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Abstract

Background—It can be difficult to explain pediatric Phase | oncology trials to families of
children with refractory cancer. Parents may misunderstand the information presented to them,
and physicians may assume that certain topics are covered in the informed consent document and
need not be discussed. Communication models can help to ensure effective discussions.

Methods—Suggestions for improving the informed consent process were first solicited from
Phase | study clinicians via questionnaire. Eight parents who had enrolled their child on a Phase |
pediatric oncology trial were recruited for an advisory group designed to assess the clinicians’
suggestions and make additional recommendations for improving informed consent for pediatric
Phase I trials.

Results—A Phase | Communication Model was designed to incorporate the suggestions of
clinicians and families. It focuses on education of parents/families about Phase | trials at specific
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time points during a child’s illness, but specifically at the point of relapse. We also present an
informative Phase | fact sheet that can be distributed to families.

Conclusions—Families who will be offered information about a Phase | clinical trial can first
receive a standardized fact sheet explaining the general purpose of these early-phase clinical trials.
Parental understanding may be further enhanced when oncologists address key themes, beginning
at diagnosis and continuing through important decision points during the child’s illness. This
model should be prospectively evaluated.

Keywords
physician communication; pediatric oncology; patient perspectives; ethics

Introduction

Refractory cancers are malignancies that do not respond to treatment, either due to an
acquired resistance during treatment or from the beginning of standard therapy.!
Approximately 20%—25% of parents whose children have refractory cancer will continue to
pursue treatment options, possibly including a Phase | clinical trial.2~* By design, pediatric
Phase | trials are not intended to assess the efficacy of a new anticancer agent but instead its
safety (maximum tolerated dose), toxicity profile, and pharmacokinetics in children.

Because these studies are relatively safe (approximate 0.5% treatment related mortality) and
well-tolerated (25% with grade 3 or greater toxicity)®, enrollment of pediatric oncology
patients on Phase | trials is not unreasonable, provided that informed consent conversations
(ICC) are of high quality. In our previous work, physicians estimated that approximately
73% of parents understand the risk of toxicity3, a key to understanding and appreciating the
risks of trial participation. However, many parents of children participating in Phase I trials
did not fully understand their purpose, and only 32% demonstrated substantial
understanding.*The same study suggested that physicians do not adequately provide
information about important scientific principles, such as dose finding, dose escalation, drug
safety, and scientific design (dose cohorts).# Furthermore, physicians may bypass important
topics during the ICC, assuming that the information is adequately presented in the informed
consent document.” Our findings in the pediatric oncology population is consistent with
other research showing that the I1C process is often sub-optimal.8-10

Meaningful informed consent (IC) and (for older children, adolescents, and young adults,
AYA) meaningful assent, requires that these stakeholders understand the purpose of a Phase
I trial. They should also appreciate how the risks and benefits of participation apply directly
to their child and how overall quality of life may be affected. Although pediatric Phase |
trials have a small chance of a direct benefit of cancer control (6.8% for a single novel
agent; 20.1% when combined with known active anticancer drugs)® and place children at
greater risk of toxic effects, almost all families offered enrollment on a Phase | study choose
to do so.# Other potential benefits of participation include disease stabilization, symptom
relief, and the psychological benefit of maintaining hope. Parents have also reported not
giving up on one’s child as a psychological benefit of participation.11 Furthermore,
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enrollment on a phase | trial does not appear to affect important end of life characteristics in
children with cancer.12

Previous interviews with parents and AYA considering a Phase I trial have yielded some
frequent suggestions for improving the informed consent process!?, including providing
more specific information about the trial, allowing more time for decision-making, and
using mixed methods to deliver important information. Previous research with physicians on
improvement of the ICC yielded suggestions such as simplification of the consent form
(content, language, length), formal training of physicians, improved delivery of the
information via multiple methods with patients and parents, and a multi-stage consent
process.13 Communication analysis of risks and benefits of Phase | oncology trials has
demonstrated that a large, complex volume of information is discussed with families (risks,
therapeutic benefit, and quality of life issues) and indicates that a staged consent process
may be beneficial 14

Lack of parental understanding about the purpose of Phase I research and its small
likelihood of direct benefit to a vulnerable population of children is troubling.# Parents who
do not understand these factors are unable to conscientiously weigh benefits against risks
that the quality of their child’s remaining lifespan may be reduced. Pediatric patients’
clinicians, medical team, and clinician-investigators have a fiduciary responsibility to
promote the welfare interests of the participant, i.e., the child. One way to reduce the
disparity between the expectation of high-quality informed consent and the current reality of
poor parental understanding of pediatric Phase | studies is to develop and test quality
improvement models. Building on our previous studies of informed consent, here we have
incorporated the suggestions of participants, parents, and clinicians to propose such a
communication model for quality improvement of the ICC in Phase | trials.

