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ABSTRACT

Introduction: The purpose of the informed consent form
(ICF) is to outline the risks and benefits of an interventional
clinical trial to potential participants. The aim of this study
was to explore the feasibility of a short addendum to the
ICF, summarizing key points most relevant to potential
participants.

Methods: A sample of 20 ICFs was reviewed against the
requirements of the U.S. federal regulation documents and
assessed for readability. Alongside the ICF review, we con-
ducted focus groups and one-on-one interviews with people
with lung cancer (n = 9) to learn what information was
most important when considering participation in a clinical
trial using a hypothetical phase 3 ICF.

Results: The 20 ICFs reviewed were from phases 1 to 3,
expanded-access, and single-patient trials covering pre-
dominantly NSCLC; 60% were global. The mean length of
the ICFs was 21 (range: 15-34) pages. The average reading
level was tenth grade whereas the average U.S. reading level
was eighth grade. Readability varied by section, the “pur-
pose of the study” section had the highest reading level. In
the qualitative research component, participants were
“overwhelmed” by the hypothetical ICF. Participants were
also asked to list information for the addendum; their
suggestions broadly map to federal regulations. An
addendum with reference to sections in the ICF for addi-
tional details was well received.

Conclusions: The variations in ICF architecture and read-
ability make it difficult for patients to make an informed
decision to participate in a clinical trial. Implications extend
beyond lung cancer, highlighting key areas for ICF im-
provements and providing a roadmap for developing a
patient-centric addendum.

© 2023 The Authors. Published by Elsevier Inc. on behalf of
the International Association for the Study of Lung Cancer.
This is an open access article under the CC BY-NC-ND li-
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Introduction

Clinical trials have become complex operations.’
However, when a patient and their family sit down to
weigh the risks and benefits of participation, they should
be armed with clear and straightforward information. Yet
the prevailing characteristic of trial informed consent
forms (ICFs) is that they are lengthy and riddled with
scientific jargon. This phenomenon continues despite the
U.S. Food and Drug Administration (FDA) recommenda-
tion that ICFs provide “adequate information to allow for
an informed decision” and avoid features (e.g, length,
reading grade) that “may inhibit reading of the full docu-
ment and understanding of the relevant information.””

Decades of previous work have explored how to
improve the ICF>~7; however, these efforts have not had
an appreciable impact. Using lung cancer as a case study,
in this article, we describe our initial work to determine
the feasibility of a 1- to 2-page patient-centric ICF
addendum—an approach that may achieve the FDA goal
of optimizing patient understanding while still adhering
to practice standards and legal requirements.

Materials and Methods

We collected and analyzed a sample of 20 ICFs across
lung cancer subtypes and phases of drug development.
ICFs were convenient samples provided by a mix of drug
companies, academic centers, and patients. The ICFs
were reviewed using the requirements outlined in 45
Code of Federal Regulations, 46 Health and Human
Services regulations for the Protection of Human Sub-
jects in Research,® and FDA’s informed consent infor-
mation sheet including guidance for institutional review
boards (IRBs), clinical investigators, and sponsors.” The
Health and Human Services regulations include nine
basic elements and nine additional elements; for this
review, we included 17 elements (e.g., “purpose of the
research” and “which procedures are experimental”).
These were reviewed in terms of the presence of infor-
mation, location of information (i.e., page number), total
number of pages, and use of section title and headings.
Assessing the readability of the entire ICF was not
feasible because of the ICF structure. Therefore, we
focused on the readability of five key elements using
Flesch-Kincaid Grade Level scoring (FKGL), namely: (1)
study purpose; (2) study expectations and procedures;
(3) potential benefits; (4) potential risks; and (5) patient
financial responsibilities. The FKGL tool is the most
typically used readability assessment for documents
written in English.” The ICFs were edited to make them
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suitable for readability assessment. For example, study
drug names and procedures for which there is no plain
language term (e.g., chemotherapy a six-syllable word)
were changed to simple, single-syllable words, and
formatting amendments (e.g., removal of headings)."’
This was because the FKGL algorithm relies on average
sentence and syllable length."' The score generated is a
reading grade level ranging from grade 5 to college.

