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Date Change to Protocol

11/1/2014 Revised eligibility requirements in response to feedback from community sites. Subjects no longer have to be starting a
first line of chemotherapy for advanced cancer, but considering or receiving any kind of cancer treatment.

11/1/2014 Changed CCOP (NCI Community Clinical Oncology Program) to NCORP (NCI Community Oncology Research Program).

11/1/2014 Revised options for oncology physician training to add flexibility when scheduling training

11/1/2014 Provided clarification on how research and clinical staff can be trained to complete the geriatric assessment and provided
suggestions on how to implement the geriatric assessment into clinical practice.
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4/25/2017 Language was included to clarify aims specified by the funding agencies, NCl and PCORI. The aims themselves are not
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4/25/2017 Exploratory aims were clarified. These clarifications build on coding procedures that were finalized after the protocol was
approved as well as include survival as an exploratory aim (survival data is already being collected as part of study
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STUDY SCHEMA AND SUMMARY

Cluster Randomized Trial
i Arm 1
GA information
N and GA-driven ePatient satisfaction
D interventions with communication
O provided to \ (patient)
M each enrolled
I patient, sCommunication
z caregiver, and (betwo_aen patients,
E physician prior caregivers, and
to treatment physicians)
;5 o Quality of life
T Arm 2 (patient-reported and
- caregiver-reported)
E Usual Care

This study will evaluate whether a standardized geriatric assessment (GA)' administered through a novel web-
based approach can facilitate communication of age-related problems that could influence outcomes important to
the older cancer patient and his/her caregivers." Adults, age > 70 with an advanced solid tumor malignancy in the
University of Rochester Cancer Center NCI Community Oncology Program (URCC NCORP) network will be
eligible. Oncology physicians who practice at sites within the URCC NCORP network are eligible to participate in
the study and will be enrolled. Their eligible patients will then undergo the informed consent process; those
patients who agree to participate in this study will undergo a clinical assessment consisting of sociodemographic
characteristics and GA. Eligible patients should choose one caregiver to participate.

NCORP practice sites with IRB approval of the protocol will be randomized to receipt of GA plus GA-driven
recommendations (Arm 1) or usual care (Arm 2). A NCORP practice site will be defined as any practice location
within an overarching NCORP designation where oncology physicians and study staff work independently (e.g.,
do not cross over into another practice site). In Arm 1, oncology physicians, patients, and caregivers will be
provided with GA summary plus targeted recommendations (i.e., GA-driven recommendations). In Arm 2, patients
will complete GA, but no GA summary or GA-driven recommendations will be provided to the oncology teams
except for information regarding clinically significant cognitive impairment and/or depression. A brief follow-up
GA will be collected at 4-6 weeks, 3 months, and 6 months after baseline registration.

In both arms, the first office visit with the oncology physician after GA will be audio-recorded (to measure number
of concerns brought up by patients and caregivers and whether they were addressed by their oncology physicians),
and measures of quality of life and satisfaction will be collected at 4-6 weeks, 3 months, and 6 months after
baseline registration. The primary outcome, patient satisfaction regarding communication about age-related issues
as measured by a modified Health Care Climate Questionnaire (HCCQ), will be obtained via a phone call

! Geriatric assessment (GA) is a compilation of survey-based and assessment tools to assess geriatric domains such as
comorbidity, functional status, nutrition, physical performance, cognition, and social support, which measures aging related
issues that can affect the quality of life of an older patient with cancer. GA can better predict tolerance to cancer treatment and
adds important age-related information that is not routinely captured by oncologists.

" For purposes of this study, a caregiver is defined as a valued and trusted person in a patient’s life who is supportive in health
care matters by providing valuable social support and/or direct assistive care. The caregiver accompanies the patient to
medical appointments, is able to listen and give thoughtful advice and may be a family member, partner, friend, or
professional caregiver.

URCC13070 Protocol 2017-04-25.docx Page 4 of 56



administered by trained personnel, the Telephone Team, who are blinded to group assignment, within 1 to 7 days
of the baseline audio-recorded clinic consultation, hereby referred to as the Telephone Team Call. If a telephone
call is not feasible, the HCCQ will be mailed with a return envelope provided. Caregivers will complete measures
of satisfaction, and caregiver burden (both health and economic) at the same time points. However, caregivers will
not receive the Telephone Team Call.

