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ABSTRACT

Context:

Adolescents and young adults with cancer (AYA) have limited involvement in treatment
decision-making, do not fully understand cancer treatments (including clinical trials), and
are vulnerable to acute distress undermining their decision processes at diagnosis. Research
on how to increase involvement of AYA in treatment decision-making may be critical for
addressing observed disparities in AY A enrollment in clinical trials and cancer outcomes,
but few empirical studies have examined decision process or addressed AY A engagement in
the cancer treatment decision.

Objectives:
Specific aims of the proposed study are to establish DECIDES acceptability, usability, and

feasibility, evaluate preliminary efficacy for improved decision-making processes, and
identify implementation strategies for future dissemination.

Study Design:
This study will use mixed methods in a hybrid design to evaluate a web-based decision

support intervention (DECIDES = AY A Deciding about Enrolling on a Clinical Intervention
Trial: Decision Aid for Education and Support) to increase involvement and improve
decision-making processes for AY A, their caregiver(s), and oncology health care providers.

Setting/Participants:

We expect to enroll up to 65 family units in order to produce 50 evaluable family units,
consisting of AYA (ages 15-24 years that are within six weeks of receipt of a new or
relapsed leukemia/lymphoma, solid tumor, or brain tumor diagnosis at the Children’s
Hospital of Philadelphia) and their caregiver(s) (primary and secondary, if applicable) that
are randomized to participate in Usual care (n=10 family units), DECIDES (n=20 family
units), or DECIDES + coach (n=20 family units). AYA that are 18 and older may participate
alone, without a caregiver. Approximately 25 oncology health care providers that participate
in decision-making about cancer treatment with enrolled AYA and caregiver(s) will be
invited to participate in this study.

Study Interventions and Measures:

DECIDES is a developmentally appropriate engaging and interactive web-based decision
aid that has been designed to addresses health literacy and includes components to increase
knowledge of cancer and cancer treatments (including clinical trials), address attitudes to
cancer treatments (including clinical trials) and weigh perceived barriers and benefits of
standard treatment or a cancer clinical trial relative to values. We will evaluate indicators of
acceptability and feasibility, as well as barriers and facilitators to implementation, and
compare decision-making involvement, shared decision-making, and decision processes for
AYA, caregiver(s), and oncology health care providers.
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1 BACKGROUND INFORMATION AND RATIONALE

Approximately 21,400 adolescents and young adults (AYA) ages 15 to 29 years were
diagnosed with cancer in 2000, which is nearly 3 times that of patients diagnosed in the first
15 years of life.”” Contrary to younger age groups, 5-year survival and mortality reduction
rates for AYA with cancer have remained stagnant. 7*!°) Reasons for this disparity are
multi-factorial and include reduced participation in therapeutic clinical trials, which may
reduce direct medical benefits and hinder treatment advances.!%!? The National Cancer
Institute has advanced initiatives to increase AYA’s access to cancer clinical trials, but
emerging evidence indicates that AYA do not experience shared decision-making®® and are
less likely to enroll when offered a clinical trial.(!>D

AYA Development and Medical Decision-Making. The American Academy of Pediatrics
provides that children be involved in medical decision-making to the extent that they are
capable.’® Children as young as age nine may have the cognitive capacity to assent (i.e.,
engage in the decision-making process for clinical trials about participation); "*%9 however,
factors other than age contribute to competence in medical decision-making.®! Optimal
AYA decision-making includes the ability to set adaptive goals, work on more than one goal
at a time, and overcome obstacles that might arise while evaluating options.®? AYA
decision-making abilities may be similar to that of adults when they are properly educated
about the diagnosis and provided information about treatment options; ®%% although, the
way in which participation is framed must be appropriate to cognitive capacity and level of
maturity.®*85 In these circumstances, even younger AYA can manifest fundamental
abilities needed for informed decision-making about medical treatments, such as the ability
to weigh future consequences of their decisions, and the cognitive maturity to make such
decisions based on their experience with cancer, personal values as emerging adults, and
their acceptance of the possibility of death.®®

AYA involvement in clinical trial decisions is important but limited. Our research found
that AYA involvement in clinical trial decision-making at diagnosis was more limited than
preferred;! a recent review of the literature echoes this finding.*® Highlighting the critical
importance of improving decision-making processes in addressing AY A clinical trial
enrollment, and consistent with other studies,***" AYA described presentation of
information as ineffective in promoting understanding of treatment options, and caregivers
and providers were challenged to maintain AY A engagement in treatment planning.
Involvement in medical decision-making may have positive effects on AY A adaptatio
but understanding of complex AYA clinical trial decision-making processes is only
emerging.?>?®) While most AYA have capacity,®? shared decision-making with caregivers
and providers varies.?>?- 3D Snethen and colleagues®? described developmental patterns of
parent-child research decision-making,®" and Whitney and colleagues®? outlined a
decisional priority model in which characteristics of cancer clinical trial decisions interact
with potential for cure to inform AY A involvement.

n, (2527

Unique aspects of AYA decision-making about cancer clinical trials. Newly diagnosed
AYA and their caregivers are given extensive, complicated information on diagnosis,
treatment, and clinical trials in context of intense emotions at diagnosis and short time
allotted for decision-making.®**% Relapse initiates new worries and distress. Thus,
deficiencies in understanding are prevalent among parents who enroll their child on a cancer




clinical trial,®>3® and adolescents and parents need support to distinguish clinical trials from
standard treatment.*373% Youth with cancer and their parents are motivated to participate
in research;***? yet, AY A note enrollment barriers of fear of toxicity, preference for
standard treatment, and lack of family support.*#

Decision interventions may support AYA involvement in cancer treatment decisions.
AYA and their primary caregivers may benefit from the promise of decision support tools
that increase understanding of cancer and cancer treatments, and clarify values vis-a-vis
clinical trial enrollment.?>*> Decision interventions, primarily designed to support shared
(patient, caregiver, and health care provider) decision-making for decisions of equipoise,
provide a framework for decision-making regarding cancer clinical trial enrollment.#346)
Further, increased decision satisfaction and self-efficacy and decreased decision conflict and
regret result from decisions that align with values. (4743

Development and evaluation of interventions to improve decision-making for AYA and
their families is critical.*>->" The proposed study is highly innovative, as it is the first in
the United States to use “best practice” mixed methods to test a rigorously developed
decision support intervention for AYA and their primary caregivers®®? in the context of real
time (versus hypothetical or retrospective) cancer treatment decision-making.**> Findings
from a recent Australian-based pilot study assessing a parent and adolescent cancer clinical
trial decision aid (retrospective to the actual decision) indicate benefit and relevance, but
further evaluation is needed to assess the impact on families making an active treatment
decision including whether to enroll in a clinical trial.*>

1.1 Relevant Literature and Data

Data from our series of mixed method studies examining pediatric clinical trial decision-
making informed DECIDES development and the proposed measurement strategy, study
design, and value clarification exercise.!-**5%

1.1.1 Pediatric Research Participation Questionnaire (PRPQ-AYA)

This study capitalizes on our federally-funded measure, the Pediatric Research Participation
Questionnaire, modified to assess attitudes to cancer clinical trials for AYA and their
caregivers.!**5% Results support a 4-factor structure, and reliability and validity, for
caregivers (direct benefit, mistrust, trust in the health care team and safety of research, and
opportunity cost) and AYA (mistrust/no perceived benefit, safety of research/perceived
benefit, direct benefits/practical considerations; altruism, access to treatments, and practical
issues, and social support for research participation). Perceived barriers and benefits are
particularly relevant to AY A clinical trial decision-making and inform the DECIDES value
clarification exercise.

1.1.2 AYA Cancer Clinical Trial Decision-Making

We evaluated AY A with cancer, primary caregiver, and oncology provider Phase III clinical
trial decision-making experiences.("’ From content analysis, AYA perceived that they had no
role (38.4%) or a minor role (30.8%) in the clinical trial enrollment decision; they conveyed
a sense of resignation because they viewed themselves as relying on their parents to make
treatment decisions at diagnosis. Caregivers and providers felt challenged to include AYA in
the treatment decision-making process at diagnosis, and providers noted uncertainty in how




to provide balanced information about treatment options and minimize coercion. AY A and
caregivers who refused a Phase III clinical trial cited prolonged treatment with limited
benefit, but many AYA and caregivers did not accurately remember whether the cancer
treatment had been standard of care or on a clinical trial.

