score,
rate/rank the performance of trials,
therapeutics and sponsor

* Design Retrospective cross sectional study.

* Population Sponsors of novel oncology
therapeutics approved by the US FDA in
2012 - 2017.
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Metrics, baseline scores, and a tool to improve sponsor
performance on clinical trial diversity: retrospective cross

sectional study
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ABSTRACT

OBJECTIVE To develop a measure for fair inclusion
in pivotal trials by assessing transparency and
representation of enrolled women, older adults
(aged 65 years and older), and racially and ethnically
minoritized patients.

DESIGN Retrospective cross sectional study.
POPULATION Sponsors of novel oncology
therapeutics that were approved by the US Food
and Drug Administration over 1 January 2012 to 31
December 2017.

DATA SOURCES Trial data from Drugs@FDA,
ClinicalTrials.gov, and corresponding publications;
cancer incidence demographics from US Cancer
Statistics and the American Cancer Society.

MAIN OUTCOME MEASURES Transparency
measures assess whether trials publicly report
participant sex, age, and racial and ethnic identity.
Representation measures assess whether trial
participant demographics represent more than 80%
of the US patient population for studied conditions,

WHAT IS ALREADY KNOWN ON THIS TOPIC

= Women, older adults, and racially and ethnically minoritized patients
are often under-represented in clinical research even though adequate
representation is important for equitably assessing the safety and efficacy of
novel therapeutics in the patients who ultimately use them.

= Development of accountability measures and publicly rating and ranking
sponsors might be an effective reform strategy for improving diversity and fair
inclusion in research.

WHAT THIS STUDY ADDS

Despite policy efforts to improve diversity, poor inclusion in trials persists,
suggesting additional strategies are needed.

= This paper develops baseline quality measures for fair inclusion and diversity
in clinical research that capture the transparency of participant demographics
and representation of women, older adults, and racially and ethnically
minoritized patients.

= Applying the measures to score and rank novel oncology therapeutics FDA
approved from 2012 through 2017, along with their sponsors and trials, we

found that while a few sponsors have done well, most have substantial room
forimprovement on their inclusion of older adults and racially and ethnically
minoritized patients, and to a lesser extent women.

HOW THIS STUDY MIGHT AFFECT RESEARCH, PRACTICE, OR POLICY

> The fairinclusion score we developed and tested on oncology pivotal trials
provides a useful, feasible method of assessing critical indices of equity in
clinical trials.
= The fairinclusion measure can be used to track and catalyze progress across
the research ecosystem on clinical trial diversity, a key public health and

social justice goal.

calculated by dividing the percentage of study
participants in each demographic subgroup by

the percentage of the US cancer population with

the studied condition per group. Composite fair
inclusion measures assess average transparency
and representation scores, overall and for each
demographic group. Results are reported at the trial,
product, and sponsor levels.

RESULTS Between 1January 2012 and 31

December 2017, the FDA approved 59 novel cancer
therapeutics, submitted by 25 sponsors (all industry
companies) on the basis of 64 pivotal trials. All

25 sponsors (100%) reported participant sex, 10
(40%) reported age, and six (24%) reported race
and ethnicity. Although 14 (56%) sponsors had
adequate representation of women in trials, only

six (24%) adequately represented older adults,

and four (16%) adequately represented racially

and ethnically minoritized patients (black, Asian,
Hispanic or Latinx). On overall fair inclusion, one
sponsor scored 100% and the median sponsor score
was 81% (interquartile range 75-87%). More than
half of sponsors (13 (56%) of 25) fairly included
women, 20% (n=5) fairly included older adults,

and 4% (n=1) fairly included racially and ethnically
minoritized patients in trials. 80% of product had
pivotal trials that fairly included women, 24% fairly
included older adults, and 5% fairly included racially
and ethnically minoritized patients.

CONCLUSIONS This novel approach evaluates trials,
products, and sponsors on their fair inclusion of
demographic groups in research. For oncology trials,
substantial room was noted for improved inclusion
of older adults and patients who identify as black

or Latinx and transparency around the number of
participants identifying as Native Hawaiian, Pacific
Islander, American Indian, and Alaska Native.

These measures can be used by sponsors, ethics
committees, among others, to set and evaluate trial
diversity goals to help spur progress toward greater
research equity in the US.