A total of 528 patients and 528 caregivers (maximum) will be enrolled in the study.
The acronym for this study is COACH, which stands for Communication On Aging and Cancer Health.
1. BACKGROUND INFORMATION

1.1. Intervention to be Studied

The URCC NCORP Research Base will conduct a cluster randomized study evaluating whether providing a GA
summary with targeted recommendations (i.e., GA-driven recommendations) to older patients with advanced
cancer, their caregivers, and their oncology physicians can improve patient satisfaction with communication
about age-related issues and concerns. Secondary aims will determine if the intervention increases discussions
about age-related issues during a clinic consultation, improves patient-reported quality of life, and improves
caregiver burden and caregiver satisfaction with communication.'”

1.2. Background and Significance

Older adults with cancer and their caregivers are presented with complex information regarding the risks and
benefits of treatment for advanced cancer, but age-related concerns and outcomes are not usually discussed.’
Outcomes important to the older adult with cancer include not only tumor shrinkage and progression-free survival
(which are traditionally measured in clinical trials), but also the effect of treatment on health-related quality of life
(HRQoL) and geriatric domains.” Our preliminary data with older patients with advanced cancer and their
caregivers demonstrates that the vast majority want information on how cancer treatment can affect geriatric
domains (e.g., independence, mood, cognition). Our preliminary data has also shown that incorporating GA, a
validated patient-centered approach to the assessment of underlying health status, into the clinical decision making
process for older patients with cancer is feasible and helps to identify conditions (normally overlooked in routine
oncology care) that are rated as very important to older patients and caregivers.’” Common assessment instruments
in oncology such as performance status do not address critical domains that affect patient-centered outcomes,
morbidity, and mortality in the older patient.® Significant gaps in knowledge regarding cancer treatment in older
and/or vulnerable adults led to the formation of the Cancer and Aging Research Group (CARG),’ a coalition of
geriatric oncology researchers and older patient advocates, working together towards improving clinical care for
older adults with cancer. In 2010, CARG received a U13 grant (U13 AG038151), in collaboration with the NCI
and NIA, to conduct and disseminate findings from 3 conferences over 5 years on “Geriatric Oncology Research to
Improve Clinical Care.”>®'" The first U13 conference identified the need to incorporate GA into clinical care to
facilitate communication regarding the risks and benefits of cancer treatment for older patients with cancer plus
other age-related health status conditions.®

1.3. Condition to be Studied Figure 1: Increase in older patients with cancer
A growing population of older patients is at high risk
for adverse outcomes from cancer treatment. Cancer 80 —— Al
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Age < 65 years

60 4 Male
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is a disease of aging; approximately 60% of all
cancers and 70% of cancer mortality occur in persons
aged 65 years and over."' The number of cancer
patients over the age of 65 is projected to significantly
increase over the next 20 years (see Figure 1)."
Aging is a highly individualized process,
characterized by an increased prevalence of health
status conditions that can affect decision making for
cancer treatment, treatment tolerance, and ultimately
outcomes.”"*'* The PI has shown that older adults 2010 2015
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with cancer have a high prevalence of comorbidity, disability, and geriatric syndromes."'® The majority of older

patients with cancer are treated based on extrapolations of evidence derived from clinical trials providing data on
the safety and efficacy of treatment in younger adults or in older patients who are fit without other health status

“ . 17
conditions.

1.4. Geriatric Assessment (GA)

GA is a validated mechanism to obtain patient-reported information about issues important to the older adult
including function (i.e., ability to remain independent in self-care and community), psychological status, cognitive
abilities, social support, and the impact of medical problems on quality of life. In our team’s research, geriatric
domains captured on GA are the most important outcomes for older patients with cancer, more so than traditional
oncology outcomes (such as tumor response, progression-free survival). The results from our pilot work with
patients and caregivers (see Preliminary Data, Table 1) are consistent with another study that demonstrated that
older patients may forgo life-sustaining measures if they will have a significant impact on function and cognition."®

1.5. Geriatric Assessment Components and Relevance to Older Patients with Cancer

GA provides valuable information that could identify and help address the concerns of older patients with cancer
and their caregivers. A description of each GA domain and its relevance to the older patient with cancer is
provided below.

