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Focus on Patient Engagement Continues to Grow
for Clinical Research
By Elizabeth Tilley Hinkle

P

atient engagement is one of the
hottest buzzwords in the clinical research arena. Over the past
several years, sponsors, research sites
and regulators have all focused more and
more intensely on involving patients in
clinical trials, not only as participants
but as crucial partners in drug and
device study development and execution. And that means research sites need
to have patient engagement programs
in place that will mesh well with both
ongoing sponsor efforts and regulatory
demands.
Such programs will require research
practitioners to develop strong relationships

Learner Outcomes:

with and gather feedback from patients,
caregivers and healthcare groups. These
nontraditional stakeholders can offer input
into protocol design and offer advice on
how to keep patients engaged throughout
the course of a clinical trial.
The expectation that patients will be
engaged in healthcare decisionmaking,
including in drug and medical device
development, has been growing for
decades. It arguably began in the 1980s,
when AIDS activists called not only for
more resources to develop effective treatments for HIV but also for the scientific
community and the federal government to be more transparent about the

1. Understand and differentiate various patient
engagement terms.
2. Explain the practical and financial benefits of
engagement efforts.
3. Describe stakeholders to include in patient
engagement efforts.
4. Outline FDA guidance on engagement for device
and clinical trials.

condition and to share more information
about it with the public.
Patients with specific cancers and rare
diseases and their advocacy groups have
similarly pushed for greater insight into
data, research and potential treatments.
see Patient Engagement on page 31

The Pitfalls of Overreporting Adverse Events and
How to Avoid Them
By Elizabeth Tilley Hinkle

A

dverse event (AE) reporting is
a crucial part of patient safety
protection in the clinical research
world. The FDA and other regulators
require that clinical trial sponsors file
reports on AEs, both to regulators and
back to research sites. But in recent
years, both the FDA and research sites
have struggled under a veritable flood of
AE reports that principal investigators
must review to determine causality.
Copyright © 2022 by WCG CenterWatch		

Learner Outcomes:

Researchers are legally and ethically
obligated to identify, understand and
track all AEs that occur under their
watch. However, they are also obligated to
conduct thorough, measured assessments
of which AEs can be tied directly to the
investigational drug and which are due to
other factors, such as typical disease conditions, medications that aren’t related to the
investigation or other issues. Doctors and
nurses engaged in clinical research must

1. Cite examples of mandatory and overreported AEs.
2. List the drawbacks of overreporting and
underreporting AEs.
3. Discuss the causes of unnecessary overreporting.
4. Explain alternative ways to properly report AEs.

examine each AE closely to determine causality and report their findings to the drug
sponsor or IRB, as regulations require.
see Safety Overreporting on page 38
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Cell & Gene Therapy Fueled Large
Surge in Clinical Holds Last Year

FDA Commissioner Califf
Tweets His Priorities

FDA clinical trial holds saw a sharp
increase in 2021, propelled in large part
by holds on cell and gene therapy trials.
Last year’s spike was large enough
to put the amount of clinical holds at
double the historical average, according to an analysis of the past 12 years by
investment banking firm Jefferies. One
reason for the development, according
to Jefferies equity analyst Michael Yee,
is increased clinical trial activity in the
cell and gene therapy space.
Cell and gene therapy trials accounted for approximately 40 percent of all
clinical holds last year despite comprising far less than 40 percent of all trials,
“suggesting there are technical and
safety questions that still need to be
worked through” for such products, Yee
wrote.
The analysis notes that 50 to 60
percent of clinical holds end up being
lifted, with oncology and hematology
seeing the highest rates of resumption
and neurology and infectious disease
seeing the lowest.
Overall, oncology has been responsible for half of all clinical holds since
2010. Yee noted that while cancer trials
comprised a majority of holds between
2014 and 2019, last year’s surge (which
extended partly into 2020) was fueled by
other therapeutic areas that have seen
development booms, including gene
therapy, gene editing and neurology.
“This could be because of increased
new drug development outside of
oncology, but we also wonder whether
developers are taking riskier approaches with nononcology drugs as well,” Yee
said.

Newly confirmed and sworn-in FDA
Commissioner Robert Califf spelled out
some of his priorities in a Feb. 17 memo
to the agency’s staff and repeated them
in a series of tweets from his brand-new
Twitter account — @DrCaliff_FDA.
Califf will now steer the FDA through
at least the end of President Biden’s first
term. He faces the ongoing pandemic as
well as the incorporation of real-world
evidence more directly into the FDA’s
drug approval decisions and controversy
over decisions made under the agency’s
accelerated approval pathway.
Other listed priorities include maintaining the agency’s “reliance on the
best available science and most rigorous data” in its decisions, strengthening
the agency’s response to the opioid and
stimulant crisis, and “countering misinformation about science and the FDA
that has become increasingly prevalent.”
Califf also said he will work on improving the FDA’s ability to collect and analyze
data in order to “have the necessary and best
evidence to make well-informed decisions”
across the FDA’s areas of responsibility.

UK’s NIHR Bolsters Early-Phase
Clinical Research Sites
The UK’s National Institute for Health
Research (NIHR) has announced it will
allocate £161 million (about $214.5 million) to early-phase trials.
According to NIHR, the research
arm of the UK National Health Service,
the 43 percent increase in funding will
benefit its 28 clinical research facilities
(CRF) conducting phase 1 and early
phase 2 safety and efficacy trials.

NIHR’s CRFs conducted almost 5,000
studies in the past year, nearly one-fifth
of which were phase 1 trials.

Toxicity is Primary Concern in EarlyPhase CAR T-Cell Trials, Guidance Says
The FDA expects early-phase CAR
T-cell therapy trials to focus primarily
on the risks of toxicity, according to a
new draft guidance that also addresses
manufacturing and preclinical considerations in developing CAR T-cell
therapies.
In addition to monitoring and treating participants for an overreactive
immune response, including high levels
of cytokine release, the guidance recommends that first-in-human trials and
trials of products that have had limited
experience in humans consider using
staggered enrollment in order to minimize exposure to unacceptable toxicities.
The guidance also urges sponsors to establish limits for increasing dosage, recommending criteria for high levels of cytokine
release, allergic reactions to cell infusion,
organ toxicity and autoimmune toxicity.
The FDA will accept comments on the
draft at any time.
Read the full guidance here: https://
bit.ly/3MXHvcd.

FDA Offers Direction on Trials of
Genome-Editing Gene Therapies
Sponsors of gene therapy trials using
genome editing (GE) should focus on
enrolling patients with severe or debilitating disease, according to a draft FDA
guidance that also advises long-term
follow-up of trial participants.
see Regulatory Update on page 28
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In the guidance — which addresses
product development and preclinical considerations as well as clinical trial design
— the FDA recommends that trials employing GE only enroll patients who have
no other treatment options because these
patients may be more willing to accept
the risks of an investigational GE drug.
However, they may also be more prone to
a higher number of adverse events or be on
additional medications, the agency warns.
For pediatric trials associated with
greater-than-minimal risk, sponsors
should initially enroll at least one cohort
of adult participants, whenever possible,
to generate preliminary safety, feasibility
and efficacy data that support pediatric
enrollment. When enrollment of pediatric patients is justified, the FDA recommends that sponsors enroll adolescents
prior to enrolling younger children and
infants.
Feedback on the draft guidance can
be submitted at any time, according to
the FDA.
Read the full guidance here: https://
bit.ly/3qgDups.

CDER Issues Guidance Agenda
for 2022 Featuring Clinical Trials
The FDA’s Center for Drug Evaluation
and Research’s (CDER) guidance agenda
for 2022 includes eight draft guidances
for clinical trials the center hopes to
release before the end of the year.
Topics of trial-related draft guidances
on the list include:
● Decentralized clinical trials;
● Using clinical practice data in
randomized controlled trials for
drugs and biologics;
● Considerations for designing and
conducting externally controlled
trials for drugs and biologics;
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●

●

Determining good cause for
noncompliance on periodic status
reports required in certain cases
for postmarketing studies and
clinical trials;
Inborn errors of metabolism
that use dietary management:
considerations for optimizing and
standardizing diet in clinical trials
for drug product development;
Measuring growth and evaluating
pubertal development in pediatric
clinical trials;
Meeting the substantial evidence
standard based on one adequate
and well-controlled clinical
investigation and confirmatory
evidence; and
Use of data monitoring committees
in controlled clinical trials.

The annual guidance agenda is more
of a wish list for the year than a firm commitment by the center. Five of the eight
trial-related draft guidances on this year’s
list are carryovers from 2021. The list does
not include any final trial-related guidances CDER plans to issue in 2022.
Read the 2022 FDA guidance agenda
here: https://bit.ly/3LlPOxJ.

Domestic Inspections of
Clinical Trials Pick Back Up
On Feb. 7, the FDA resumed its
routine, domestic clinical trial inspections under the Bioresearch Monitoring
Program (BIMO).
The agency’s decision to resume
routine, domestic surveillance applies
to all of its program areas, an FDA
spokesperson confirmed. They noted
that the agency’s mission-critical inspections have continued to be conducted
throughout the temporary pause.
The agency said it will continue to use
a variety of tools to conduct both domestic and overseas mission critical inspections, including remote assessments.
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EMA Network Provides Trials with
Real-World Data Sources
The European Medicines Agency
(EMA) has launched a network of databases containing sources of real-world
data (RWD) approved by the EMA for
use as evidence in clinical trials.
The Coordination Centre for the Data
Analysis and Real-World Interrogation Network (DARWIN EU) will give
researchers and regulators access to curated sources of information on diseases,
patient populations and more, as well as
guidance for using the data in drug trials.
DARWIN-EU also will use the data
in the network to conduct observational
studies requested by EU regulators.
Eventually, it will take on other observational study requests.