Parent data presented here are derived from the Parent Advisory Group on Informed
Consent (PAGIC), an advisory group of parents who had experienced the informed consent
process for a Phase | pediatric cancer trial and who had enrolled their child on the trial.
PAGIC parents were recruited from the larger cohort of families considering participation in
an open phase | pediatric cancer trial at one of six hospitals with active phase | pediatric
trials.# Research assistants at each study site directly observed the ICC and rated the 57
parents who completed study interviews according to their participation in the ICC and post-
ICC study interview. Each individual parent was rated on four criteria: 1) selflessness
expressed, 2) articulateness, 3) insight, and 4) engagement. Each variable was scored from 0
to 2.5, for a total possible score of 10. A score of 6 to 10 was required for inclusion. Of the
57 parents considered, 15 were eligible for the advisory group. Parents for the advisory
group were invited to participate in PAGIC if: (1) the parent had completed the study
interviews and agreed to further contact and (2) the parent’s child had died at least six
months before the PAGIC meeting.1® The Institutional Review Board of each site approved
this multi-institutional study before parents were contacted.
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Two authors (A.L. & E.K.) invited the 15 eligible parents, first by letter and then by
telephone. Three parents responded to the letter and agreed to participate. Five responded to
the follow-up call and agreed to participate. In total, 8 parents (53%) agreed to participate in
PAGIC. They had enrolled their child on a Phase | trial at one of the five children’s hospitals
across the United States that were a part of the present study. Six members of the research
team, including the primary investigator (PI) (E.K), study-site co-investigators (J.B., R.B.N.,
& S.R.), a pediatric behavioral scientist and co-investigator (D.D.), and the primary research
assistant (A.L.) observed and helped facilitate the advisory group meeting.

The parents and research team met altogether for one and a half days in a central location.
The meeting followed an advisory group model similar to one the study team had
successfully implemented in the context of Phase 111 leukemia trials.2® A summary of the
study’s interview and survey data was sent to participants before the meeting. The materials
used at the meeting were created by two authors (A.L. & E.K.) and approved by the other
participants (J.B., D.D., R.B.N., & S.R.), following minor changes. PAGIC was moderated
by the primary investigator and was assisted by the other study team members. The primary
investigator utilized a moderator guide to help facilitate a discussion based on study data.
The discussion focused on the parents’ interpretation of the data and whether they felt that it
accurately depicted Phase | informed consent. The conversation began by soliciting parents’
interpretation of the study data and explored their perception of its accuracy; it then turned
to topics the parents thought were important while covering topics the researchers had
prospectively identified. The meeting was audiotaped, transcribed verbatim, and reviewed
for accuracy by the study research assistant.

The content of the transcripts was analyzed by 4 members of the research team (L.J, A.L.,
E.K, and J.B.) for the purpose of extracting important communication themes identified by
the advisory group. Through an iterative process these themes were placed into a
communication guide. We reviewed the data derived from our previously reported General
Clinician Questionnaire3 and semi-structured adolescent and parent interviews.213 for the
purpose of verifying that the communication themes identified by PAGIC and placed onto
the communication guide were consistent with themes expressed by clinicians and families
reflecting on ICC. All authors reached consensus on the communication documents for
clinicians and families. The communication guide and Phase | fact sheet were sent to the
PAGIC families for content review and approval. The families made minor suggestions
which are included in the final model presented here

Results: Development of a Communication Guide and Phase | Cover Sheet

Demographic information on the 8 PAGIC parents compared to the rest of the sample that
completed study interviews (n = 49), is presented in Table 1. No statistically significant
differences were found between the two groups, and the smaller group of PAGIC parents is
representative of the overall sample. While the main purpose of PAGIC was to solicit
additional parental feedback on Phase I ICC, the parents frequently focused their discussion
on improving communication with the medical team and offered suggestions both internal
and external to the actual ICC. Conversations with parents during the post ICC participant
interview and PAGIC indicated that the purpose of Phase I studies could be more easily

Cancer. Author manuscript; available in PMC 2016 July 15.