Introduction

Demographic representation in clinical research is
important for equitably assessing the safety and effi-
cacy of novel therapeutics in the patients who will
use them. However, women, older adults, and some
racial and ethnic groups are often under-represented
in research, particularly in cancer trials." ™ This
under-representation can challenge clinicians,

B MJ Varma T, et al. BMJMED 2023;2:¢000395. doi:10.1136/bmjmed-2022-000395 1



Conceptualizing Adequate Representation

2 Approaches

“Country-population approach”
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Participation of Women and Sex Analyses in Late-Phase
Clinical Trials of New Molecular Entity Drugs and Biologics
Approved by the FDA in 2007-2009
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Abstract

Background: Biological sex differences may contribute to differential treatment outcomes for therapeutic
products. This study tracks women's participation in late-phase clinical trials (LPCTS), where efficacy and safety
of drugs and biologics are evaluated, of new molecular entity (NME) drugs and biologics approved by the US.
Food and Drug Administration (FDA) in 2007-2009. Furthermore, presentations of sex-based analyses were
assessed from the FDA review:
Methods: New drug applications (NDAS) and biologics license applications (BLAS) were accessed from the USS.
FDA database and evaluated for women's participation in LPCTs. Sex-based analyses for efficacy and safety
contained in FDA reviews were surveyed. Ratios for women's LPCT participation (PROPORTION OF STUDY
SUBJECTS) to their proportion in the disease population were calculated for each approved therapeutic product
and grouped into therapeutic categories.
Results: Sex-specific (1=5) and pediatric (1=3) drug applications were excluded. Women's participation in
LPCTs was 39%, 48%, and 42% in NDAs (11=50) and 49%, 62%, and 58% in BLAs (11=11) for 2007, 2008, and
2009, respectively. Sixty-four percent of NDAs and 91% of BLAs had participation to proportion ratios of 20.80.
Seventy-four percent of NDA reviews and 64% of BLA reviews included safety and efficacy sex analysis. Ninety-
six percent of NDA reviews and 100% of BLA reviews included efficacy sex analysis.
Conclusion: Womens partcipation in LFCTs averaged 43% for NDAs and 57% for BLAs in 2007-2009 and
varied widely by indication. As a the 2001 US. G Office (GAO) reported
52% of women's participation for drug clinical trials in1998-2000 and an FDA study reported 45% for BLAS
approved from 1995 to 1999. This study showed that sex-analysis of both safety and efficacy in NDA has
increased to 74% since the GAO report of 72%, while those for BLAs increased to 64% from 37% reported for
therapeutic biol ved in 1995-1999. Knowledge of disease prevalence and participation in clinical trials

—_———" N ———————— provides an understanding of recruitment and retention patterns of patients in these trials
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Measures. Components, parameters + outcomes

Component Parameter Outcome measure

Sex  Sex of participants reported Transparency: Whether trials publicly report
Age % Older adult participants reported participant sex, age, and racial and ethnic identity
(>64)
% Alaskan Native /American Indian
Transparency participants reported

(n=7)

% Asian participants reported
% Black participants reported
% Native Hawaiian / Pacific
Islander participants reported
Ethnicity % Latino participants reported
Sex PPR for female participants*
Age PPR for older adults (>64)*
PPR for Black participants®
PPR for Asian participants®*
Ethnicity PPR for Latino participants®

Race

Representation: Whether trial participant

demographics represent 80-120% of the US
patient population for studied conditions

Representation

(n=5) Race

Fair inclusion: A composite measure of
transparency + representation scores




Methods. Sample + data sources

Sample. Novel drugs + biologics FDA approved for oncologic indications, 2012-17

Data sources (n=7) _ Measues

Transparency Representation Cancer Incidence
Drugs@FDA, approval packages X
ClinicalTrials.gov X
Publications, indexed on ClinicalTrials.gov X X
FDA Snapshots X
Product labels X

2016 US Cancer Statistics dataset: Cancer registry data from
National Program of Cancer Registries + National Cancer X X
Institute’s Surveillance, Epidemiology + End Results [SEER]

American Cancer Society, Cancer Facts + Figures X X



Sample
characteristics,
novel oncology
therapeutics
FDA approved
2012-17

Sample Characteristics
Product Type
Drug
Biologic
Sponsors
Approval year
2012
2013
2014
2015
2016
2017
Approval pathway
Priority review
Accelerated approval
Fast track
Breakthrough
Orphan drug status
Broad oncological indication
Leukemia
Lung cancer
Breast cancer
Multiple myeloma
Non-Hodgkin’s lymphoma
Melanoma
Colorectal cancer
Ovarian cancer
Other*
Pivotal trials, total analyzed (median, per product)

Trial participants, total analyzed (median per trial [IQR]

No. (%)
59
39 (66)
20 (34)
25

11 (19)
8 (14)
8 (14)
14 (24)
4(7)
14 (24)

46 (78)
28 (47)
30 (51)
27 (46)
45 (76)
16
10 (17)
6 (10)
6 (10)
6 (10)
6 (10)
5(8)
3(5)
3(5)
13 (22)
64 (1)

29,959 (326 [138-668])
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* Figure. Proportion of trials,
products, and companies receiving a
100% score on transparency,
representation, and fair inclusion
measures for women, older adults,
and racially and ethnically
minoritized patients participating in
clinical trials for novel oncology
therapeutics approved by the US
Food and Drug Administration
during 2012-17.