House Subcommittee Chair Introduces
Clinical Trial Diversity Bill
The chair of the House Energy and
Commerce Committee health subcommittee along with two of her House
colleagues have introduced bipartisan
legislation that would require sponsors
to report clinical trial enrollment targets
by demographic group, including age,
race, ethnicity and sex.
The legislation, dubbed Diverse and
Equitable Participation in Clinical Trials
(DEPICT), which calls for increasing diversity in clinical trials, was cosponsored
by Reps. Anna Eshoo (D-Calif.), chair of
the House subcommittee, Brian Fitzpatrick (R-Penn.) and Robin Kelly (D-Ill).
No further action has been scheduled for
any of the bills.
In addition to reporting enrollment
data, the legislation would require investigational new drug (IND) and investigational device exemption (IDE) applicants
to provide the rationale behind their
targets. It would also require them to
see Regulatory Update on page 29
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submit a diversity action plan for meeting their enrollment goals.
In addition, the FDA would require
postmarket studies when sponsors don’t
meet their diversity targets and fail to
sufficiently justify this failure. The bill
also requires the agency to put together
a yearly report that aggregates and analyzes the data provided by sponsors on
their trial diversity efforts.
The bill was circulated within industry in
late 2021, receiving feedback from the Biotechnology Innovation Organization (BIO)
and the American Geriatrics Society.
Three other bills were introduced last
year that aim to increase the diversity of
clinical trials:
● House and Senate versions of the
DIVERSE Trials Act (H.R. 5030 by
Rep. Paul Ruiz (D-Calif.)/S.2706
by Sen. Robert Menendez (D-N.J.),
introduced in August 2021.
● House and Senate versions of the
ENACT Act (H.R. 3085 by Rep. Lisa
Blunt Rochester (D-Del.)/S. 1548
by Sen. Ben Ray Luján (D-N.M.),
introduced in May 2021.
● The Cures 2.0 Act (H.R. 6000) by
Rep. Diana DeGette (D-Colo.),
introduced in November 2021.
In November 2020, the FDA issued
a trial diversity final guidance that is
aimed at making sure sponsors are taking
measurable steps to improve the diversity
of their trials. Here is a link to that trial
guidance: https://bit.ly/3grfZVo.
Read the text of the DEPICT Act
as it currently stands here: https://bit.
ly/3J4NLfv.

EU Launches Long-Awaited Clinical
Trials Regulation and CTIS Database
A new consolidated, online clinical
trials database that became active Jan.

31 in Europe will allow drug sponsors
in the EU to run clinical trials in all 27
member states with a single documentation filing.
The Clinical Trials Information
System (CTIS) is a website that sponsors
will be required by EU regulation to use
to submit trial applications for drugs,
add new member states to existing applications and update trials on its online
database. The site will also allow them
to submit documentation updating their
trial dossier, reply to requests for information from member states and make
trial notifications.
The EU’s accompanying set of regulations, the Clinical Trials Regulation
(CTR), came into effect at the same time
and harmonizes submissions, data assessment and supervision processes for
trials across the EU and in the three European Economic Area (EEA) countries
— Iceland, Liechtenstein and Norway.
In the past, sponsors had to file individual applications with each member
country. That’s led to fragmented trials
that often are conducted in just a single
country, limiting the data that eventually show up in approval applications
submitted to the European Medicines
Agency (EMA). Creating a single process
portal should go a long way toward diversifying and expanding datasets, said
Emer Cooke, EMA’s executive director.
The cornerstone of the new EU regulation, the CTIS is the single-entry point
for clinical trial regulators and sponsors.
EudaMed is CTIS’ counterpart in the EU
for device trials. Cooke said the CTIS
system was tremendously complicated
to create and, in fact, its birth pangs delayed the launch of the CTR for several
years.
Over the past decade, European regulators have seen more and more North
American data and less European data
in new drug applications. It’s a reflection
of the difficulty of running trans-state

trials that have to conform to different
standards of data collection, he said. The
challenge sometimes forced sponsors
— who could be in any country — to
cherry-pick the European data.
Unlike the U.S. registry, ClinicalTrials.
gov, CTIS will integrate both clinical trial
application and public study registry processes, Sweeney noted. “[CTIS is] really
this one-stop shop, single application.”
EU member states began using the
new system immediately. Drug trial
sponsors, however, may use the old process or the new until Jan. 31, 2023. Studies approved under the outgoing Clinical
Trials Directive need to transition to the
CTIS by Jan. 31, 2025.

Responding to Real-World Data
Guidance, Industry Calls for
Flexibility and Further Clarity
Commenters praised the FDA’s recent
draft guidance on using electronic health
records (EHR) and medical claims data
in trials, but they hope the agency will
acknowledge issues inherent to real-world
data (RWD), offer clarity in certain areas
and be flexible as sponsors and sites adjust to the new recommendations.
In its 24 pages of comments, PhRMA,
for example, expressed concerns about
the September 2021 guidance’s recommendation that sponsors ensure the
agency is able to access RWD owned by
others, such as data vendors, registries
and insurance providers.
The comment deadline, which ended
Jan. 24, drew a flood of comments, with
feedback coming in from health data
organizations, healthcare technology
companies, nonprofits, trade groups
and a slew of others, including big name
companies like IQVIA, Janssen, Regeneron and EMD Serono.
“PhRMA recommends that the guidance acknowledge that sponsors may be
see Regulatory Update on page 30
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working with various partners that own
this information and that challenges/
mitigations related to information access may exist and could be part of the
sponsor’s discussions with the review
division,” the trade group said.
The Biotechnology Innovation Organization’s (BIO) comments were similar
but even longer, spanning 59 pages and
centering on three key recommendations: implement appropriate flexibility,
pinpoint effective, efficient FDA-sponsor
communication methods and identify
best practices for curating, processing
and handling data.

For example, BIO wants to see case
studies on how EHRs and claims data
have been used successfully and unsuccessfully in efficacy studies, or at least
some theoretical instances beyond the
conceptual examples included in the
draft guidance. The group feels that
while the guidance provides helpful
information on selecting data sources, it
doesn’t detail how the agency has used
submitted data from EHRs and claims
data in its regulatory decisions.
BIO also feels that the protocol and
statistical analysis plan submission
process described in the draft guidance
may take sponsors too long — possibly
several months to years per research
project, it said. The group expressed

hope that the agency’s RWE Pilot
Program and Type D meeting that are
under PDUFA VII will help streamline
scientific discussions with the agency,
but recommended that it also work with
sponsors and sites to identify efficient
communication methods that enable
quicker but fruitful discussions on
RWE.
The Duke Margolis Center for Health
Policy also stressed the importance
of facilitating conversations on RWD,
specifically requesting the agency hold
talks with sites and sponsors on what
appropriate data quality standards and
benchmarks might look like.
Read the comments here: https://bit.
ly/34kMZf7.

MAGI's Clinical Research
Hybrid Conference - 2022 East
Sheraton Boston Hotel, Boston – May 1-4, 2022
80+ sessions in seven tracks
250+ speakers with diverse expertise and backgrounds
Exceptional networking with a broad range of experienced clinical research professionals
19-26 continuing education contact hours (CME, CNE, CCB, other)
Learn more at:
www.magiworld.org/EventInfo?EVT=52
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But in recent years, the concept has gained even more traction.
The industry and government are not only heeding the public’s
calls but are also actively pushing for greater participation.
The concept of patient engagement has gained more attention in clinical research over the past few years with experts
such as Ken Getz, director of the Tufts University Center for
the Study of Drug Development (CSDD), calling it a key factor
in the future of clinical research.1
In fact, the COVID-19 pandemic that hit not long after
Getz made that statement helped to draw even more focus on
patient engagement. Patient engagement — including a focus
on participation, safety and relevance — became a guiding
principle as sponsors and researchers shifted to remote and decentralized trial models to accommodate the social distancing
required by the pandemic, Getz said in Applied Clinical Trials.2
Since all of these trends are likely here to stay, sponsors are
now looking for ways to quantify the impact of patient-centric
initiatives and engagement on research, he added.
The initial findings have largely been positive. For example,
studies show decentralized trials can improve both patient retention and the diversity of patients participating in clinical trials, according to Patricia Leuchten, chief change officer at WCG.3
For clinical researchers, greater and more diverse enrollment and better retention directly impacts studies in practical and concrete ways. In one analysis of 126 peer-reviewed
articles describing engagement approaches and contributions
to research, the Patient-Centered Outcomes Research Institute
(PCORI) found that improved patient engagement provided
valuable contributions.4
PCORI concluded that patient input helped researchers
refine recruitment and consent materials and better anticipate barriers to enrollment, such as recruiting hard-to-reach
populations. They also found that patient engagement helped
identify and solve unanticipated problems. For example, patients helped overcome one hospital’s concerns about partnering with competitors in a large pragmatic study by providing
insight into local market dynamics and identifying “champions” to successfully allay those fears.
In another case, patient groups helped revise recruitment
scripts when enrollment was low or patients in the target
population proved unreceptive to the initial approach. Patient
partners recommended changing the enrollment script to emphasize that the research was designed with input from patients
and their families and that the tool being tested could improve
doctor-patient communication and shared decisionmaking