1duosnuen Joyiny 1duosnue Joyiny 1duosnuen Joyiny

1duosnuep Joyiny

Johnson et al.

Page 5

understood when (1) placed into context with the purpose of later Phase studies (Phase 11/
I11) and (2) when the purpose of the research is discussed, at appropriate times, throughout
the course of the child’s illness. The advisory group believed it would be helpful if parents
were given a simple cover sheet with basic factual information about the purpose of Phase |
pediatric oncology trial before the ICC and suggested that a two-staged model of ICC might
increase parental understanding.

The communication themes identified from the parental transcripts were layered onto the
various trajectories that a diagnosis of malignancy might follow (Figure 1). Common disease
trajectories identified by the oncologists on the study team included: (1) a cancer diagnosis
with a favorable prognosis often followed by cure; (2) a cancer diagnosis with an
unfavorable prognosis, often followed by death; and (3) a cancer with an intermediate
prognosis or relapse, with unclear outcome. Thematic content from our previous work with
clinician, parent, and adolescent stakeholders,23:13 was reviewed in greater detail for the
purpose of confirming that the communication topics and timing identified in this analysis of
the PAGIC transcripts was consistent with statements made by a larger group of clinician
and family stakeholders in the context of our earlier Phase | research. The model includes
illustrative quotes from the PAGIC study group, with supportive statements from our
previous physician questionnaire added for additional clarity.

Discussion

Intervention

High-quality informed consent is crucial to ethical pediatric Phase | cancer research, yet the
current paradigm of single ICC sessions of 45-60 minutes is inadequate to ensure parental
understanding, even when physicians explain all of the key scientific concepts (drug safety,
dose finding, and dose escalation) and solicit research-related questions from parents
(average, 15.6 questions asked).* Although our focus was on parental understanding at the
time of the Phase | ICC, stakeholders identified model behaviors at time points from
diagnosis through the end of life due to refractory cancer, including a two-stage Phase | ICC
that would foster parental understanding and improve the quality of the Phase I ICC.

1: Anticipatory Guidance

Improved clinician communication with families can begin at the time of diagnosis (Figure
1, Intervention 1). At this time, families understandably want conversations that focus on
cure. However, most childhood cancer is treated on a clinical trial or a standard-of-care
regimen based on a trial, and families want education about clinical trials from the start.
They suggested the use of visual as well as written materials for this type of education.
Physicians should focus on individual concepts (risks, benefits, goals, objectives, and
logistics) and assess parents’ understanding of each concept before moving on to the next,
rather than weaving between concepts. As one parent indicated, “...sticking to the concepts
and using examples.”

After treatment begins, physicians should offer parents anticipatory guidance before the
response to treatment is assessed, providing an opportunity for “what if” conversations about
the possibility of relapse or refractory disease. If families are willing to engage the
physician, he or she can discuss Phase I/11 clinical trials, salvage chemotherapy, and

Cancer. Author manuscript; available in PMC 2016 July 15.



1duosnuen Joyiny 1duosnue Joyiny 1duosnuen Joyiny

1duosnuep Joyiny

Johnson et al.

Page 6

comfort-directed therapy alone. Parents are often anxious before assessments of response to
treatment, and these conversations might allow them to explore and face their fears about
receiving bad news. The PAGIC represented as subset of parents whose children died from
progressive cancer, therefore one limitation of the model is that their retrospective
suggestions on communication at Intervention 1 may not be generalizable to families whose
oncology course is relatively unremarkable (example, low-risk ALL without significant
symptom burden related to therapy). Given the research demonstrating poor parental
understanding and sub-optimal communication in the context of Phase 111 leukemia ICC28,
we believe these communication tips are still applicable regardless of a child’s ultimate
disease course.