Representation

Fair inclusion

M Women M Older adults ™ Race or ethnicity
Tanvee Varma et al. bmjmed 2023;2:e000395



% of trials reporting trial participant race % of trials w adequate representation, by

and ethnicity, by subgroup subgroup
100% 70%
90%
60%
80%
70% 50%
60%
50% 40%
0
30%
20% 20%
n l
0% )
Native Alaskan
Hawaiian/ Native/Am 0% i ;
White Black Asian Latinx Pacifi . Asian Latino Black
N :;('j'ecrs ler:('jclz: W % of Trials 65% 20% 15%
Seriesl  87% 82% 83% 45% 15% 17% B % of Trials

10% (6/62) of trials adequately represented black, white, asian and
latino- identifying patients

Tanvee Varma et al. bmjmed 2023;2:e000395



300,

Figure. Company rankings on fair inclusion of women, older adults, and racially and ethnically
minoritized patients in research, for novel oncology therapeutics approved by the US FDA, 2012-17.
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_ Transparency scores Representation scores Fair inclusion scores

Overall Older Race/ Overall Older Race/ Overall Older Race/
transparency Sex Adults Ethnicity representation Women Adults Ethnicity fair inclusion Women Adults Ethnicity
100 100 100 100 100 100 100 100 100 100 100 100
89 100 100 67 85 100 N/A 70 89 100 100 68
89 100 100 67 90 100 100 70 89 100 100 68
94 100 83 100 89 100 90 76 89 100 80 88
94 100 100 83 82 100 65 82 88 100 83 83
86 100 100 58 88 99 85 79 88 99 93 71
92 100 75 100 89 98 93 78 87 99 73 89
100 100 100 100 85 90 80 N/A 87 98 70 93
89 100 100 67 83 100 90 60 86 100 95 63
88 100 90 73 81 98 83 62 85 99 88 68
89 100 100 67 77 98 75 58 82 99 88 60
92 100 75 100 72 80 60 77 81 90 65 88
78 100 100 33 83 80 100 70 81 90 100 52

INGVEr R 100 92 72 70 100 48 63 80 100 74 65
Merck & Co [EE] 100 50 100 87 100 N/A 73 79 100 50 87
81 100 59 83 75 90 75 59 78 95 67 72

Clovis
Oncology 72 100 50 67 98 100 N/A 95 77 100 50 81

69 100 75 33 100 100 100 100 76 100 88 42
72 100 50 67 95 90 N/A 100 76 95 50 83
[ 57 100 83 78 65 100 75 20 75 100 75 49
[ 76 100 82 45 74 98 67 57 73 99 74 47

Ingelheim 61 100 50 33 100 100 N/A 100 72 100 50 67

Exelixis [ 100 100 0 80 60 100 N/A 60 80 100 0
63 100 33 56 85 100 100 56 60 100 33 46
Spectrum |5 100 50 0 100 100 N/A N/A 50 100 50 0
Median 87 100 83 67 85 100 85 72 81 100 75 68
GER 90 100 100 92 93 100 100 85 87 100 94 85
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Reporting of Study Participant Demographic Characteristics
and Demographic Representation in Premarketing and Postmarketing

Studies of Novel Cancer Therapeutics

Tanvee Varma, BA; Joshua D. Wallach, PhD, MS; Jennifer E. Miller, PhD; Dominic Schnabel, MPH; Joshua J. Skydel, BS; Audrey D. Zhang, MD; Michaela A. Dinan, PhD;

Joseph'S. Ross, MD, MHS; Cary P. Gross, MD

Abstract

IMPORTANCE Adequate representation of ubgroups in p ing and
postmarketing clinical studies is necessary for understanding the safety and efficacy associated with
novel cancer therapeutics.

OBJECTIVE To characterize and compare the reporting of demographic data and the representation
of individuals by sex, age, and race in premarketing and postmarketing studies used by the Food and
Drug Administration (FDA) to evaluate novel cancer therapeutics.

