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Purpose: Although participation of adolescents and young adults (AYAs) in cancer clinical trials (CCTs, i.e.,
cancer-directed treatment studies) is low, their decision-making perspectives are not well understood, especially
following recent diagnosis.

Methods: Semistructured interviews with younger AYAs (15-21 years old) eligible for a CCT were to be held
within 60 days of beginning treatment at Children’s Hospital Los Angeles, an academic pediatric hospital.
Using grounded theory methods, key themes regarding CCT participation, barriers, and facilitators were iden-
tified from interview transcripts. Thematic saturation was confirmed.

Results: Of nine participants, three were <18 years old, four Hispanic, six male, six diagnosed with leukemia,
eight enrolled in a CCT, and eight also enrolled in ancillary studies. Four overarching themes emerged: (1)
Initial Consent encompassed the first discussion of CCT with patients reflecting positive and negative effects
of timing, decisional role, and the emotional impact following cancer diagnosis; (2) Informing Participation
involved decision-making processes, specific knowledge, comprehension, and external influences; (3) Partici-
pant Relationships emphasized the importance of communication and relationships with providers and parents;
and (4) Patient Determinants centered on motives from different perspectives, pre-conceived attitudes, and
understanding of CCTs.

Conclusion: Recommendations for improving CCT participation among younger AY As include separating the
diagnosis/treatment and CCT discussions, assigning AY As a meaningful decisional role, having ongoing pro-
vider conversations, designing trials to minimize burden, and developing age-appropriate decision aids.
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Introduction dren younger than 15 years. However, many studies have
documented that a much smaller proportion of AYAs than

EACH YEAR, IN the United States, almost 90,000 adoles-  children participate in cancer clinical trials (CCTs), generally
cents and young adults (AYAs, 15-39 years of age) are  10% or less for AYAs compared with 40%—-60% for chil-
diagnosed with cancer, over eight times the number of chil-  dren."? Poor AYA participation in CCTs hinders efforts to
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improve survival for high-risk subgroups, for advance sup-
portive care, to investigate cancer and host biolo§y, and to
access novel therapies in this at-risk population.™

Reasons for low AYA enrollment onto CCTs are complex
and operate at the national, institutional, provider, and patient
levels." Recent data indicate that proportional AYA enroll-
ment onto cooperative group CCTs is significantly higher at
National Cancer Institute (NCI)-designated comprehensive
cancer centers (NCI-CCC) than community-based sites.>®
However, even within NCI-CCCs, AYA enrollment differs
according to whether AYAs are treated in a pediatric or adult
setting due to barriers to care for AYAs.” We recently con-
ducted a prospective observational cohort study of 152 con-
secutive AYAs diagnosed with cancer at either Children’s
Hospital Los Angeles (CHLA) or its adult-focused affiliate,
the USC Norris Cancer Hospital, to compare AYA enroll-
ment and barriers by setting. CCT enrollment was low at both
sites (11.8% and 7.1%, respectively).

However, in the adult hospital, the major barrier was lack
of available CCTs at the institutional level (only 16.7% of
AYAs had an available CCT), whereas in the pediatric set-
ting, the major barrier was poor uptake at the patient level
(44.1% of AYAs had an available CCT).® Those results
suggested that in the pediatric setting, patient-level factors
may be particularly important for successful enrollment of
younger AYAs. Although the choice to participate in an
available CCT also reflects both provider and institutional
influences, patient-level factors, including the AYAs’ under-
standing, emotional status, relationships with providers,
decision-making role, and psychosocial support, are central.

To date, research into such factors has been relatively
limited.” In studies where the AYA patient’s views have been
solicited, most engaged patients well into the treatment
process, with more time passed since diagnosis. At that point,
AYAs’ opinions about CCT enrollment may be confounded
by their treatment experience, thus less reflective of concerns
of newly diagnosed patients.'®"?

To gain insight into how the above factors influence younger
AYAs, we conducted a qualitative study to identify key themes
in facilitators and barriers influencing participation in CCTs.
We focused specifically on AYAs who were newly diagnosed
with cancer and eligible for an available CCT.