about appendicitis treatments. After that modification, enrollment increased from 65 percent to 95 percent. Some of those
contributions included:
● Influencing protocol design, particularly regarding
inclusion and/or exclusion criteria, numbers and types of
arms, and decisions about assignment of participants;
● Tailoring interventions for specific populations or
settings, such as the format, number of sessions and
materials or tools used; and
● Helping determine the best timing for collecting data
from study participants relative to clinical events or
selecting a specific patient-reported outcome instrument
for a specific population.
These benefits, in a time when more clinical trials are competing for a limited pool of patients, have caught the industry’s
attention in a big way.
For instance, application of patient-engagement efforts had
helped Sanofi accelerate its clinical development timeline.5 A key
part of the effort is active listening to patient insight by discovery
and development teams, Victoria DiBiaso, Sanofi vice president
and regional head of the clinical studies unit in Asia Pacific,
Eurasia, Middle East and Africa, said in Clinical Research News
Online. This includes using qualitative and quantitative data from
patient advocacy organizations, using real-world data in simulations and using patient-generated health data to identify patterns
and understand decisionmaking by patients at home between
doctor visits. Sanofi also works with behavioral science experts to
better understand what goes into that decisionmaking.

Common terms developing among industry, regulators
As interest in patient engagement and patient-focused
research grows, the industry has created a hodgepodge of terminology to describe it, which often causes confusion.
Historically, the term “patient engagement” refers to the
overall healthcare system’s attempts to improve patient satisfaction, patient-centered care and shared decisionmaking in
order to improve care quality. Debra Michaels, associate director of scientific programs at DIA noted in Clinical Researcher
that many terms are used to refer to patient engagement,
including “patient involvement,” “patient-centric care” and
“patient centricity.”6 That last term is often used as an umbrella
to cover all of an organization’s patient-centered efforts and
activities. Other terms to describe all of these similar concepts
include “patient-focused” and “patient-dedicated.”
The FDA has made an effort to cut through the confusion
in its new guidance, Patient Engagement in the Design and
see Patient Engagement on page 32
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Conduct of Medical Device Clinical Studies. That document
defines the concept as “intentional, meaningful interactions
with patients that provide opportunities for mutual learning
and effective collaborations.”7
This falls in line with the definition Michaels provided.
She said the industry most often defines the term “patient
engagement” as direct interaction with patients throughout
the lifecycle of a medical product, from development through
marketing; the goal is to meet both patients’ and sponsors’
needs and priorities.
But the definition in the new guidance is not the only one the
FDA has offered. The agency’s guidance on patient-focused drug
development includes a definition that is similar but includes a
short list of some specific patient engagement actions. It defines
these as “activities that involve patient stakeholders sharing their
experiences, perspectives, needs and priorities that help inform
the FDA’s public health mission,” adding that “such activities may include, but are not limited to, testimony at advisory
committee meetings, submission to the Regulations.gov public
docket, meetings attended by patients, the FDA and other
stakeholders, other correspondence with the FDA, interactions
through social media and interactions with or information from
patient representatives or patient advocates.”8
“Patient advocacy” is another term that falls under the
patient engagement purview, referring to actions by specific
healthcare professionals or patient groups to advocate for the
needs of a particular patient population, Michaels noted.
And all of these terms fall into the broader category of patientcentricity, which refers to a focus on patient needs and preferences
in terms of their treatment and what outcomes they would most
like to see. This is particularly important for patients managing a
chronic, degenerative or terminal illness or condition.
But all of these terms are not necessarily interchangeable,
and researchers should take care to use them properly. Both
patients and the FDA are demanding concrete actions to
ensure patient engagement. With more trials competing for
patients, patient engagement activities have become crucial to
ensuring that clinical research sites hit enrollment goals.

Sponsors see patient engagement benefits
There is evidence that greater patient engagement can lead
to faster and easier enrollment, better targeting of appropriate
patients and greater patient retention, which in turn can reduce
costs associated with clinical research.

32

Research Practitioner | March-April 2022 | Copyright © 2022 by WCG CenterWatch

The Clinical Trials Transformation Initiative (CTTI) and
CSDD have developed a method of applying standard, riskadjusted financial modeling to project the financial value of
patient engagement. The team assessed patient engagement’s
effect on the expected net present value (ENPV) for a typical
oncology development program at the phase 2 or 3 level, Getz
explained in Applied Clinical Trials.
For a phase 2 study, the net present value (NPV) increased by
$62 million due to patient engagement activity — such as a patient advisory board review — that was assumed to have helped
the study avoid one protocol amendment, while also boosting
patient enrollment, adherence and retention. That figure rose to
$65 million by phase 3. ENPV was estimated to increase to $35
million by phase 2 and to $75 million by phase 3.
“Depending on the scenario, a $100,000 investment in a
patient-centric initiative during the design of the study could
produce an ENPV 500 times that amount,” Getz said. “This
ENPV increase is equivalent to accelerating a prephase 2 product
launch by 30 months or 18 months for a prephase 3 project.”
Sponsors are seeing these potential benefits and embracing
internal patient engagement efforts. Sanofi, for instance, has
launched its own patient-centricity team — the Patient-Informed Development and Health Value translation team, with
DiBiaso at its head — to ensure that patient input is included at
every level of the drug development process.
This team is intended to ensure that a patient-centric culture
permeates the company and that patient engagement is a focus
throughout the design and development of clinical trials.
Considering patient needs and priorities is vital to successful
protocol design, DiBiaso said in Outsourcing Pharma.9
Ultimately, each organization must develop its own patient
engagement program consistent with its specific goals and objectives. However, Michaels said, there are some best practices
that can lay the foundation for more effective patient engagement activities in the future, such as:
● Discuss with all affected team members where the
patient engagement function fits within the broader R&D
program, including what outcomes are desired and how
patient insights could improve those outcomes;
● Determine what the “patient landscape” looks like,
including which patients are to be served, what their
needs and priorities are, and what organizations
represent them; and
● Determine whether startup or ongoing patient
engagement activities are already under way somewhere
within the organization and, if so, look into collaboration
or information sharing.
see Patient Engagement on page 33
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“With this basic information, you can approach patient engagement more strategically,” Michaels said. “Brainstorm with
your team to identify a simple starting initiative that will meet
patient objectives as well as yours. Win/win efforts are more
likely to be successful.”

Sites, sponsors can develop complementary programs
While sponsors are developing best practices for patient
engagement programs, research organizations need not sit idle.
Since research sites are responsible for enrolling and interacting with patients, they, too, should be developing patient
engagement programs. And many of these efforts can be
complementary.
For instance, patient input is crucial to ensuring patient engagement. This is where patient advisory boards (PAB) can come
in, providing feedback from patients and their caregivers on the
feasibility and convenience of draft protocol designs. Typically,
moderated meetings of six to 10 people, PABs allow researchers to glean insight from patients not enrolled in clinical trials
but part of the target population. Of 153 protocols conducted
between 2015 and 2019 that CSDD analyzed, 12 used PABs, Getz
said. Their use resulted in simpler protocols — fewer endpoints,
eligibility criteria and distinct procedures — with more targeted
designs compared to clinical trials that went forward without
input from a PAB.
PAB-informed protocols had an average of 15 endpoints and
27 eligibility criteria, 30 percent and 20 percent less, respectively, than protocols developed without the use of PABs. And
protocols designed with PAB input collected 2.2 million data
points, on average, 50 percent fewer than protocols that did not
use PABs.
“The results also indicated that protocols receiving PAB
input had better relative performance and efficiency,” Getz
said. “Notable differences between protocols informed by PABs
and those that were not informed include faster study initiation, shorter clinical trial duration, quicker study closeout,
lower-than-planned study budgets and fewer average number
of substantial protocol amendments.”
PAB use also affected cycle times and budgets. Cycle times
for protocols designed without PABs tended to exceed planned
timelines by anywhere from 20 percent to 90 percent; cycle
times for PAB-informed protocols came in closer to plan or
beat the planned timelines by 6 to 17 percentage points. And
PAB-informed protocol budgets came in 28 percentage points