DESIGN, SETTING, AND PARTICIPANTS In this cross-sectional study, premarketing and
postmarketing studies for novel cancer therapeutics approved by the FDA from 2012 through 2016
were identified. Study demographic information was abstracted from publicly available sources, and
US cancer population demographic data was abstracted from US Cancer Statistics. Analyses were
conducted from February 25 through September 21, 2020.

MAIN OUTCOMES AND MEASURES The percentages of trials reporting sex, age, and race/ethnicity
were calculated, and participation to prevalence ratios (PPRs) were calculated by dividing the
percentage of study participants in each demographic group by the percentage of the US cancer
population in each group. PPRs were constructed for premarketing and postmarketing studies and
by cancer type. Underrepresentation was defined as PPR less than 0.8.

RESULTS From 2012 through 2016, the FDA approved 45 cancer therapeutics. The study sample
included 77 premarketing studies and 56 postmarketing studies. Postmarketing studies, compared
with premarketing studies, were less likely to report patient sex (42 studies reporting [75.0%] vs 77
studies reporting [100%]; P < .001) and race (27 studies reporting [48.2%] vs 62 studies reporting
[80.5%]; P < .001). Women were p inp ing studies (mean [SD] PPR,
0.91; 95% Cl, 0.90-0.91) and postmarketing studies (mean PPR, 1.00; 95% Cl, 1.00-1.01). Although
older adults and Black patients were underrepresented in premarketing studies (older adults: mean
PPR, 0.73; 95% Cl, 0.72-0.74; Black patients: mean PPR, 0.32; 95% Cl, 0.31-0.32), these groups
continued to be underrepresented in postmarketing studies (older adults: mean PPR, 0.75; 95% CI,
0.75-0.76; Black patients: mean PPR, 0.21; 95% Cl, 0.21-0.21).

CONCLUSIONS AND RELEVANCE This study found that older adults and Black patients were underrep-

resented in postmarketing studies of novel cancer therapeutics to a similar degree that they were under-
represented in premarketing studies. These findings suggest that postmarketing studies are not associ-
ated with improvements to gaps in demographic representation present at the time of FDA approval.
JAMA Network Open. 2021;4(4):€217063.

Corrected on May 18, 2021. doi:10.1001/jamanetworkopen 20217063
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Key Points

Question Are the demographic
characteristics of patients enrolled in
premarketing and postmarketing
studies used by the US Food and Drug
Administration (FDA) to evaluate the
safety and efficacy of novel cancer
therapeutics clearly reported and
representative of the US cancer
population?

Findings In this cross-sectional study of
77 premarketing studies and 56
postmarketing studies for
FDA-approved cancer therapeutics,
there was inconsistent reporting of
demographic data and
underrepresentation of older adults and
Black patients in premarketing and
postmarketing studies of cancer
therapeutics.

Meaning Premarketing and
postmarketing studies used by the FDA
to evaluate novel cancer therapeutics
may not adequately represent the US
cancer population.

+ Invited Commentary
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Author affiliations and article information are
listed at the end of this article.
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Black identifying patients and older adults were under-represented in pre
and post-marketing trials
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Under reporting + under representation remain a
challenge for most demographic subgroups s
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in pivotal trials supporting FDA approval of novel
oncology therapeutics, 2012-2021
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Low scoring organizations improve
practices in response to ratings
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Accountability Measures — Using Measurement to Promote
Quality Improvement

Mark R. Chassin, M.D., M.P.P,, M.P.H., Jerod M. Loeb, Ph.D., Stephen P. Schmaltz, Ph.D
and Robert M. Wachter, M.D.

Measuring the quality of health care and using
those

markably recent. In 1998, the Joint Commission
! hed its ORYX initiative, the first national

to promote imp in
the delivery of care, to influence payment for ser-
vices, and to increase transparency are now com-
monplace. These activities, which now involve
virtually all U.S. hospitals, are migrating to am-
bulatory and other care settings and are increas-
ingly evident in health care systems worldwide.
Many constituencies are pressing for continued
expansion of programs that rely on quality mea-
surement and reporting.
In this article, we review the origins of contem-

program for the measurement of hospital quality,
which initially required the reporting only of non-
dardized data on perft *In
2002, accredited hospitals were required to col-
lect and report data on performance for at least
two of four core measure sets (acute myocardial
infarction, heart failure, pneumonia, and
pregnancy)’; these data were made publicly avail-
able by the Joint Commission in 2004.
When the program started, no consensus ex-
isted ding the kinds of on which