Methods
Study design, setting, and participants

This qualitative study utilized a grounded theory approach
and was conducted at CHLA, a quaternary care children’s
hospital, from March to August 2018. Eligible patients were
15-21 years of age at diagnosis of their first cancer, English
speaking, and eligible for enrollment onto at least one CCT
(defined as a cancer-directed treatment study) activated at
CHLA. Patients were to be approached within 60 days of ini-
tiating treatment. Each participant’s birth date, sex, race, eth-
nicity, cancer type, and date of diagnosis were collected from
the medical record. Enrollment status (yes/no) onto the CCT
and/or any other active ancillary studies were confirmed with
the Clinical Research Support Office. The Institutional Review
Board approved this study (IRB ID CHLA-17-00446). Before
participation, written informed consent from the participant or
parent/guardian and assent for minors were obtained. Partici-
pants received a $50 gift card after interview completion.
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Interviews

Semistructured cognitive interviews were conducted using
a guide informed by extant literature and clinical experi-
ence (Supplementary File). Open-ended questions addressed
general knowledge about clinical trials, the participant’s
CCT decision, family/friend support, and motives. In-person
or telephone interviews were conducted by S.M.T., per pa-
tient preference. Interviews lasted 30—45 minutes. Interviews
were audio-recorded, de-identified, and transcribed verbatim
by an external company.'*

Data analysis

Interview transcripts were subjected to thematic analysis.'

Using an inductive approach, themes were developed and
manually coded as they arose during participant interviews by
E.M.M. and A.A.; J.B. used transcript samples to validate the
coding process.'® Each theme was organized around barriers,
facilitators, and connections across themes and subthemes for
participants. Data saturation was confirmed once new data
discovery became redundant and the consensus was evident
across respondent views.'’° This was achieved with nine
interviews; no additional participant was recruited.

Results
Participants and CCT enrollment patterns

Of 10 eligible patients approached for this study, 9 were
interviewed and 1 declined to participate (Table 1). Three
participants were <18 years old, four were Hispanic/Latino,
six were male, and six were diagnosed with acute lympho-
blastic leukemia (ALL). Six interviews were conducted
within 60 days of diagnosis (mean for all interviews 91 days,
median 42 days, and range 3-301 days). Of the 9 participants,
8 enrolled in a therapeutic CCT (ALL, 6; germ cell tumor, 2).
Seven of these eight also enrolled in one or more concurrent
nontherapeutic studies (Table 2).

Themes arising from interviews

Four overarching themes were identified as contributing
to patient decision-making about CCT participation: initial
consent, informing participation, participant relationships,

TABLE 1. CHARACTERISTICS OF STUDY
PARTICIPANTS (N=9)

Variable Category Count
Gender Male 6
Female 2
Transgender female 1
Race White 5
Ethnicity Hispanic 4
Age at interview, 16-17 3
years 18-20 6
Time from diagnosis <60 6
to interview, days >60 3
Diagnosis ALL (high risk B cell) 6
Germ cell tumor (testicular) 2
Acute promyelocytic 1

leukemia

Therapeutic CCT Eligible to participate 9
Enrolled 8

ALL, acute lymphoblastic leukemia; CCT, cancer clinical trial.
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TABLE 2. CHARACTERISTICS OF STUDIES IN WHICH PARTICIPANTS WERE ENROLLED

Category Short title Sponsor Design Phase Brief summary
CCT AALLI1131 Children’s Therapeutic Phase 3 Multistrata study for patients
Oncology randomized with newly diagnosed high-
Group control trial risk pre-B ALL.
Randomization after initial
course of induction
chemotherapy based on
response to chemotherapy
AGCT1531 Children’s Active surveillance Phase 3  Study of active surveillance for
Oncology and therapeutic patients with newly diagnosed
Group randomized low-risk germ cell tumors and
control trial a randomized control trial for
patients with standard-risk
germ cell tumors
AAMLI1331 Children’s Therapeutic Phase 3  Study of patients with newly
Oncology nonrandomized diagnosed standard and high-
Group control trial risk acute promyelocytic
leukemia to determine
standard of care treatment
Biology, Extra Bone Investigator Observational N/A Mechanism for collecting extra
specimen Marrow initiated cohort bone marrow for anticipated
procurement, biology studies in patients
or registry with suspected leukemia
ALLO8B1 Children’s Observational N/A International tumor registry to
Oncology cohort develop a risk-based
Group classification system with
patients with newly diagnosed
ALL
ACCRNO7 Children’s Observational N/A International tumor registry
Oncology cohort study for Children’s Oncology
Group Group to collect information
about children with cancer
Quality of life IDEAL Investigator ~ Interventional N/A Pilot study of exercise and dietary
or supportive initiated cohort intervention to improve
care (nonrandomized) treatment response and reduce
toxicity during Induction phase
of treatment for ALL
Ped-PRO-CTCAE Investigator ~ Observational N/A Development of patient-reported
initiated cohort outcome measure
Chemotherapy ALL Thiopurines  Investigator ~ Observational N/A Assessment of reported adherence
adherence and initiated cohort to 6-mercaptopurine, drug
drug level levels, and outcomes
monitoring