Intervention 2: Conversations at Relapse or Poor Prognosis

When a child’s cancer has relapsed or is refractory, or incurable (Figure 1, Intervention 2),
the parents involved in PAGIC, who had lost their child, requested straightforward, honest
medical information about the prognosis, even when grim.17:18 Physicians should assess
what level of information parents desire and empower them to make informed decisions,
including their child when possible. Training programs designed to teach physicians and
nurses strategies for initiating and continuing palliative care and end-of-life conversations
with families may improve the quality of these conversations.1®

Intervention 3: Introduction of Options

If families are to be offered enrollment on a Phase I trial (Figure 1, Intervention 3),
clinicians should strive to allow appropriate hope2? even though the likelihood of survival is
low, the child may receive other benefits from trial participation, such as improvement of
symptoms and quality of life. Altruism is another motivation for study participation, as is
hope for direct or indirect benefit to their child. For the parent, the enrollment decision is a
“head versus heart” struggle. The head knows that survival is unlikely, but the heart needs to
believe there is hope. Allowing families to openly discuss their fears and hopes, and
involving supportive services, such as psychology, palliative care, and spiritual care can help
in this process. It should be clarified to parents that palliative care is not hospice care.
Palliative care is care given by a team of experts to improve the quality of life of patients
with a serious illness such as cancer and focuses on symptom management and decision-
making as well as related psychological, social, and spiritual problems.2

Families are interested in researching treatments and want to know about all available trials
and treatment options and when they will become available. At this time parents often have
fears not directly related to the study drug, but study participation. Fears of getting “kicked
off” of a trial (for using supplements or other complementary therapies) or of becoming
ineligible for a trial were emphasized to a surprising extent in the PAGIC meeting and
should be addressed, when applicable. Clinicians can help families process their options by
openly answering their questions and discussing the risks and benefits of the various
options. Allow enough time for patients and families to discuss their options and let them
know that they need not decide “right now.” Clinicians should address parents’ fear that
unless they make a rapid decision they risk losing their child’s “spot” in a trial. It may be
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important to reiterate that not only can they take time to make the decision after the ICC, but
if they later feel uncertain they may withdraw from the trial at any time.

At present there are approximately 21 pediatric oncology centers that conduct Phase |
clinical trials, some with dedicated Phase | teams.22 If there is a change in the primary
oncologist, especially when the family transfers to a different treatment center, clinicians
should be mindful that their help is needed to facilitate the transition and should facilitate a
warm handoff. In a warm hand off the current clinician verbally communicates with the
receiving clinician and personalizes the transition rather than communicating
electronically.23 It is important to families that continuity with the primary oncologist is
maintained while trust is being established with the new oncologist or center.

Intervention 4: Phase | Informed Consent Conversations

The Phase | ICC (Figure 1, Intervention 4) should be informative and delivered with
sensitivity; whenever possible, it should work to build a partnership with the family.23-26
Families have identified model clinician behaviors that are helpful during difficult
conversations, including empathy, physical presence (eye contact, engaged body language),
repetition of information at multiple time points, and an ongoing invitation to ask questions.
Families are also interested in information about the experience of other children enrolled on
the trial and wish to receive regular study updates should they enroll. Importantly, families
want clinicians to make a recommendation and to help guide their decision. As clinicians
have expertise and experience that families do not have, it is not paternalistic to offer
direction to those who are struggling with a life-altering decision.13

Given the large amount of information that must be discussed in a Phase | ICC, it is
important to re-evaluate the manner in which families receive the logistical information
about the trial, including risks and benefits. One key to improving the quality of the ICC is
to increase parental understanding of the purpose of the study. Our previous research on
informed consent for Phase |11 trials supported the use of a consent process model that is
multi-staged, so that it can cover key scientific topics before introducing trial-specific
details. We propose that a simple Phase | fact sheet, written in simple lay terms, be provided
to all families (in their native language) who will be offered enrollment in a Phase | trial. As
one parent suggested, “I think it should be presented at an 8th grade level, because then
everyone should be able to understand it.”