porary dardized quality with
a focus on hospitals, where such programs have
reached their most highly developed state. We dis-
cuss some lessons learned from recent experience
and propose a conceptual framework to guide
future developments in this fast-moving field.
Although many of the points we make are rele-
vant to all kinds of quality measurement, includ-

data should be gathered by hospitals, no data on
quality of care were collected systematically by
hospitals, and little information on nationally
standardized measures of hospital quality was
available to the public. Few hospitals used nation-
al data on quality measures to improve clinical
care processes; in fact, hospitals strongly resisted

ing we focus our
on process measures, both because these account
for most of the measures in current use and be-
::nsc outcome measu:es have additional scientific
! g the need for ix ad-
justment. We write not as representatives of the
Joint Commission articulating a specific new po-
sition of that group, but rather as individuals who
have worked in the fields of quality measurement
and improvement in a variety of roles and settings
over many years.

A BRIEF HISTORY OF HOSPITAL
QUALITY MEASUREMENT AND
REPORTING IN THE UNITED STATES

Although the ubiquity of quality and

i data on quality measures and reporting
them publicly.

The changes over the past decade have been
breathtaking. The National Quality Forum has en-
dorsed more than 600 quality measures. In 2004,
the Centers for Medicare and Medicaid Services
(CMS) began financially penalizing hospitals that
did not report to the CMS the same performance
data they collected for the Joint Commission, and
in 2005, the CMS began its own public
reporting.** Today, hospitals provide data to the
Joint Commission from a selection of 57 inpatient
measures; currently, 31 of these are publicly re-
ported, and there are plans to add the remain-
ing, newly implemented measures over time.®”
The CMS also includes additional data on patient

and (death and read:

reporting makes it difficult to remember a health
care landscape without them, these trends are re-

sions) for common medical conditions such as
pneumonia and heart failure.
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HOW FIRMS RESPOND TO BEING RATED

AARON K. CHATTERJI' and MICHAEL W. TOFFEL™*
' Fuqua School of Business, Duke University, Durham, North Carolina, U.S.A.
? Harvard Business School, Boston, Massachusetts, U.S.A.

While many rating systems seek to help buyers overcome information asymmetries when making
purchasing decisions, we investigate how these ratings also influence the companies being rated.
We hypothesize that ratings are particularly likely to spur responses from firms that receive poor
ratings. and especially those that face lower-cost opportunities to improve or that anticipate
greater benefits from doing do. We test our ypotheses in the context of corporate environmental
ratings that guide investors to select “socially responsible.” and avoid “socially irresponsible.”

companies. We examine how several hundred firms resy

d to corporate

ratings issued by a prominent independent social rating agency, and take advantage of an
exogenous shock that occurred when the agency expanded the scope of its ratings. Our study
is among the first o theorize abour the impact of ratings on subsequent performance, and
we introduce important contingencies that influence firm response. These theoretical advances
inform stakeholder theory, institutional theory, and economic theory. Copyright © 2010 John

Wiley & Sons, Ltd

INTRODUCTION

y has long been
to complicate market transactions (Akerlof, 1970).
Incomplete information prevents buyers from
knowing when to believe suppliers’ claims about
product attributes that are not directly observable
prior to purchase. Independent agencies that rate
and rank products and companies can help con-
sumers overcome information asymmetries. Such
agencies operate in a wide variety of contexts,
rating consumer products (Consumer Reports), ser-
vices (Michelin’s guidebooks), and corporate debt

Keywords: disch 1] -

formance; corporate social responsibility: industry self-
regulation; ratings

* Comrespondence t0:  Michael W. Toffel, Harvard Business
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(Moody’s)." These rating schemes are institutions
designed to achieve a common objective: to pro-
vide credible information to help company stake-
holders such as potential buyers, employees, and
investors overcome an information disadvantage.
Better informed stakeholders can make better deci-
sions about which products to purchase, in which
stocks or bonds to invest, and with which compa-
nies to seek employment.

Prior scholarship has found evidence that inde-
pendent company ratings can affect the behavior of
consumers and investors. However, scholars have

Companies are subjected 0 an increasing number of ratings
and rankings. from *Best Places to Work” (Fortune, 2008; HRC.
2008) to of and social responsibility
(Chatterji and Levine, 2006). In fact, a recent survey counted
more than 183 public lists across 38 countries of companics
rated or ranked on the basis of their reputation for corporate
citizenship, employee relations, leadership, innovation, and other
characteristics (Fombrun, 2007).
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Impact of restaurant hygiene grade cards on foodborne-disease hospitalizations in Los Angeles
County.

