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1.0 INTRODUCTION
1.1 Overview

Cancer patients eligible for early clinical trials are a unique population. These patients have
usually exhausted conventional therapeutic options and have limited life expectancy and
significant symptom burden, making them appropriate candidates for either early clinical trials or
best supportive care. The philosophies of these treatment options are quite different; the goal of
Phase 1 clinical trials is to determine the safety, dosing, and side effects of new drugs in humans,
while that of palliative care is to improve comfort and quality of life and to provide
psychological, emotional, and spiritual support for patients and their families.

While research has shown that the majority of patients enrolled on Phase 1 clinical trials hope to
benefit from therapy, these studies are not designed to determine antitumor effectiveness and
there is limited expected benefit to patients.>® Although the criteria for enrollment onto Phase 1
studies includes good performance status, these patients have been found to have similar
symptom burden to patients not participating in early phase studies.** In regards to withdrawing
patients from early phase trials, the majority of patients come off study because of disease
progression or decline in their performance status. Nevertheless, these patients typically have
advanced disease and in some circumstances, it may be difficult to discern whether their
symptoms or decline in function status are secondary to disease progression or in fact represent
treatment toxicity.

We hypothesize that provision of structured palliative care to patients enrolled in Phase 1 clinical
trials will decrease their symptom burden, be associated with fewer adverse events, increase
duration on trial and improve the quality of life for participants and their family members. Our
long term goal is to conduct a prospective randomized Phase Il clinical trial of aggressive
palliative care versus usual care for patients taking part in Phase 1 trials. As an initial step, we
propose a pilot study to obtain preliminary data necessary to develop an appropriate intervention
and sample size determination for a subsequent large-scale study.

1.2 Background and rationale

1.2.1 Phase 1 clinical trials: study goals and patient population

Phase 1 clinical trials are the foundation of cancer drug advancement.® Their main goal is to
evaluate the safety profile of a new agent or new combination and to determine the dose-limiting
toxicities and recommended Phase Il dose. Patient participation in clinical trials is necessary for
new drug development, though current accrual is far from ideal. One of the major barriers to
patient participation from a patient perspective is concern for potential side effects.>’ One of the
hypothesized outcomes of this intervention is to decrease symptom burden and decrease the
frequency adverse events, which if true, could potentially be addressed in future studies to aide
in patient enrollment.

Eligible patients typically have progressed through standard therapies and have a good Eastern

Cooperative Oncology Group (ECOG) performance status (</= 2). Despite their good
performance status, participants in Phase 1 clinical trials have similar symptom burden compared
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to cancer patients not participating in clinical trials.*® In the study conducted by Finlay et al., the
patients enrolled on early phase trial as well as those not enrolled on study, reported a median of
five symptoms with equal number and severity of physical and psychological symptoms
experienced. When adjusting for the initial ECOG performance status, the study concluded that
Phase 1 patients actually experience greater symptom burden then those not on study.* A pilot
study conducted by Healy et al. described variables which correlate with how well a patient will
do on a Phase 1 clinical trial. In their retrospective review, they found that the number of active
symptoms (>3) was significantly correlated with increased complications from the experimental
treatment.® Not surprisingly, the higher number of symptoms resulted in greater decline in
functional status as well as increased hospitalizations, both of which are reasons to consider
patient withdrawal from the trial.® Accordingly, these patients would likely benefit from
palliative care services.

While the hope for personal benefit — including remission or even cure - is a major motivation
for patients enrolling into Phase 1 clinical trials,>*"® the studies are not designed or intended to
prolong life or modify the course of the patient’s disease. The reported treatment response rates
have consistently been less than 5 percent.” The life expectancy of patients enrolled in Phase 1
clinical trials is between 5 and 6.5 months.* While reasons for patient withdrawal from clinical
trials have not been extensively studied, it is assumed that the majority of patients leave a study
because of disease progression. However, suffering from undertreated emotional and physical
distress likely influences this decision.

In an effort to better characterize the reasons for patient withdrawal from Phase 1 clinical trials
and patterns associated with early withdrawal, we performed a medical record review, using our
center’s clinical trials database (OnCore) of solid tumor oncology patients enrolled onto
institutional Phase 1 clinical trials through the Case Comprehensive Cancer Center (CCCC) in
the years 2003-2013, excluding data from Cooperative Group or Pharma-sponsored studies, as
this data was not included in the OnCore database. Two hundred forty-eight patients were
included in our analysis. We included all adverse events regardless of their attribute, as unrelated
adverse events are often reasons for study withdrawal. All patients experienced adverse events.
The mean number of adverse events experienced was 26.6, with a median of 19 (range: 1-168).
Of these adverse events 3023 were potentially addressable, defined as non-laboratory events.
One hundred and fifty-one (59.9%) patients discontinued study treatment because of disease
progression and 36 (14.3%) because of adverse events. Twenty-two (8.7%) ended participation
because they completed the treatment. While this study was limited by the retrospective nature of
the data and limitations in clinical documentation, the symptom burden alone confirms a need for
palliative care in this population. Unaddressed in the retrospective data as well as many other
studies, is the effect of undertreated emotional distress, which in conjunction with undertreated
physical symptoms, can confound the assessment of the effects of the experimental and
potentially therapeutic agents on quality of life. Addressing factors associated with premature
withdrawal, whether by improved management of physical symptoms or increased psychosocial
support of patients and families/caregivers, is imperative and may minimize early termination of
trials which can impose significant limitations and delays in evaluation of new therapies.
Therefore, we propose development of a structured palliative care intervention to address
potentially treatable adverse events and improve patient and caregiver quality of life.
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1.2.2 Palliative care: Patient and caregiver

The WHO defines palliative care as “an approach that improves the quality of life for patients
and their families facing the problems associated with a life-threatening illness, through the
prevention and impeccable assessment and treatment of pain and other problems, physical
psychosocial and spiritual”.*® Over the last decade, palliative care has been acknowledged as an
integral part of providing comprehensive care to patients with cancer.* Simultaneously, quality
of life has emerged as a key outcome of health related interventions. Through various forms of
education, advocacy and policy statements, the oncologic community has made strides to
incorporate palliative care into standard clinical practice. The American Society of Clinical
Oncology (ASCO) published a position statement in 2009 supporting the vision of incorporating
palliative care from the time of diagnosis throughout the experience of cancer.** In 2012, ASCO
released a consensus clinical opinion that standard oncology care combined with palliative care
should be considered early in the course of illness for any patient with metastatic cancer and/or
high symptoms burden.*?