1.5.1. Functional Status and Physical Performance: The need for functional assistance (measured by
ability to complete activities of daily living) is predictive of chemotherapy toxicity and survival.'”** Physical
performance measures objectively evaluate mobility and fall risk.** Falls are common in cancer patients and
predictive of adverse outcomes. "'

1.5.2. Comorbidity and Polypharmacy: Among patients with cancer, comorbidity is associated with poorer
overall survival.***° Comorbidity impacts cancer treatment tolerance.’'** Furthermore, these comorbid
conditions may predispose patients to the risks of polypharmacy and drug interactions.”

1.5.3. Nutrition: Poor nutritional status is associated with an increased need for functional assistance and
poorer overall survival in the geriatric population.”® Unintentional weight loss during the 6 months prior to
chemotherapy is associated with lower chemotherapy response rates and lower overall survival.”’

1.5.4. Cognition: A cognitive assessment is needed to determine if the patient has the decisional capacity to
consent and adhere to supportive care medication instructions and understand the indications to seek attention.
In the presence of cognitive impairment, the involvement of the patient’s family or caregiver is required to
maintain safety.”®*'

1.5.5. Psychological State and Social Support: In a study of older adults with cancer, significant distress
was identified in 41% of older adults, and poorer physical function correlated with higher distress.*" In both
the geriatric and oncology literature, social isolation has been linked to an increased risk of mortality.****

The evidence suggests that although underlying health status issues and deficits in geriatric domains correlate
directly with toxicity of therapy and patient-centered outcomes, these considerations are not addressed in routine
oncology clinical care.>® Although the commonly used Karnofsky Performance Status (KPS) and Eastern
Cooperative Oncology Group (ECOG) performance status (PS) measures do correlate with treatment toxicity,
these tools were validated in younger groups of patients and do not reliably predict outcomes in older adults with
cancer.”*” GA, a compilation of validated tools to assess geriatric domains such as comorbidity, functional status,
nutrition, physical performance, cognition, and social support, can help define the “stage of aging.”** GA can better
predict tolerance to treatment™***" and adds important age-related information that are not captured by traditional
PS assessment tools utilized in oncology.”’ A CARG study (Hurria and Mohile, et al.) found that several GA
variables predicted severe chemotherapy toxicities in older patients." GA has also shown to predict overall
survival in older cancer patients.”” Studies have found that oncology physicians will modify treatment decisions
based on GA results when information is provided to them.”** Our research team has found the GA proposed in
this study is feasible in oncology clinics and trials."”** Unfortunately, clinical trial data that dictate evidence-based
care for patients with cancer, the majority of whom are older with additional health status considerations, have not
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generally included GA. Successful completion of this research has the potential to incorporate communication of
GA results into the clinical care of older adults with advanced cancer.

1.6. Gap in Knowledge

There is a critical gap in knowledge regarding how to improve communication about age-related concerns
between older adults with cancer, their caregivers, and oncology physicians.s“'56 The use of health-related
quality of life (HRQoL) assessments in clinical practice has been shown to monitor disease and treatment,
improve the delivery of care, and detect physical or psychosocial problems that otherwise might be
overlooked.””® For example, Detmar et al. showed that providing physicians and patients with summaries of
patient-reported HRQoL information increased discussions and improved management of HRQoL issues in
patients with cancer undergoing chemotherapy. Similarly, important patient-reported information obtained from
GA could help oncology physicians address age-related concerns of patients and their caregivers thereby
improving satisfaction with communication and HRQoL. Despite the fact that the majority of cancer patients are
aged 70 and over, most oncology physicians have received little training in the care of older patients.9 As a result,
common problems facing an aging population of cancer patients may go unrecognized and produce serious
consequences. > Identification of age-related concerns may also facilitate discussions about prognosis, which is
important because many patients do not understand that cancer treatment is not curative in the setting of advanced
cancer and can negatively affect quality of life.” Although GA predicts risk from cancer treatment and survival in
older patients with cancer, there is no evidence-based approach regarding the use of GA to improve
communication during the decision making process for cancer treatment. The hypothesis of this research proposal
is that providing older patients with cancer, their caregivers, and oncology physicians with a summary of GA
information and recommendations can improve patient satisfaction with communication about age-related health
concerns, improve observed communication of age-related concerns captured with audio-recordings of clinic
encounters of older patients, caregivers, and oncology physicians, and improve patient-reported quality of life.