# Author information

Abstract
Although health departments routinely inspect restaurants to assess i with hygienic , few data are
available on the effectiveness of these efforts in preventing foodborne disease. The study reported here assessed the impact on
foodborne-disease hospitalizations in Los Angeles County of a restaurant hygiene gradlng system lha( utilized publlciy posted grade
cards. The grading systm was introduced in January 1998. Hospital discharge data on ft i s were
analyzed for Los Angeles County and, as a control, for the rest of California during the period 1993-2000. Ordinary least-squares
regression analysis was done to measure the effect of the grading progam on these hospitalizations. After baseline temporal and

ic trends were adj d for, the restaurant hygiene grading program was associated wnh a13.1 percent decrease (p <.01) in
the number of foodbo di 1s in Los Angeles County in the year i the prog (1998). This
decrease was sustained over the next two years (1999-2000). The results suggest that restaurant hygiene grading with public posting of
results is an effective intervention for reducing the burden of foodborne disease.




2019 GPS
Transparency. Data-
sharing analysis

* 33% of companies scored 100% on data sharing
* 50% improved their procedures

Pre 30 day amendment window Post 30 days
No. of NDA Policy _prowdes access to| Policy explains Company publicly Poll_cy specifies data % of covered | Data-sharing | Data-sharing
Company . analysis-ready dataset & how data may be | reports # & outcome will be shared by . .
trials . trials registered score score
CSR requested of requests deadline

Valeant 17 0% 0% 0% 0% 71% 14% 14%
Gilead 10 0% 0% 0% 0% 100% 20% o 80%
Merck 35 100% 100% 0% 0% 83% 57% @ 80%
AstraZeneca 10 100% 100% 0% 0% 90% 58% o 8%
Allergan 45 100% 100% 0% 0% 96% 59% 59%
BMS 13 100% 100% 0% 0% 100% 60% |1 80%
Amgen 35 100% 100% 100% 0% 31% 66% 66%
Pfizer 0 100% 100% 100% 0% NA 75% 75%
ovartis 100% 100% 100% 0% 100% 80% 4 100%
anssen/J&J 100% 100% 100% 100% 100% 100% 100%
ovo Nordisk 46 100% 100% 100% 100% 100% 100% 100%
oche 1 100% 100% 100% 100% 100% 100% 100%
Median 12 100% 100% 50% 0% 100% 63% 1 80%

)6 of companies meeting data-sharing measure (3/12)25%  (4/12) 33%
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Limitations

e Public cancer incidence data have gaps

e patient demographic data are
mainly available for broad cancer
types, while many therapeutics
target specific cancer types.

* missing some race and ethnicity
* there are accuracy questions

e Cannot disaggregate trial enrollment
by country, using public data sources.

Editorial Opinion

Clinical Trial Diversity—Will We Know It When We See It?

Tanvee Varma, BA; Cary P. Gross, MD; Jennifer E. Miller, PhD

There is widespread consensus on the need to improve clini-
cal trial diversity, with policy efforts spanning decades. In 2022,
the US House of Representatives passed legislation, Food and
Drug Amendments of 2022, requiring sponsors to develop and
submit diversity action plans for certain types of trials, defin-
ing enrollment goals by age group, sex, race and ethnicity, geo-
graphic location, and socioeconomic status along with ratio-
nales for such goals.! This legislation would codify the draft
guidance introduced by the US Food & Drug Administration
(FDA)in 2022 recommending that the industry submit race and
ethnicity plans for its trials to the FDA.!

While the policy efforts are helpful, vital gaps limit their
effectiveness. First, these efforts do not clearly define ad-
equate trial diversity. Second, they lack guidance on suitable
enrollment goals, making it difficult to assess whether suc-
cess has been achieved. Third, epidemiological data for vari-
ous health conditions are needed to set enrollment goals. This
editorial aims to address these gaps.

Defining Adequate Representation

One gap in the current policy efforts is a lack of clarity on how
sponsors should conceptualize adequate representation of
demographic subgroups in diversity plans. There are 2 lead-
ing approaches in the literature for conceptualizing adequate
trial representation, a country-population and a condition-
based approach.

The country-population approach suggests that trial
participants belonging to a specific segment of the popula-
tion, or demographic, should be enrolled in proportion to
the country’s estimates of proportions of the population
who lie within that demographic.? For the US, this would
mean enrolling 50.5% female participants, 13.6% Black par-
ticipants, and the like, for all trials, regardless of a trial’s
indication.? This disease-neutral approach contrasts with
the condition-based approach, which suggests that partici-
pant demographic characteristics should mirror those of the
patient population with the study’s targeted condition.* A
close reading of policy efforts suggests a preference for a
condition-based approach with deference to research spon-
sor (such as pharmaceutical companies or the National
Institutes of Health) and investigator judgment. Guidance
from the FDA' suggests using the country-population
approach when disease incidence across a range of racial
and ethnic populations is unknown.

