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SESSION PROPOSAL 3
THE PROMISE AND CHALLENGES OF INTEGRATING REAL-WORLD EVIDENCE IN CLINICAL
RESEARCH
Cody Chiuzan, Institute of Health System Science, Feinstein Institute for Medical Research, Northwell Health

Description of Session:
Title: The Promise and Challenges of Integrating Real-World Evidence in Clinical Research
Organizer: Cody Chiuzan, PhD (email: cchiuzan@northwell.edu) Associate Professor, Institute of Health System
Science, Northwell Health
Speakers: (1) Ben Ackerman, PhD (email: benjamin.ackerman@flatiron.com) Quantitative Scientist, Flatiron Health,
New York, NY
(2) Kara Rudolph, PhD (email: kr2854@cumc.columbia.edu) Assistant Professor, Department of Epidemiology,
Mailman School of Public Health, Columbia University, New York, NY
(3) Madison Stoms (email: ms5975@cumc.columbia.edu) PhD Candidate, Department of Biostatistics, Mailman
School of Public Health, Columbia University, New York, NY
(4) Elizabeth Garrett-Mayer, PhD (email: liz.garett-mayer@asco.org) Professor and Division Director, Division of
Biostatistics and Research Data Governance, American Society of Clinical Oncology, Alexandria, VA
Discussant: Cody Chiuzan, PhD
The role of real?world evidence (RWE) in regulatory, drug development, and healthcare decision?making is rapidly
expanding. While RWE cannot substitute the evidence obtained from randomized controlled studies (RCTs), the two
can be viewed as complementary sources with the same goal of understanding and improving patient’s outcomes.
However, the hopes of RWE have been tempered by several critical aspects/challenges such as quality of data
sources, potential for systematic bias, or formulating a research question using causal inference framework. In this
session we will discuss commonly encountered issues and recommend key methodological considerations and
potential solutions for 1) assessing representativeness and generalizing results from experimental to non-experimental
studies, 2) identifying under-represented groups in clinical trials for pharmacotherapy for opioid use disorder, 3)
characterizing and increasing diversity in clinical trials, and 4) assessing biases and constructing valid “synthetic
control” arms for (oncology) clinical trials.
Each speaker will have 15-20 minutes each, followed by a 10 min discussion. Additional Q&A time will be allocated
at the end of the session. The individual abstracts are described in more detail below.
(1) Ben Ackerman Title: Using real-world data to assess representativeness and improve generalizations of study
findings
Randomized trials are considered the gold standard for estimating causal effects. Trial findings are often used to
inform policy and programming efforts, yet their results may not generalize well to a relevant target population if the
trial sample is not representative of the population of interest. More specifically, generalizations will be hindered if a
trial is not similar to the population with respect to characteristics that moderate the treatment effect. Statistical
methods have been developed to assess representativeness and improve upon generalizability by combining trials
with data from non-experimental studies. Real-world datasets derived from electronic health records are promising
resources that can supplement trial data when applying such methods. However, identifying the right real-world data
source with the appropriate characteristics captured can be challenging in practice. In this talk, we will articulate a
framework for combining trial and real-world data to assess representativeness and ultimately addressing concerns of
generalizability. Through this framework, we will provide guidance on defining the target population of interest,
identifying a suitable real-world data source describing that population, harmonizing across the data sources, and
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drawing meaningful comparisons between the trial and target population. This work will provide researchers with
methods and tools to contextualize trial findings within the target population of interest through the use of real-world
data.
(2) Kara Rudolph Title: Characterizing subgroups that are under-represented in clinical trials for pharmacotherapy for
opioid use disorder
The opioid epidemic in the US is a public health emergency, exacerbated by the Covid-19 pandemic. Medications for
opioid use disorder (MOUD)---injection naltrexone, buprenorphine, and methadone---are the most effective tools for
improving outcomes and preventing overdose among persons with OUD, but engagement in MOUD, especially
long-term engagement typically required for a successful outcome, is unacceptably low. Long-term engagement rates
tend to be even lower in real-world settings---what NIDA has termed the research-to-practice gap. This discrepancy
between trial and real-world MOUD effectiveness could be partially attributable to differences between clinical trial
versus real-world population characteristics (e.g., in terms of psychiatric and substance use comorbidities, previous
treatment experience, immigration status, etc.) if treatment effects are modified (increased/decreased) by some of
these characteristics that also relate to trial participation. We identify and characterize clinically meaningful,
interpretable subgroups of persons seeking OUD treatment in US usual-care settings who are not represented or
under-represented in MOUD trials based on multiple characteristics simultaneously. This moves us beyond existing
approaches for assessing representation that have generally been limited to considering one individual-level
characteristic at a time (e.g., race/ethnicity).
(3) Madison Stoms Title: Minority Representation in Clinical Trials: Generalizing Trial Results to Diverse
Populations
Since its origin, medical research has persistently lacked minority representation. In 2020 alone, the FDA reported
that a mere 6% and 11% of clinical trial participants report Black and Hispanic race, respectively. Along with efforts
to directly increase representation, via revised recruitment strategies, methods are being developed to leverage
external data containing information on underrepresented populations. The field from which these methods arise,
real-world evidence (RWE), is rapidly emerging and aims to address clinical questions outside the scope of clinical
trials. In this talk, we focus on generalizability and transportability methods, which can be used to extrapolate results
from mostly racially homogeneous samples to diverse populations. We will also discuss the current state of diversity
in clinical trials, important assumptions of generalizability and transportability methods, and applications relevant to
increasing racial/ethnic representation.
(4) Elizabeth Garrett-Mayer Title: Leveraging RWD for new indications for FDA approved anti-cancer agents: are
we there yet?
Vast amounts of health outcome data are available in real world datasets (RWD), like electronic health records
databases and medical claims databases. In rare disease settings, performing randomized trials may be resource
intensive and inefficient due to accrual challenges. Efforts have been made to derive ‘control arms’ from RWDs,
representing a standard of care treatment arm, so all (or most) patients prospectively enrolled in a trial can be
assigned to an experimental arm. Major challenges exist in ensuring that comparisons between the arms are
meaningful, valid, and unbiased. This talk will discuss challenges including potential for biases, harmonizing
outcome measures, and efforts moving forward that will facilitate supplementing clinical trial data with RWD.
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