We then invited patients with lung cancer to focus
groups (FGs) and one-on-one interviews to discuss a
hypothetical ICF (developed on the basis of our ICF
review) for a phase 3 lung cancer trial, which we pro-
vided 1 week before the discussion. We created a dis-
cussion guide to learn about the challenges participants
faced in trying to read through the hypothetical ICF and
to specifically discuss the information they preferred to
see included in a brief ICF plain language executive
summary that is meant to complement the full ICF. The
study was determined to be exempt (Advarra IRB; IRB
#Pro00050819), and all participants consented to
participate.

Results

A total of 20 ICFs were reviewed, of which 45%
were for advanced trials, five (25%) were for phase 3
trials, and 12 (60%) were for global trials (see
Supplementary Table 1 and Supplementary Fig. 1 for
additional ICF characteristics and readability). We
attempted to cover a range of ICFs across different trial
phases and types of therapies. The mean page length
was 21 pages (range: 15-34), with a mean FKGL of 10.4
(range across sections and sponsors: 4.4-15.5). Sec-
tions that were generally included in the first half of
the ICF included purpose, duration, what will happen,
and experimental procedures, whereas the sections
covering foreseeable risks, voluntary, benefits, alter-
native treatments, costs, study termination, and gen-
eral contact information were more likely to be
presented in the second half of the ICF.

In total, nine patients participated in either a FG (n =
5) or a one-on-one interview (n = 4), of whom five had
previously participated in a clinical trial (Supplementary
Table 2). All participants endorsed the idea of an
addendum to the ICF.

“That’s why an index might be nice. Something will
catch your eye. Oh, I want to see this first, or then the
patient can determine right from the start their first
question, they could find the answer to whatever they're
concerned about,” stated a participant with no trial
experience.

Table 1 summarizes participant feedback. Although
participants generally agreed on content and formatting
(including suggestions to incorporate bullet points,
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Table 1. Categories Participants Listed as Important to Include in an ICF Addendum to Aid Comprehension and Make an

Informed Decision Regarding Trial Participation

Content

Exemplary Quote

Specific about study

® Which drug is being tested and what is the other drug
(e.g., What is experimental? What is control?)

e Study is optional

Specifics about the study protocol

® How the drug will be administered and how frequently

e |ength of study and brief statement about what comes
next (continue drug if effective, provided until commer-
cially available, etc.)

e Explanation (bullet points) of criteria to qualify for the
study

e |f tests and further screening is required, which tests

Risks

® Most common adverse effects snapshot

Travel logistics and cost

e Where is the trial happening?

e Where treatment will take place, where tests will take
place (e.g., Is travel involved? Will it be the same place
for treatment and tests?)

* What expenses are reimbursable?

Privacy and confidentiality

® Brief privacy statement: Patient assigned an ID number,
info is confidential when third parties are involved—they
only get patient ID

Contact information clearly stated

e All contact information in one place (study doctor, advo-
cate and navigator, IRB)

“...at least actually label which drug is the experimental
one and which one is not the experimental one in case
people aren’t sure” FG with no trial experience

“...the steps the patients have to take: what tests they
have to, do they have to have a biopsy or not, all the
tests they have to do, getting a blood test and CT scan-
stuff like that” Interviewee trial experience

“... something about how long the study will take ... and
what would be done afterward” FG with trial
experience

“Quick snapshot of the of the common side effects. |
think the most common ones are the ones ... to watch
out for...” FG with trial experience

“... any guidance about how to interact with our
insurance company or if there is an advocate ... or
social worker dffiliated with the trial, you know, to
help us with the ... insurance and with travel plans”
FG with no trial experience

“... third parties only get your patient number, no
personal information” FG with trial experience