A problem with this policy flexibility is that different ap-
proaches can yield markedly different enrollment goals. As
shown in the Figure, using the US country-population ap-
proach for a melanoma trial enrolling 500 patients yielded an
enrollment goal of 14% for Black patients vs 0.5% using the
condition-based approach.® The country-population ap-
proach yields an enrollment goal 28 times larger than the
condition-based approach. Similarly, for a multiple myeloma
trial enrolling 500 patients, the condition-based approach
yielded an enrollment goal of 9% for patients identifying as

jamaoncology.com

Latinx, vs 19% using the US country-population approach,
amounting to a 200% difference.®

Setting Enrollment Goals
A second gap is the lack of guidance on how to set and justify
enrollment goals. The literature® generally uses enrollment
goals for a specific demographic group proportionally, match-
ing 80% to 120% of the proportion that demographic group
comprises within a defined population (in our case, a country
or a patient population). Proportionally representing less than
80% is considered underrepresentation. For example, if Latinx
patients represent approximately 20% of the US population,
using a country-population approach, we would aim to enroll
16% to 24% of trial participants who identify as Latinx.
Setting enrollment thresholds is not as straightforward as
it may seem. First, neither FDA guidance nor legislation ad-
dresses the inclusion of global trial participants in enroll-
ment goals and diversity plans. Clarification is necessary, as
two-thirds of pivotal trial participants are from non-US sites
and trial data may not extrapolate across geographic regions.”
Second, this approach often fails to yield samples large
enough for subanalyses. Setting an enrollment goal for Black
patients in our melanoma trial example using the condition-
based approach yielded an enrollment goal of 0.5%, or 3 of 500
people enrolled (Figure). A subanalysis is impossible with only
3 patients, raising questions about the rationale for mandat-
ing diversity plans. This challenge arises for studies involving
racial and ethnic groups constituting a small proportion of the
US population (eg, American Indian or Alaska Native pa-
tients) or rare diseases.

Data Gaps

A third policy gap is the lack of accessible demographic data
on the disease incidence or prevalence needed to design and
evaluate enrollment goals using the condition-based ap-
proach, as recommended in some policies.! Although there are
several condition-specific registries with patient demo-
graphic data, they need improvement. US Cancer Statistics, a
Centers for Disease Control and Prevention database® of newly
diagnosed cancer cases and deaths, has rigorous demo-
graphic data; however, it is missing some race and ethnicity
data, and there are questions about its accuracy.

Further, patient demographic data are mainly available for
broad cancer types, while most therapeutics target specific can-
cer types. For example, non-Hodgkin lymphoma is included,
but mantle cell lymphoma, a type of non-Hodgkin lym-
phoma, is not. Mantle cell lymphoma more often affects men,
compared with non-Hodgkin lymphoma (75% vs 55%).® Simi-
larly, demographic data for patients with lung cancer are avail-
able in the US Cancer Statistics but not for patients with lung
cancer who have EGFR variations. The prevalence of EGFR
variation potentially differs by ancestry. It is imperative to de-
velop and disseminate more complete incidence data for more
conditions and across demographic subgroups.

JAMA Oncology June2023 Volume 9, Number 6

© 2023 American Medical Association. All rights reserved.
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Discussion Questions

A

How can stakeholders such as research institutions, funders (e.g., NIH), and research journals, work
together to implement cohesive representation metrics and policies?

Based on early efforts, are there any emerging challenges to implementing FDA diversity plans?
What are the potential pitfalls of instituting universal representation policies?
What metrics are needed to evaluate the success of representation policies?

How can we best incorporate intersectionality into our approach to measurement and metrics
development?

What steps are needed to synergize these measurement dimensions across stakeholder groups?
Can real-world data based approaches help? If so, how?

How can the FDA best work with regulatory agencies in other countries to unify and harmonize
how representation is measured?

MARGOLIS CENTER

for Health Policy 43

Duke




Break

1:25-1:35PM ET




Session 2: Building Capacity for Representative
Trials in Community Settings

Moderator: Andrea Thoumi, Duke-Margolis
Nadine Barrett, Duke CTSI Center for Equity in Research
Perla Nunes, Julius L. Chambers Biomedical Biotechnology Research Institute
Yasmeen Long, FasterCures
Jennifer Byrne, Javara
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Discussion Points

Making overt efforts to acknowledge and intervene on systemic and
structural contributors to poor trial representation are essential components of
improving representative trial enrollment.