1.1.3 DECIDES Development

In collaboration with our stakeholders, and using The NCI Health Communication Model,*”
we followed the Informed Medical Decisions Foundation procedures“® to develop
DECIDES. First, we outlined content in storyboard format based on: 1) Health Belief Model
and Theory of Reasoned Behavior;?? 2) review of the literature on AYA with cancer; 3)
results of our studies of AYA decision-making and the PRPQ measure of perceived benefits
and barriers to clinical trial enrollment; %% (4) stakeholder input from our hospital’s
AYA Patient Steering Committee, their primary caregivers, and a Scientific Advisory
Committee; (5) recent AYA decision support for AYA recommendations;'® and (6)
decision aid development guidelines and decision support research in adult oncology.*

) DECIDES is web-based with multi-model, graphically interesting content written for low
health literacy. Content includes information to increase knowledge of cancer, treatment,
and clinical trials, fact or fiction to address attitudes about cancer treatment and clinical
trials, a value clarification exercise to consider goals for life vis-a-vis goals for treatment,
and resources to increase knowledge and improve decision processes. Results of the value
clarification exercise, and perceived treatment barriers and benefits, are emailed to the
provider. The last step in DECIDES development entailed revision of the website
components in an iterative process based on feedback from scientific experts and
stakeholders.

1.2 Compliance Statement

This study will be conducted in full accordance all applicable Children’s Hospital of
Philadelphia Research Policies and Procedures and all applicable Federal and state laws and
regulations including 45 CFR 46. All episodes of noncompliance will be documented.

The investigators will perform the study in accordance with this protocol, will obtain
consent and assent, and will report unanticipated problems involving risks to subjects or
others in accordance with The Children’s Hospital of Philadelphia IRB Policies and
Procedures and all federal requirements. Collection, recording, and reporting of data will be
accurate and will ensure the privacy, health, and welfare of research subjects during and
after the study.

2 STUDY OBJECTIVES
2.1 Primary Objective (or Aim)

The primary objective of this study is to assess the acceptability and feasibility of DECIDES
using mixed methods and use results to inform implementation strategies for future
dissemination.

Hyp 1a. Based on AYA, caregiver(s), and oncology health care provider ratings, and usage
analytics, DECIDES will be acceptable and feasible during treatment decision-making
within 6 weeks of diagnosis.




Hyp 1b. Qualitative interviews with AY A and caregiver(s) (randomized to DECIDES and
DECIDES + coach) and oncology health care providers will confirm acceptability and
feasibility ratings and provide specific information regarding timing, utility,
barriers/facilitators, ease of use, and modifications to DECIDES for future implementation.

Hyp 1c¢ (exploratory). DECIDES + coach will be rated more usable than DECIDES alone.
2.2 Secondary Objectives (or Aim)

The secondary objective is to evaluate preliminary efficacy of DECIDES using a
randomized trial.

Hyp 2a. AYA randomized to DECIDES and DECIDES + coach will report greater
involvement in and shared decision-making than AY A assigned to Usual Care.

Hyp 2b. AYA and caregiver(s) randomized to DECIDES and DECIDES + coach will report
more positive decision-making processes (greater knowledge of their cancer and clinical
trials, more balanced attitudes toward clinical trials, and more decision certainty, satisfaction
and self-efficacy) compared with those assigned to Usual Care.

Hyp 2c¢. For DECIDES and DECIDES + coach participants who are offered enrollment on a
clinical trial, the enrollment decision (yes/no) will align with AYA values.

3 INVESTIGATIONAL PLAN
3.1 General Schema of Study Design

This is a 3-arm, mixed methods, hybrid design trial. We expect to enroll up to 65 family
units to produce at least 50 evaluable family units that are randomized to participate in one
of the following intervention groups:

e Usual Care (n=10)
e DECIDES (n=20)
e DECIDES + coach (n=20)

3.1.1 Participant Identification

Oncology health care providers and the psychosocial services team in the Division of
Oncology at the Children’s Hospital of Philadelphia will assist in the identification of AYA
patients with newly diagnosed or relapsed leukemia/lymphoma, solid tumors, or brain
tumors who are within six weeks of diagnosis/relapse. Potentially eligible AY A patients will
be referred to the DECIDES study team to assess eligibility criteria. If applicable, eligible
AYA and their caregiver(s) will be contacted for enrollment. Oncology health care providers
of enrolled AYA and caregiver(s) will also be invited to enroll in the study.

3.1.2 Intervention Groups

Family units of AYA and caregiver(s) are randomized (after the completion of baseline
assessment) to participate in Usual Care (access to oncology health care providers for
information and education), DECIDES (usual care plus independent access to website), or
DECIDES + coach (usual care plus coach-supported access to website).




Oncology health care providers that enroll in the study are not randomized to participate in
the intervention.

3.1.3 Assessment Time Points

All AYA and caregiver(s) that enroll to participate in the study will complete an electronic
baseline assessment at time of enrollment (prior to randomization) and again at post-
intervention (i.e., approximately six-weeks after date of randomization). Additionally, AYA
and caregiver(s) randomized to DECIDES or DECIDES + coach will also complete an audio
or video-recorded semi-structured qualitative interview with a member of the study team via
Microsoft Teams after the post-intervention assessment.

Oncology health care providers of enrolled AY A and caregiver(s) will be invited to preview
the DECIDES website, participate in an electronic rating scale and complete an audio-
recorded semi-structured qualitative interview with a member of the study team via
Microsoft Teams.

3.2 Study Duration, Enroliment and Number of Sites

3.2.1 Duration of Study Participation

Study participation is expected to last approximately two months for AYA and caregiver(s),
beginning at the time of consent.

Study participation is expected to last approximately 30-45 minutes for oncology health care
providers, beginning at the time of consent.

3.2.2 Total Number of Study Sites/Total Number of Subjects Projected

This study will be conducted at the Children’s Hospital of Philadelphia and will enroll up to
65 family units of (1) AYA alone [> 18 years old], (2) Dyads [AYA ages 15-24 years old +
Primary Caregiver], or (3) Triads [AY A ages 15-24 years old + Primary Caregiver + Second
Caregiver]. We expect to produce at least 50 evaluable family units.

We will approach all oncology health care providers of enrolled AY A and caregiver(s) for
participation in the study and expect to enroll approximately 25 of them. Oncology health
care providers that have multiple AY A/caregiver(s) enrolled will only be asked to
participate once in the study procedures.

3.3 Study Population
The study will include:

e AYA (ages 15-24 years) newly diagnosed or relapsed with cancer that are receiving
treatment for a leukemia/lymphoma, solid tumor, or brain tumor in the Division of
Oncology of the Children’s Hospital of Philadelphia, and their caregiver(s) (primary
and secondary, if applicable). AY A that are 18 and older may participate without a
caregiver.

e Oncology health care providers that participate in decision-making about cancer
treatment with enrolled AY A and caregiver(s).




3.3.1 Inclusion Criteria
AYA

1) Ages 15-24 years old.

2) Newly diagnosed or relapsed with a leukemia/lymphoma, solid tumor, or brain tumor
within six weeks of study enrollment.

3) Ability to read and speak English.
4) If <18 Years Old: Parental/guardian permission to participate (informed consent).

CAREGIVER

1) Parent or Legal Guardian of a participating AYA.
2) Ability to read and speak English.
ONCOLOGY HEALTH CARE PROVIDER

1) Oncology health care provider involved in decision-making about cancer treatment with
enrolled AYA patients and caregiver(s).

2) Ability to read and speak English.

3.3.2 Exclusion Criteria
AYA

1) Inability to read or speak English.

2) Pre-existing cognitive deficits (based on provider assessment) that result in impaired
reading or decision-making capacity (i.e., developmental disability).

3) AYA patient is a ward of the state or any other agency, institution, or entity.
4) If<18 Years Old: No Parental/Guardian permission to participate (informed consent).

CAREGIVER

1) Foster parent or child advocate (i.e., caregiver is not biological parent or legal guardian).
2) Inability to read or speak English.
ONCOLOGY HEALTH CARE PROVIDER

1) Oncology health care provider that is not involved in decision-making about cancer
treatment with enrolled AY A patients and caregiver(s).

2) Inability to read or speak English.




Subjects that do not meet all of the enrollment criteria may not be enrolled. Any violations
of these criteria must be reported in accordance with IRB Policies and Procedures.

4 STUDY PROCEDURES
4.1 AYA and Caregiver(s)

4.1.1 Participant Identification

Health care providers and the psychosocial services team in the Division of Oncology at the
Children’s Hospital of Philadelphia will assist in the identification of potentially eligible
patients newly diagnosed with leukemia/lymphoma, solid tumor, or brain tumor during
weekly team meetings. Potentially eligible AY A patients will be referred to the DECIDES
study team. If AY A and caregiver(s) meet all eligibility criteria, they will be invited to
participate in the study. Informed consent/assent for participation will be obtained by phone
or in-person during an outpatient oncology clinic visit or inpatient hospital stay.