1.7. Geriatric Assessment-Driven Recommendations and Relevance to Older Patients with Cancer and
Caregivers

We hypothesize that providing information on GA and recommendations to oncology physicians can improve
patient-reported outcomes such as HRQoL, which is similar to an approach showing that an early palliative care
intervention improved outcomes of patients with advanced lung cancer.”” Interventions guided by GA have
positive effects on health outcomes including prevention of disability and reduction in the risk of falls, unplanned
hospitalizations, and nursing home admissions.”*"* Several studies have shown that the implementation of GA-
driven recommendations into the clinical care of older patients with cancer is feasible.*” The ELCAPA study
illustrated that providing GA information to oncology teams can influence treatment decisions, although outcomes
from these interventions were not measured in this study.” Another pilot study showed that GA affected the
oncology treatment plan.53 In a study by McCorkle et al.,* geriatric nurse practitioners conducted GA with cancer
patients, which led to a survival advantage (67% in the intervention group compared with 40% in the control
group) and improved HRQoL. In a study by Goodwin et al., breast cancer patients in the GA-driven
recommendations group were significantly more likely to return to normal functioning than controls.”” Different
approaches for chemotherapy selection and dosing for older and/or frail patients are supported by the literature and
are incorporated into the framework as GA-driven recommendations. For example, the FOCUS-2 trial found that
chemotherapy for advanced colorectal cancer was safe and efficacious in the older and/or frail patient if started at a
20% dose reduction with escalation as tolerated.® The GA and recommendations utilized in this proposal have
been developed through preliminary work, extensive review of the evidence, and clinical expertise of the geriatric
oncology physicians on the research team.

1.8. Preliminary Data

The investigative team is poised to build upon a considerable body of prior work. The research team has
conducted studies that have demonstrated the high prevalence of health status issues that could influence cancer
outcomes in older patients.'>'® They have developed a GA tool for older persons with cancer and the feasibility of
this tool has been studied in hundreds of cancer patients in multicenter clinical trials."”** They have collaborated
on a prospective multicenter study to quantify the risks of chemotherapy among older adults with cancer.' Dr.
Mohile has pilot-tested GA and GA-driven interventions with 200 patients from her geriatric oncology clinic.”'
Drs. Mohile, Epstein, and Dale have experience in the study of communication in oncology. Other investigators
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lend significant interdisciplinary expertise and stakeholders (CARG, an advisory board of older patients with
cancer, advocates and caregivers, and community oncology physicians) have provided significant input at all
stages of preliminary work.

Of importance, Dr. Ron Epstein and Dr. Mohile collaborate on a NCI-funded study (R0O1 NIH/1R01CA140419-
01A1), which evaluates whether a communication coaching intervention that targets oncology physicians, patients
and caregivers improves discussions regarding prognosis and treatment choices in advanced cancer. The primary
outcome for this study (physician communication behaviors) was obtained from clinic consultations that are audio-
recorded. The patients (n=81 older patients) also completed a measure of patient satisfaction (Health Care Climate
Questionnaire), which provided preliminary data for sample size calculations for the current proposal as the
primary outcome.

1.8.1. Prevalence of Health Status Issues in Older Patients with Cancer. Using a nationally representative
population-based database, Mohile and collaborators published two investigations that demonstrated that
disability, comorbidity, and geriatric syndromes are more common in cancer patients than in those without
cancer and that cancer was independently associated with having these conditions.'>'® In addition, Drs. Hurria
and Mohile have collected GA data from over 500 older cancer patients receiving chemotherapy at 7
institutions.! The assessment revealed a number of findings that would not have been detected from a visit’s
routine history and physical exam. For example, 41% of patients needed assistance with instrumental
activities of daily living despite a mean physician-reported KPS of 85 out of 100; 16% had recent falls, and 6%
had severe cognitive impairment on the cognitive screening test.

1.8.2. Feasibility of a Geriatric Assessment for Older Adults with Cancer.”™ The geriatric and oncology
literature was reviewed to choose validated GA measures. Selection criteria included reliability, validity,
brevity, the ability to self-administer, and the ability to prognosticate risk for morbidity or mortality in an older
patient.” The final selection of measures was approved by the Cancer and Leukemia Group B (CALGB)
Cancer in the Elderly and Quality of Life Committees. The initial feasibility study of this tool was conducted
in a multicenter study by Dr. Hurria and Dr. Mohile. Forty patients (mean age 74, range 65 to 87) with cancer
participated in the study. The GA was feasible, as demonstrated by a mean time to completion of 27 minutes;
90% of patients were satisfied with the questionnaire length, and 78% were able to complete it on their own.’
Subsequently, CALGB 360401 evaluated the feasibility of incorporating the GA into oncology cooperative
group trials for older adults (n=93).* The GA results met the protocol-specified feasibility criteria for use in
the cooperative group.