Although the term “palliative care” is frequently used interchangeably with “hospice,” there are
distinct differences between the two services. Hospice requires that a patient have a terminal
diagnosis and has opted to forgo disease-modifying or life-prolonging treatments. While
palliative care is commonly provided to patients with terminal diagnoses, it can be used at any
point in the disease trajectory and is intended to be used in conjunction with other medical
treatments. The perception that hospice and palliative care are one in the same may influence
both the physician and patient perception, as well as the offering and acceptance of palliative
care services. Several articles have been published regarding Phase 1 patients and whether they
have to choose between Phase 1 studies or hospice. Unfortunately, the investigational agents
used in Phase 1 trials are considered to be disease directed therapy making these patients, who
otherwise would be eligible for hospice, unable to utilize their services.  Palliative care
advocates have argued that hospice or palliative care should be available to patients enrolled in
Phase 1 clinical trials.*!®*** Nonetheless, due to the complexity of the current reimbursement
system under the Center for Medicare and Medicaid Services regulations, access to hospice for
this unique group of patients must be forgone. However, no such issue exists to exclude
palliative care in the treatment plan.**°

1.2.2.1 The Patient

As the symptom and psychosocial needs of patients with advanced cancer have become
increasingly recognized, palliative care programs have been expanded and developed in the
cancer care settings.*** Several studies have evaluated palliative care in the outpatient setting,
with patients in the intervention arms experiencing improvement in symptoms, mood and overall
quality of life. Accordingly, integrated outpatient palliative care has resulted in increased patient
satisfaction, improved well-being and decreased symptom burden, including anxiety, depression,
fatigue, insomnia, anorexia and nausea.>'%***>! |n addition to improving patient symptoms and
quality of life, the seminal study by Temel et al. demonstrated a 2 month improvement in overall
survival in patients with metastatic non-small cell lung cancer who received early palliative
care.’ While the survival improvement is intriguing and has received a lot of attention, the goal
of palliative care is neither to extend life nor hasten death.
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Patients at the juncture in their disease trajectory when Phase 1 trials are an option, are
concurrently at a point when best supportive care or hospice is also an option. There is no
clinical reason why disease directed therapy and palliative care cannot be administered
concurrently. One study to date has evaluated simultaneous palliative care in patients enrolled on
early phase trials. This study demonstrated that the intervention is feasible and did not result in
adverse events. While it showed a trend toward improved quality of life, it was not found to be
statistically significant, but the study was limited by its size and also lack of randomization. It
did demonstrate a wide variability in symptoms over time, signifying a necessity for services that
can be adapted to fluctuating patient needs."’

1.2.2.2 The Caregiver

The goal of palliative care is to not only optimize the quality of life for persons living with the
chronic or terminal illness but also to support and improve the quality of life of their families and
caregivers. Throughout the trajectory of each patient’s illness, family members or caregivers
assume a large part of their care. The caregiver role, particularly when caring for patients in the
last months of life, is changing, with the trend toward providing home care to patients with
advanced stage cancer.’® While this trend is consistent with most people’s desire to die at
home,™ a great deal of responsibility is placed on the caregiver. Studies have shown that caring
for a lgved one with a terminal illness at home increases the distress surrounding his or her
death.

The caregiving experience is complex, impacting all aspects of the caregiver’s life, including
physical, emotional and psychological well-being.*? The distress experienced by the friends or
family member(s) as caregiver is multidimensional and varies tremendously throughout the
patient’s disease course. A multitude of factors contribute to the caregiver experience, related not
only to changes in the patient condition, but also to how their new role influences the
interdependent aspects of daily life. This includes coping with disruptions in the daily routine
through providing direct care, performing medical procedures, communicating with healthcare
professionals and providing emotional support to the patient as well as family members.**?° |t
also involves restructuring or relinquishing responsibilities related to childcare, employment and
financial obligations as well as negotiation of factors related to familial or generational
relationships.”’ The extent of burden or impact on quality of life between caregivers varies
widely, as it is affected by each individual’s baseline coping strategies and support sys‘terns.20

The adjustment of the caregiver to the role affects not only the caregiver but also the patient and
the entire home care support system.'® Studies have shown that increased symptom burden and
decreased level of activity in patients results in more caregiver stress and depression.®?
Reciprocally, burden on the family is often one of the patient’s main concerns'® and a patient’s
level of activity may decrease as his or her caregiver’s needs increase.’® While caregivers of
patients enrolled in early clinical trials are not well studied, research has demonstrated that
caregivers of patients receiving “aggressive” care are at increased risk of feeling unprepared,
becoming depressed and having worse quality of life.!° One of the goals of this study is to assess
the caregiver experience throughout patient enrollment on the Phase 1 study and how
simultaneous palliative care influences that experience. We anticipate a positive impact, as
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palliative care involvement has been shown to improve caregiver health-related quality of life,
particularly in regards to the emotional component.?

1.2.3  Rationale for evaluating simultaneous palliative care in patients enrolled on Phase 1
clinical trials

Given the data on the benefits of palliative care, we hypothesize that provision of structured
palliative care to patients enrolled in Phase 1 clinical trials will decrease their symptom burden,
be associated with fewer adverse events, increase duration on trial and improve the quality of life
for participants and their caregivers. Our long term goal is to conduct a prospective randomized
Phase Il clinical trial of aggressive palliative care versus usual care for patients taking part in
Phase 1 trials. As an initial step, we propose a pilot study to obtain preliminary data necessary to
develop an appropriate intervention and sample size determination for a subsequent large-scale
study.

2.0 OBJECTIVES

2.1 Primary Obijective(s): To assess symptoms, adverse events, duration on study, reason for
study discontinuation, and quality of life among patients participating in Phase 1 clinical trials
who receive structured palliative care, and those who receive standard supportive care. Duration
on study will serve as our primary objective for sample size determination.

2.2 Secondary Objective(s):
1. To describe the quantity (e.g. hours), type, and cost of palliative care personnel services used
by patients and caregivers receiving structured palliative care.

2. Exploratory:

a) To compare adverse event profiles, duration on study, and quality of life between patients who
receive structured palliative care and those receiving standard supportive care.

b) To compare caregiver burden and quality of life between the study arms.

3.0 RESEARCH SUBJECT SELECTION AND ELIGIBILITY

Each of the criteria in the checklist that follows must be met for a patient to be considered
eligible for this study. Use the checklist to confirm a patient’s eligibility. The checklist must be
completed for each patient and must be signed and dated by the treating physician.

3.1 Patient inclusion criteria

Patients must meet all of the following inclusion criteria to be eligible for enroliment

_3.1.1 Patients must be enrolled in a Phase 1 clinical trial and be within 2 weeks of
starting the experimental therapy or intervention.

_ 312 Age=>18years

_3.1.3 Patients are eligible to enroll on this study with or without the enroliment of their
caregiver.
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3.2 Patient exclusion criteria:

The presence of any of the following will exclude a patient from study enrollment
3.2.2 Patients diagnosed with a hematologic malignancy.

3.3 Caregiver inclusion criteria

Caregivers must meet all of the following inclusion criteria to be eligible for enrollment
3.3.1 A caregiver who is the person identified by the patient as the one who provides the
most regular physical and/or emotional support.

3.3.1 Caregivers must be willing to complete surveys (described below) at baseline and
on monthly basis.

3.4 Caregiver exclusion criteria
3.4.1 Caregivers who are solely professional, paid caregivers.
3.5 Inclusion of Women and Minorities

Both men and women and members of all races and ethnic groups are eligible for this trial.

40 RESEARCH SUBJECT ENTRY

All eligible patients who are enrolled into a Phase 1 clinical trial are considered potential
participants. These patients will be identified by the Phase 1 team who will notify us of their
enrollment.

All subjects consented for this study will be registered in the OnCore Database. For those subjects
who are not enrolled, the reason for exclusion must be recorded.

All subjects will be registered through the Case Comprehensive Cancer Center and will be
provided a study number by the Study Coordinator.