below planned budgets, while budgets for protocols that did
not use a PAB tended to be 3 percentage points above plan.
Both sponsors and research organizations may employ PABs
at different points in the clinical trial life cycle, such as during protocol design, during enrollment and at various points
throughout the study. Establishing an ongoing relationship
with a target patient group early in the product development
process is a particularly useful practice, Michaels said.
“If you have responsibilities for recruiting patients to trials
and want to engage patient groups to provide outreach advice
or assistance, you should be relying on relationships that were
formed before the protocol was written and even before the
trial was designed,” she explained.
Experienced patient groups often report that they are asked
at the last minute to rescue underenrolled trials. But they
would be more successful in helping if they are involved at the
time key decisions about protocol design were being made; if a
protocol is too burdensome for patients or the investigational
product doesn’t meet patient needs, there is little a patient
group can do to drive enrollment.
A large part of the input from PABs often centers around
reducing patient burden, seen as a central part of patient
engagement. In fact, reducing patient burden is considered a
hallmark of patient-centric protocol design, Getz said. And
use of a patient burden assessment score or algorithm has been
gaining traction as a tool to guide early protocol design. For
instance, among pharma companies, Dassault Systems and
IQVIA are beginning to pilot test patient burden assessment
tools — the Patient Burden Index and Patient Friction Coefficient, respectively.
And CSDD collaborated with global management consulting
firm ZS to develop and test an initial participant burden algorithm. Since then, they have compiled overall and study-specific
preferences and perceptions from more than 3,000 global
patients across 39 disease conditions, which they have tested
against a sample of 266 recently completed protocols. Considerations included protocol procedures, clinical trial logistics and
convenience, disease burden, medication adherence, mobility,
lifestyle restrictions and caregiver reliance, Getz said.
And the algorithm has proven to be “highly associated with,
and predictive of, many clinical trial performance outcomes,”
he said. “Mean participant burden scores were highly correlated with, and predictive of, screen failure rates.”
Those scores also correlated to and predicted treatment
duration and overall clinical trial duration, two cycle time
measures that are partially a function of the long-term effects
of protocol demands on patient retention.
see Patient Engagement on page 34
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The burden score was not predictive of patient dropout rates,
including all factors other than mortality, however. Causes
for patient dropout included administrative factors, lack of
treatment efficacy or insufficient therapeutic response, adverse
events and study-specific considerations, such as patients no
longer meeting study requirements.
When considering patient burden, sponsors and sites also
need to look at the entire amount of time that patients must
dedicate to trial participation, and this falls beyond the time
allotted for each study activity. Patients must plan those activities into their lives around such daily activities as getting kids
to school or going to work. This can make it challenging to add
time to getting to a physical clinic, but trials can incorporate
telehealth options or make use of local clinics for in-person
visits to reduce that extra time demand.
And technology can be an important tool to increase
engagement, Catherine Gregor, chief clinical trial officer at
Florence Healthcare, said in a recent Stat+ article.10 Technology allowing remote access can allow patients to join clinical
trials and submit data from their doctor’s offices or their own
homes. In this way, it can reduce social and financial barriers to clinical trials for many patients, such as those who have
strict working hours and cannot travel long distances for appointments during the workday.
Use of technology that is appropriate for and welcomed by
a given patient population should be discussed, with patient
input, in the early protocol design phases. Some commonly
used features include remote decentralized or hybrid trials, use
of telehealth and other ways to bring clinical trials closer to the
patients that the company would like to enroll, DiBiaso said.
But while technology can play an important role in boosting
patient engagement, it’s important to remember “the power of
human connection between patients and clinical trial staff”
and work to retain that sense of connection, Gregor added.
Additionally, it takes time and upfront investments by both
trial sites and sponsors to plan decentralized and patientcentric protocols. Startup timelines may be longer to allow for
vetting of new study protocols through community advisory
boards, and this may frustrate some sponsors.
Costs associated with clinical trial participation represent
another patient burden that needs to be addressed as part of
a patient engagement program. Patient reimbursement and
incentives are topics that come up frequently when patient
engagement is discussed, particularly in terms of easing patient
burdens. Payments to study participants can take various forms,
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including reimbursement for out-of-pocket expenses, direct
compensation, tokens of appreciation or other incentives. Most
of these should not raise any concerns about undue influence
over patients, the HHS Secretary’s Advisory Committee on
Human Research Protections (SACHRP) concluded in its 2019
recommendations about payments in clinical research.
Of the listed payments, incentives are most likely to raise
concerns about undue influence, David Borasky, vice president
of IRB compliance for the WCG IRB, noted in a WCG blog
post.11 SACHRP recommends that IRBs consider five factors
when evaluating incentive payments:
● Their responsibility to approve research only when risks
are reasonable in relation to benefits to participants and/
or society;
● The possibility that incentive payments will compromise
the informed consent process;
● Steps IRBs can take to support autonomous
decisionmaking in those contexts;
● Tradeoffs that may be associated with restricting
incentive payments and how that may affect achieving
adequate recruitment; and
● How similar payment might be viewed outside the
research setting.
A second set of recommendations that were approved by
SACHRP in 2019 examines research studies that ask potential research participants to bear some or all of the costs of
the research. Anecdotally, IRBs are seeing an uptick in the
frequency of such submissions, with many of them being in
the area of regenerative medicine. Earlier this year, the FDA
targeted some of these studies and warned consumers to be
wary of unproven therapies. While some of these are examples
of investigator-initiated, unfunded research, there are also
reports of entities using this mechanism to provide unproven
therapies without having to market a product in a way that
would require FDA oversight.
The recommendations also note that there is an increase
in the use of crowd-funding mechanisms that have not been
previously contemplated by IRBs or regulators. Although FDA
regulations do address charging participants for investigational drugs and biologics (21 CFR 312.8) and investigational
devices (21 CFR 812.7), the agency did not contemplate a scenario in which the ability to charge study participants might
be exploited to take advantage of individuals who are both
desperate for an effective therapy and have the ability to manage significant out-of-pocket costs.
“Engagement can be complex and must avoid conflict of
interest or promotion of investigational products: an aspect of
see Patient Engagement on page 35
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engagement that has vexed regulators, patient organizations
and sponsors alike,” Bray Patrick-Lake, director of strategic
partnerships at Evidation Health, said in a Clinical Trials
article.12
“Ultimately, IRBs need to proceed in a careful and deliberate
manner when considering the intersection between research,
payments and participants,” Borasky agreed in the blog post.
And despite the growing interest in recent years, barriers
remain to patient engagement. For instance, interests, capabilities and assets can vary greatly among patient groups, as can
sponsor culture around patient engagement, Patrick-Lake said.
That means clinical research organizations lack clarity on how
to optimize relationships with both sponsors and patients and
how to best capture the patients’ voices when designing and
implementing clinical trials.
Sponsors and sites will need to continue frank discussions
among themselves and with patients and healthcare providers,
as well as with the FDA, to improve these areas of weakness.

FDA offers engagement programs to support research
As drug and device sponsors and clinical research organizations have wrestled with these issues and begun to develop
their own patient engagement programs, the FDA has weighed
in as well, offering programs that encourage patient engagement in targeted areas and sharing information gleaned from
sponsors. Research sites can also gain access to this information, which can support their own efforts to develop long-term
relationships with patient groups.
The FDA has a variety of programs focused on patient
engagement. For instance, its patient-focused drug development (PFDD) program aims to offer a systematic approach to
ensuring that patients’ experiences, perspectives, needs and
priorities are meaningfully incorporated into drug development and evaluation.
The agency also regularly hosts patient listening sessions
that offer a chance for patients and caregivers to share their
most urgent needs regarding a particular disease or condition. These sessions can be FDA-requested when the agency
has a specific set of questions to ask or patient-led if a patient
community wants to share its perspectives with the agency.
Upcoming topics for sessions in the summer of 2022 include
glycogen storage disease, pulmonary sarcoidosis, adult dermatomyositis, hypomylination with atrophy of basal ganglia
and cerebellum, and Stargardt disease. Information on these

sessions can be found on the FDA website at https://www.fda.
gov/patients/learn-about-fda-patient-engagement/fda-patientlistening-sessions.
The agency established its Patient Engagement Collaborative
(PEC) in collaboration with CTTI. It comprises patient organizations and individuals who discuss how to achieve more
meaningful patient engagement in medical product development, as well as participating in other regulatory discussions at
the FDA. Discussions may include:
● New models for patients to collaborate as partners in the
medical product development and regulatory review process;
● Making patient engagement more systematic;
● Improving transparency;
● Enhancing communication tools between the FDA and
patient community; and
● Developing educational tools on the medical product
regulatory process.
The FDA Patient Representative Program also offers patients
and caregivers the opportunity to provide advice to the agency
on regulated medical products.