1.8.3. Can the Geriatric Assessment Predict Chemotherapy Toxicity?' The primary objective of Drs.
Hurria and Mohile’s previous study was to determine if GA measures predicted grade 3-5 toxicity (severe)
using the NCI Common Terminology Criteria for Adverse Events (CTCAE, V3.0). Among the 500 enrollees,
the mean age was 73 years (range 65-91); 61% had metastatic disease and 71% received 1st line
chemotherapy. Grade 3-5 toxicity occurred in 53% (50% grade 3, 12% grade 4, 2% grade 5). Risk factors for
severe toxicity included: 1) age > 73, 2) cancer type (GI or GU), 3) standard dose, 4) poly-chemotherapy and
the following GA measures, 5) falls in the last 6 months, 6) assistance with instrumental activities of daily
living, and 7) decreased social activity.

1.8.4. Feasibility of Intervention Proposed in the Study, Contribution of Stakeholders, and Impact on
Clinical Care.”" Dr. Mohile directs a referral-based consultative Specialized Oncology Care in the Elderly
(SOCARE) clinic which has collected pilot data on patient preferences, outcomes, and GA-driven
interventions in over 200 older patients with cancer (Table 1).”' All measures and the GA intervention in this
proposal are utilized within the SOCARE clinic. Patients were referred to the clinic by their primary oncology
team. As routine in the clinic, each patient completes GA by paper and pencil, and summaries of results are
provided to the patient and his/her caregivers. Ratings of each GA domain and acceptability/understanding of
the GA summaries are assessed. GA-driven recommendations, developed by the SOCARE team, are provided
to the referring oncology physician, the patient, and his/her caregivers. Patient characteristics: Mean age was
82.1 (70-95) and 75% had advanced disease. GA revealed 68% with functional impairment; 70% had >3
significant comorbidities; 39% had poor nutrition;’* 26% screened positive for depression;”® 59% reported
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inadequate social support; 20% had an abnormal cognition screen (but had decision making capacity);”* 34%
had recently fallen, and 60% had poor physical performance.” Acceptability of summaries: We have
developed and revised the GA summaries based on extensive qualitative and written feedback from the
patients and their caregivers. The summaries include a description of the test used to assess the domain in lay
language, an interpretation of the score for each domain, and a list of interventions to consider if the score
signifies impairment. Acceptability of GA-driven recommendations: On average, 80% of the GA-driven
recommendations were implemented by the referring oncology physician with an average of 6 interventions
per patient (range 3-15).

1.8.5. The research team has experience with the assessment of patient-physician communication (using
audio-recordings, surveys, and chart reviews) in the setting of advanced cancer. Dr. Epstein, an expert in
patient-centered communication and co-investigator on this study, has conducted multi-method research to
study patient-physician interactions using analyses of patient and physician surveys and medical record
audits.”® His research team has helped to establish that patient-centered communication is associated with
improved information exchange, reduced symptom burden, lower health-care costs, and greater patient
involvement in decision rnaking.77'79 The measures to assess decision making in Dr. Epstein’s NCI-funded
RO1 (Dr. Mohile is a co-investigator) have been adapted for patients with advanced cancer.®”*®

Using two trained coders, we examined the audio-recorded interactions between the older patients (n=32) with
advanced cancer and their oncology physicians (at 8 different sites) to assess number of discussions related to
geriatric domains brought up by patient and/or caregiver that were addressed by the oncology physician and
the number of “missed opportunities” (i.e., concerns brought up by patients and caregivers that were not
adequately addressed by the oncology physician). We found that at baseline, there were 26 discussions and 26
missed opportunities among 32 audio-recorded visits. Fifty percent of visits had 0 age-related discussions; the
median was 1 (range 1-3). The majority of missed opportunities were related to functional ability (e.g., not
taking medicines correctly), physical functioning (e.g., inability to climb stairs, falls), social support (e.g.,
difficulty getting to appointments), and medications (e.g., polypharmacy, drug interactions). This study was
not elderly specific and did not incorporate GA (which can identify deficits as described above), but the results
provide an estimate of the baseline number of discussions about age-related issues that occur in usual care
within oncology. We were able to utilize this data to help gather usual care information to inform our analytic
plan.