Once consented, subjects not already established with palliative care will be randomized to receive
standard supportive care provided by their treating oncologist or the structured palliative care
intervention provided by the Seidman Cancer Center Supportive Oncology Team or by the Taussig
Cancer Center Supportive Oncology Team. Randomization will be done using a generated
randomization key (see appendix G). The patients already established with palliative care will
continue to follow with their providers.

5.0 STUDY DESIGN AND METHODS
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5.1 Design/Study Type

A two arm prospective randomized clinical trial of standard supportive care versus structured
simultaneous palliative care in patients enrolled in Phase 1 clinical trials. The standard
supportive care will be provided by the patients’ treating oncologist. The structured palliative
care intervention will be provided by the outpatient palliative care team which consists of
clinicians (physicians and nurses) trained in palliative care, spiritual care specialists and social
workers. Eighty patients will be enrolled and randomized to one of these two groups. Treatment
(structured palliative care) will begin after enrollment, either prior to or within two weeks of
beginning experimental therapy through the Phase 1 trial, and will continue until the patient
leaves the clinical trial. Each patient, and his or her caregiver if enrolled, will complete Symptom
and QOL assessment instruments on monthly basis.

There will be a third contemporaneous arm, which will include patients already established with
palliative care. These patients will continue to follow with the palliative care team as they have
in the past, being seen as clinically indicated. They will not be required to have monthly visits
with the palliative care team (as those randomized to the supportive care), but we will collect
information on the palliative care resources used including number and frequency of visits,
phone calls and services provided. Their caregivers will also be approached, but will receive the
standard supportive care services provided by the palliative care team and we will collect
information on the services they utilize. Both the patient and caregiver will complete the monthly
symptom and QOL assessment instruments.

5.2 Selection of Instruments

5.2.1 Functional Assessment of Cancer Therapy —General (FACT-G)

The FACT-G is a reliable and validated outcome measure, which is widely used to assess health-
related quality of life (HRQoL) in clinical research with patients with cancer. It is a 27 item
questionnaire with 4 subscales including physical well-being (7 questions), social or family well-
being (7 questions), emotional well-being (6 questions) and functional well-being (7 questions).
The questions are answered on a five point Likert-type scale ranging from 0 (not at all) to 4 (very
much), over a recall period of the 7 days. The responses are summed to create a total score and
individual subscale scores with higher scores indicating better HRQOL.?

5.2.2 Memorial Symptom Assessment Scale Short Form (MSAS-SF):

The Memorial Symptom Assessment Scale Short Form is extensively used in cancer trials. It is a
reliable and valid instrument, developed to assess the common physical and psychological
symptoms in patients with cancer. 28 physical symptoms and the frequency of 4 psychologic
symptoms during a 7 day time period are evaluated with respect to the distress they cause. The
MSAS-SF consists of subscales that describe global symptom distress (GDI), physical symptom
distress (PHYS), and psychological distress (PSYCH). The total MSAS-SF score is the average
of the 32 symptom scores.”” The survey takes approximately 5-10 minutes to complete.

5.2.3 Quality of Life in Life Threatening Iliness- Family Carer Version (QOLLTI-F)

The QOLLTI-F is a validated and reliable assessment tool, which measures family caregiver
quality of life. This tool focuses specifically on caregivers providing care to someone with a
life-threatening illness. The questionnaire consists of 16 items covering seven domains including
environment, patient condition, quality of care, carer’s outlook, carer’s own state and financial
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worries. A two day time frame is used, as situations for both the patient and caregiver can change
rapidly, especially near the end of life. The response scale is an 11 point numerical rating scale
which ranges from 0-10, 10 being the best possible situation. The mean score of each domain is
then calculated. The questionnaire takes approximately 10 minutes to complete.*®

There is consensus among QOL researchers that a change of 0.5 standard deviations, usually
corresponding to 5-10% of the scale range , represent a minimal clinically important difference.™®
We will use this standard in our study.

By administering the quality of life assessment tools to both the patient and the carer
simultaneously, we hope to better understand the relationship between the QOL of the patient
and the carer and the impact of the intervention on both.

5.2.4 Caregiver reaction assessment (CRA)

The CRA is a validated and reliable assessment tool used to assess various aspects of caregiver
burden.®%?* |t is a self-rating scale that consists of 24 items that covers five domains: self-
esteem (7 items), family support (5 items), finances (3 items), daily schedule (4 items), and
health (4 items). The perceived impact is rated on a 5-point Likert scale, with the format: 1 =
strongly disagree, 2 = disagree, 3 = neither agree nor disagree, 4 = agree, 5 = strongly agree.
Each subscale is added to a sum score, this is divided by the number of items to reflect an
unweighted mean-item score with a range from 1.0 to 5.0. High scores on all subscales indicate
negative experience except for self-esteem where a low score indicated a negative experience.
The initial CRA did not offer a total score but Grove and colleagues®* recoded the self-esteem
score to allow for a total CRA score to reflect the total caregiver situation. The total CRA score
is the sum of the 24 items and higher scores reflect higher caregiver burden.

5.2.5 Family Satisfaction with Advanced Cancer Care (FAMCARE)

FAMCARE is a valid and reliable instrument which has been widely used to assess caregivers
satisfaction with the medical care provided to the patient for which they care. It is a
unidimiensional model, which covers 4 subdimensions of care including information giving,
availability of care, psychological care and physical patient care. It is a 20 item scale which uses
a five point Likert scale: very satisfied (1), satisfied (2), undecided (3), dissatisfied (4), and very
dissatisfied (5). The questionnaire takes approximately 10 minutes to complete.?

5.3 Description of Intervention

The intervention is a providing simultaneous structured palliative care to patients enrolled into
Phase 1 clinical trials. Patients randomized to this arm will meet with a specialized palliative care
clinician after enrollment into the Phase 1 clinical trial and prior to initiation of the experimental
therapy.

5.3.1 Standard Supportive Care (Arm 1)
5.3.1.1 Patient
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In the standard supportive care cohort, the supportive care will be provided by the treating
oncologist. The frequency of visits and referral to other specialties or services (nutrition,
psychiatry, palliative care, etc.) will be at discretion of the treating oncologist. The treating
oncologist can refer patients to palliative care. The data collected on patients referred to
palliative care will be analyzed, using the intention to treat principle, in the standard supportive
care cohort.

5.3.1.2 Caregiver
In the standard supportive care cohort, caregiver support will be provided by the treating
oncologist and referral to psychosocial personnel will be at their discretion. The caregivers will
be required to complete CRA and QOLLTI-F surveys on a monthly basis, until the patient is off
the Phase 1 study.

5.3.2 Structured Palliative Care (Arm 2)

5.3.2.1 Patient

In the structured palliative care cohort, supportive care will be provided by the outpatient
palliative care team which includes clinicians with specialized palliative care training, social
workers, spiritual care specialists and mental health clinical nurse specialist (CNS). Each patient
will meet with a palliative care physician or an advanced practice nurse (APN) at the initial visit
which will be within two weeks of starting experimental therapy through the Phase 1 clinical
trial. A comprehensive evaluation, including medical, physical and psychosocial assessment will
be performed at the initial visit and recommendations made for palliative care treatment,
counseling, home support and referral to other specialties. Monthly (every 30 days +/- 7 days)
face to face visits with either the physician or APN will be scheduled, until the patient
withdrawals from the Phase 1 clinical trial. At each in person visit, the results from the MSAS-
SF will be used to help the team determine which symptoms need to be addressed. After their
initial visit, the patient may be contacted the following week by phone to assess for symptoms or
questions, based on needs identified at the time of their initial assessment. Patients will have
open communication with their palliative care providers and will be able to communicate with
their provider by phone or be seen on a more frequent basis if necessary. As at the initial visit, at
each follow up visit, the palliative care team will address and make recommendations for
symptoms. Treatment decisions or suggestions will be communicated to the primary oncologist
and Phase 1 clinical trial team through email on the day of the visit. These decisions will also be
documented in the medical record using a follow up note template (see appendix). The palliative
care provider will also periodically address goals of care and end of life planning. Advanced care
planning discussions will be summarized and DNAR orders documented in the follow up note.