“I think a small list of all the important people would be
helpful with where they’re located, their phone
number, or something like that...” Interviewee with
no trial experience

CT, computed tomography; FG, focus group; ICF, informed consent form; ID, identification; info, information; IRB, institutional review board.

tables, and a calendar), we observed differences in the
preferred ordering of information according to trial
experience. Patients who had previously participated in
clinical trials suggested that trial eligibility be presented
initially, as they would not continue with the consenting
process if they knew they were ineligible for the study.
Conversely, trial-naive patients prioritized having a clear
explanation of treatment arms and common adverse ef-
fects, and a clear explanation of the trial phase.

“Somehow, start with letting them know there’'s a
drug A and a drug B and you’ll be put in one of the
categories. ... So, I would start with that and then defi-
nitely the side effects somewhere up on top...” stated a
participant with no trial experience.

Discussion

Because efforts to simplify clinical trial ICFs have
made relatively little headway, we instead investigated
the possibility of providing patients with a brief ICF
addendum, thereby enhancing understanding while still
adhering to regulatory and site requirements. As re-
ported previously, we found that most clinical trial ICFs
were very lengthy'? and written at a reading level well
beyond the U.S. adult average of eighth grade.'® Perhaps

for these reasons, patients unanimously expressed in-
terest in a brief summary of key points.

Although we presumed that patients would prioritize
the inclusion of information routinely found in trial ICFs,
for example, risks and benefits and privacy information,
patients with previous trial experience suggested that
trial eligibility criteria also be included. This unexpected
recommendation may reflect the delay and disappoint-
ment associated with not qualifying for a trial. Over time,
trial inclusion and exclusion criteria have increased in
both number and stringency,"* which may both increase
the screening interval and decrease the likelihood of being
eligible. The notion of expanding patients’ role in this
process may enhance both transparency and efficiency, as
a patient may recognize an exclusionary concomitant
medication or comorbidity far more quickly than a
research coordinator or investigator combing through
health records. There are also system improvements; for
example, the IRB, which holds the authority to approve
(or disapprove) the ICF, could require trial sponsors to
uphold the requirement that ICFs be written in “language
understandable to the subject.”2 In turn, this could lead to
improving trial recruitment. Overall, we recognize that
there needs to be a multipronged approach to engage
more patients in clinical trials.'
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There are some caveats to our findings. First, we
recognize that informed consent represents a process
encompassing detailed discussion with investigators and
study staff, albeit unstandardized, unregulated, and
guided by the ICF, and personal reading of the ICF.
However, the ICF is the formal contract research partici-
pants enter into and is a document that, once signed,
should leave the person feeling that it was nothing but a
well-informed decision. Regarding readability and
comprehension, readability is a proxy assessment that
will penalize any efforts to simultaneously include tech-
nical terms and educate the reader. Moving forward in
assessing the health literacy of these types of documents,
a more comprehensive assessment of readability may be
required. We also did not assess participant comprehen-
sion in the group of patients who reviewed the hypo-
thetical ICF for our FGs and interviews. In addition, the
present report included feedback from a small sample
size limited to U.S. patients. Education was not collected,
however, as participants were recruited by means of pa-
tient advocacy groups whose communities tend to be
highly educated and not be representative of the larger
lung cancer community—we recognize this as an impor-
tant limitation. Whereas our study focuses on lung cancer
trials and the people it affects, the principles explored are
applicable across cancer types.

In conclusion, clinical trial ICFs remain lengthy and
complicated. Patients seem enthusiastic about the
concept of an ICF addendum that might be imagined as a
trial pamphlet for patients. This would be intended as a
straightforward reference on key trial features, poten-
tially including eligibility criteria, and not to replace the
ICF. Moving forward, it will be important to gain the
perspectives of a broader patient population, and input
from other stakeholders such as study sponsors, IRBs,
compliance experts, regulatory authorities, and in-
vestigators on the feasibility of an ICF addendum.
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