Dr. Dale, Chief of Geriatrics and Palliative Care at the University of Chicago, has expertise in medical
decision making, quality of life, and frailty and has studied the role of emotions in decisions about screening,
diagnosis, and treatment of cancer in older persons. He and Dr. Mohile have collaborated on a study that
evaluated patient-physician decisions with regard to the treatment of advanced prostate cancer.®’ His team,
including Rita Gorawara-Bhat, a senior staff scientist with expertise in qualitative methods (in-depth
interviewing, cognitive interviewing, focus groups, Delphi techniques, etc.) and survey methods (questionnaire
design), has significant expertise in the administration and collection of patient-reported outcomes via
telephone. The University of Chicago team, which is funded through a PCORI subcontract, will be blinded to
group assignment and will be able to administer and collect the primary aim as the Telephone Team.

1.9. Conceptual Model Highlighting Relevance of Topic to Older Patients and Caregivers.

In 2007, the NCI published a monograph, co-authored by Drs. Epstein and Street, Patient-Centered
Communication in Cancer Care, which reviewed 2200 relevant communication studies.”’” The monograph
includes a conceptual framework that has been adapted for this study (Figure 2).

1.9.1. Patient-centered care. Patient-centered care considers the patient’s unique experience of illness as
equal in importance to the physician’s disease/diagnostic perspective; it directs clinicians to see the world
both through the patient’s eyes as well as through a clinical lens.**® There is general agreement that patient-
centered care: 1) explores and validates patients’ individual experiences of suffering and their needs,
expectations and values; 2) offers patients opportunities to provide input into and participate in their care; and
3) enhances partnership, shared understanding, and trust in the patient-physician relationship.
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1.9.2. Communication is a process of mutual influence and interaction. The proposed study is based on
the Street/Epstein “Ecological Model” of patient-centered communication.” It is an interactional model. Tn
health-care settings, effective communication is characterized by:

1.9.2a. Informed, activated, participatory, and communicative patients and caregivers. Activated
patients and caregivers express their concerns and participate actively in decisions. Providing GA
information to patients and their caregivers could facilitate “activation.” We will measure participation in
the encounter through direct observation and measure the quality of the patient-clinician relationship using
surveys.

1.9.2b. Informed, receptive, patient-centered, and communicative clinicians. Clinician patient-
centered behaviors include organizing the visit to elicit patients’ concerns, raising issues often ignored in
clinical consultations, and responding to patients’ concerns with information and empathy. We can
observe the degree to which oncology physicians explore and validate patients’ and caregivers’ concerns
about age-related conditions. Patients and caregivers will report on the degree to which they felt included
in discussions regarding their care.
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1.9.2¢c. A health-care system that provides accessible, well-organized, and responsive health services
that are tailored to the patient’s needs. For example, greater access to services that address age-related
issues may improve outcomes. We will measure this dimension via patient/caregiver surveys.

Figure 2: Conceptual Model
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1.10. Study Subjects
The study involves adult human subjects.

NCORP practice sites will be randomized within a 2-arm cluster randomized design utilizing NCORP practice
sites as the unit of randomization. A NCORP practice site will be defined as any practice location within an
overarching NCORP designation where oncology physicians and study staff work independently (i.e., do not cross
over into another practice site).

Study subjects will include:
* Oncology physicians at NCORP practice sites

* Patients will complete surveys and will also agree to have a clinical consultation with an oncology physician
audio-recorded (baseline visit). Patients will have advanced cancer and various levels of functional status.
Patients will be asked to identify a caregiver who may choose to participate in the study. As much as possible,
caregivers should be recruited to be part of the study when the patient is recruited. In the rare circumstance that
there is no willing caregiver to participate, the patient will be allowed to participate without a caregiver.

* Caregivers must enroll in the study before or on the baseline visit because they will accompany the patients
during the clinic consultation that will be audio-recorded (baseline) and complete surveys.
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2. STUDY OBJECTIVES

This is a cluster randomized study within the URCC NCORP network evaluating whether GA summary plus GA-
driven recommendations can improve patient satisfaction with communication regarding age-related issues
between patients, oncology physicians, and caregivers. The study has received support from the Patient Centered
Outcomes Research Institute (PCORI) under their “Communication and Dissemination” portfolio. In addition, the
National Cancer Institute (NCI) review was required which led to changes in the aims and statistical plan. The
NClI review led to a new primary aim (satisfaction with communication regarding age-related issues) and the
original PCORI primary aim (discussions about age-related issues during clinic consultation) became Secondary
Aim 1.