5.3.2.2 Caregiver

In the structured simultaneous palliative care cohort, the caregiver will communicate (either in
person or by telephone) with a psychosocial provider (social worker, mental health CNS,
spiritual care provider) and an in person visit scheduled, within 2-3 weeks of patient enroliment
onto the Phase 1 clinical trial. At the initial visit, the caregiver will complete the CRA and
QOLLTI-F questionnaires. The caregiver will be required to complete the aforementioned
assessment surveys monthly, until the patient comes off of the Phase 1 clinical trial. The
caregiver will then have the option to communicate with the supportive oncology team via
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telephone or in person visits, depending on their needs and preference. Summaries of these visits
will be documented in the medical record using a template note (see appendix).

5.3.3 Patients established with palliative care prior to enrollment on phase 1 study (Arm 3)
5.3.3.1 Patient

Patients established with the palliative care team prior to enrollment on the phase 1 clinical trial
will continue to see both their treating oncologist and palliative care provider as they have in
past. There will not be scheduled visits as in the structured simultaneous care cohort. Patients
will be seen at the discretion of the palliative care provider as clinically indicated and referral to
other specialties or services will be at their discretion. As in the structured simultaneous care
cohort, treatment decisions or suggestions will be communicated to the primary oncologist and
the phase 1 clinical trial team through email on the day of visit. The visits will be documented in
the medical record using the follow up note template (see appendix). The patients will be
required to complete FACT-G and MSAS-SF surveys on a monthly basis until they are off the
phase 1 study.

5.3.3.2 Caregiver

The caregivers in this arm will be provided the standard supportive care services offered by the
palliative care team and the treating oncologist. There will not be scheduled visits or discussions
as in the structured simultaneous care cohort. Meeting and communication with these caregivers
will be documented in the medical record using a template note (see appendix). The caregivers
will be required to complete CRA and QOLLTI-F surveys on a monthly basis, until the patient is
off the Phase 1 study.

5.4 Data Collection
5.4.1 Screening evaluation

A screening evaluation will be used to determine the eligibility of each subject for study inclusion.
Those who have established care with a palliative care physician or have hematologic malignancy
will be excluded.

For the patient, the following will be obtained at baseline from the medical record:
e Demographics
e Medical history including site of cancer, stage of disease and lines of prior therapy.

For the patient, the following will be obtained/performed at their initial visit
e Physical exam including height and weight
e Medication use, this includes all prescription medications, over the counter medications
and herbal supplements
ECOG performance status
Reason for enrollment into the early phase clinical trial
Baseline quality of life assessment through the use of FACT-G
Baseline symptom assessment through the use of MSAS

For the caregiver, the following should be obtained at baseline
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e Caregiver relationship to patient

e Sociodemographic information including: age, sex, education, occupation, employment
status, income.

e Amount of hours spent with patient per week

e Measurement of caregiver quality of life through the use of the QOLLTI-F

e Measurement of caregiver burden through the use of the CRA

5.4.2 Treatment Period

Treatment (simultaneous palliative care verses standard supportive care) will begin following
enrollment and will continue until the patient either completes or withdrawals from the Phase 1
clinical trial.

Patients in the intervention arm will have monthly scheduled visits with a palliative care clinician
in addition to their appointments with their treating oncologist. Patients will have open
communication with the palliative care clinician and can be seen more frequently if necessary.
Referral to other specialties (psychology, psychiatry, nutrition, etc.) will be at the discretion of the
palliative care clinician. The frequency of additional visits as well as referrals will be documented
in the medical record.

All patients enrolled in the trial will complete the assessment instruments including the FACT-G
and MSAS on a monthly basis.

All caregivers enrolled in the trial will complete the assessment instruments including the
QOLLTI-F and CRA on a monthly basis.

Palliative care resources: Members of the palliative care team will record their hours spent with
the patient and his/her caregiver weekly.

If one of the participants (patient/caregiver) misses an appointment, this will be documented and
they will be contacted to schedule an appointment and/or time to complete the assessment tool as
soon as possible.

5.4.2.1 Calendar for study participants
Calendar for patients

Additional visits for
Study Monthly palliative uncontrolled or new Withdrawal
Week Screen care Vvisits symptoms or issues from trial

Required assessments

Informed consent X

Demographics
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Medical history
and physical exam*

ECOG PS X X X X
Reason for enrollment X
Symptom assessment X X X X
Height?, weight X X X
MSAS* X X X
FACT-G X X X
Reason for withdrawal X
Including medication history
Height need only be measured at screening
*The MSAS will be administered prior to the FACT-G
Calendar for caregivers
Study Baseline Monthly patient At time of After the
Week quality of visits patient patient is
life withdrawal off study
from trial
Required assessments
CRA* X X X
QOLLTI-F X X X
Famcare X
Number of hours spent with X X X
patient per week

*The CRA will be administered prior to the QOLLTI-F

The intervention will end once the patient completes or withdrawals from the phase 1 clinical
trial, enrolls in hospice or dies. For descriptive purposes, for each patient, we will collect data on
hospice enrollment, place and time of death and whether treatment was received in last 30 days
of life. We plan to obtain this information if possible through the medical record and other
publically available information including obituaries and the national death registry. If we are not
able to get this information through these records we will attempt to contact the patients treating
oncologist or primary care physician and if still unable to get the information will call the
patient/caregiver periodically to assess the patient’s status.

5.5 Description of Study Process

5.5.1 Instrument Administration: The following assessment tools will be administered by a

research assistant or other member of the research team.
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5.5.1.1 Memorial Symptom Assessment scale short form (MSAS-SF).

Change in symptom distress will be assessed through the MSAS-SF at baseline, followed by
monthly assessments until the patient comes off study. Estimated time to complete is
approximately 5-10 minutes.

5.5.1.2 FACT-G

QOL will be assessed through the use of the FACT-G at baseline, followed by monthly visits
until the patient comes off study. Estimated time to complete the assessment tool is
approximately 15-20 minutes.

For the patient the MSAS will be administered before the FACT-G in an attempt to get a more
accurate assessment of quality of life. Identification and reporting of symptoms may prompt
patients to reflect on how their symptoms are impacting their quality of life.

5.5.1.3 CRA and QOLLTI-F:

Caregiver burden and quality of life will be assessed through the use of the CRA and QOLLTI-F.
These will be administered on a monthly basis. The QOLLTI-F takes approximately 10 minutes to
complete and the CRA takes less than 10 minutes to complete.