CCT, cancer clinical trial; ALL, acute lymphoblastic leukemia; N/A, not applicable.

and patient determinants. In the discussion that follows,
we describe these four themes, their subthemes in terms of
barriers and facilitators, and connections between the themes
and subthemes. There is substantial overlap between sub-
themes as many could serve as facilitators and barriers based
on context. The themes and subthemes are depicted in
Figure 1 and representative quotes are shown in Table 3.

Initial consent. The initial consent theme refers to CCT
discussion with patients. The first discussion of CCT with
patients set the stage for patient receptivity to enrollment.
Initial consent was conjoined with discussions about diag-
nosis and cancer treatment in this sample. Important sub-
themes were timing and patient autonomy, with connection
to the emotional impact of a recent cancer diagnosis.

Barriers. Several participants discussed timing as a key
barrier, citing feeling overwhelmed at the time of CCT discus-
sion due to concurrent discussions about diagnosis and treat-
ment. A 20-year-old Hispanic female said, ‘I feel like it would
have been a lot more helpful if I would have gotten... two, three
more days just to get a little more used to... my medicine and
how it worked. Cause I think it took me, like, a week to get...
stable on the heavy chemo’ (ID 10, interviewed more than 60
days following diagnosis). Prominent barriers involving patient
autonomy included personal difficulty making decisions and
being infantilized by staff (an assumption that patients younger
than 18 years were not able to make their own decisions).

Facilitators. Participants also cited timing as a facilita-
tor, in that they realized considering CCT participation was
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necessary for treatment planning. One 18-year-old Hispanic
male described his recollection of his initial CCT discussion:

“It wasn’t so much the trial that was a little overwhelming,
so much as the diagnosis because those were within minutes of
each other. While I was told that I had cancer for the first time,
I wasn’t exactly thrilled, but I wasn’t completely panicked
either. I knew where I was, and I knew that the hospital was
going to do its best to try to take care of me. And in regards to
the trial itself, I thought of it as sort of an opportunity”” (ID 18,
interviewed within 60 days following diagnosis).

Patient autonomy was also mentioned as a facilitator
through control over decision-making and the ability to retain
information.

Connecting subthemes. Emotional impact was frequently
cited as influencing initial consent and was a connecting
subtheme to timing, patient autonomy, and understanding and
comprehension. Emotional impact included feeling over-
whelmed and confused, while discussing CCT options, lead-
ing to difficulty listening and comprehending information.

Informing participation. The informing participation
theme refers to how decisions are made by the participant,
involvement of their family and other support systems, and

Decision making

Communication Motives
Relationships
with providers Attitudes
and care team
Expectations of Cancer
care team experience
Relationships
with parents, Outcomes
family, and
friends

Themes and subthemes of barriers and facilitators to clinical trial uptake among adolescents.

their ability to retain information about the CCT. Impor-
tant subthemes were the decision-making process, specific
knowledge, comprehension, and external influences.

Barriers. The primary barrier to informing participation
was the decision-making process, which included feeling
overwhelmed, understanding of the CCT, and the role of
external influences. Participants mentioned that regardless
of their age, parents are almost always approached first about
a decision.

Unlike parents, AY As are not empowered to ask questions.
Almost all participants, even those older than 18 years, stated
that ultimately their parents make the treatment decisions.
A 20-year-old Hispanic female explained that *‘Staff go to
my dad first ‘cause they didn’t really know my age or any-
thing. Most of the people assumed that I was underage,
maybe like 17 (ID 10, interviewed more than 60 days fol-
lowing diagnosis). Comprehension of the CCT was a barrier
to uptake, as indicated by a 20-year-old Hispanic male who
said, “‘I couldn’t listen to some things that they were telling
me, and I’m still kind of confused” (ID 12, interviewed more
than 60 days following diagnosis).