4.1.2 Baseline Assessment (T1)

After providing informed consent/assent to participate in the study, AYA and caregiver(s)
will complete an electronic baseline assessment via REDCap. The assessment will be
completed either in-person on an iPad during an outpatient oncology clinic visit or inpatient
hospital stay, or a link to the REDCap assessment will be emailed to participants to
complete remotely (if needed).

4.1.3 Assignment to Intervention Group

Following completion of the baseline assessment, AYA and caregiver(s) will be randomly
assigned to participate in one of the following conditions:

Usual Care

AYA and caregiver(s) assigned to participate in the Usual Care group will have access to
their oncology health care providers and other members of the health care team for questions
related to cancer and cancer treatment (as per usual).

DECIDES

In addition to usual care, AY A and caregiver(s) assigned to participate in the DECIDES
group will receive a flyer that includes goals of the decision support intervention and
instructions for accessing the DECIDES website. AY A and caregiver(s) will receive a text
message reminder to review DECIDES, and the oncology health care provider will be
informed of enrollment and the value clarification exercise results.

DECIDES + coach

In addition to usual care, AYA and caregiver(s) assigned to participate in the DECIDES +
coach group will work with a coach (clinical research coordinator for this study) to review
the DECIDES website in-person. The coach will guide the value clarification exercise with
AYA and caregiver(s) separately and together. AY A and caregiver(s) will receive a text
message reminder to review DECIDES, and the oncology provider will be informed of
enrollment and the value clarification exercise results.




4.1.4 Post-Intervention Assessment (T2)

All AY A and caregiver(s) (assigned to Usual Care, DECIDES, or DECIDES + coach) will
complete an electronic post-intervention assessment via REDCap. The assessment will be
completed either in-person on an iPad during an outpatient oncology clinic visit or inpatient
hospital stay, or a link to the REDCap assessment will be emailed to participants to
complete remotely (if needed).

4.1.5 Semi-Structured Qualitative Interview (T3)

AYA and caregiver(s) (assigned to DECIDES or DECIDES + coach) will complete an audio
or video-recorded semi-structured interview remotely via Microsoft Teams with a member
of the study team.

4.2 Oncology Health Care Providers

4.2.1 Electronic Rating Scales

Oncology health care providers of enrolled AY A and caregiver(s) will preview the
DECIDES website and complete the Systems Usability Scale (SUS) %7V, This will be
emailed to them to complete remotely or can be administered remotely by a member of the
study team during the semi-structured qualitative interview.

4.2.2 Semi-Structured Qualitative Interview

Oncology health care providers of enrolled AYA and caregiver(s) will complete an audio or
video-recorded semi-structured interview remotely via Microsoft Teams with a member of
the study team.

4.3 Subject Completion/Withdrawal

Subjects may withdraw from the study at any time without prejudice to their care. The study
team will document whether or not each subject completes the study.

5 STUDY EVALUATIONS AND MEASUREMENTS
5.1 Electronic Health Record Review

Medical information will be abstracted from the AY A patients’ electronic health record
(EPIC) for the following purposes:

Enrollment Decision

Demographics

Diagnosis, date of diagnosis, age at diagnosis

Intensity and types of treatments received (Using the Intensity of Treatment Rating-III)

5.2 Self-Report Measures

Demographics: Variables will be collected based on AYA and caregiver(s) self-report and
review of the patients’ electronic health record. Demographic variables include age, gender,
race/ethnicity, education/work, health care, and family history.




Intensity of Treatment Rating Scale (ITR-3): The revised version of a reliable and valid
method for classifying pediatric oncology treatment protocols. This scale, completed by a
medical provider, categorizes the intensity of pediatric cancer treatment from least through
most intensive based on treatment modality and stage/risk level for the patient. ©?

Acceptability of the Decision Aid: A study-team developed measure used to obtain
acceptability ratings from AY A and caregiver(s) (assigned to DECIDES or DECIDES +
coach only). This measure is based on The Ottawa Hospital’s measure of acceptability
ratings regarding comprehensibility of components of a decision aid, its length, pace,
amount of information, balance in presentation of information about options, and overall
suitability for decision making. ©

Systems Usability Scale (SUS): This is a cost-effective, 10-item scale that is widely used to
obtain a reference score for participants’ view of a product’s usability. This scale includes
10 statements that are scored on a 5-point scale of strength of agreement. Final scores can
range from 0 to 100, in which higher scores indicate better usability. AYA and caregiver(s)
(assigned to DECIDES or DECIDES + coach only) and oncology health care providers will
complete this scale. ¢67!

Control Preferences: This scale assesses patient decision-making preferences and roles
(i.e., patient’s preferred role [baseline] versus the role they actually played in making a
treatment decision [post-intervention]). This scale has been adapted for use in this study to
assess caregiver decision-making preferences and roles, as well (i.e., caregiver’s preferred
role of patient [baseline] versus the role the patient actually played in making a treatment
decision [post-intervention]). Decision-making preferences and roles are evaluated using
three categories: 1) patient led, 2) shared, or 3) oncologist/caregiver led. 747>

Physician Decision Making Scale: A 5-item scale that measures physician involvement in
medical decision-making. Items are rated on a 3-point scale ranging from 1 (“Yes,
definitely”) to 3 (“No”). Higher scores reflect lower involvement in decision-making. (1%

Shared Decision-Making Questionnaire (SDM-Q-9): This is a brief, valid, and reliable 9-
item questionnaire that measures the degree to which patients are involved in the process of
decision-making (for preference-sensitive decisions, in which there are several treatment
options for a particular disease) from the perspective of the patient. The SDM-Q-Doc
(Physician Version) has been adapted for use in this study to measure the degree to which
patients are involved in the process of decision-making from the perspective of the
caregiver. Items are scored on a 6-point scale ranging from “completely disagree” (0) to

“completely agree” (5), and a total sum score is calculated (ranging in values between 0-45).
94

Adolescent and Young Adult Health Outcomes and Patient Experiences (AYA HOPE)
Survey: Information needs are assessed using thirteen items from the AYA HOPE study
survey. Participants indicate if they need more information on a range of topics related to
cancer medical care and support services. The response options (“I need some more
information” and “I need much more information” are collapsed and categorized as “unmet
information need”’; while the response options “I have enough information” and “Does not
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apply” are collapsed and categorized as “met information need”. Unmet information need
(count) is categorized as low (0-3), intermediate (4-8), or high (9-13. 677

Knowledge of Clinical Trials: This is a 25-item true/false rating assessment used to assess
participant understanding of clinical trials and informed consent processes. (¥

Pediatric Research Participation Questionnaire (PRPQ): The PRPQ is a 12-item
questionnaire for AYA (age 15-29) and caregivers (of AYA) about participation in a clinical
trial. Items are rated on a 5-point scale, ranging from “not at all” (1) to “extremely” (5). (%1

Decisional Conflict Scale: This is a valid and reliable 16-item scale, delivered in statement
format (Version A), that measures personal perceptions of: uncertainty in choosing options;
modifiable factors contributing to uncertainty (i.e., feeling uninformed, unclear about
personal values, and supported in decision making); and effective decision making (i.e.,
feeling the choice is informed, values-based, likely to be implemented, and expressing
satisfaction with the choice). Items are rated on a 5-point scale ranging from “strongly
agree” (0) to “strongly disagree” (4). Higher scores indicate higher decisional conflict.

Satisfaction with Decision Scale: This is a valid and reliable 6-item instrument that
measures patient satisfaction with a health care decision. The scale provides an efficient
measure to evaluate decision-assisting technologies or patient-provider interactions aimed at
involving patients in decision-making. Higher scores indicate higher satisfaction with the
decision that was made.

Decision Self-Efficacy Scale: This is a valid and reliable 11-item instrument that measures
self-confidence in one’s abilities in decision-making (including shared decision-making).
Items are rated on a 5-point scale, ranging from “not at all confident” (0) to “very confident”
(4). Higher scores indicate higher self-efficacy. ©¢7

Decision Regret Scale: This is a valid and reliable 5-item instrument that measures distress
or remorse after a (health care) decision. Items are rated on a 5-point scale, ranging from
strongly agree (1) to strongly disagree (5). Items 2 and 4 are reverse coded so that for each
item, a higher score will indicate more regret.