For the caregiver the CRA will be administered before the QOLLTI-F in an attempt to get a more
accurate assessment of quality of life. Identification of factors that contribute to caregiver burden
may prompt caregivers to reflect on how their symptoms are impacting their quality of life.

The rationale for serial assessments is to provide a more accurate representation of change in
symptom burden and symptom interrelationship.?®

5.5.1.4 FAMCARE

The caregiver satisfaction with the care their friend or family member received will be assessed
through the use of the FAMCARE. This will be administered once the patient has come off of
the study and takes approximately 10 minutes to complete.

5.5.2 Intervention Administration

5.5.2.1 The participants randomized to the structured palliative care arm will meet with either
the palliative care physician or the RN at the time of enroliment. Each participant will then have
scheduled visits with either the palliative care physician or RN every month until he or she
withdrawals from the Phase 1 trial. Participants in the structured palliative care arm will have
open communication with their palliative care provider to address symptoms which are not
controlled or new symptoms and additional visits can be scheduled if necessary. Referral to
other specialties will be at the discretion of the palliative care clinician and will be documented
and analyzed.

5.5.2.2 The caregivers randomized to the structured palliative care arm will meet with a
member of the palliative care team within 2-3 weeks of the patient’s enrollment onto the phase 1
clinical trial. They will then have the option to communicate with the supportive oncology team
in person on the day of the patient’s visit, or on a separate day, whichever is convenient for them.
They can also communicate with supportive oncology team by phone if preferred. This
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communication will be at least monthly but can be more frequent if necessary. The counseling
and support services necessary will be documented.

5.5.3 Special Concerns
Discussions with the palliative care physician regarding goals of care and end of life decisions
may cause emotional distress such as anxiety or depression.

5.5.4 Compensation

Study subjects will not be compensated for their participation in this study. Patients receiving
structured palliative care intervention will not be billed for the visits with the palliative care team.
Any medications prescribed will be billed through their insurance.

5.6 Adverse Reactions and Their Management:

An adverse event (AE) is any unfavorable or unintended event, physical or psychological,
associated with a research study, which causes harm or injury to a research participant as a result
of the participant’s involvement in a research study. The event can include abnormal laboratory
findings, symptoms, or disease associated with the research study. The event does not necessarily
have to have a causal relationship with the research, any risk associated with the research, the
research intervention, or the research assessments.

Adverse events may be the result of the interventions and interactions used in the research; the
collection of identifiable private information in the research; an underlying disease, disorder, or
condition of the subject; and/or other circumstances unrelated to the research or any underlying
disease, disorder, or condition of the subject.

External adverse events are adverse events experienced by subjects enrolled in multicenter
clinical trials at sites other than the site(s) over which the Institutional Review Board has
jurisdiction.

Internal adverse events are adverse events experienced by subjects enrolled at the site(s) under
the IRB’s jurisdiction for either multicenter or single-center research projects.

5.6.1 Reporting Adverse Events

All participating investigators will assess the occurrence of AEs throughout the subject’s
participation in the study. The clinical course of each event will be followed until resolution,
stabilization, or until it has been determined that the palliative care intervention is not the cause.
Adverse events will be reported to the IRB according to institutional policy. This study is being
done in conjunction with various Phase 1 studies many of the adverse events will be attributable
to the experimental agent. As part of our study, we will record all adverse events and will
attribute the adverse events appropriately. Accordingly, a great majority will likely not be
attributable to our study intervention.

The investigator is responsible for ensuring that all adverse events observed by the investigator
or reported by the subject which occur after the subject has signed the informed consent are fully
recorded in the subject’s case report form, subject’s medical records, and/or any other
institutional requirement. Source documentation must be available to support all adverse events.
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The investigator will provide the following for all adverse events:
Description of the event

Date of onset, duration and resolution

Attribution of relatedness to the palliative care intervention
Action taken as a result of the event

Outcome of event

5.6.2 Anticipated Reactions

Medical risk of study participation are expected to be extremely low. Patients may experience
emotional distress when contemplating or discussing end of life issues. We do not anticipate any
physical adverse events from participating in this study.

5.6.3 Reaction Management

Patients will meet with members of palliative care team regularly and will have open
communication with that team. Education and counseling will be provided during times of
emotional distress to help patients cope with their emotions.

6.0 STATISTICAL ANALYSIS

This is a pilot study to generate preliminary, descriptive data. As such the primary and secondary
endpoints will be descriptive.

6.1  Definition of primary objective(s)/endpoint(s):

6.1.1  Measures of central tendency for adverse events, days on study and reason for study
discontinuation for patients (both parent study reported and patient reported) who received
structured palliative care, non-structured supportive care and those who received standard
supportive care. The categorical data such as symptoms, AE, reason for study discontinuation,
type of personnel services (objectives 1 and 2) will be tabulated for each study arm; and the
continuous data such as duration on study and QOL, etc., summarized by mean and standard
deviation. We will perform statistical inferences/analysis to examine patterns and associations
among variables and our primary outcome (duration on study). The association of the duration
on study with continuous measurements, such as age, number of co-morbidities will be estimated
using Spearman correlation coefficient in the initial univariate analysis. The important covariates
identified in the univariate analysis will be further evaluated using multivariable regression
analysis where multiple factors are considered simultaneously. Logistic regression will identify
predictors of adverse events. We will pay special attention to reason for off study and its
association with duration on study. As a secondary step, we will further categorize AE as
modifiable (primarily symptom experience) and non-modifiable (laboratory abnormalities). The
data will be re-analyzed to identify predictors of each type of adverse event and influence on
study duration, particularly estimating the effect of modifiable adverse events on study duration,
accounting for other confounders using a regression model.

An exploratory, weighted adverse event score will be calculated for each patient. This score will
be based on the number of adverse events as well as the adverse event grade; adverse event score
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=Y (Nae * Gag). N denotes the adverse event number, G denotes grade, AE denotes adverse
event. This is an exploratory analytic approach, attempting to represent the adverse events
experienced by a patient. While it may not take into account the differences that exist between
different adverse events of the same grade, or the clinical significance of the non-linear
difference between grades, it offers a single measurement to characterize the total symptom
experience of the patient and may correlate with clinical trial outcomes including HRQOL.

6.1.2  The Fact-G will be used to measure patient quality of life. Quality of life (total and
subscale scores) will be measured at baseline and monthly thereafter. Trends and change scores
will be used to examine temporal patterns. For all analyses, demographic and clinical
characteristics (age, cancer type, type of therapy, achieving dose-limiting toxicity) will be
examined as covariates.

6.1.3 The MSAS will be used to assess patient symptom burden. As with the FACT-G,
symptom burden will be measured at baseline and monthly thereafter. Trends and change scores
will be used to examine temporal patterns. For all analyses, demographic and clinical
characteristics (age, cancer type, type of therapy, achieving dose-limiting toxicity) will be
examined as covariates.

6.2 Definition of secondary outcome(s)/endpoint(s):

6.2.1  Mean number of hours, type of palliative care services utilized by patients and
caregivers who received structured palliative care (arm 2) compared to those who received
standard supportive care (arm 1) and those who were already established with palliative care and
received non-structured palliative care (arm 3). Again this analysis will be descriptive, reporting
measures of central tendency

6.2.2  Exploratory endpoints:
a) Frequency of adverse events of patients receiving structured supportive care, non-

structured supportive care and usual supportive care

b) Days on study

c) Change in patient symptom burden and quality of life as assessed through the FACT-G
and MSAS score when compared to baseline between patients who received structured
palliative care and those who received standard supportive care.

d) Change in caregiver burden and quality of life as assessed through change in CRA and
QOLLTI-F score when compared to baseline between those who received structured
palliative care and those received standard supportive care.