The PAGIC group developed a simple explanation to be included on the fact sheet, outlining
the basic purpose, risks and benefits, and voluntary nature of a Phase I trial (Figure 2).
Although the information may appear in different forms, the fact sheet should cover basic
principles such as dose escalation and maximum tolerated dose (Figure 2). Parents at
PAGIC developed the following statement to describe Phase | trials to parents: “The purpose
of Phase I trials is to determine safe doses of new drugs. It is highly unlikely any of these
drugs would cure your child. Potential benefits could include symptom reduction and the
opportunity to help others in the future. There is the potential for adverse side effects.” This
definition has been expanded upon in the cover sheet to include other basic tenets of the
Phase | consent process that the parents defined as critical to understanding. It should also
include information about the medical team and contact information for supportive services.
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Alternative methods (examples: a cartoon, drawings, a short video, an iPad presentation) are
encouraged to reach parents and children with different learning styles and educational
levels. Culturally sensitive materials should be developed with input from members of the
appropriate racial/ethnic groups. Providing supplementary educational materials and
protocol summaries in advance of the ICC, is a form of anticipatory guidance that will allow
families more time to process the information and think of questions. A two-stage, multi-
meeting ICC process uses the basic idea of building on previously digested information; it
will allow members of the multidisciplinary team to repeat concepts, check for
understanding, and reinforce the purpose of the trial.

5: Options towards End-of-Life

In presenting information about a Phase | trial, clinicians should discuss the options of
salvage chemotherapy or a focus on comfort-directed care with no further cancer-directed
therapy (Figure 1, Intervention 5). Conversations should include the impact of these options
on the child’s quality of life and establish that family goals may shift from an aggressive
cancer-fighting approach to a comfort-directed approach at this point or at any time in the
future. Families of children with complex medical conditions and the possibility of
impending death have identified broad categories that help to smooth this transition and
facilitate coping.2” These categories are: (1) having expectations of the illness and likely
progression, (2) continuity of care by the clinical team, (3) altruism, (4) memory making,
and (5) having a wide network of support. If not already included, palliative care and end-of-
life planning discussions can be integrated into the pathway, with reinforcement that Phase |
therapy and palliative care can be offered concurrently. One parent made the statement, “...
see how you can empower the parent and see how you can empower the child. Be honest,
ok? Find out what their support system is - you know, if you need an advocate - also
spiritual help. I mean you really have, you can’t ignore that point-of-view...end-of-life
planning and so on.”

Conclusion

The decision to enroll on a Phase | trial is one of the most difficult decisions parents and
children face28; families want physicians to recognize the difficulty of this decision and
deliver information that is tailored to their needs and their medical situation. Decision-
making has shifted from a historically paternalistic approach where decision-making was
primarily physician driven to a more autonomous, patient-driven approach. However,
complex medical decisions such as enrollment on a clinical trial are best reached via shared
decision making, in which the clinician spends time educating families about the trial and
helping them weigh the risks and benefits in the context of their own values and preferences.
Quality ICC requires a high level of focused engagement by the physician and should be
considered more than a straightforward disclosure session with neutral provision of
information.

The intent of the PAGIC endeavor was to ask parent stakeholders to provide comments and
suggestions for improving the Phase | ICC. Unprompted, the parents consistently advocated
that improvements in communication at Phase | were only likely to occur if communication
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was improved throughout the cancer experience. To most accurately reflect this stakeholder
feedback we designed a model that integrated the suggested communication practices into
important decision points throughout the entirety of a child’s illness trajectory, culminating
with a two-stage conversation at the point where Phase | is offered. The next step in our
quality improvement efforts will be to educate clinicians on how to conduct these high-
quality conversations and to distribute the Phase | fact sheet to families. Our goal is future
research with stakeholders and measuring outcomes against those of a historical control
group.

Interventions to improve informed consent are needed, particularly in Phase | pediatric
oncology research, in which patients may be exposed to toxic effects of therapy with little
chance of direct benefit. We believe that this model is a starting point for improving the
quality of conversations that oncologists have with families whose children have advanced
cancer and is one which can be easily integrated into practice.
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Appendix
Time Suggested Topics Parent Quotes Physician Quotes
Point
Just so they feel more ...develop a more
comfortable talking about it comprehensive process
[diagnosis] and they know that should include visual

iscl £ Di . how to speak about it... How as well as written
Disclosure of Diagnosis the same thing can be said in | materials and verbal

. Focus on Cure different ways, but it just communication and
comes across that much better | should take more than
to the family if it’s phrased in one session to allow for

this way. the parents to quietly read
and understand the
1 material provided.
There is a lot of concepts The informed consent

going on, we’re talking about documents (Phase 1, 2 or
dose escalation, toxicity, and | | 3) are currently often 30