Facilitators. The primary facilitators to Informing
Participation were decision-making and specific knowl-
edge about the CCT. Frequently mentioned facilitators to



TABLE 3. REPRESENTATIVE QUOTES SUPPORTING THEMES AND SUBTHEMES OF BARRIERS AND FACILITATORS
TO CLINICAL TRIAL UPTAKE AMONG ADOLESCENTS

Theme Subtheme Barriers Facilitators

Initial consent Timing “I feel like it would have “I think it was good...timing because I had
been a lot more helpful if a blood cancer...for some people it
I would have gotten... two, doesn’t go away...as fast
three more days just to get sometimes...but it was in that prime state
a little more used to... my when I was not at my worst but going
medicine and how it worked. through treatment but still not doing
Cause I think it took me, good...” ID 02
like, a week to get... stable
on the heavy chemo.”
ID 10

Emotional “Well, it wasn’t so much the “So, while I was told that I had cancer
impact trial that was a little for the first time, I wasn’t exactly

Informing
participation

Patient autonomy

Decision-making

Comprehension

External influence

Specific knowledge

overwhelming, so much as...
the diagnosis because those
were within minutes of each
other.” ID 18

“They actually go to my

dad first cause they didn’t
really know my age or
anything. Most of the people
assumed that I was under
age, maybe like 17.”

ID 10

“Yeah, I just can’t remember

anything because it’s so much
information and so little
time.”” ID 14

“My parents...don’t really

know anything about it and
they’re kind of more closed
off as far as medicine...as
soon as they ask me about
the study, they told me. They
told me I couldn’t do it.”

ID 10

thrilled, but I wasn’t completely
panicked either. I knew where I was,
and I knew that the hospital was going
to do its best to try to take care of me.”
ID 18

“T assessed it with those who brought the
trial to me, certain doctors, and staff.
I didn’t really discuss it outside of that
just simply for me because I was quick to
make up my mind.” ID 15

“I just chose to participate in the ones
that didn’t seem like too much
because...l don’t want to be in, like,
five and then be stuck at the hospital
all day long. But it was pretty easy for
me to say yes to the couple I did. Those
were the first ones that approached
me...I’m always down to help somebody
else in my situation in the future.”

ID 02

“They gave us the pamphlets or the
papers that described everything, they
went over everything about what the
study was about, how they were gonna
do the study, what it’s for, why they’re
doing it. And then they asked if I would
like to participate, and then I said yes.”

20

“Oh, well, I can’t really make decisions by
myself, so I guess it’s easier when they,
uh, push you towards one side.”” ID 19

“As far as I was made aware... the
doctor had told me that the trial
chemical... is suspected to be less
harmful to patients but at the same
time, they were also attempting to
measure whether or not it was as
effective as the standard treatment.”
ID 18
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TABLE 3. (CONTINUED)

Theme

Subtheme

Barriers

Facilitators

Participant
relationships

Patient
determinants

Communication

Relationships
with providers
and care team

Expectations of
care team

Relationships
with parents,
family,
and friends

Motives

Attitudes

Cancer
experience

Outcomes

““I think it was a little confusing,

especially for me. I was kind
of, like, in and out of cons-,
consciousness and my dad
kind of just hearing that, oh
okay, clinical trials, or studies,
and then this is your treatment.
I think he kind of was a little
concerned about it as to, like,
maybe he thought that what
the medicine I was getting was
probably going to be tested, or
something like that, as far as
I don’t know how he thinks.”
ID 10

“That’s questionable, actually,

because I've never really
been, you know, in a hospital
room with me being the
patient and all. But, I’ve seen
like more worried faces...but
I feel safe here because they
say it’s the best hospital or
whatever.”” ID 04

“Yeah, that’s the thing that...

my dad handled... because he
couldn’t read English and
speak English very well, and
my mom wasn’t there. So I
think that’s more of the reason
why... I think he did ask a
couple questions but he was
still kind of uncomfortable
with the idea.”” ID 10

“TI’ve actually had, you know, a

little bit of doubt about
them...a lot of things go across
your mind... and I get sort of a
weird vibe out of it.”” ID 04

“Well, I just felt, um, sad.”