6.3 Sample size justification:

Based on Phase 1 clinical trial enrollment at the study site over the past two years, we project
approximately 100 patients to be available for enrollment. In the team’s previous studies with
advanced cancer patients, we demonstrated an average refusal rate of 30%.% Because all potential
subjects will have indicated interest in participating in clinical research (the Phase 1 trial), we
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expect our refusal rate to be somewhat lower, at 20%. This will yield a projected enrollment of 80
patients/year, sufficient for meeting our primary descriptive objective. Again, based on our
previous trial of a supportive care team for patients who were not participating in Phase 1 trials, we
expect withdrawal from the research procedures of this study (palliative care consultation and
questionnaire completion) to be less than 5%. In terms of our exploratory objective, based on the
retrospective data on patients under standard supportive care, the average time on trial is 92.7 day
(SD: 103.1). We expect the structured palliative care arm will increase the duration on trial by at
least 30 days. By randomized Phase Il screening design [2], a two group one-sided T-test with a
0.2 significance level will have 80% power to detect the difference of 40 days (effect size =
0.388) on trial between two arms when the sample size in each treatment arm is 38.

7.0 RECORDS TO BE KEPT /REGULATORY CONSIDERATIONS

7.1 Data Reporting

The OnCore Database will be utilized, as required by the Case Comprehensive Cancer Center, to
provide data collection for both accrual entry and trial data management. OnCore is a Clinical
Trials Management System housed on secure servers maintained at Case Western Reserve
University. OnCore properly used is compliant with Title 21 CFR Part 11. Access to data
through OnCore is restricted by user accounts and assigned roles. Once logged into the OnCore
system with a user ID and password, OnCore defines roles for each user which limits access to
appropriate data. User information and password can be obtained by contacting the OnCore
Administrator at OnCore-registration@case.edu.

OnCore is designed with the capability for study setup, activation, tracking, reporting, data
monitoring and review, and eligibility verification. This study will utilize electronic Case Report
Form completion in the OnCore database. A calendar of events and required forms are available
in OnCore.

UH REDCap and CCF REDCap will also be used to manage patient data. This is password
protected. Only study staff will have access to these databases.

7.2 Regulatory Considerations

The study will be conducted in compliance with ICH guidelines and with all applicable federal
(including 21 CFR parts 56 & 50), state or local laws.

7.2.1 Written Informed consent

Provision of written informed consent must be obtained prior to any study-related procedures.

Since we plan to obtain assessment measures in patients and their caregivers, two consent forms
will be developed. The Principal Investigator will ensure that the subject and the subjects’
caregiver are given full and adequate oral and written information about the nature, purpose,
possible risks and benefits of the study. The principal investigator will also ensure that both the
subject and his or her caregiver are aware of their financial responsibility. Subjects must also be
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notified that they are free to discontinue from the study at any time. The subject should be given
the opportunity to ask questions and allowed time to consider the information provided.

The original, signed written Informed Consent Form for both the patient and his or her caregiver
must be kept with the Research Chart in conformance with the institution’s standard operating
procedures. A copy of the signed written Informed Consent Form must be given to the subject.

7.2.2 Subject Data Protection

In accordance with the Health Information Portability and Accountability Act (HIPAA), a
subject must sign an authorization to release medical information to the sponsor and/or allow the
sponsor, a regulatory authority, or Institutional Review Board access to subject’s medical
information that includes all hospital records relevant to the study, including subjects’ medical
history.

7.2.3 Accessing Electronic Medical Records for University Hospitals Health System
This study will access electronic medical records systems to obtain medical information for the
subjects enrolled to this study.

In order to insure patient safety, investigators and study personnel must have up-to-the-minute
health information for subjects enrolled to this study. Therefore, electronic medical records must
be utilized to obtain medical information in a timely manner.

At University Hospitals the following electronic systems will be used: The Athena program to
access scheduling information; UH Physician Portal to access lab results and physician notes;
PACS to access radiological imaging results; and MySecureCare (Sunrise Clinical Manager) to
access some or all of the above information when this application is fully functional.

At the Cleveland Clinic the EPIC electronic system will be used.
Access to these systems is required for the life of this research study.

Information obtained from electronic systems will be copied into the Seidman Cancer Center and
Taussig Cancer Center Clinical Trials Unit research chart and/or printed (lab results, physician
notes, etc.) and stored in the research chart. Research charts are kept secure and destroyed
according to UH and CCF policy. All parties involved will abide by all local laws and
regulations.

Study data will be obtained by the study PIs, co-investigators, study coordinator, and/or data
manager for this study via password-protected login. The PI, Michelle Treasure, MD is a Case
Western Reserve University employee with a University Hospitals email address and IT&S log
on ID and Password. For the Cleveland Clinic, the PI, Dale Shepard, MD is Cleveland Clinic
employee with a Cleveland Clinic email address and IT&S log on ID and password. All study
personnel involved in this research will adhere to the UH/CCF policies regarding confidentiality
and Protected Health Information.

7.2.4 Retention of records
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The Principal Investigators of The Case Comprehensive Cancer Center supervise the retention of
all documentation of adverse events, case report forms, source documents, records of study drug
receipt and dispensation, and all IRB correspondence for as long as needed to comply with
national and international regulations and the institution in which the study will be conducted, or
for the period specified by the sponsor, whichever is longer. No records will be destroyed until
the Principal Investigator confirms destruction is permitted.

7.2.5 Audits and inspections

Authorized representatives of the sponsor, a regulatory authority, an Independent Ethics
Committee (IEC) or an Institutional Review Board (IRB) may visit the center to perform audits
or inspections, including source data verification. The purpose of an audit or inspection is to
systematically and independently examine all study-related activities and documents to
determine whether these activities were conducted, and data were recorded, analysed, and
accurately reported according to the protocol, Good Clinical Practice (GCP), guidelines of the
International Conference on Harmonization (ICH), and any applicable regulatory requirements.

7.2.6 Data Safety and Monitoring Plan

This protocol will adhere to the policies of the Case Comprehensive Cancer Center Data and
Safety Monitoring Plan in accordance with NCI regulations.
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9.0 APPENDICES

Appendix A
FACT-G (version 4)

Below is a list of statements that other people with your ililness have said are
important. Please circle or mark one number per line to indicate your
response as it applies to the past 7 days.