PROMIS Profile: 25, 29, and Parent-Proxy The PROMIS measures assesses physical
function mobility, depressive symptoms, fatigue, peer relationships, pain intensity, and pain
interference. The PROMIS Pediatric Profile (25 items) is intended for use with those under
age 18; the PROMIS Profile (29 items) is intended for use with those over age 18; and the
PROMIS-Parent Proxy Profile (25 items) is a parent-report measure. 63

Distress Thermometer: The Distress Thermometer is from the National Comprehensive
Cancer Network (NCCN) Practice Guidelines in Oncology for Distress Management. It is an
illustration (thermometer) used with patients to rate the number that best describes how
much distress they have been experiencing in the past week, ranging from “no distress” (0)
to “extreme distress” (10).

Affective Slider (AS): This is a digital self-reporting tool composed of two slider controls
for the quick assessment of arousal (top) and pleasure (bottom) on a continuous scale. The
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AS does not require written instructions. The scale is intentionally displayed using a neutral
chromatic palette to avoid bias in rating (due to emotional connotation of colors). ¢7

Affective Orientation (AO15): This is a valid and reliable 15-item measure used to assess
how people use feelings and emotions to guide their behavior. Items are rated on a 5-point
scale, ranging from strongly disagree (1) to strongly agree (5). Higher scores reflect greater
awareness of emotions. ¥

Developmental Task Questionnaire (DTQ): The adolescent version of the DTQ is a 9-
item self-report questionnaire that assesses adolescents’ perceived developmental status;
whereas the young adult version includes 8 items that assess developmental tasks for
emerging adulthood. Items are rated on a 3-point scale ranging from “not yet started” (1) to
“already developed” (3). Both adolescents and young adults are also asked to rank how
important it is for them to achieve each of the normative developmental tasks on a 3-point
scale, ranging from “not important” (1) to “very important” (3). #>?

Consideration of Future Consequences (CFC): This valid and reliable 12-item measure is
used to assess the extent to which people consider distant versus immediate consequences of
potential behaviors. Items are rated on a 5-point scale ranging from “extremely
uncharacteristic” (1) to “extremely characteristic” (5). The CFC is scored so that higher
numbers indicate a greater consideration of future consequences. ©%

Psychosocial Maturity Inventory (PMI): This is a 30-item self-report measure for AYA
used to evaluate developmental aspects of maturity (i.e., self-reliance, self-concept, and
work orientation). Items are rated on a 4-point scale, ranging from “agree strongly” (1) to
“disagree strongly” (4). ©

Emotion Regulation Questionnaire (ERQ): This is a valid and reliable 10-item measure
used to assess processes of emotion regulation (cognitive reappraisal and expressive
suppression). Items are rated on a 7-point scale ranging from “strongly disagree” (1) to
“strongly agree” (7). The average score of items in the cognitive reappraisal subscale is
calculated and the average score of items in the expressive suppression subscale is
calculated. Higher scores indicate the greater use of that particular emotion regulation
strategy, whereas lower scores indicate less frequent use.

Family Assessment Device (FAD): The Problem Solving subscale of the FAD includes 5
items that are rated on a 4-point scale ranging from “strongly agree” (1) to “strongly
disagree” (4), with higher scores indicating more problematic functioning. ®*

5.3 Semi-Structured Qualitative Interview

A semi-structured, qualitative interview guide designed by the study team for use with AYA
and caregiver(s) (assigned to DECIDES or DECIDES + coach), and oncology health care
providers. The purpose of the interview is to obtain further information from participants
about the process of treatment decision-making and their experience using DECIDES, the
decision aid. Participants will be interviewed by a study team member via remote video
conference software (Microsoft Teams). All interviews will be audio and/or video recorded
and professionally transcribed (by a CHOP-approved vendor with a BAA in place), and the
interview data will be analyzed.




Table 1. Measures
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Administration
Construct Measure T1 T2
IDemographics Electronic Health Record; AYA/Caregiver Self-Report AYA, CG
Treatment Intensity Intensity of Treatment Rating Scale (ITR-3) ©9 PR
IAcceptability (@ Acceptability of the Decision Aid AYA, CG
Usability [The Systems Usability Scale %71 AYA, CG, PR
. Control Preferences 77 AYA, CG
‘SA}?; icllnSZi‘{seirggfl;/[glking Physician Decision-Making Scale (109 AYA, CG
Shared-Decision Making Questionnaire (SDM-Q-9) ©¥ AYA, CG
IAY A Hope Survey: Information Need 7677 AYA, CG
Knowledge . X
Knowledge of Clinical Trials (¥ AYA,CG | AYA,CG
Attitudes to Clinical Trials Pediatric Research Participation Questionnaire AYA,CG | AYA,CG
Alignment of Decision with Values (PRPQ) !>19 AYA, CG
Certainty  |Decisional Conflict Scale ¢ AYA, CG
. i Satisfaction [Satisfaction with Decision Scale ¢© AYA, CG
Decision-Making —
Self-Efficacy [Decision Self-Efficacy Scale ©7 AYA, CG
Regret Decision Regret Scale AYA, CG
IPROMIS Parent Proxy Profile-25 % CG CG
Health-Related Quality of Life PROMIS Pediatric Profile-25 ©7 AYA (15-17)|AYA (15-17)
PROMIS-29 Profile ©9 AYA(18-24) | AYA(18-24)
*Distress Distress Thermometer '3 AYA,CG | AYA,CG
*Valence and Arousal Affective Slider @7 AYA, CG
*Awareness of Feeling Emotions |Affective Orientation (AO15) % AYA, CG
*Developmental Status Developmental Task Questionnaire $-92) AYA
Consideration of Future Consequences ©0 AYA, CG
*Psychosocial Maturity Psychosocial Maturity Inventory © AYA
Emotion Regulation Questionnaire ©®V AYA, CG
*Problem-Solving Family Assessment Device (FAD): Problem-Solving ®¥| AYA, CG
%i‘:f;;gg?;fe‘iview ) DECIDES Interview Guide AYA, CG, PR

* = Covariate

(D) = measure for participants randomized to DECIDES or DECIDES + coach only
T1 = Pre-Intervention; T2 = Post-Intervention; AYA = Adolescent/Young Adult; CG = Caregiver; PR = Health Care Provider

6 STATISTICAL CONSIDERATIONS

Demographic characteristics and all measurements will be summarized.

6.1

Primary Endpoints

Hyp 1a. We will perform descriptive analyses of responses to the acceptability
questionnaire. Click behavior, participation rate, and time to DECIDES implementation will
be summarized to describe feasibility.
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Hyp 1b. We will use qualitative descriptive methods ©V to evaluate acceptability, usability,
and feasibility. Interviews with AY A, caregiver(s) and oncology health care providers will
be audio and/or video-recorded and transcribed. Constant comparative methods (using
Atlas.ti) will be used to simultaneously gather and rigorously analyze data using two coders
to ensure coding reliability.

Hyp 1c. Feasibility measures such as participation rate and summary score for the Systems
Usability Scale will be summarized for DECIDES alone and DECIDES + coach separately,
along with 95% confidence intervals (Cls). We expect that participation rate and usability
score will be higher for the DECIDES + coach group.

6.2 Secondary Endpoints

The secondary objective is to evaluate preliminary efficacy of DECIDES using a
randomized trial.

Hyp 2a and Hyp 2b. Because all measures are continuous, the primary analyses will be
summarizing mean and 95% CI by groups and two-sample t test comparing groups for the
post-intervention outcome measures. With the sample size of 20 family units for each
DECIDES group and 10 family units for usual care, we will have 80% power to detect an
effect size of 1.26 (that is, mean difference between the two groups is 1.26 x Standard
Deviation).

Hyp 2c. Each AYA and caregiver will have two value scores: X factors endorsed as
supporting enrollment/X factors endorsed as not supporting enrollment. Consistency of value
to enrollment decision will be evaluated with Tetrachoric correlation with 95% CI.

7 SAFETY MANAGEMENT

7.1 Clinical Adverse Events

Clinical adverse events (AEs) will be monitored throughout the study.
7.2 Adverse Event Reporting

Since the study procedures are not greater than minimal risk, Significant Adverse Events
(SAEs) are not expected. If any unanticipated problems related to the research involving
risks to subjects or others happen during the course of this study (including SAEs) they will
be reported to the IRB in accordance with CHOP IRB SOP 408: Unanticipated Problems
Involving Risks to Subjects. Adverse Events (AEs) that are not serious but that are notable
and could involve risks to subjects will be summarized in narrative or other format and
submitted to the IRB at the time of continuing review.