FDA issues new guidances for device research
In addition to establishing its various patient engagement
programs over the past decade, the FDA has provided guidance to drug- and devicemakers specifically on this topic.
In fact, it issued two guidance documents in 2022, focusing
on patient engagement in medical device studies. A new guidance on patient engagement in medical device clinical trials
recommends a framework for incorporating more patient
input to improve the design and conduct of device clinical
trials. Issuance of the guidance entitled Patient Engagement in
the Design and Conduct of Medical Device Clinical Studies was
prompted by a recommendation from the FDA Patient Engagement Advisory Committee.13
The guidance also discusses how and when device sponsors
can engage patients as advisers during the design and conduct
of clinical trials. For instance, it points to mammography studies as an example of inviting healthy individuals to be patient
advisers. The guidance noted that the FDA recognizes that it
may be hard for companies to find patient advisers for rare
disease studies.
The early planning stage of a clinical trial is the best time to
bring in patient advisers, the guidance suggests. This will allow
the greatest opportunity for patient interests to inform the
study design, something that is especially important for innovative treatments and new target populations. Patient advisers
see Patient Engagement on page 36
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should also be used after a clinical trial has concluded to get
their thoughts on ways to improve future trials, the document
recommended. And those patient advisers should be a racially
and ethnically diverse group.
The new guidance also clarifies the roles of IRBs and other
groups in patient engagement activities and explains how
companies can get feedback from the FDA on their patient
engagement plans.
The FDA released a second guidance this year, as well, this
one discussing specifically how companies can use patient-reported outcome (PRO) instruments in medical device clinical
trials. The guidance describes what the agency considers to be
best practices for using PROs to assess patient experiences during clinical trials.14
These instruments can be used to inform a patient’s eligibility for inclusion in a clinical study and to capture safety and
efficacy data, according to the guidance. They also may be
aligned as primary or secondary endpoints, as a component of
a composite endpoint or used as standalone outcome assessments.
The guidance revises a draft version issued in August 2020.
It both encourages companies to increase use of patient input
into study designs and provides specific advice on how PROs
should be gathered and analyzed. The final version provides
more detail on what constitutes a “fit for purpose” PRO. A
PRO instrument should not include any items that could be
misinterpreted or that are inapplicable to the target study
population, the guidance clarified. Additionally, sponsors must
ensure that PROs used in device clinical trials are understandable to the patients that will be using them.
The guidance also provides additional information on how
to include patient burden considerations. Sponsors should
consider using PROs with the goal of reducing unnecessary burden on patient. For instance, the document notes, a
company may choose a well-developed short-form version of a
PRO if available.
It also urges sponsors to actively engage with the FDA about
the suitability of a proposed PRO instrument during the study
design stage. Companies can use the Q-Submission process to
get agency feedback on a PRO instrument.
“Patients are experts in their medical conditions and offer
valuable information about living with the condition and its
treatments that can significantly impact the development, evaluation and monitoring of medical devices,” the FDA’s Center
for Device and Radiologic Health (CDRH) said on its website.
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They may “offer insights different from those of healthcare
providers, manufacturers and regulators.”15
Hearing from patients can help better design medical devices and plan clinical trials to test the efficacy of new devices.
Patient input is also invaluable to inform FDA thinking on
issues that impact different patient communities, help identify
emerging health signals within a given patient community and
identifying different patient groups’ perspectives on device
benefit-risk profiles.
These device-focused guidances follow an October 2019
draft guidance on how drug sponsors should gather information from patients about what is most important to them in
terms of management and treatment of their diseases.16 That
guidance details how different research methods can help
generate patient preference information, such as one-on-one
interviews and focus groups, as well as how to go about asking
effective questions. It also discusses survey methods, often
used to collect quantitative data, and the accompanying instruments used to survey patients.
The drug-focused guidance further lists special considerations for certain populations, such as children, cognitively
impaired patients and patients with rare diseases. For example,
a patient’s health status is important to consider, as fatigue due
to illness or travel could negatively impact data quality. Similarly, the emotional burden of both the patient (anxieties or
discomfort, potential for heightened emotions) and the interviewer (potential for emotional distress during the interview)
could affect responses as well.
While the guidances are targeted specifically to either drug
or device studies, they all contain useful information that can
be brought to bear in the development of patient engagement
programs at drug or device sponsors, as well as at research
organizations. Research sites that conduct clinical trials of
both drugs and devices obviously need to be well-versed in all
guidances on the topic.
And additional guidance could be forthcoming from other
regulators, as well. SACHRP may issue additional recommendations in 2022 that could influence regulatory interpretation by the FDA and Office for Human Research Protections
(OHRP), Borasky suggested in the blog post.
The issue of engagement in research, while a hot discussion
topic, still lacks clarity, particularly regarding studies that have
multiple organizations playing different roles. For instance, it
remains unclear whether an institution that serves as a data
coordinating center is subject to the same IRB requirements
as sites that are implementing the clinical trial that produces
data.
see Patient Engagement on page 37
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“Existing OHRP guidance provides some relief. However,
a large gray area remains,” Borasky said. “SACHRP will be
examining the current understanding of engagement and possibly make recommendations for refining that understanding
with an eye toward reducing regulatory burden that does not
add to human subject protection.”
Research organizations must stay on top of developing guidance from the FDA and OHRP to ensure that their own patient
engagement efforts track with regulatory expectations and do
not raise any ethical issues, particularly for trials where payments or incentives are offered to patients.
They must also be familiar with their sponsors’ patient engagement programs. Sites that offer their own patient engagement programs — including the ability to apply established
relationships with patient advocacy groups and healthcare
providers serving the target population — that mesh well with
a sponsor’s own program will likely have an edge in quickly
and accurately filling a clinical trial with qualified patients.
Site efforts should also focus on patient engagement activities
that are proven to help retain patients through the duration of
a trial, such as offering a variety of ways to interact with study
staff both remotely and in-person.
Having these features in place will make sites more attractive to drug and device sponsors and will help to make clinical
trials run more smoothly. And having an adaptable program
able to adjust to changes in forthcoming regulatory guidance
and recommendations will also prove a boon to sponsors eager
to embrace patient engagement philosophies for the design and
conduct of clinical trials.
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While the FDA has said that the bulk of AEs can be included in an aggregate analysis as part of a trial’s annual or
other routine reports, sponsors tend to take a “better safe than
sorry” approach, sending to sites individual AE reports that
do not meet the regulatory criteria and overwhelming site staff
and the FDA with AEs that don’t really require their attention.
Sponsors likely take this tack simply to avoid missing a
mandatory report, Robert Temple, deputy director of the FDA’s
Center for Drug Evaluation and Research (CDER), suggested
during a June 2021 WCG webinar on investigational new drug
safety reporting.1 In fact, “failure to report AEs” is a common
FDA inspection citation.
Overreporting of AEs not only wastes time for sites but
may also increase the risk of missing important safety signals
that can get lost in the mix. Without a serious analysis, IND
safety reports cannot do their intended job, which is protecting
patient and public health and safety, Temple said.
Alan Minsk, a partner at Arnall Golden Gregory, cautions
that reporting an AE when it is not required could actually
increase liability exposure.2 A better approach is to adhere
closely to FDA regulations and guidance when reporting AEs.
Unnecessary AE reports often come without any guidance
on the clinical interpretation of the event or appropriate action to be taken, information that could help determine which
reports fully meet regulatory requirements for expedited
submissions and which do not, Laura Levit et al. noted in the
Journal of Clinical Oncology.3
“Thus, researchers, research sites and the FDA are often left
to review a high volume of uninformative AE reports,” the
authors wrote. “This compromises the detection of valid safety
signals and strains resources available for clinical research and
for the FDA’s review of new treatment applications.”
This impact is magnified in certain niche areas, such as
oncology, where the nature of the disease and/or its treatment
mean that suspected AEs, including death, that are due to the
underlying illness or comorbidities are relatively commonplace
both within the study population and the patient population at
large.
Collection, reporting and analysis of AE data in clinical trials is inconsistent, Rachel Phillips et al. agreed in BMJ Open.4
In their review of 184 reports published in scholarly journals,
they found that 62 percent reported spontaneous AE collection, but only 29 percent included the specific prompts used
to ascertain that data. For instance, numbers of patients that
withdrew from a trial were well-reported, but only 35 percent
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of studies reported specifically whether patient withdrawals
were due to AEs.
AE data from clinical trials can provide “a valuable source
of information when establishing the safety profile of medicinal products,” wrote Phillips et al. “But analysis of AE data is
frequently inappropriate, and reports published over a recent
period … provide insufficient and inconsistent information
to allow a comprehensive summary of the safety profile to be
established.”
“I think the more important reason is that it takes work
to go through these things and find the ones that should be
reported,” Temple added. “But submitting a report that doesn’t
really look like an AE of the drug wastes a lot of time. It flies
in the face of what we're really hoping for, which is serious
analysis of the events that are happening to find the things that
matter.”
Additionally, the way in which AEs are observed may be
largely subjective, Ann Neuer said in a Clinical Researcher
article.5 For instance, an investigator may interpret a slight
decrease in the hematocrit as an AE and report it as such, but
an increase of similar magnitude may not be viewed as an AE
and so not reported.
While some such determinations may be spelled out in a
study protocol, sponsors and sites should communicate how
they will determine whether an event qualifies as an AE,
serious adverse event (SAE) or suspected unexpected serious
adverse reaction (SUSAR) to ensure that everyone is on the
same page about AE reporting.

Regulation aimed to curb excess reporting
Overreporting of AEs in clinical research is not a new issue. Laura A. Levit et al. noted that investigators and the FDA
reported receiving unnecessary AE reports in the early 2000s.
Interestingly, the IND safety reporting regulation (21 CFR
312.32), issued in September 2010, was intended to address
overreporting of AEs, which had been encouraged under previous FDA policy.6 But while reduction of overreporting was
the goal, the opposite occurred in its wake. The FDA conducted an evaluation from 2006 through 2014 that concluded that
the majority of expedited IND safety reports were uninformative.
“Overwhelmingly, what was reported were actually expected
AEs,” Jacqueline Corrigan-Curay, director of the FDA Office of
Medical Policy, said during the WCG webinar on IND safety
reporting. “And it wasn't clear that they were being reported
because there was an increase in the rate or severity.”
see Safety Overreporting on page 39
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Pinar Ulug and Janet Powell agreed in The Lancet, noting that, “In some interventional trials, especially those in an
emergency setting, death is the expected outcome, not an adverse event.” Additionally, some adverse events that only apply
to a subset of patients (e.g., either individuals who survived or
one group of randomly assigned patients) cannot be accurately
reported in the existing table in the ClinicalTrials.gov database.7
In an examination of 160 expedited cancer AE reports, the
agency also found that 54 percent of those reports covered
expected AEs listed in product labeling or in the investigator
brochure. In 50 percent of the reports, the sponsor did not conclude that the reported AE was suspected. Just 38 out of the 160
reports were for SUSARs, with 42 percent of those expected
AEs. Therefore, the agency concluded, only 22 of those 160
reports — 14 percent — were true SUSARs.
One way in which the rule aimed to reduce overreporting
was by revising some key definitions in the regulation to narrow the criteria for when sponsors must file expedited safety
reports. The 2010 rule also introduced a new category of events
— the suspected adverse reaction (SAR) — to replace the previous reaction “associated with the use of the drug.” This new
type of adverse reaction is defined in the rule as “a noxious and
unintended response to any dose of a drug product for which
there is a reasonable possibility that the product caused the
response.”
“Suspected” is the most subjective criteria that must be
applied to AE reports, Levit et al. said. The term means there
is a reasonable possibility that the study drug caused an AE,
not that a causal relationship cannot be ruled out, they wrote.
However, in the interest of regulatory caution, many sites
and sponsors tend to apply the latter definition, which casts a
broader net for expedited AE reporting.
The term “reasonable possibility” was defined to mean
that sufficient evidence exists to suggest a causal relationship
between the investigational drug and the AE, according to the
rule. This was a change from the previous proposed definition
of “relationship cannot be ruled out,” which would have made
almost every SAE reportable, including spontaneous events,
such as stroke or heart attack, Corrigan-Curay explained. This
changed the focus to looking at whether there is evidence to support a causal relationship and what that evidence is, she added.
The rule further requires that certain events require expedited reporting. Companies must report to the FDA within 15
days any:

●

●

●

●

●

SUSARs where there is a reasonable possibility of the
SUSAR being drug-related, as per 21 CFR 312.32(c)1(i);
Increased rate of occurrence of SARs, 21 CFR
312.32(c)1(iv);
Findings from other studies that suggest a significant risk
in humans exposed to the investigational drug, 21 CFR
312.32(c)1(ii);
Findings from animal and in vitro testing that suggest a
significant risk in humans exposed to the drug, such as
mutagenicity or teratogenicity, 21 CFR 312.32(c)1(iii); and
Serious AEs from bioavailability and bioequivalence
studies not conducted under the subject IND, 21 CFR
312.31.

To qualify as serious, an AE must result in death, immediate threat to a patient’s life, hospitalization or prolongation of hospitalization, persistent or significant incapacity,
a congenital anomaly or birth defect, or another important
medical event. Regarding the last item, the determination
of whether an event is serious under the regulations relies
on the medical judgment of the physician and must require
medical or surgical intervention to prevent one of the specified outcomes, Heather Kresge, executive director of pharmacovigilance at Worldwide Clinical Trials (WCT), said during
a WCG webinar on AE reporting models to avoid overreporting and underreporting.8
The FDA further clarifies when sponsors are expected to
conduct IND safety reporting in additional online materials.9
The agency specifies that these reports are required only for
an SAR or AE to an investigational product that is both serious and unexpected. This includes SUSARs and observations
from animal studies that suggest significant risks to human
subjects.
All such AEs must be reported to the agency by the sponsor as soon as possible, but no later than 15 calendar days
after the company first receives information about the event.
For any SUSAR that poses a fatal or life-threatening risk to
patients, the report must be submitted within seven calendar
days of the sponsor learning about the problem. That leaves
only a narrow window for sites to evaluate the AEs to determine if they truly need to be reported.
Any relevant information obtained after submission of an
IND safety report must be submitted as a follow-up safety report; these should also be submitted within 15 calendar days
of a sponsor receiving the information.
An adverse reaction must meet one or more of the criteria to qualify as serious. Additionally, the reaction must
be attributable — or potentially attributable — to the drug.
see Safety Overreporting on page 40
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Adverse reactions may also be expected or unexpected. A
serious unexpected adverse reaction must be reported to
regulatory agencies, IRBs and research sites.
That means that sites and sponsors need to be very clear on
what events are actually SUSARs according to FDA standards,
and those should be the ones sent to the agency. Similarly, understanding how to determine which AEs meet the criteria for
reporting to IRBs is critical to ensuring that investigators don’t
provide unnecessary reports.
“You have to look at the information and figure out which
are the things you need to be worried about or pay attention
to,” Corrigan-Curay agreed. “If you just report everything,
then you’re not understanding where there could be a potential
risk that your study has detected.”
For individual events, reporting is mandated for uncommon
events that are strongly associated with drug exposure, as well as
those not commonly associated with drug exposure but uncommon in the target population for the study at hand. For example,
Stevens-Johnson syndrome is a severe reaction most commonly
triggered by medications that cause skin tissue necrosis and
detachment. This reaction may not be expected with the investigational drug, but is uncommon in the population. The disorder itself is also almost invariably linked to a medication. That
would mean that any incidence of Stevens-Johnson syndrome
would have to be reported individually as it occurred.

FDA emphasizes aggregate reports
According to the FDA, most of the IND safety reports
submitted by sponsors do not meet those criteria. Rather than
submitting a 15- or seven-day report for most AEs, companies
should focus on aggregating AEs that don’t meet the standard
for those expedited reports and on analyzing any trends that
may appear, such as certain AEs occurring in a particular patient population or at a specific research site, Temple suggested.
The agency explained this perspective in a 2015 draft guidance document on aggregate IND safety reporting, adding
information from previous guidances and draft guidances in
2021.10
The 2021 document did not materially change the content
from the earlier documents. Rather, it aimed to facilitate evaluation of events requiring aggregate analysis by providing tools
to determine when an AE should be included in an aggregate
analysis rather than submitted in an individual report. It provides recommendations on:
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●

●

●

●

Unblinding safety data to assess it for aggregate safety
signals;
Creating a safety assessment committee (SAC), including
defining the SAC’s potential composition and specific
role in analyzing aggregate data;
Aggregating analysis for comparison of AE rates across
treatment groups, including pooling of data across
studies and assessing whether criteria have been met for
IND safety reporting; and
Developing a safety surveillance plan and
recommendation to submit to the IND.

Making greater use of aggregate reporting can help to reduce
AE overreporting by consolidating more events into these
analytical reports. AEs that fall into this category include things
that occur more frequently in the drug treatment group vs. a
control group but don’t rise to the standard that would warrant
an expedited report of an individual event. The different rates
of occurrence in the two groups also would be evidence that the
AE is possibly related to the drug, Corrigan-Curay said.
Also included in aggregate analyses are any AEs that happen at a clinically relevant increased rate above that listed in
the protocol and those that are identified in epidemiological
studies or pooled analyses of multiple studies that suggest a
significant risk.
Putting aggregate reporting into perspective, it is a crucial
part of the overall IND safety reporting process. But rather
than immediate reporting of available information about
a single event, aggregate reporting requires a thoughtful,
multidisciplinary approach. Scientific, statistical and medical
expertise must be applied in concert. Clinical judgment is key
in this process, Corrigan-Curay emphasized.
“Doing the safety analysis properly is about as fundamental
to protecting patients as anything could be,” Temple agreed.
“Just tossing stuff at the wall to see what sticks doesn’t work.
Companies need to look at the data, think about it and get
expert advice if needed.”
Aggregate analyses may be most useful in evaluating an
increased rate of relatively common events, such as stroke or
heart attack, in an elderly population. If elderly patients make
up all or part of a study population, sponsors and research sites
go into the trial knowing that cardiac events are likely to occur
in a certain number of patients. The comparison then would be
between occurrence within the study group and in the general
elderly patient population to determine if a link to the study
drug was possible.
More than one approach to completing aggregate analyses
is also possible, according to the 2021 guidance. The approach
see Safety Overreporting on page 41
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that the FDA prefers, according to the guidance, is regular
unblinded comparisons of rates of SAEs that are not study
endpoints and are only interpretable in the aggregate. Examples of these include AEs that are expected within the study
population and expected SAEs, which would be disclosed in
the protocol and investigator’s brochure.
An alternate approach is often called a “trigger approach.”
Using this approach, sponsors would establish an overall rate
for the treatment groups for a specific SAE and only act if that
rate turned out to be substantially higher than predicted.
Again, using an elderly patient population as an example,
a sponsor would know that cardiac events are a known risk
among the elderly and that they occur at particular rates in
the general elderly population. Those rates could reasonably be
set as the expected rates among the study population, as well.
The trigger point would then be if investigators began to see a
higher rate of heart attacks among the patient population; that
would be the point at which they would examine the data to
determine whether there is an imbalance in that SAE.