PHYSICAL WELL-BEING

GP1

GP2

GP3

GP4

GP5

GP6

GP7

I have alack of energy.........ccoooeiiii,

| have nausea

Because of my physical condition, | have trouble
meeting the needs of my family ..................ccccnnii,

I have pain ....
| am bothered
| feelill...........

| am forced to

by side effects of treatment.................

spend time inbed............ccccciiieinnl

SOCIAL/EAMILY WELL-BEING

Gs1

GS2

GS3

GS4

GS5

GS6

| feel close to my friends ...,

| get emotional support from my family ......................

| get support from my friends ...,

My family has

| am satisfied
illness............

| feel close to

main support)

CASE 5Y15

accepted my illness.........ccccevvveeeeeenn,

with family communication about my

my partner (or the person who is my

30

Not Alittle Som Quite

atall bit e- a bit
what
0 1 2 3
0 1 2 3
0 1 2 3
0 1 2 3
0 1 2 3
0 1 2 3
0 1 2 3

Not Alittle Som  Quite

atall bit e- a bit
what
0 1 2 3
0 1 2 3
0 1 2 3
0 1 2 3
0 1 2 3
0 1 2 3
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Q1 Regardless of your current level of sexual activity,
please answer the following question. If you prefer not

to answer it, please ma is box and go to the
nevt cartinn

cs7 | am satisfied with my sexlife ..........ccoeeeeeeee, 0 1 2 3 4

Please circle or mark one number per line to indicate your response as it
applies to the past 7 days.

EMOTIONAL WELL-BEING Not Alittle Som Quite Very
atall bit e- abit much
what

GEL [ feel Sad.......cceeeeeeeeece e 0 1 2 3 4
GE2 | am satisfied with how | am coping with my illness... 0 1 2 3 4
GE3 | am losing hope in the fight against my illness ......... 0 1 2 3 4
GE4 | el NEIVOUS......cooiiiiiii 0 1 2 3 4
GES | worry about dying .........ooovvviiiiiiieiiieeeee e, 0 1 2 3 4
GES | worry that my condition will get worse...................... 0 1 2 3 4
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Appendix B
MEMORIAL SYMPTOM ASSESSMENT SCALE - Short Form [MSAS-SF]

I. INSTRUCTIONS: Below is a list of symptoms. If you had the symptom DURING THE PAS'
WEEK, please check Yes. If you did have the symptom, please check the box that tells us
how much the symptom DISTRESSED or BOTHERED you.

2= IF YES: How much did it DISTRESS or
BOTHER you?

Check gll the symptoms you | Yes  Not at A little Some- Quite Very
have had during the PAST All Bit what a Bit Much

WEEK. I U (1] 2] (3] [4]
Difficulty concentrating
Pain

Lack of energy

Cough

Changes in skin

Dry mouth

Nausea

Feeling drowsy
Numbness/tingling in
hands and feet
Difficulty sleeping
Feeling bloated
Problems with urination
Vomiting

Shortness of breath
Diarrhea

Sweats

Mouth sores

Problems with sexual
interest or activity
Itching

Lack of appetite
Dizziness

Difficulty swallowing
Change in the way food
tastes
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MEMORIAL SYMPTOM ASSESSMENT SCALE — Short Form [MSAS-SF]

INSTRUCTIONS: Below is a list of symptoms. If you had the symptom DURING THE PAST

WEEK, please check Yes. If you did have the symptom, please check the box that tells us
how much the symptom DISTRESSED or BOTHERED you.

29 IF YES: How much did it DISTRESS or
BOTHER you?

Check g/l the symptoms you | Yes Nt at A little Some- Quite Very
have had during the PAST All Bit what a Bit Much
WEEK. A (]| [1] 2] 3] [4]
Hair loss
Constipation
Swelling of arms or legs
“I don’t look like
myself”

If you had anv other
symptoms during the
PAST WEEK, please list
them below, and indicate
how much the symptom
DISTRESSED or
BOTHERED you.

1.

2

Below are other commonly listed symptoms. Please indicate if you have had the

symptom DURING THE PAST WEEK, and if so, how OFTEN it occurred.

> > IF YES, How OFTEN did it occur?
Check all the
symptoms you have Yes Almost
had during the PAST Rarely Occasionally  Frequently  Constantly
WEEK v [1] 2] 13] (4]
Feeling sad
Worrying
Feeling irritable
Feeling nervous
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Appendix C
QOLLTI-Fc: Quality of Life During Serious lllness — Family Carers
STUDY IDENTIFICATION #: DATE:
Day/Month/Year
PLEASE READ THESE INSTRUCTIONS BEFORE ANSWERING THE QUESTIONNAIRE
There are no right or wrong answers. Honest answers will be most helpful.
This questionnaire includes a series of statements that we would like you to respond to by choosing a number from
0w 10
These numbers extend from one extreme answer (for example, ‘not at all’) to its opposite (for example, ‘completely”).

Please choose or circle the number between 0 and 10 that best represents how you feel.

Note that sometimes the best situation is at the 0 end of the scale, and sometimes the best situation is at the 10 end of
the scale.

We areinterested in leaming about your OVERALL quality of life, so please consider any issues that affect you, ewven
if they are not related to your caregiving role.

A blank in a sentence refers to the person you are caring for, but please do not write any name to keep this

conflidential.

I. Over the past two days (48 hours) I wondered if the place
right place to be:

was staying (home, hospital, other) was the

never 012345678910 always

2. Over the past two days (48 hours) I had the privacy 1 wanted:

not at all 012345678910 completely

3. Over the past two days (48 hours) the condition of was distressing (o me:
not often 012345678910 always

4. Over the past two days (48 hours) the amount of control I had over my life was:
nota 012345678910 a huge

problem problem

5. Over the past two days (48 hours) I had time to take care of myself:

never 012345678910 always

6. Over the past two days (48 hours) I was able to think clearly:

not ofien 012345678910 always

7. Over the past two days (48 hours) physically T felt:

extremely 012345678910 extremely

poor good

8. Onver the past two days (48 hours) emotionally T felt:

extremely 012345678910 extremely

poor good
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9. Over the past two days (48 hours) bang able to provide care or company for
rarely or 012345678910 always

made me feel good:

never

10. Over the past two days (48 hours) T was comforted by my outook on life, faith, or spirituality:

not at all 012345678910 completely
I1. Presently I feel that my life has meaning;

very little 012345678910 very much
meaning meaning

For questions 12 and 13, if you did not make important decisions or need health care in the past two (2) days,
please answer for the last few times you did.

12, Over the past two days (48 hours) T agreed with the way decisions were made for -

not at all 012345678910 completely
13. Over the past two days (48 hours) the quality of health care we received was:
unsatisfactory 012345678910 extremely
good
14. Over the past two days (48 hours) I felt my interaction with was!
very comfortable 012345678910 stressful

I5. Over the past two days (48 hours), overall, I felt my interactions with the other people most important to me
were:

very comfortable 012345678910 stressful
16. Over the past two days (48 hours) my financial situation has been stressful:
not at all 012345678910 completely
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Appendix D
Caregiver Reaction Assessment
| would like you to rate the perceived impact of caregiving for each item on a five point scale, suing the

following: 1 = strongly disagree 2 = disagree 3 = do not agree nor disagree 4 = agree
5 = strongly agree

1. My activities are centered on care for my partner/familymember 1. 2 3 4 5
2. | am healthy enough to care for my partner/family member 1 2 3 4 5
3. My family works together at caring for my partner/family member1 2 3 4 5
4. Caring for my partner/family member is important to me 1 2 3 4 5
5. It takes all my physical strength to care for my partner/family member 1 2 3 4 5
6. | enjoy caring for my partner/family member 1 2 3 4 5
7. | have to stop in the middle of my work or activities to provide care 1 2 3 4 5

8. My health has gotten worse since I've been caring for my 1 2 3 4 5
partner/family member.

9. Since caring for my partner/family member, | feel my family 1 2 3 4 5
has abandoned me.

10. Caring for my partner/family member makes me feel good 1 2 3 4 5

11. ltis difficult to get help from my family in taking care of my 1 2 3 4 5
partner/family member.