ID 12

“I was asked to participate by one of the
doctors who was in charge of my care,
and I think that this is pretty effective
because he’s already looking over me
and other reasons, so I think it was
handled well.”” ID 20

“Everybody’s been pretty good though.
Yeabh, like explaining and being...nice
and they know how to explain
everything, questions” ID 14

...In regards to doctors, I think they feel
an obligation towards attempting to
improve the medical field... And I think
that’s why...they are very hoping that
patients...would sign onto that, but at the
same time, they understand...when a
patient would say no.” ID 18

... They talked to my parents in a different
room than me, mainly because I’'m, you
know, I’ve only been here for a week and
my first day being here they had to, like,
pull my parents aside and then come
back inside and tell me.” ID 04

“I decided to participate cause I think it would
help the researchers and also the people find
a cure, or try to find a cure” ID 12

I generally don’t see them as anything but
good...they’re not really invasive. They
contribute to more of an understanding of
what you’re fighting. So, I don’t really
see any downsides to them.”” ID 15

“[At] the age of 16 and someone tells you,
oh guess what, you might die if you don’t
do this, it just pushes you forward and
makes you not want to give up, you
know.” ID 04

“They tell me everything’s just going to be
okay. This thing...is actually helping
you. And I know that it, and I know it’s
helping because the minute I got in this
place I looked dead inside. My skin was,
um, I don’t remember, pale a little. And
now, like, I’ve got some of my color
back. I feel more energetic. ID 04
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decision-making included CCTs that were more convenient
and less burdensome, positive relationship with their pro-
vider (e.g., trusting, open lines of communication, relaxed
approach), the role of parents (e.g., ultimate decision makers,
help patient with logistical needs, ask questions), and the role
of the larger family (e.g., support system, any first-hand or
relevant experience). For example, a 17-year-old non-
Hispanic white male said, “‘I chose to participate in the ones
that did [not] seem like too much because I was already stuck
at the hospital all day long... It was pretty easy for me to say
yes to the couple I did” (ID 02, interviewed more than
60 days following diagnosis).

Specific knowledge and comprehension of their CCT also
served as facilitators, in addition to a barrier as described
above. Some participants in a CCT were able to recall the
purpose of the study, their randomization assignment, and the
drug names. Despite reporting comprehension of the study as
a facilitator to enrollment, participants were unable to recall
specific details of their CCT. Some participants recalled
specific details of ancillary/nontherapeutic or supportive care
studies, which they confused as their CCT. For example, a
20-year-old non-Hispanic white female tried to describe her
CCT, but instead recalled her supportive care study, saying,
““[1t] was going to be an MRI scan and that’s all l remember’’;
and when asked about whether she remembered details of the
treatment study, the same participant said, “No”” (ID 14,
interviewed within 60 days following diagnosis).

Indeed, eight of the nine participants in this study were
enrolled on a CCT and could not recall specific details of that
CCT, although they reported details specific to one or more
ancillary/nontherapeutic or supportive care studies in which
they were also enrolled. An 18-year-old non-Hispanic white
transgender female indicated, ‘“None of the trials that I'm
a part of really have any risk of adverse effects” (ID 15,
interviewed within 60 days following diagnosis), while a
19-year-old non-Hispanic white male said, ‘“Something bad
would happen if I didn’t participate,”” in response to being
asked if there were any possible side effects (ID 20, inter-
viewed within 60 days following diagnosis).

Connecting subthemes. Frequent connecting subthemes
for informing participation included decision-making, com-
prehension, and external influence. Decision-making was
frequently cited as a connecting subtheme to communication,
patient autonomy, and comprehension and influenced how
a patient made their decision to enroll in a CCT. Compre-
hension of specific details regarding the CT was closely
connected to communication and patient autononty. Several
participants cited being given too much information at one
time regarding their diagnosis, treatment, and CCT options.
One participant mentioned, “‘It can be really overwhelming
for people to hear and have to consent, and all of these things
within the first few days of a diagnosis, which was somewhat
of my experience’” (ID 15, interviewed within 60 days fol-
lowing diagnosis).

Participant relationships. The participant relationships
theme refers to important individuals in the cancer care
experience and how information is conveyed to or from those
individuals. Important subthemes were communication and
the relationship with their care team.
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Barriers. Poor communication with the care team was
frequently cited as a barrier leading to a lack of understand-
ing. When asked about their recollection of CCT discussions,
one participant said, ‘“You guys give too much information’’
(ID 14, interviewed within 60 days following diagnosis).
Relationship with the care team resulted in barriers to CCT
enrollment, including clinician demeanor and not seeing their
care team members frequently.

Facilitators. First, effective communication between
the patient and their care team served as a facilitator by
increasing transparency, improving the ability to ask ques-
tions, and allowing for recommendations to be made by
the patient. Some participants suggested separating the
CCT discussions from initial diagnosis/treatment and having
ongoing conversations with the care team to foster commu-
nication and strengthen the relationship.