Clinical Trial Education (& realize that a lot of these that pages long. There is so

h the physicians are melding it much “required
Likely Enrollment) and?/vg’re going one to thg Ianguage'gthat points
other and it’s almost like unique to that person are
teaching people to talk in lost in the repetitive
paragraphs. language. Consents could
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Time Suggested Topics Parent Quotes Physician Quotes
Point
be simplified to improve
patient understanding.
Just so they feel more I know that it has to be
comfortable talking about it “standard,” but each
and they know how to speak family is so different, it
about it. We can give them would help to have
guidelines on how, this is how | different levels of
. . . to, you gave an example on information, i.e. an extra
Discussion of Prognosis how to simply phrase packet for smart, savvy
. : i something. How the same families, giving them
E:rs;;?; Igrfr?;;gnv?/g?rgént thing can be said in different things like the
ways but it just comes across background science.
um, that much better to the Having different
family if it’s, you know, communication means
phrased in this way. for the young adults —
like something they can
download onto their iPod
and listen to.
| knew all about this trial, | Allowing enough time to
knew the details, everything go over the child's current
on this trial before | walked status, lack of known
into that consent. | had a stack | curative therapies,
every week of at least 5-10 options for further care,
different trials going on that | intent of Phase 1 studies,
Researching Treatment plowed through with my review of study and
doctor and we would go potential toxicities is
. Tell us our Options through them and my important.
. daughter was involved in it.
*  Allow Enough Time Does it make you lose your
hair? Nope! Don’t want it. |
mean she was right there and
yes, she had different focuses
than 1 did but my point was is
| went into this trial knowing
every detail about it before |
2 went into the consent.

Discussing Fears

I think it’s important that the
discussion and the people that
are involved in this feels
comfortable enough to openly
include these things because if
you are afraid that you’re
going to be kicked off the trial
because you’re on a medicine,
you’re not going to say
something.

Consult Supportive Services (PC,
Psychology, etc.)

When | was in, at [hospital]
you know, you go through all
of these kinds of phases and |
finally said, “You know what?
I need to speak to a
nutritionist.” And they were
like, “Oh, thank God you
asked,” and | was like, “What
do you mean thank God |
asked?” They said, “We can’t
offer that service unless you
ask for it.” | said, “Excuse
me?” And then | said the same
thing about um, um,
psychological services. And
they were like, “We do have a
doctor but you have to ask for
that service.” And I’m like,
again, these service should be
part of the whole package
because parents don’t know to
ask.

Adding session that
includes other disciplines
such as SW, psychology,
or RN that does not
include MD
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Time Suggested Topics Parent Quotes Physician Quotes
Point
The first word is always hope, | | want my patients to
past the hope | am hoping that | have hope for quality life
this helps somebody in the prolongation without
R future. I am hoping it helps letting that influence their

Maintaining Hope me but we are also hoping that | decision whether or not
this goes, this helps somebody | they consent to a phase
else and they don’t have to go | one study.
through the same thing.
P1: It was like whoever had P1: Sometimes the
the fastest finger is the one deadlines for reservations
that got on the trial. on Phase | studies force
P2: Exactly, it was a race to the consent process to
the finish line. occur at a faster rate, the
P1: And theres 3 spots in the potential to extend these
whole United States and you reservations could be
are like “I will sign anything helpful for the particular
you want me to.” patients, although may
YT ——— delay the conduct of the

3 . Lo . ell | think time is a big study.
;II'\;;?I? (\Salliaobr:lslty /Time to player in that too because | P2: ¥ime between relapse
gnop know we experienced it’s and discussing/ensure

almost as if you need to make decision by family to
a decision quickly, you know? | enroll of trial.
This relapse, you don’t have
time, we don’t have time to
look at these alternative way
of doing things. You need to
make a decision, here’s the
trial that we have. We don’t
have a lot of time to look
outside of the box.
| felt that level of security
with my son’s physician as

Continuity of Care: facilitating where we had to trust they

transitions (to new center or MD) were sending us to a place that
I could then trust this new
person.
It’s all about how it’s Maybe also a 2-step
presented, | think, | mean in consent, so families can
some cases you know, if you absorb the details of the
hand a parent a piece of paper information they are
and tell them to read it, you given
know, it’s overwhelming but
you have someone like you

Trial Overview: Presentation, just did, where you know, a

scientific background, location of simple diagram. | mean you

clinical trial just did a very simple diagram
and anybody on any
educational level, 1 think,
would be able to understand
that and get it. It’s all about
who is presenting it and how
they’re presenting the

4 information.