12. | feel privileged to care for my partner/family member. 1 2 3 4 5
13. Others have dumped caring for my partner/family memberontome. 1 2 3 4 5

14. 1 have eliminated things from my schedule since caring for my 1 2 3 4 5
partner/family member.

15. I resent having to care for my partner/family member. 1 2 3 4 5
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Caregiver Reaction Assessment Tool (cont)

1 =strongly disagree = 2 =disagree 3 =do not agree nor disagree 4 =agree 5

strongly agree

16. The constant interruptions make it difficult to find time for relaxation. 1

17. My family (brothers, sisters, children) left me alone to care for
my partner/family member.

18. Since caring for my partner/family member, it seems like I'm tired
all of the time.

19. Ireally want to care for my partner/family member. 1

20. | visit family and friends less since | have been caring for my
partner/family member.

21. | will never be able to do enough caregiving to repay my 1
partner/family member.

22. Financial resources are adequate. 1 2

23. ltis difficult to pay for my partner/family member. 1 2

24. Caring for my partner/family member puts a financial strain on me.

1

2 3 4 5
2 3 4 5
2 3 4 5
3 4 5

2 3 4 5
3 4 5

4 5

4 5

2 3 4 5
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Appendix E

Note templates for MD/ NP Palliative Care intervention

(based on note template from Cancer Support Team)

Usual Medical Note with adjustment to Assessment and Recommendation Sections—

Initial Consultation Note:
CC:
History of present illness (HPI):
Past medical history (PMH):
ADR:
Medications:
Family History:
Social History:
Review of systems (ROS):
Physical exam (PE):
Labs/ Imaging:
Assessment/ Recommendations:
Symptoms:
1.
2.
3.
etc
Psychosocial Issues:
Spiritual Care:
Advanced Care Planning:
Caregiver Wellbeing/concerns:
Referral to other specialties or other services

Length of visit: xx minutes were spent with patient.

Follow-Up Note:
CC:
HPI:
ADR:
Meds:
ROS:
PE:
Labs/ Imaging:
Assessment/ Recommendations:
Symptoms:
1.
2.
3.
etc
Psychosocial Issues:
Spiritual Care:
Advanced Care Planning:
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Caregiver Wellbeing/concerns:
Referral to other specialties or other services
Length of visit: xx minutes were spent with patient.

Appendix F

Note templates for Psychosocial Intervention

(interventions by social worker, Psych CNS, and Spiritual Care)

Notes involving the caregiver will be entered in the patient chart under the patient MRN.

Social work note:

This is #### (an_in _person visit, a telephone communication) with the #### (patient, patient
careqgiver) participating in the clinical trial CASE 5Y15. #### was (randomized to supportive
care arm of study or referred by: Palliative care MD, palliative care NP, primary oncologist).

Brief summary discussion

Assessment/plan:

Living situation:

Coping/distress:

Mental health:

Relationships/Support:

Spiritual care:

Finances:

Referrals made for. home care services / psychological support / the gathering place / support
group / spiritual care / educations resources / etc.

Time spent: #### minutes were spent with patient/caregiver

Mental health specialist note:

This is #### (an in person visit, a telephone communication) with the #### (patient, patient
caregiver) participating in the clinical trial CASE 5Y15. #### was (randomized to supportive
care arm of study or referred by: Palliative care MD, palliative care NP, primary oncologist).

Brief summary of discussion

Assessment/plan:

Anxiety surrounding diagnosis/treatment:
Mortality/ Death and dying:

Family relationships/communication:
Other:

Time spent:

Spiritual care note:
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This is #### (an in person visit, a telephone communication) with the #### (patient, patient
caregiver) participating in the clinical trial CASE 5Y15. #### was (randomized to supportive
care arm of study or referred by: Palliative care MD, palliative care NP, primary oncologist).

Brief summary of discussion

Assessment/plan:
Sources of strength:
Sources of challenge:
Life purpose/meaning:
Relationship/support:
Time spent:

Phone note:

#i## (patient or caregiver) called for ####. (If caregiver, please specify if calling for self or for
patient)

Brief summary of discussion

Call referred to RN or MD: yes/no/NA

Was appointment made: yes/no

Time spent: #### minutes spent

Email to Primary Oncology Attending

Dear Dr. ****,

| saw (PT NAME AND MRN) on (DATE) for a palliative care intervention as part of the study
****_ During this visit | addressed the following issues with the patient and his/her family:
Symptoms:

Psychosocial:

Spiritual Care:

Advanced Care Planning:

Caregiver Wellbeing:

Please see my note dated **** for details of the plan. If you have any questions or concerns
please feel free to contact me at ****,
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Appendix G: Radomization Key

Subject
Number

Random

Treatment

Permutation  Assignment

1501001
1501002
1501003
1501004
1501005
1501006
1501007
1501008
1501009
1501010
1501011
1501012
1501013
1501014
1501015
1501016
1501017
1501018
1501019
1501020
1501021
1501022
1501023
1501024
1501025
1501026
1501027
1501028
1501029
1501030
1501031
1501032
1501033
1501034
1501035
1501036
1501037
1501038
1501039
1501040
1501041

CASE 5Y15
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Structured Palliative Care
Structured Palliative Care
Standard care
Standard care
Structured Palliative Care
Standard care
Structured Palliative Care
Standard care
Standard care
Structured Palliative Care
Standard care
Structured Palliative Care
Structured Palliative Care
Standard care
Standard care
Structured Palliative Care
Structured Palliative Care
Standard care
Standard care
Structured Palliative Care
Structured Palliative Care
Standard care
Structured Palliative Care
Standard care
Structured Palliative Care
Structured Palliative Care
Standard care
Standard care
Standard care
Standard care
Structured Palliative Care
Structured Palliative Care
Structured Palliative Care
Standard care
Standard care
Structured Palliative Care
Standard care
Structured Palliative Care
Structured Palliative Care
Standard care
Structured Palliative Care
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1501042
1501043
1501044
1501045
1501046
1501047
1501048
1501049
1501050
1501051
1501052
1501053
1501054
1501055
1501056
1501057
1501058
1501059
1501060
1501061
1501062
1501063
1501064
1501065
1501066
1501067
1501068
1501069
1501070
1501071
1501072
1501073
1501074
1501075
1501076
1501077
1501078
1501079
1501080

CASE 5Y15
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Structured Palliative Care
Standard care
Standard care
Standard care
Standard care
Structured Palliative Care
Structured Palliative Care
Standard care
Standard care
Structured Palliative Care
Structured Palliative Care
Standard care
Standard care
Structured Palliative Care
Structured Palliative Care
Structured Palliative Care
Standard care
Standard care
Structured Palliative Care
Structured Palliative Care
Standard care
Structured Palliative Care
Standard care
Structured Palliative Care
Structured Palliative Care
Standard care
Standard care
Standard care
Structured Palliative Care
Standard care
Structured Palliative Care
Standard care
Structured Palliative Care
Structured Palliative Care
Standard care
Structured Palliative Care
Standard care
Structured Palliative Care
Standard care
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Appendix H

X

Acrobat Document
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