Second, facilitators to building a relationship with their
care team included frequent communication, trust in their
care team, knowledge of their expertise, and feeling safe.
A participant explained that they were *...Informed of the
differences between the trial and the standard treatment...
and knowing that, I willingly signed onto the trial”’ (ID 18,
interviewed within 60 days following diagnosis). External
influence was another connection closely tied to communi-
cation, feelings of obligation, expectations of the care team,
and the role of family and friends. One non-Hispanic white
male who was 17 indicated it is easier to make decisions
when your family ‘‘pushes you towards one side”” (ID 19,
interviewed within 60 days following diagnosis).

However, a 20-year-old Hispanic female stated that
because she appears young and is treated at a children’s
hospital, staff assume she is not able to make her own deci-
sions and discuss them with her parent first (ID 10, inter-
viewed more than 60 days following diagnosis). Another
participant, a 20-year-old non-Hispanic white female, explai-
ned that her parents are not amenable to medicine and med-
ical decision-making and immediately told her she could not
participate in the CCT, despite the patient having done her
own research about the CCT and expressing interest (ID 14,
interviewed within 60 days following diagnosis).

Connecting subthemes. Within the Participant Relation-
ships theme, the subtheme of communication was connected
to parents making the ultimate decision, decision-making
process, timing, comprehension, and external influences. One
participant remembered, ‘‘[My providers] talked to my par-
ents in a different room than me, mainly because I’ve only
been here for a week and my first day being here they had
to, like, pull my parents aside and then come back inside
and tell me” (ID 04, interviewed within 60 days following
diagnosis).

Patient determinants. The patient determinants theme
refers to how the participant understands the intentions of
others, and overall thoughts regarding the cancer care journey
and CCT participation. This included subthemes of motives,
attitudes, the cancer experience, and outcomes of CCT
participation.

Barriers. Participants described the subtheme of motives
of different parties as a barrier to CCT enrollment. Motives
were related to attitudes, including negative feelings. One
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participant said, “‘I get sort of a weird vibe out of it,”” and
acknowledged his limited understanding (ID 04, interviewed
within 60 days following diagnosis). Barriers stemming from
the cancer experience included negative attitudes leading to
negative feelings (e.g., inability to trust their provider or care
team, leading to doubt or fear) and the needs of others. For
example, a participant indicated that if a new type of treat-
ment was adopted too quickly after a CCT and “‘Immediately
replaced the standard [of care] and there’s something that
hasn’t been [studied] enough, there could potentially be side
effects that were [unexpected]... and that could have severe
implications [for future patients]”’ (ID 18, interviewed within
60 days following diagnosis).

Facilitators. For facilitators of CCT uptake, subthemes
included motives of the patient (e.g., incentives, the belief
that something negative would happen if they did not par-
ticipate) or provider (e.g., desire to advance medicine,
improve survival for future patients) and general artitudes of
helping to improve care or treatment were discussed. For
example, one participant indicated that she enrolled in the
CCT because she “wanted to make it easier for others...
seeing the younger children around here makes me feel
sympathetic I guess, and I would rather they have a less
painful experience while they try to get through this, so
I would willingly sign onto that, so that, you know, the
medicine could improve’ (ID 18, interviewed within 60 days
following diagnosis).

Another participant explained that, “You get [an incen-
tive] out of it if you join,”” in reference to receiving a Fitbit for
participating in a physical activity study (ID 19, interviewed
within 60 days following diagnosis). Facilitators of positive
outcomes of CCT participation were positive attitudes related
to helping others (altruism). Specifically, the ability to help
improve treatment for others, the importance of racial and
ethnic diversity and representativeness in CCTs, and the
belief that more people should participate in CCTs, if they are
not too burdensome. One participant indicated, ‘I generally
don’t see [CCTs] as anything but good...they’re not really
invasive, they contribute to more of an understanding of what
you’re fighting. So, I don’t really see any downsides to them’
(ID 15, interviewed within 60 days following diagnosis).

Connecting subthemes. In the theme of Patient Determi-
nants, notable connections included those subthemes of
understanding and attitudes regarding CCT. Attitudes were
also closely connected to motives, the cancer experience,
external influences, and neutral feelings toward CCTs. The
overall cancer experience and outcomes were considered
Patient Determinants, both of which included barriers and
facilitators to CCT uptake.