“Model” behavior of Phase I
clinicians/researchers

I just think that if they asked
open ended questions, that is
the main thing that they, you
know, they tell you what it is
and then they had you repeat
back and say “Ok, can you tell
me your understanding?” To
make sure that you
understand, but | would prefer
that it would come from my
oncologist, my doctor.

Spending lots of time,
answering questions.
LISTENING more and
talking less.

Quality Informed Consent
Conversations

I was thinking more and more
they talked to me about this,
maybe they could have like a
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A staged consent process
works better — you can
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Time
Point

Suggested Topics

Parent Quotes

Physician Quotes

. Phase | Education

pamphlet or an outline. |
mean, yeah, take them to a
conference and give them a
pamphlet or an outline for
them to go by because, let’s
be realistic, some uh doctors
just are you know, rough.
They’re smart in the brains
but they’re um, when it comes
to the emotional part they just
don’t know how to do it.

progression in one
meeting, perhaps have a
broader decision making
meeting to discuss quality
of life issues, family
resources, stressors in
context of child’s
prognosis and review
options for moving
forward including
concept of Phase | agents.
By the time you get to the
actual Phase | consent
meeting, you will likely
have explained concept
of Phase I, reviewed
options for Phase I and
reviewed rationale for
choice of particular Phase
| (preclinical data, QOL
issues, etc). The consent
process then concentrates
more on schedule of drug
administration, toxicities,
correlative studies.

Make Recommendations

You have to be sympathetic to
these people that they’re
going through life altering
situations but you have to be
bold. They’re relying on you
who have lived this every
single day of your life, you
will understand the
consequences. We don’t,
we’re freshman in high
school, we don’t know any of
this stuff. We’re relying in
you guys to tell us which
direction we need to go to, not
necessarily with the decisions
but how to handle it.

The most challenging
question that | face from
parents is: “What would
you do if this is your
child?”

Altruism

If it’s not going to help my
child, if it’s going to save
some other child from going
through this or some other
parent going through this then
yes, 1 would do my child. |
mean, it’s not hurting her any
worse than what... the end
result was going to be the
same. It’s not hurting her to
try.

No matter how you
phrase it, families are
going to perceive it as
something that will
potentially help their
child. At least get some
quality of life if not cure.
To some extent they are
also motivated by
altruism.

Changing Goals - Comfort

Your goal is not, our goal is
different from your goal. We
know darn well the trial is to
figure out the doses and
what’s the best way to... we
all know that but that’s not in
our heart what we’re on it for.

I think we need to be
clearer with patients
about the unlikeliness of
benefit while still
maintaining hope — hope
of cure (though unlikely),
hope of improvement of
symptoms, hope of
benefiting others, hope of
peaceful death.

End of Life Planning

(Patient) desperately wanted
to live and when he knew he
was not going to make it, he
wanted to help the next kid
and that is from his mouth. |
mean he — and at the very end
of his life we had signed
hospice, he wanted to make
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Time Suggested Topics Parent Quotes Physician Quotes
Point
sure that his brain be donated
to study. | mean he just
wanted to help the next kid.
Tremendous care and honesty. | Spend as much time as
No matter how good or bad the family needs to
the news he always told me understand process.
Building trust & Relationships the truth in a way | could Patience, time, clear
understand and process. He language delivered in
was sensitive to our needs and | sensitive manner.
we felt safe under his care.
So if they, the doctors, are The text of the consent is
open enough in saying...we important, but | believe in
need to know because it’s the words spoken in a
important but you’re not discussion about research
going to, you know, but open at the moment a study is
communication back and forth | presented to a child/
is vitally important in this family. Education in staff
incidence because you know, involved in such an
let’s face it, if we are in this important process is
. — trial we are desperate. We are central in good clinical
Fostering Open Communication seeking something out there. practice.
People need to go over
info on multiple
occasions, and preferably
with multiple staff
members. Must have
All Time Points good support from

interpreters for low
English proficiency
families.