Diversifying the healthcare and clinical trial workforce are integral

to capacity building and fostering trust and accountability within the clinical
trial enterprise.

Community-engaged strategies are most successful when they are
approached as genuine relationships with ongoing communication,
opportunities for feedback, meaningful efforts to engage with community
members outside of trial activities, and sustainable investment in community
priorities.

MARGOLIS CENTER

for Health Policy “

Duke




Discussion Questions

1.

What strategies can be used to replicate and scale successful community engagement
initiatives across various clinical sites?

What are examples of initiatives that have helped to build or restore trust among potential
trial participants that have experienced historic and contemporary structural racism or
discrimination within health systems?

What state, federal, or institutional policies are current barriers to fair compensation for
trial participants?

What resources and funding structures can be mobilized to support access
and information barriers faced by potential trial participants?

What funding resources can be used to enable resource strained clinical sites/systems to
conduct clinical trials?
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Fireside Chat

Mark McClellan, Duke-Margolis
Kirsten Bibbins-Domingo, JAMA/USCF
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Session 3: Defining the Role of Various
Stakeholders in Improving Trial
Representation

Moderator: Mark McClellan, Duke-Margolis
Sara Calvert, Clinical Trials Transformation Initiative
Carla Rodriguez-Watson, Reagan Udall Foundation for the FDA
Salina Waddy, National Center for Advancing Translational Sciences
Megan McKenzie, Genentech
Silas Buchanan, Institute for eHealth Equity
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Starting Points for Driving Action and Accountability

Stakeholder Roles and Potential Actions

Regulators * Require diversity action plans for all submitted trials
* Assess content of plans for thoroughness and thoughtfulness and produce additional resources to drive
creation of high quality plans
* Continue providing general public directed educational resources on clinical research and related topics that are
culturally and linguistically considerate

Industry e Support sustainable clinical research ecosystems in a broad range of local and community sites and settings
* Develop and adhere to high quality diversity action plans, leveraging post-market research to address any gaps

NIH and non- * Requiring and enforcing a plan (e.g. through current or future funding penalties) for enrollment in a sponsor’s
industry funders grant submission that is aligned with the demographics and disease burden of the condition.
* Prerequisite of funding to develop enroliment plans early, how sponsor will engage with
communities throughout each phase of the trial, and how they will enroll patients most impacted by that
disease
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Starting Points for Driving Action and Accountability

Stakeholder Roles and Potential Actions

Policy and Research * Conduct research and establish best practices towards data collection and evaluation of ongoing efforts
oriented Non-profits ¢ Continue engaging the broader stakeholder community and communicate findings in easily
digestible formats

Journals e Create a score or metric that can report out how well published trials meet representation expectations
* Require authors disclose the anticipated representativeness of the study sample and deviations in final trial
populations
Health systems/ * Support the development of a diverse workforce trained in clinical research principles
providers * Support sustainable clinical research ecosystems throughout catchment areas leveraging academic center

expertise where appropriate
* Create systems that make potential trial participants aware of opportunities to participate in research and
actively ask for participation

IRBs * Include representativeness expectations as part of IRB review
e Consider incorporation of or collaboration with community based review to ensure resources are put
towards areas that matter to local communities
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Discussion Questions

1. What are the primary factors industry sponsors should consider when implementing
representation goals?

2. What steps should researchers, industry, and broader stakeholder groups take to acknowledge
historic and current practices that discourage marginalized populations from trial participation?

3. What approach(es) should industry sponsors and academic researchers that do not currently have
established relationships with patient groups and communities use to start the relationship-
building process?

4. If fair payment for participation in clinical trials becomes more common, what changes need to be
made to funding paradigms for clinical trials?

5. What role can journals play as a final opportunity for transparency on trial representativeness?

6. What should stakeholders be doing now to implement point-of-care and decentralized trials to
advance more equitable access to clinical research?
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Closing Remarks
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Thank You!

Contact Us Follow Us

healthpolicy.duke.edu DukeMargolis

Subscribe to our monthly newsletter at

dukemargolis@duke.edu @DukeMargolis

1201 Pennsylvania Avenue, NW, Suite 500

DukeMargolis
Washington, DC 20004 @ 8

DC office: 202-621-2800 T | o Margolis
Durham office: 919-419-2504
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