Discussion

We identified four major themes with addressable facili-
tators and barriers that play a role in younger AY A decision-
making about CCT participation. Although previous studies
indicate that patient-level barriers contribute substantially to
AYA nonparticipation, few have explored them directly. In
a recent systematic review of barriers and facilitators to
AYA CCT enrollment, only 3 of 13 studies involved patient
interviews, with a fourth recently published.”'? In contrast
to those, our study provides new information derived from
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younger, more ethnically diverse AYAs interviewed soon
after diagnosis and concurrently enrolled on ancillary studies
beyond disease-focused CCTs. This approach helps ensure
our results are generalizable and reflect the experience of
newly diagnosed patients. Overall, our results highlight the
need for better approaches to inform, involve, and support
young AYAs in meaningful decision-making about partici-
pating in CCTs and related studies.

Some of the most prominent findings in our study involve
the related themes of Initial Consent and Informing Partici-
pation. Specifically, these include the deleterious effects of
“information overload’ intertwined with emotional distress
caused when providers discuss CCT options along with the
new diagnosis of cancer. This finding likely reflects the
early time point of our interviews and generally aligns with
other studies among AYAs and providers in the United
States and United Kingdom.'"'>"3! To overcome these
barriers, our participants endorse involving the AYA pati-
ent in the decision-making process, promoting their auton-
omy, and allowing more time to process information and
emotions.’

At the same time, AYAs express mixed preferences
about their involvement in CCT decision-making. Some
prefer to leave decisions to their caregivers or health care
professionals, while others prefer a more active role and
feel their engagement is minimal, even when caregivers
view the AYAs role as substantial.'®**** These unique fea-
tures of AYA CCT participation were voiced in our study,
along with frustration when CCT discussions occurred with
parents before or apart from the AYA.

In addition, our study found that participants frequently
conflated the CCT with other supportive care or biology
studies for which they were offered enrollment. One previous
study has reported such “‘study confusion” and underscores
the difficulties some AY As experience in rapidly assimilating
large amounts of information.** Although “study confusion”
may not have served as a barrier to CCT enrollment here, it
probably reflects the overall suboptimal knowledge AYAs
have about informed consent and the CCT. Having a poor
understanding of what CCTs mean was identified as a bar-
rier for AYA enrollment in one previous study.'” There is a
need for research assessing the accuracy of AYAs’ spe-
cific knowledge about CCTs on which they enroll, includ-
ing risk for side effects, as well as the impact of having
multiple study opportunities presented all at once, as com-
monly done.

Participant relationships emphasized the importance of
communication, patient’s relationship with their care team,
expectations of the care team, and relationships with parents,
family, and friends, which have been substantiated in prior
studies among AYAs. Indeed, poor communication and
parental preference have been reported as barriers, while
improving patient-provider relationships and building trust
may help act as facilitators to CCT uptake.”"'****> Further-
more, it has been shown that AYAs who do not have the
support of family and their health system during the enroll-
ment process can act as a barrier to CCT uptake.'?

In regard to Patient Determinants, participants in this study
and others have described how misinformation or miscon-
ceptions about CCTs can act as a barrier.'*'*** Previous
studies have also described the importance of potential ben-
efits of participating for the patient, including improved
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disease control, a desire to be altruistic to fellow survivors,
and the benefit of helping to advance science.'® 32?3 AYAs
reported positive outcomes of CCT participation due to
altruism (helping to improve treatment for others), the
importance of racial and ethnic diversity and representa-
tiveness in CCTs, and the belief that more people should
participate in CCTs (if they are not too burdensome). The
findings among other studies regarding facilitators, barriers,
and resulting recommendations underscore the importance
of a patient- and family-centered, individualized approach
regarding the CCT decision-making process, comprehen-
sion, external influences, and specific knowledge regarding
CCTs.

Strengths of this study include the use of in-depth inter-
viewing to obtain a detailed understanding of knowledge,

perceptions, motivations, and emotions of AYAs soon after
diagnosis."> Compared with similar studies where AYAs
were interviewed 1-12 years post-treatment, our sample was
ethnically more diverse, younger, and generally interviewed
within weeks of diagnosis (median of 42 days), features that
reduce recall bias and increase generalizability.'®'? Three of
our participants were not able to be interviewed until after
60 days and it is possible their recollection of specific details
and impressions was less complete than it would have been
otherwise.