8 STUDY ADMINISTRATION
8.1 Treatment Assignment Methods

8.1.1 Randomization

We will enroll up to 65 family units to achieve 50 evaluable family units that are
randomized to three groups with a 1:2:2 ratio for usual care, DECIDES, and DECIDES +
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coach. The randomization will be stratified by two age categories, under 18 years old and 18
years or older, and we expect 50% of the AY A patients in each of the two strata. For each
stratum, we use a blocked randomization of block size of 5. The statistician will generate the
randomization sheet for assigning patients into intervention groups.

8.2 Data Collection and Management

The data collection and management plan is consistent with CHOP Policy A-3-6:
Acceptable Use of Technology Resources that defines the requirements for encryption and
security of computer systems.

Identifiable data will be collected as part of this study. This data includes full
names/initials, dates of birth, addresses, telephone numbers, and e-mail addresses.
However, participants will be identified by alphanumeric code only. This precautionary
step allows for the electronic transfer of data without using data encryption techniques.
At each stage of data collection and maintenance, measures are taken to ensure that all
identifying information is taken out of data archives, and any hard copies of data that
could identify participants are stored in locked file cabinets with restricted access, and
that data files are password protected. Participant identification numbers are used that do
not reveal the identity of participants (e.g., no use of birth dates, initials, social security
numbers, etc.). Identifiable data will be stored in a locked cabinet at one of the research
buildings at CHOP, and only members of the research team will have access to the data.
If the results of this study are presented at scientific meetings or published in
professional journals, they will not contain information that could be used to identify
patients, parents, or family members.

Electronic survey data will be collected and stored using REDCap (Research Electronic
Data Capture) database, a secure web-based software database supporting clinical and
translational research databases. The database will be password-protected, stored, and
backed up on a daily basis by CHOP’s Research Institute. REDCap provides data
management functionality; including automated export procedures for seamless data
downloads to Excel and commonly used statistical packages (SPSS, SAS, Stata, R). The
database will incorporate range checks and between-variables consistency checks to
ensure quality control. The system will signal the presence of questionable or potentially
incorrect items. After data cleaning and quality assurance procedures are completed,
pertinent sets of data will be exported into SPSS for statistical analysis.

Electronic interview data will be collected and audio and/or video-recorded using
Microsoft Teams (Office 365), CHOP’s preferred HIPAA compliant video conference
platform. Microsoft Teams utilizes 2-factor authentication, data encryption, and
restriction on anonymous users joining a meeting, making it an appropriate application
to facilitate sensitive video conversations and protect PHI. This application will be
utilized to connect the study team personnel with study participants during the semi-
structured qualitative interview. Microsoft Teams provides an interoperable cloud-based
video meetings service that connects multiple users across different devices and
platforms. Every Microsoft Teams member on the study team has a private “meeting
room” in the Microsoft Teams cloud to schedule and host video meetings. In the event
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that participants experience WIFI connectivity issues during the interview, Microsoft
Teams provides a telephone number that participants can call directly into the Microsoft
Teams private “meeting room” using their phone, as needed.

e Interview recordings (audio and/or video recordings containing participant identifiers)
will be transferred from Microsoft Teams to a CHOP password-protected desktop
computer on the Principal Investigator’s shared drive through a secure upload. The study
team will use a CHOP-approved vendor for professional transcription services (that has
a BAA with CHOP in place). Transcribed interview data will be stored on a CHOP
password-protected desktop computer, on the Principal Investigator’s shared drive, and
loaded into ATLAS.ti© software to facilitate data organization and content analysis.
After all analyses are complete, the files will be destroyed, and personal identifiers will
not be retained with the data. All computerized study databases for questionnaire data
will be kept on a secure Windows NT server located at one of the hospital’s research
buildings. This server is also protected by a firewall to reduce the risk of unauthorized
access to study information.

8.3 Confidentiality

All data and records generated during this study will be kept confidential in accordance with
CHOP’s Institutional policies and HIPAA on subject privacy. Neither the Investigator nor
other site personnel will use records and/or data collected for any purpose other than
conducting the study.

The following steps will be taken to maintain confidentiality: (1) subject identity will be
coded using numbers keyed to a master list; (2) coded data will be entered directly into files
that will be password protected, (3) all project staff will be trained in the importance of
confidentiality, and will certify in writing to protect subject confidentiality; and (5) if the
results of the study are published, data which might reveal the identity of any particular
subject will be disguised. Subjects will be informed about the limits of confidentiality (e.g.,
in cases in which a subject is in danger to themselves or others). No identifiable data will be
retained or used for future studies. The investigator will obtain a data use agreement
between the provider (the PI) of the data and any recipient researchers (including others at
CHOP) before sharing a limited dataset (PHI limited to dates and zip codes).

8.4 Regulatory and Ethical Considerations

8.4.1 Risk Assessment

This is a low-risk study. Data collection involves contact with all participants either
remotely over the phone or in person in clinic. As to be expected following the receipt of a
new cancer diagnosis or relapse, the education and information related to cancer and
treatment that is delivered via DECIDES may increase distress for AY A and caregiver(s).
All participants will be informed of this risk prior to participation and will be informed of
the right to discontinue participation if they are uncomfortable with the study. If participants
become upset or report clinically significant levels of depression and/or anxiety (as defined
by norms on the PROMIS scales), Dr. Lamia Barakat (clinical psychologist, Director of
Psychosocial Services for the Cancer Center, and PI) will assess the level of distress of the
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patient and determine the need for additional psychosocial support. If additional
psychosocial support is needed, Dr. Barakat will initiate follow-up for the patient’s social
worker for further assessment and intervention. There is also a slight risk of breach of
privacy and confidentiality, as with all studies, despite our very careful safeguards to protect
data as described above. If required by law, confidential information may be revealed.

8.4.2 Potential Benefits of Trial Participation

This research does not offer direct medical or psychological benefits to participants.
Participation in this study may indirectly improve AY A and caregivers understanding of
cancer, cancer treatments (including clinical trials), and involvement in treatment decisions.
The knowledge gained from this study may help researchers determine if the DECIDES
website is helpful for AYA, caregivers, and oncology health care providers that are working
together to make decisions about cancer treatment.

8.4.3 Risk-Benefit Assessment

As the risks of the research are appropriately characterized as “minimal risk”, they are
reasonable in spite of the anticipated lack of direct medical or psychological benefit to
subjects. The potential benefits from knowledge gained through this study and the indirect
benefits of helping newly diagnosed or relapsed AY A, caregiver(s), and oncology health
care providers making treatment decisions in the future outweigh the minimal risks
associated with participation.

8.5 Recruitment Strategy

Oncology health care providers and the psychosocial services team in the Division of
Oncology at the Children’s Hospital of Philadelphia will assist in the identification of
potentially eligible patients newly diagnosed with leukemia/lymphoma, solid tumor, or brain
tumor during weekly team meetings. Potentially eligible AY A patients will be referred to
the DECIDES study team. If AYA and caregiver(s) meet all eligibility criteria, they will be
invited to participate in the study. Informed consent/assent for AYA and caregiver
participation will be obtained by phone or in-person during an outpatient oncology clinic
visit or inpatient hospital stay.

Following AY A and caregiver study participation, the study team will contact their
oncology health care provider and if they meet all eligibility criteria, they will be invited to
participate in the study.

Recruitment and enrollment will be tracked using a password protected Excel spreadsheet.
8.6 Informed Consent/Assent and HIPAA Authorization (AYA/Caregivers)

Informed consent/assent will be obtained from AY A and caregiver(s) prior to the beginning
of the study during outpatient visits, inpatient admissions, or verbally by phone. A study
team member will discuss the procedures and consent forms with potential participants
individually. In order to assure that the potential participant understands the study, the team
member will review the consent, in its entirety, with the AY A and their caregiver(s) and will
encourage them to ask questions throughout the process. The individuals will also be
reminded that participation is voluntary and will not affect their care. There are no time
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constraints on the consent process. The potential participants will be allowed to take as
much time as they need to ask questions and decide if they would like to participate.

If consent/assent is being conducted in-person and the potential participant agrees to
participate, the In-Person Signature Page of the consent forms will be signed and dated by
the potential participant and the research team member and stored in a regulatory binder
maintained by the study coordinator. A copy of the consent forms will be provided to the
participant for their records.