Controlling IRB overreporting
Safety reports to the FDA are not the only types of AE
reporting that sponsors and researchers must concern themselves with. Several types of AEs must also be reported to the
IRB overseeing the clinical trial.
Overreporting to IRBs has a cost for sites, as well, Sarah
Attwood, director of client services at the IntegReview IRB,
said in a post on the Society of Clinical Research Associates
(SOCRA) website.11 For example, a study coordinator may
spend five minutes submitting an IND safety report to the IRB
and another five minutes getting the PI’s signature and putting
the report in the side file. That 10 minutes per safety report can
add up; 10 reports would eat up 1.5 hours of the coordinator’s
time. And the bulk of reports are not necessarily relevant to
the study, Attwood noted.
Some central private IRBs may charge per IND safety report. If these reports are not unanticipated problems that must
be submitted to the IRB, these fees — typically around $25 per
report — can have a big impact on a study’s budget, Attwood
said. For instance, if 100 sites are participating in a study and
each submits two IND safety reports per month, the cost of
reporting could be $5,000 per month.
The 2009 guidance entitled Adverse Event Reporting to
IRBs – Improving Human Subject Protection is a useful tool for

guiding organizations through what events must be reported
to the IRB to avoid overreporting.12 Although it predates the
2010 rule on IND reporting, it provides complementary information that can further help sponsors and researchers avoid
overreporting AEs.
According to that document, an AE observed during the
conduct of the study should be considered an unanticipated
problem involving risks to human subjects and thus must be
reported to the IRB. To meet this requirement, the AE must be
unexpected, serious and have implications for the study — for
instance, requiring a significant, usually safety-related amendment to the protocol, such as revising inclusion/exclusion
criteria or adding a new monitoring requirement, informed
consent or investigator’s brochure.
The guidance specifies five categories of AEs that must
be reported to the IRB. These include single occurrences of
serious, unexpected AEs that fall into one of two groups.
The first group includes SAEs that are uncommon and
strongly associated with drug exposure, such as angioedema
or Stevens-Johnson syndrome. The second covers SAEs that
are not commonly associated with drug exposure, but are
uncommon in the study population, such as tendon rupture.
The other categories are:
● Multiple occurrences of an AE that, based on an
aggregate analysis, is determined to be an unanticipated
problem, including a comparison of rates across
treatment groups that reveals a higher rate of an AE in
the drug treatment group vs. a control group;
● An AE that is described or addressed in the protocol,
investigator’s brochure or informed consent documents
but that occurs at a frequency or severity that is
inconsistent with prior observation;
● An SAE that is described or addressed in the protocol,
investigator’s brochure or informed consent documents
but for which the rate of occurrence in the study
represents a clinically significant increase in the expected
rate; and
● Any other AE or safety finding, including those based
on animal or epidemiologic data, that would cause the
sponsor to modify the study protocol, investigator’s
brochure or informed consent documents.
It is important to note that some events that would not meet
the criteria for reporting in an IND safety report would still be
considered unanticipated problems involving risk to human
subjects. For example, informed consent or privacy issues, certain AEs that could not be caused by the investigational drug
— such as events that occur prior to administration of the
see Safety Overreporting on page 42
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drug — would need to be sent to the IRB as standalone reports
but would not meet the threshold for an expedited report to
the FDA.
And when looking at multinational trials, in particular,
companies must juggle sometimes-competing demands
from multiple agencies. For instance, some more conservative agencies call for broader AE reporting than the FDA’s
more targeted approach. Sponsors may have to decide in some
instances whether to skip reporting an AE to the FDA that is
mandatory for another agency that also has oversight over the
same clinical trial. Oftentimes, they opt to send all reports to
all agencies. The result is often an excess of reports that research sites then must provide to their IRBs. Attwood noted on
the SOCRA blog that her IRB was seeing a four-fold increase
in IND safety reports at that time, a figure she said was “far
above” the increase in business.
“While protecting research subjects is paramount, sending
IND safety reports to IRBs for issues that do not meet the definition of an unanticipated problem does not accomplish this,”
Attwood wrote. She placed the blame for this trend on sponsors, saying that drugmakers often send IND safety reports to
study sites that do not meet the parameters for reporting and/
or are not related to a study ongoing at a particular site. Regardless, sponsors often instruct investigators to submit these
to the IRB. Temple reiterated that the FDA has specifically said
that is not what it wants sponsors to do. The agency is decidedly against receiving reports that don’t meet that test, he said.
Each sponsor does have some leeway in deciding what the
threshold for possible causality is for when they do or don’t
report. For instance, an AE may have a very strong signal of
drug causality or it may have just nominal significance. Those
are judgment calls, he explained.

Changes to reduce site AE reporting burden
It’s not only the FDA that is struggling under the weight of AE
overreporting. Research sites have also been complaining that
they are inundated with reports that they must acknowledge, review and determine whether or not to forward to the IRB. Over
the past few years some sponsor companies have seen a five-fold
increase in AE reports, Steven Beales, senior vice president of
scientific and regulatory at WCG, said at an April 2021 WCG
webinar on safety reporting at oncology research sites.13
A 2015 Clinical Trials Transformation Initiative (CTTI)
survey of 47 PIs and 154 study staff indicated that IND safety

42

Research Practitioner | March-April 2022 | Copyright © 2022 by WCG CenterWatch

reporting continued to pose a substantial burden on clinical
research sites without providing a commensurate boost to
patient safety.14
And as that volume has grown, some of the biggest sites,
such as those at Duke University, have been setting limits with
sponsors on how many reports they are able to handle. Sponsors can expect to see this more often if they don’t take steps to
limit AE reports to those required by regulations, Beales said.
Elena Jouravleva, director of regulatory at Oncology Network,
noted during the WCG webinar that sites within her network
have been processing 1,500 to 2,500 safety reports each month.
About half of them do not meet the SUSAR or other criteria
that make them necessary for sites to receive.
Handling excessive safety reporting can eat up investigators’ time. Beales estimated a minimum of 20 minutes would
be required for an investigator to perform a basic review of
a single safety report. And the overall management of IND
safety reports — including evaluating, sending to the IRB and
properly storing the reports and documenting actions taken —
can take up even more time for PIs, coordinators or other site
personnel.
Another invisible burden is the fact that all SUSARs sent to
sites must be discussed during monitoring visits and audits,
Beales noted. This will demand the time of the principal investigator and possibly other staff, as well.
“The physician’s time is valuable,” Jouravleva said. “They
need to know what is applicable in this document, so they can
determine if it’s something applicable to their patient care or
not vs. all the expected AEs, which are already in the investigator’s brochure.
And some sites are pushing back against that workload.
Some sites have established policies that state they will only
acknowledge reports that involve unanticipated problems, will
lead to a protocol change and require forwarding to the IRB.
This is most often seen at very large research facilities, such as
major cancer centers or large academic facilities like Harvard,
which typically has around 4,000 trials in progress at any
given time.
For instance, Oncology Network has a policy under which
it will process, acknowledge, review and archive only true SUSAR reports. Per FDA regulations, sponsors are responsible for
clearly identifying those AEs that meet the SUSAR reporting
criteria. That means that SUSARs should be clearly identifiable
when they are sent to research sites.
Accurate identification of the type of the report can help
reduce burdens on both research sites and the FDA, the agency
specified on its website. For instance, all 15-day reports should
see Safety Overreporting on page 43
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be labeled simply “IND safety report,” while reports for unexpected fatal or life-threatening events should be identified as
“seven-day IND safety reports.” Follow-up IND safety reports
should likewise be labeled as such.
While limiting reports that they will handle is one action
sites can take, not all organizations have the influence to take
this approach. Additionally, refusing to acknowledge some reports could have repercussions in terms of meeting individual
IRB requirements, as well as report-handling requirements
specified in the protocol.
And Beales suggested that sites can urge sponsors to take
six steps to alleviate the burden that AE reporting can place on
sites:
● Using batch notifications, such as daily or weekly
summaries, in line with individual site preference can
give the site greater control over scheduling time to
review AE reports and possibly allow the investigator to
delegate some reviews to qualified personnel.
● Automating features in sponsor safety reporting systems
can help save time and effort at the site level. For
instance, an easy one-click access and acknowledgement
of an AE report that requires no signature would let the
investigator or other authorized staff access a SUSAR
or other report directly from a link in an email without
having to enter a sometimes-cumbersome sponsor portal.
● Allowing staff not yet trained in a sponsor’s AE
reporting system to access reports via an email link and
then directing them to training for the system could
streamline both report processing and staff training.
● Delivering AE reports at the compound level rather
than study-by-study, as most pharma companies tend
to do, can make it faster, easier and more intuitive
for investigators to track safety information by drug,
especially when there are multiple trials ongoing for the
same compound.
● Having safety reports in printable and savable formats to
ensure inspection-readiness is another way sponsors can
save time. The FDA expects end-to-end audit trails of all
AE reports, and sites can gain time if they don’t have to
reformat information from the sponsor.
● Building offline delivery capacity can be useful to sites
as well. In fact, Beales suggested that sponsors should
accommodate multiple methods of delivery and access
for safety reports to ensure they can meet the needs of
any research sites they use for clinical trials.

Companies’ SOPs and training on these SOPs should
describe the FDA’s requirements, using the FDA’s definitions
— not summaries or generalizations — and be well understood by those at the company who will be part of the decisionmaking process,” Minsk advised. “While people can agree
to disagree on any decision made, a well-reasoned, researched
and documented rationale, based on a review of the law and
FDA guidance, may help minimize regulatory and liability
exposure.”
Kresge also recommended best practices that companies can
put in place to help guard against overreporting AEs. These
practices are built upon continuous and ongoing efforts to stay
informed about the continually evolving and changing regulatory landscape, Kresge said. She suggested five practices that
companies should employ:
● Continual evaluation of changes to all AE reporting
regulations applicable to ongoing and planned clinical
trials;
● Thorough documentation of all AE reports and the
decisionmaking process behind them;
● Use of a safety submissions portal;
● Adoption of a system that allows algorithmic reporting
to regulators, sites and other parties of only those reports
that each entity needs; and
● Focus on compliance with local and then global
regulations and tracking of all AEs and reports.