Shared Decision Making

. Facilitate Parent &
Child Participation

. Parental Advocacy

He was 11 when he was
diagnosed and you guys are
right, they (patients) do
progressively age and become
wise beyond their years as the
disease progresses. So he, you
know, he wanted to be
engaged and when we got to
(hospital) those people there
were surprised just how much,
and he was 12 at the time, just
how much he knew about
what was going on. So when it
came to the consent part of it,
you bet he wanted to be a part
of it.

More information and
better information to
engage the children and
adolescent so that they
can better understand
what it means.

Voluntariness & Goals of Research

2 page consent about
purpose risks and benefits
and voluntary nature.
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Figure 1.
Communication model for improving understanding in families whose child has a diagnosis

of malignancy.

Cancer. Author manuscript; available in PMC 2016 July 15.



1duosnuel Joyiny 1duosnuely Joyiny 1duosnuey Joyiny

1duosnue Joyiny

Johnson et al.

Page 17

(Hospital Name)

Phase | Clinical Oncology Trial: A Brief Overview

Purpose of Phase I Trials

The purpose of a Phase I trial is to identify and develop new drugs to treat childhood cancer. In a
Phase I trial, researchers are trying to evaluate safety. This includes determining a safe dose range
(MTD) and identifying side effects. There is a chance of toxic side effects. It is unlikely that the
treatment in a Phase I study will cure your child. Possible benefits could include symptom
reduction and the opportunity to help others in the future. The Phase I trial is voluntary and you
can decide not to participate. You can talk to your doctors to stop being in the study at any time.

Some Definitions

Maximum Tolerated The highest dose of a drug that can be given safely without severe side
Dose (MTD) effects.
Dose Limiting Toxicity Serious side effects caused by a dose of the Phase I drug.

(DLT)

Cohort Small groups of 3-5 children enrolled on the Phase I trial at each new
dose level.
Dose Escalation Each cohort (patient group) receives a higher dose than the previous

cohort. In the case of a DLT, they will receive a lower dose. Dosages
increase until there are unacceptable side effects.

Dose Finding Phase I trials are designed to find the highest safe dose of a drug to use
in Phase I trials. In Phase II trials, more people are given the new drug
(at a set dose) to see if it works against cancer and to further test safety.

Palliative Care Medical care focused on relief from symptoms, pain, and stress of a
serious illness to improve the quality of a patient’s and family’s life.
Can be provided along with treatment at any stage of an illness.

Available Support Services and Contact

Child Life
Psychology
Palliative Care
Spiritual Care

Additional Contact Information

Your Physician:
Clinical Research Associate (CRA):
Institutional Review Board
National Cancer Institute (NCI): 1-800-4-CANCER (1-800-422-6237)
NCI Website: http://cancer.gov/
Clinical Trials: http://cancer.gov/clinicaltrials/
Children’s Oncology Group (COG): http://www.childrensoncologygroup.org/

Figure 2.
Suggested coversheet for Families Considering Enrollment in a Phase | Clinical Trials.
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Table 1

Demographic Information on PAGIC parents compared to overall group of parents who participated in the
larger Phase | informed consent study.

PAGIC (n=8) | overall (n=49)"
Gender
Female 7 (88%) 35 (35.2%)
Male 1 (12%) 14 (13.8%)
Age (years)
Mean [SD] | 42.38 [6.21]] 40.90 [8.18]
Race
Non-Hispanic white 8 (100%) 40 (81.6%)
Other 0 (0%) 9 (18.4%)
Index of Social Position
1-2 3 (37.5%) 16 (32.7%)
3 4 (50%) 15 (30.6%)
4-5 1 (12.5%) 18 (36.7%)
Child’s Cancer Diagnosis
Brain and CNS 4 (50%) 14 (28.6%)
Bone and soft tissue (sarcoma) 1(12.5%) 17 (34.7%)
Neuroblastoma 1(12.5%) 13 (22.8%)
Leukemia 1(12.5%) 2 (4.1%)
Other 1 (12.5%) 4 (8.2%)
Religion
Catholic 4 (50%) 10 (20.4%)
Protestant 4 (50%) 27 (55.1%)
Non-Christian (Jewish, Buddhist, Hindu, Other) 0 (0%) 6 (12.2%)
None 0 (0%) 6 (12.2%)

*
Demographic information is unavailable on three parents
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