8.6.1 Consent with Waiver of Documentation

If consent/assent is being conducted over the phone, we will use Consent with Waiver of
Documentation (verbal consent/assent). The study team will complete the Documentation of
Consent Page of the consent form, which will be stored in a regulatory binder maintained by
the study coordinator. A digital or paper copy of the verbal consent form will be provided
for participants’ records. Additionally, AYA who are 17 at time of consent and turn 18
during the study period will be re-consented. At the start of the semi-structured qualitative
interview, a re-consent conversation will be audio and/or video-recorded to confirm that

AY A/caregiver(s) agree to recording of the interview).

8.7 Informed Consent (Oncology Health Care Providers)

Informed consent will be obtained from oncology health care providers of enrolled AYA
and caregiver(s). A study team member will discuss the procedures and consent forms with
potential participants individually. In order to assure that the potential participant
understands the study, the team member will review the consent, in its entirety, and will
encourage them to ask questions throughout the process. The individuals will also be
reminded that participation is voluntary and will not affect their employment or performance
evaluation, and their responses will not be shared with their supervisors. There are no time
constraints on the consent process. The potential participants will be allowed to take as
much time as they need to ask questions and decide if they would like to participate.

If consent is being conducted in-person and the potential participant agrees to participate,
the In-Person Signature Page of the consent forms will be signed and dated by the potential
participant and the research team member and stored in a regulatory binder maintained by
the study coordinator. A copy of the consent forms will be provided to the participant for
their records. At the start of the semi-structured qualitative interview, the re-consent
conversation will be audio and/or video-recorded to confirm that oncology health care
providers agree to recording of the interview.

8.7.1 Consent with Waiver of Documentation

If consent is being conducted over the phone, we will use Consent with Waiver of
Documentation (verbal consent). The study team will complete the Documentation of
Consent Page of the consent form, which will be stored in a regulatory binder maintained by
the study coordinator. A digital or paper copy of the verbal consent form will be provided
for participants’ records. At the start of the semi-structured qualitative interview, the re-
consent conversation will be audio and/or video-recorded to confirm that oncology health
care providers agree to recording of the interview).
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8.8 Payment to Subjects
8.8.1 Families (AYA and Caregivers)

To compensate for their time and effort, AYA and caregiver(s) will be paid as a single-
family unit via a pre-loaded bank card (hereafter referred to as a ClinCard) or an Amazon e-
gift card. Per Clinical Trials Financial Management policy, the ClinCard will be given in
person or mailed to families after they are enrolled in the study, or an Amazon e-gift card
will be delivered electronically If the ClinCard is sent via mail, families will be instructed to
contact the study coordinator (via phone/email) to confirm receipt of the ClinCard before
funds are disbursed. If the ClinCard is delivered in person, families will be asked to provide
their signature as confirmation of receipt. Families that receive an Amazon e-gift card via
email will be asked to confirm receipt of the e-gift card with the study coordinator. Both
confirmation of ClinCard receipt and stipend payments will be tracked in an Excel file
(managed by the study coordinator). Families will receive the following stipend amounts at
the following time points, based on group assignment:

Families randomized to Usual Care will receive $50 across two time points.

» Time Point 1: $25 after completion of the baseline assessment.
= Time Point 2: $25 after completion of the post-intervention assessment

Families randomized to DECIDES will receive $70 across three time points.

» Time Point 1: $25 after completion of the baseline assessment
= Time Point 2: $25 after completion of the post-intervention assessment
=  Time Point 3: $20 after completion of the semi-structured qualitative interview

Families randomized to DECIDES + coach will receive $70 across three time points.

* Time Point 1: $25 after completion of the baseline assessment
= Time Point 2: $25 after completion of the post-intervention assessment
* Time Point 3: $20 after completion of the semi-structured qualitative interview

8.8.2 Oncology Health Care Providers

Oncology health care providers will not be compensated for their participation in the study.
9 PUBLICATION

Results of the study will be disseminated via conference abstracts and peer reviewed journal
publications.

10 REFERENCES

1) Barakat LP, Schwartz LA, Reilly A, Deatrick JA, Balis F. A Qualitative Study of Phase
IIT Cancer Clinical Trial Enrollment Decision-Making: Perspectives from Adolescents,
Young Adults, Caregivers, and Providers. J Adolesc Young Adult Oncol. 2014;3(1):3-11.

2) Becker MH, Haefner DP, Kasl SV, Kirscht JP, Maiman LA, Rosenstock IM. Selected
psychosocial models and correlates of individual health-related behaviors. Medical care.
1977;15(5):27-46.




19

3) Rosenstock IM, Strecher VJ, Becker MH. Social learning theory and the health belief
model. Health Education & Behavior. 1988;15(2):175-83.

4) Foundation IMD. Shared Medical Decision Making. 2014.

5) Elwyn G, O'Connor AM, Bennett C, Newcombe RG, Politi M, Durand M-A, et al.
Assessing the quality of decision support technologies using the International Patient
Decision Aid Standards instrument (IPDASi). PloS one. 2009;4(3):¢4705.

6) O’Connor A, Stacey D, Jacobsen M. Ottawa Decision Support Tutorial: Improving
Practitioners’ Decision Support Skills Ottawa Hospital Research Institute: Patient
Decision Aids; 2011. decisionaid ohri ca/ODST/pdfs/ODST pdf.

7) Bleyer A, O'leary M, Barr R, Ries L. Cancer epidemiology in older adolescents and
young adults 15 to 29 years of age, including SEER incidence and survival: 1975-2000.
2006.

8) Sender L, Zabokrtsky KB. Adolescent and young adult patients with cancer: a milieu of
unique features. Nature Reviews Clinical Oncology. 2015;12(8):465-80.

9) Bleyer A, Montello M, Budd T, Kelahan A, Ries L, editors. U.S. cancer incidence,
mortality and survival: Young adults are lagging further behind. American Society of
Clinical Oncology Annual Meeting; 2002

10) Burke ME, Albritton K, Marina N. Challenges in the recruitment of adolescents and
young adults to cancer clinical trials. Cancer. 2007;110(11):2385-93.

11) Freyer DR, Seibel NL. The clinical trials gap for adolescents and young adults with
cancer: recent progress and conceptual framework for continued research. Current
Pediatrics Reports. 2015;3(2):137-45.

12) Post A. Closing the Clinical Trial Gap for Adolescents and Young Adults with Cancer; a
conversation with Nita L. Seibel, MD. 2016.

13) Unger, J., Cook, E., Tai, E., & Bleyer, A. (2018). The role of clinical trial participation
in cancer research: Barriers, evidence, and strategies. American Society of Clinical
Oncology Educational Book, 36, 185-198.

14) Kazak, A. E., & Noll, R. B. (2015). The integration of psychology in pediatric oncology
research and practice: Collaboration to improve care and outcomes for children and
families. American Psychologist, 70(2), 146-158.

15) Barakat LP, Patterson CA, Mondestin V, Chavez V, Austin T, Robinson MR, et al.
Measuring perceived barriers and benefits to pediatric clinical trials participation.
Contemporary Clinical Trails. 2013;34:218-26.

16) Patterson CA, Chavez V, Mondestin V, Deatrick J, Li Y, Barakat LP. Clinical trial
decision making in pediatric sickle cell disease: A qualitative study of perceived benefits
and barriers to participation. Journal of pediatric hematology/oncology. 2015;37(6):415-
22.

17) Barakat, L., Stevens, E., Li, Y., Reilly, A., Deatrick, J., Goldstein, N., Schwartz, L.
(2019). Evaluation of the Pediatric Research Questionnaire for Measuring Attitudes




20

Toward Cancer Clinical Trials Among Adolescent and Young Adults. Journal of
Adolescent and Young Adult Oncology, 8(4):423-433.

18) Robertson, E., Wakefield, C., Signorelli, C., Cohn, R., Patenaude, A., Foster, C., et al.
(2018). Strategies to facilitate shared decision-making about pediatric oncology clinical
trial enrollment: A systematic review. Patient Education and Counseling, 101, 1157-
1174.

19) Bleyer A, Choi M, Fuller CD, Thomas CR, Wang SJ, editors. Relative lack of
conditional survival improvement in young adults with cancer. Seminars in oncology;
2009: Elsevier.

20) Crane, S., & Broome, M. (2017). Understanding ethical issues of research participation
from the perspective of participating children and adolescents: A systematic review.
World Views on Evidence Based Nursing, 14, 200-209.

21) Hirsch BR, Locke SC, Abernethy AP. ReCAP: Experience of the National Cancer
Institute Community Cancer Centers Program on Community-Based Cancer Clinical
Trials Activity. Journal of Oncology Practice. 2016:JOPR005090.