Research sites can also make changes
Research sites can push sponsors — along with any CROs
they may hire — to make these sorts of changes to ensure that
AE report volume doesn’t get out of hand.
Sites can give feedback to sponsors and CROs on the regulatory requirements to ensure that only necessary reports are
filed, Attwood suggested. This can include changing protocol
wording regarding what to report to IRBs.
Clinical research professionals should discuss IND safety
reporting for each protocol with the IRB, she added. For example, if the sponsor’s SOPs require reporting of any event to
the IRB, it may be possible to submit those reports to the IRB
in batches or on a monthly basis. Another possible approach
could be to report only risks that were previously unknown or
unexpected in type, severity or frequency, she said.
And sites should also look to protocol design and their own
SOPs as sources of AE overreporting, Attwood suggested.
Many protocols specify that SAEs must be reported to the
study sponsor and the IRB. SOPs, likewise, may require that all
see Safety Overreporting on page 44
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as to sites, researchers can develop a plan for reducing safety
report overload.
continued from page 43
This, of course, must include a plan for ongoing review of
IND safety issues be reported to the IRB. Sites may not ignore
regulations and guidances to make sure that in-house site
these requirements; however, they can flag instances where AE processes and procedures fall in line with regulatory demands.
overreporting may be encouraged by protocol or policy and
Currently, the FDA does not have concrete plans for issuing
attempt to initiate a change before a study begins.
new guidances on the subject of AE reporting, but that could
Rigorous attention to patient protection on the part of
change.
research sites is a central focus of any clinical trial. However,
“I think the first thing we have to do is get a better idea of
Attwood noted, for both sites and sponsors, the litigiousness of just what we’re actually getting,” Temple said on the topic of
society at large can lead to overly aggressive reporting as a way new guidances. “In the event that we get more details, I don’t
to protect themselves, in addition to patients.
think it’s out of the question that we would write a guidance
Attwood also pointed to a lack of training and tools as
on how to do this, how to do this better and what the typical
a cause of AE overreporting. All training in AE reporting,
errors are and why it’s very important to emphasize why doing
whether at the sponsor level
it the wrong way not only
or the site level, needs to
makes work for people, it
“I
don’t
think
it’s
out
of
the
question
that
hew closely to the specific
gets in the way of learning
requirements of FDA reguabout the things that matter.
we would write a guidance on … how
lations on reports to the
And I think that’s our most
to do this better and what the typical
agency and OHRP regulaimportant and most critical
errors
are
and
why
it’s
very
important
tions governing reports to
argument.”
IRBs. But sites also need
With regulatory expertise
to emphasize why doing it the wrong
to remember that different
in hand, research sites can
way not only makes work for people,
IRBs may have different
begin to combat AE overspecific reporting requirereporting by reviewing their
it gets in the way of learning about
ments and that these may
internal SOPs to ensure
the
things
that
matter.”
vary from one protocol
there are no instructions that
—Robert Temple, deputy director,
to the next, as well. That
would lead to unnecessary
Center
for
Drug
Evaluation
and
Research
means that protocol-specific
AE reporting to IRBs; this
training in AE reporting
will be dependent on the
requirements and procedures is necessary.
individual IRB requirements as well as overarching regulaIn terms of SOPs, if a site finds that time spent reviewing
tions. Sites can then use that information to support a review
safety reports is impacting a site’s budget for a particular study, of protocols that focus on any areas where AE reporting may
the stringency of the review may be to blame, Jouravleva sugbe vague or encourage filing of expedited reports for events
gested. Sites may be able to streamline the investigator’s review that don’t meet the FDA’s criteria.
process in some cases.
And finally, sites should feel empowered to engage in discusAnother issue may be that sites, as well as sponsors, are not
sions about AE report volume with their sponsors. Encouragestablishing in their own SOP selection criteria for AE reporting sponsors to adopt some of the best practices discussed can
ing criteria that accurately mirror regulatory requirements.
help reduce the AE burden on sites and ultimately will also
Some may lack any prespecified reporting criteria in their
help sponsors produce appropriate AE reports that will better
15
SOPs at all, Evan Mayo-Wilson et al. suggested in Trials. And
support approval of their investigational products.
this can end up affecting the overall risk data. Failure to preReferences
specify selection criteria that matches regulatory standards can
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d. Patient advocates.

c. Forming coalitions and
gathering input from diverse
populations of patients.

c. Patient volunteers can process
large amounts of data.

d. Recruitment activities that
ensure clinical research sites
hit their enrollment goals.

d. All of the above.
5.

a. Qualitative and quantitative
data from patient advocacy
organizations.

Which of the following is an
example of a formal patientengagement group at the site level?
a. A participant burden algorithm
(PBA).
b. A protocol enhancement board
(PEB).

b. Intentional, meaningful,
mutually beneficial and
collaborative interactions.

d. Interaction with patients
throughout the lifecycle of a
medical product.

c. A target patient group (TPG).
d. A patient advisory board (PAB).
6.

True or false: If a protocol is too
burdensome for patients or the
investigational product doesn’t meet
patient needs, there is little a patient
group can do to drive enrollment.
a. True.
b. False.
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d. $62 million overall.
8.
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Investing $100,000 in patientcentric initiatives such as
protocol review can increase the
net value of a study by how much?
a. $500,000

b. Listening to patients’
preference for their own
treatment and their ideal
outcomes.

b. Patient input is not practical in
competitive markets.

c. Tailoring clinical interventions
for specific populations or
settings.

Which of the following examples
best characterizes patientcentricity?

c. $620,000 overall.

a. Focusing on outcomes
for patients with chronic
or terminal illnesses or
conditions.

Which of the following
statements is true?

Which of the following best
describes the FDA definition of
patient engagement?

b. $620 per enrolled patient in the
study.

c. Healthcare proxies.

4.

Applying standard, risk-adjusted
financial modeling showed that
patient engagement efforts in one
phase 2 trial increased value by
how much?
a. $62 per enrolled patient in the
study.

b. Civilian activists.

a. Patient input can help reduce
barriers to recruitment.

2.

7.

a. Civic activists.

Patient Engagement
1.

Which of the following refers
to healthcare professionals
or groups that represent the
interests of a particular patient
population?

b. $62,000.
c. $5,000.
d. $62 million.
9.

Clinical trials can benefit from
feedback from:
a. Enrolled patients.
b. Unenrolled patients.
c. Caregivers.
d. All of the above.

10. Which of the following statements
about patient engagement efforts
is most accurate?
a. Failing to offer financial
incentives can discourage
patient participation and
retention.
b. Sites that have engagement
efforts in place are more
attractive to sponsors.
c. The lack of FDA regulations is
a barrier to patient engagement
efforts.
d. A lack of well-defined
terminology has stymied
engagement efforts.

Safety Overreporting
11. Which of the following
statements about overreporting of
adverse events (AE) is true?
a. Overreporting AEs is a
justified precaution.
b. Overreporting AEs is a
common FDA inspection
citation.
c. Overreporting AEs can
increase safety.
d. Overreporting AEs can
increase liability.
12. Which of the following is true?
a. Investigators are not obligated
to identify all AEs.
b. Investigators are not obligated
to report nonserious AEs to
the IRB.
c. Investigators must examine
each AE to determine
causality.
d. Investigators do not need to
record AEs not related to the
investigational product.
13. Which of the following best
describes a “suspected” adverse
reaction according to the FDA
definition?
a. There is a small but subjective
chance the study drug caused
an AE.
b. There was a spontaneous
event, such as a stroke or heart
attack.
c. There is a reasonable
possibility that the study drug
caused an AE.
d. A causal relationship between
the drug and the AE cannot be
ruled out.

14. When does an “important
medical event” qualify as a
serious adverse event under FDA
regulations?
a. In the investigator’s opinion,
the event is serious.
b. In the sponsor’s opinion, the
event is serious.
c. In the IRB’s opinion, the
event is serious.
d. The event requires medical or
surgical intervention.
15. When must AEs that are
“significant risks to human
subjects” be reported to the FDA?
a. As soon as possible but no later
than five business days.
b. As soon as possible but no
later than seven calendar days.
c. As soon as possible but no
later than 15 calendar days.
d. As soon as possible but no later
than 15 business days.
16. Which of the following
statements about aggregate
reporting is true?
a. It can help reduce
overreporting.
b. It can help reduce
underreporting.
c. It is not part of the IND
process.
d. It is not allowed by the IRB.

18. Some larger sites have addressed
AE overreporting by doing which
of the following?
a. Asking sponsors to limit the
number of safety reports they
send to those that fit specific
criteria.
b. Asking investigators to review
safety reports more frequently.
c. Increasing their capacity to
review and process safety
reports.
d. Increasing monitoring visits
and safety audits.
19. Which of the following can
alleviate the burden of AE
reporting?
a. Using automation to process
reports.
b. Using automation and
reporting through sponsor
portals.
c. Batch notifications and
monthly study-by-study
reporting.
d. Batch notifications and
simultaneous multistudy
reporting.
20. True or false: Protocol design and
SOPs should not be considered
when investigating and
mitigating AE overreporting.
a. True.
b. False.

17. Which of the following best
describes the FDA’s preferred
approach to aggregate reporting?
a. Comparison of serious AE
rates and study endpoint data.
b. Comparison of serious AE
rates that are not study
endpoints.
c. Reporting higher-thanpredicted AE trigger events.
d. Reporting AEs that are not
expected within the study
group.

Copyright © 2022 by WCG CenterWatch | March-April 2022 | Research Practitioner

47

48

Research Practitioner | March-April 2022 | Copyright © 2022 by WCG CenterWatch