Nonetheless, their timing was still substantially earlier
than most previous studies and their clinical characteristics
and perspectives were similar to participants interviewed at
earlier time points. It should be noted that, although our eli-
gibility criteria required participants to be English speaking,

TABLE 4. RECOMMENDATIONS FOR ADDRESSING BARRIERS AND INCORPORATING FACILITATORS
IDENTIFIED IN THEMATIC ANALYSIS

Theme Barriers

Facilitators

Combined recommendations

Initial consent e Information overload

Feeling overwhelmed

o Infantilization by
staff

Informing e Not empowered to
participation ask questions
e Perceiving that
parents make the
decision anyway
e Poor comprehension
of the CCT

Participant e Poor communication
relationships with team
e Negative clinician
demeanor
e Not seeing providers
frequently enough

Patient e Feeling
determinants uncomfortable or
distrustful about
CCTs in general
e Inability to trust
provider leading to
doubt or fear

Understanding CCT
participation necessary for
treatment planning
Viewing CCT as an
opportunity

Positive relationship with
providers (trust, open lines
of communication, relaxed
approach)

Parental support (help with
logistical needs, assistance
in asking questions)
Understanding purpose and
details of the CCT
Distinguishing between
CCT and ancillary studies

Transparency
Encouragement of
questions

Separate CCT presentation
from initial diagnosis
discussion

Frequent communication
with team

Trust in care team
Feeling safe and cared for
by team

Support of family and
friends

Perceived direct benefit
from CCT

Favorable attitude toward
improving cancer care and
helping future patients
Belief in improving racial
and ethnic diversity in
CCTs

Material incentives for
participating

Allow a few days to buffer impact of new
diagnosis before requiring decision on
CCT, if clinically feasible and appropriate
Deliver medical information in two or
more shorter conversations

Provide supplemental handouts about the

Clearly delineate CCT from other studies
that must be presented shortly after
diagnosis

Delay presentation of ancillary studies after
first week after CCT decision, if feasible
Direct CCT conversations primarily toward
AYA

Avoid circumventing AYA through
parental discussions

Recruit parents to be allies in encouraging
AYA to ask questions, express values and
preferences, and play decision-making role
for CCT and care

Encourage all bedside care providers to
build AYA autonomy

Over time, build institutional culture of
empowering AYAs in all aspects of
decision-making

Develop provider communication skills
that build rapport with AYAs

Utilize open communication style with
AYA that encourages questions and dialog

Be forthcoming with information to AYA
Answer AYA’s questions directly

Convey sense of hope and encouragement
to AYA

Visit inpatient AYAs liberally and
informally, perhaps outside of formal
rounds if feasible

Engage parent/guardian, siblings, and peers
in degree and manner desired by AYA
Endorse CCT as potential avenue for
altruism toward future AYAs through
research, if appropriate

AYA, adolescent and young adult.
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this should not have biased our sample as virtually all His-
panic children and adolescents at our center have English
fluency from the time they enter elementary school. As non-
English speakers were not eligible, our results may not be
representative of those populations.

Limitations of this study include relatively few disease-
focused CCTs being available at the time of this study,
resulting in a smaller, less heterogeneous pool of potential
participants than anticipated. Nevertheless, there was suffi-
cient redundancy within participant responses and themes to
ensure data saturation was achieved. A related limitation is
that the therapeutic CCT on which most participants were
enrolled was a frontline ALL study where randomization
was delayed until after the first month of induction therapy,
which could have led to participants having fewer strong
impressions about CCTs than if they had undergone up-front
randomization.

On the other hand, a high proportion of participants also
enrolled in biology, registry, quality—of-life, supportive care,
and/or treatment adherence studies. Although views about
ancillary studies were not elucidated fully, they are reflected
in our results. Finally, this study was conducted at a single,
large quaternary care children’s hospital in a densely popu-
lated urban setting. Due to potential differences in baseline
AYA perspectives and how AYAs are approached for
research participation, this could possibly impact the gener-
alizability of our results.

Pragmatic recommendations arising from our four major
themes are summarized in Table 4. The first group of rec-
ommendations would improve the initial consenting pro-
cess by separating discussion of a new diagnosis from the
CCT, delivering technical information more effectively,
and delaying presentation of ancillary studies, if possible.
The second group would expand the AYA’s decisional role
through more direct communication, by promoting mean-
ingful involvement, and by building autonomy. The third
group would enhance communication with AYAs in ways
that deliver information and also build trust. A final recom-
mendation involves supporting, where appropriate and with
honesty and integrity, AYAs who may be inclined by altru-
ism to participate in CCTs, as many are. Future research
should be focused on developing decision aids and tai-
lored interventions that will improve meaningful AYA
decision-making regarding participation in CCTs and related
studies.
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