22)Day, E., Jones, L., Langner, R., Bluebond-Langner, M. (2016). Current understanding of
decision-making in adolescents with cancer: A narrative systematic review. Palliative
Medicine, 30, 920-934.

23) Laidsaar-Powell, R., Butow, P., Bu, S., Charles, C., Gafni, A., Fisher, A., & Juraskova,
I. (2016). Family involvement in cancer treatment decision-making: A qualitative study
of patient, family, and clinician attitudes and experiences. Patient Education and
Counseling, 99, 1146-1155.

24) Dunsmore, J, Hons, BSc., 7 Quine, S. (1996). Information, support, and decision-making
needs and preferences of adolescents with cancer. Journal of Psychosocial Oncology,
13, 39-56.

25)McCabe MA. Involving Children and Adolescents in Medical Decision Making:
Developmental and Clinical Considerations. Journal of Pediatric Psychology.
1996;21(4):505-16.

26) Martin LR, DiMatteo MR, Lepper HS. Facilitation of Patient Involvement in Care:
Development and Validation of a Scale. Behavioral Medicine. 2001;27(3):111.

27)Long KA. Informed consent in pediatric cancer clinical trials: Giving adolescents a
voice. Pediatric Blood and Cancer. 2010;55(1):8.

28) Ladd RE, Forman EN. Adolescent decision-making: giving weight to age-specific
values. Theoretical medicine. 1995;16(4):333-45.

29) Swartling U, Helgesson G, Hansson M, Ludvigsson J. Split views among parents
regarding children’s right to decide about participation in research: a questionnaire
survey. Journal of Medical Ethics. 2009;35(7):450-5.

30) Grootens-Wiegers, P., Hein, 1., Van Den Broek, J., & de Vries, M. (2017). Medical
decision-making in children and adolescents: Developmental and neuroscientific aspects.
BMC Pediatrics, 17.




21

31) Snethen JA, Broome ME, Knafl K, Deatrick JA, Angst DB. Family patterns of decision-
making in pediatric clinical trials. Research in Nursing & Health. 2006;29(3):223-32.

32) Whitney SN, Ethier AM, Frugé E, Berg S, McCullough LB, Hockenberry M. Decision
Making in Pediatric Oncology: Who Should Take the Lead? The Decisional Priority in
Pediatric Oncology Model. Journal of Clinical Oncology. 2006;24(1):160-5.

33) Yap TY, Yamokoski A, Noll R, Drotar D, Zyzanski S, Kodish ED, et al. A physician-
directed intervention: teaching and measuring better informed consent. Academic
Medicine. 2009;84(8):1036-42.

34)Joffe S, Fernandez CV, Pentz RD, Ungar DR, Mathew NA, Turner CW, et al. Involving
children with cancer in decision-making about research participation. The Journal of
Pediatrics. 2006;149(6):862-8.¢1.

35) Truong TH, Weeks JC, Cook EF, Joffe S. Outcomes of informed consent among parents
of children in cancer clinical trials. Pediatric Blood & Cancer. 2011:n/a-n/a.

36) Aaron Bangor, Philip T. Kortum & James T. Miller (2008) An Empirical Evaluation of
the System Usability Scale, International Journal of Human—Computer Interaction, 24:6,
574-594, DOI: 10.1080/10447310802205776

37)Rencz, F., Tamasi, B., Bordszky, V., Gluacsi, L., Weszl, M., Pentek, M. (2019). Validity
and reliability of the 9-item Shared Decision Making Questionnaire (SDM-Q-9) in a
national survey in Hungary. The European Journal of Health Economics, 20:1, 43-55.

38) Miller FG, Rosenstein DL. The Therapeutic Orientation to Clinical Trials. New England
Journal of Medicine. 2003;348(14):1383-6.

39) Schaeffer MH, Krantz DS, Wichman A, Masur H, Reed E, Vinicky JK. The impact of
disease severity on the informed consent process in clinical research. The American
Journal of Medicine. 1996;100(3):261-8.

40) Pearce, S., Brownsdon, A., Fern, L., Gibson, F., Whelan, J., & Lavender, V. (2018). The
perceptions of teenagers, young adults and professionals in the participation of bone
cancer clinical trials. European Journal of Cancer Care, 27, 1-36.

41)de Vries MC, Wit JM, Engberts DP, Kaspers GJL, van Leeuwen E. Pediatric
oncologists' attitudes towards involving adolescents in decision-making concerning
research participation. Pediatric Blood & Cancer. 2010;55(1):123-8.

42)Varma S, Jenkins T, Wendler D. How do Children and Parents Make Decisions About
Pediatric Clinical Research? Journal of Pediatric Hematology/Oncology.
2008;30(11):823-8 10.1097/MPH.0b013e318180bc0d.

43)Read K, Fernandez CV, Gao J, Strahlendorf C, Moghrabi A, Pentz RD, et al. Decision-
making by Adolescents and Parents of Children With Cancer Regarding Health Research
Participation. Pediatrics. 2009;124(3):959-65.

44)Mills EJ, Seely D, Rachlis B, Griffith L, Wu P, Wilson K, et al. Barriers to participation
in clinical trials of cancer: a meta-analysis and systematic review of patient-reported
factors. The Lancet Oncology. 2006;7(2):141-8.



https://doi.org/10.1080/10447310802205776

22

45) Ulrich CM, James JL, Walker EM, Stine SH, Gore E, Prestidge B, et al. RTOG
physician and research associate attitudes, beliefs and practices regarding clinical trials:
Implications for improving patient recruitment. Contemporary Clinical Trials.
2010;31(3):221-8.

46) O'Connor AM, Rostom A, Fiset V, Tetroe J, Entwistle V, Llewellyn-Thomas H, et al.
Decision aids for patients facing health treatment or screening decisions: systematic
review. Bmj. 1999;319(7212):731-4.

47) Stacey, D., Légaré, F., Col, NF., et. al. (2017). Decision aids for people facing health
treatment or screening decisions (Review). Cochrane Database of Systematic Reviews,
4.

48) AID PD. Decision aids for patients considering options affecting cancer outcomes:
evidence of efficacy and policy implications. 1999.

49) Oshima Lee E, Emanuel EJ. Shared decision making to improve care and reduce costs.
New England Journal of Medicine. 2013;368(1):6-8.

50) Reyna VF, Nelson WL, Han PK, Pignone MP. Decision making and cancer. American
Psychologist. 2015;70(2):105.

51) Zebrack B, Mathews-Bradshaw B, Siegel S. Quality cancer care for adolescents and
young adults: a position statement. Journal of Clinical Oncology. 2010;28(32):4862-7.

52) Fleisher L, Ruggieri DG, Miller SM, Manne S, Albrecht T, Buzaglo J, et al. Application
of best practice approaches for designing decision support tools: the preparatory
education about clinical trials (PRE-ACT) study. Patient education and counseling.
2014;96(1):63-71.

53) Neuman HB, Charlson ME, Temple LK. Is there a role for decision aids in cancer-
related decisions? Critical reviews in oncology/hematology. 2007;62(3):240-50.

54) Whelan T, O'Brien MA, Villasis-Keever M, Robinson P, Skye A, Gafni A, et al. Impact
of cancer-related decision aids. Evidence report/technology assessment (Summary).
2002(46):1.

55) Robertson, E.G., Wakefield, C.E., Cohn, R.J., Battisti, R.A., Donoghoe, M.W., Ziegler,
D.S., Fardell, J.E., Mitchell, R., O'Brien, T.A. (2019). Piloting a parent and patient
decision aid to support clinical trial decision making in childhood cancer. Psycho-
Oncology,1-10.

56) Barakat LP, Patterson CA, Mondestin V, Chavez V, Austin T, Robinson MR, et al.
Measuring perceived barriers and benefits to pediatric clinical trials participation
Contemporary Clinical Trails. 2013;34:218-26.

57) Patterson CA, Chavez V, Mondestin V, Deatrick J, Li Y, Barakat LP. Clinical trial
decision making in pediatric sickle cell disease: A qualitative study of perceived benefits
and barriers to participation. Journal of pediatric hematology/oncology. 2015;37(6):415-
22.

58) Barakat, L., Stevens, E., L1, Y., Reilly, A., Deatrick, J., Goldstein, N., Schwartz, L.
(2019). Evaluation of the Pediatric Research Questionnaire for Measuring Attitudes




23

Toward Cancer Clinical Trials Among Adolescent and Young Adults. Journal of
Adolescent and Young Adult Oncology, 8(4):423-433.

59) Office of Cancer Communications, National Cancer Institute (2002). Making health
communication programs work: A planner’s guide. NIH Pub. No. 02-5145.

60) Werba BE, Hobbie W, Kazak AE, Ittenbach RF, Reilly AF, Meadows AT. Classifying
the intensity of pediatric cancer treatment protocols: The intensity of treatment rating
scale 2.0 (ITR-2). Pediatric Blood & Cancer. 2007;48(7):673-7.

61) Sandelowski M. Qualitative analysis: What it is and how to begin. Res Nurs Health.
1995;18(4):371-5.

62) Parsons, H., Harlan, L., Seibel, N., et. al. (2011). Clinical trial participation and time to
treatment among adolescents and young adults with cancer: Does age at diagnosis or
insurance make a difference? Journal of Clinical Oncology,29, 4045-4053.

63) Kazak AE, Alderfer MA, Streisand R, Simms S, Rourke MT, Barakat LP, et al.
Treatment of posttraumatic stress symptoms in adolescent survivors of childhood cancer
and their families: a randomized clinical trial. Journal of Family Psychology.
2004;18(3):493.

64) Davis SW, Nealon E, Stone JC. Evaluation of the National Cancer Institute's clinical
trials booklet. Journal of the National Cancer Institute Monographs. 1992(14):139-45.

65) O'Connor AM. Validation of a decisional conflict scale. Medical decision
making.1995;15(1):25-30.

66) Holmes-Rovner M, Kroll J, Schmitt N, Rovner DR, Breer ML, Rothert ML, et al. Patient
satisfaction with health care decisions the satisfaction with decision scale. Medical
Decision Making. 1996;16(1):58-64.

67) O’Connor A. User manual-decision self-efficacy scale. Patient Decision Aids, Ottawa
Hospital Research Institute (OHIR). 1995.

68) Kazak AE, Barakat LP, Ditaranto S, Biros D, Hwang W-T, Beele D, et al. Screening for
Psychosocial Risk at Pediatric Cancer Diagnosis: The Psychosocial Assessment Tool.
Journal of Pediatric Hematology/Oncology. 2011;33(4):289-94
10.1097/MPH.0b013e31820c3b52.

69) Bryant RA, Moulds ML, Guthrie RM. Acute stress disorder scale: A self-report measure
of acute stress disorder. Psychological Assessment. 2000;12(1):61-8.

70) Seiffge-Krenke I. Chronic disease and perceived developmental progression in
adolescence. Developmental Psychology. 1998;34(5):1073-84.

71) Brooke, J. (1996). SUS: A “quick and dirty” usability scale. In P. W. Jordan, B.
Thomas, B. A. Weerdmeester, & I. L. McClelland (Eds.), Usability evaluation in
industry (pp. 189-194). London: Taylor & Francis.

72) Brehaut JC, O’Connor AM, Wood TJ, et al. Validation of a decision regret scale.
Medical Decision Making. 2003; 23(4):281-92.

73) National Comprehensive Cancer Network. Clinical Guidelines in Oncology: Distress
Management. 2010.




24

74) Degner LF and Sloan JA. Decision making during serious illness: What role do patients
really want to play? Journal of Clinical Epidemiology. 1992; 45(9): 941-950.

75) Mack JW, Fasciano KM, Block SD. Adolescent and Young Adult Cancer Patients’
Experiences With Treatment Decision-making. Pediatrics. 2019;143(5).

76) Keegan TH, Lichtensztajn DY, Kato I, et al. Unmet adolescent and young adult cancer
survivors information and service needs: a population-based cancer registry study. J
Cancer Surviv. 2012; 6(3): 239-250.

77) DeRouen MC, Wilder Smith A, Tao L, Bellizzi KM, Lynch CF, Parson HM, Kent EE,
Keegan THM, and AY A Hope Study Collaborative Group. Cancer-related information
needs and cancer’s impact on control over life influence health-related quality of life
among adolescents and young adults with cancer. Psychooncology. 2015; 24(9): 1104-
1115.

78) American Academy of Pediatrics. (1995). Informed consent, parental permission, and
assent in pediatric patients. Journal of Pediatrics, 95(2), 314-317.

79) Broome, M.E., & Richards, D.J. (2003). The influence of relationships on children's and
adolescents' participation in research. Nursing Research, 52(3), 191-197.

80) Weithorn, L.A., & Campbell, S.B. (1982). The competency of children and adolescents
to make informed treatment decisions. Child Development, 53, 1589-1598.

81) Deatrick, J.A., Dickey, S.B., Wright, R., Beidler, S.M., Cameron, M.E., Shimizu, H., &
Mason, K. (2003). Correlates of children’s competence to make health care decisions.
Journal of Clinical Ethics, 14, 152-163.

82) Byrnes, J.P. (2002). The development of decision-making. Journal of Adolescent Health,
31(6, Supplement 1), 208-215.

83) Broome, M.E., Richards, D.J., & Hall, J. (2001). Children in research: the experience of
ill children and adolescents. Journal of Family Nursing, 7(1), 32-49.

84) Kunin, H. (1997). Ethical issues in pediatric life-threatening illness: dilemmas of
consent, assent, and communication. Ethics & Behavior, 7, 43-57.

85) Brody, J.L., Annett, R.D., Scherer, D.G., Turner, C., & Dalen, J. (2009). Enrolling
adolescents in asthma research: adolescent, parent, and physician influence in the
decision-making process. Journal of Asthma, 46(5), 492—497.

86) Leikin, S. (1993). The role of adolescents in decisions concerning cancer therapy.
Cancer, 71, 3342-3346.

87) Bradley MM and Lang, PJ. (1994). Measuring Emotion: The Self-Assessment Manikin
and the Semantic Differential. Journal of Behavioral Therapy and Experimental
Psychiatry, 25(1), 49-59.

88) Booth-Butterfield, M and Booth-Butterfield S. (1996). Using your emotions: Improving
the measurement of affective orientation. Communication Research Reports, 13(2), 157-
163.

89) Seiffge-Krenke, 1. (1998). Chronic disease and perceived developmental progression in
adolescence. Developmental Psychology, 34(5), 1073-1084.

90) Strathman A, Gleicher F, Boninger DS, Edwards SC. The consideration of future
consequences: Weighing immediate and distant outcomes of behavior. Journal of
Personality and Social Psychology, 66(4), 742-752.

91) Gross, J.J., & John, O.P. (2003). Individual differences in two emotion regulation
processes: Implications for affect, relationships, and well-being. Journal of Personality
and Social Psychology, 85, 348-362.




25

92) Seiffge-Krenke 1. (2009). Leaving-home patterns in emerging adults. European
Psychologist, 14(3), 238-248.

93) Epstein, N. B., Baldwin, L. M., & Bishop, D. S. (1983). The McMaster Family
Assessment Device. Journal of Marital and Family Therapy, 9(2), 171-180.

94) Doherr, H., Christalle, E., Kriston, L., Harter, M., & Scholl, 1. (2017). Use of the 9-item
Shared Decision Making Questionnaire (SDM-Q-9 and SDM-Q-Doc) in intervention
studies-A systematic review. PLoS ONE, 12(3), 0173904

95) Greenberger E, Josselson R, Kneer C, Kneer B. (1975). The Measurement and Structure
of Psychosocial Maturity. Journal of Youth and Adolescence, 4(2), 127-143.

96) Ader, D.N. (2007). Developing the patient-reported outcomes measurement information
system (PROMIS). Medical Care, 45(5), 1-2.

97) DeWalt, D.A., Gross, H.E., Gipson, D.S. et al. PROMIS® pediatric self-report scales
distinguish subgroups of children within and across six common pediatric chronic health
conditions. Qual Life Res 24, 2195-2208 (2015).

98) Irwin, D., Gross, H., Stucky, B., Thissen, D., Morgan DeWitt, E., Lai, J.S., et al. (2012).
Development of Six PROMIS Pediatrics Proxy-Report Item Banks. Health and Quality
of Life Outcomes, 10(1), 22.

99) Kazak, A. E., Hocking, M. C., Ittenbach, R. F., Meadows, A. T., Hobbie, W., DeRosa,
B. W., Leahey, A., Kersun, L., & Reilly, A. (2012). A revision of the intensity of
treatment rating scale: classifying the intensity of pediatric cancer treatment. Pediatric
blood & cancer, 59(1), 96-99.

100) Arora, N.K., Weaver, K.E., Clayman, M.L., Oakley-Girvan, 1., & Potosky, AL.
(2009). Physicians’ Decision-making Style and Psychosocial Outcomes among Cancer
Survivors. Patient Education and Counseling, 77(3), 404-412.