2.1. Primary Aim (primary aim as specified by the NCI): To determine if providing geriatric assessment (GA)
summary plus GA-driven recommendations to patients, their caregivers and oncology physicians improves
patient satisfaction with communication with the oncology physician regarding age-related concerns.

Primary hypothesis: Patient satisfaction with communication with the oncology physician about age-related issues
will be significantly higher in the intervention group compared to the control group.

The NCI primary outcome, patient satisfaction regarding communication about age-related issues as measured
by a modified Health Care Climate Questionnaire (HCCQ-age), will be obtained via the Telephone Team Call,
a phone call administered by trained personnel blinded to group assignment within 1 to 7 days of the baseline
audio-recorded clinic consultation. The HCCQ-age will be mailed (with a return envelope) if a telephone call
is not feasible. If the responses to the survey are not able to be obtained before the 4-6 week assessment, the
HCCQ-age at 4-6 weeks will be utilized.

2.2. Secondary Aims

2.2.1. Secondary Aim 1 (primary aim as specified by PCORI): To determine if providing GA summary plus
GA-driven recommendations to patients, their caregivers, and oncology physicians increases discussions about
age-related issues during clinic consultation.

Hypothesis: A higher proportion of age-related issues will be discussed and addressed in the intervention
group.

The outcome measure for this aim is the number of age-related discussions related to the different aspects of
geriatric assessment that occur in the consultation clinic visit between the patient, oncology physician, and
caregiver. The clinic visit will be audio-recorded. This outcome was accepted as the primary aim by PCORI.

2.2.2. Secondary Aim 2: To determine whether initially providing patients, their caregivers, and oncology
physicians with GA summary plus GA-driven recommendations prior to their treatment influences quality of
life of older patients receiving treatment and their caregivers.

2.2.3. Secondary Aim 3: To determine whether providing patients, their caregivers, and oncology physicians
with GA summary plus GA-driven recommendations influences caregiver satisfaction with communication
about age-related issues.

2.3. Exploratory Aims:

Exploratory aims will evaluate (1) whether the number of discussions about age-related issues during the clinic
visit correlates with patient satisfaction, (2) whether the intervention increases the proportion of age-related
concerns that are acknowledged and addressed, and (3) if communication about age-related issues influences how
patients, caregivers, and oncology physicians make decisions for cancer treatment. An additional exploratory aim
will examine the impact of the intervention on survival.
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3. STUDY DESIGN
See Study Schema and Design for summary.

3.1. Choice of comparators

Because GA is not performed by community oncology physicians and this study ultimately will allow
patients/caregivers/oncology physicians to choose their cancer treatments, a usual care comparator arm is
appropriate and will allow for the accurate and appropriate assessment of how the intervention can improve
communication about age-related issues and outcomes compared to current clinical practice. This study design is
similar to previous studies that evaluated the impact of providing summarized HRQoL information to patients and
oncology physicians on communication and outcomes. Usual care was the comparator arm in these cluster
randomized studies.’”"'

3.2. Choice of study design

The study is designed as a cluster randomized trial because a care of service model is applied to each patient by the
oncology team. If a cluster randomized design were not undertaken, there would be contamination in that
oncology physicians could choose the care of service model if they were exposed to patients randomized to both
arms. Given rapid changes that can occur in oncology practice with new supportive care and treatment agents, it is
important to compare outcomes in the same time frame as would be possible in a cluster randomized study design
compared to a “pre” versus “post” intervention study design.

4. PARTICIPANT ELIGIBILITY

4.1. Entry Criteria for Oncology Physicians
Oncology physicians must work at a NCORP practice site with no plans to leave that NCORP practice or retire
at the time of enrollment into the study.

4.2. Entry Criteria for Patients

4.2.1. Inclusion Criteria for Patients
4.2.1a. Male or female 70 years of age or older

4.2.1b. Diagnosis of an advanced solid tumor malignancy (advanced cancer) or lymphoma. In most
situations, this would be a stage IV cancer. A patient with a diagnosis of stage III cancer or lymphoma is
eligible if cure is not possible or anticipated. Clinical staging without pathological confirmation of
advanced disease is allowed.

Must be considering or currently receiving any kind of cancer treatment (any line), including but not
limited to hormonal treatment, chemotherapy, monoclonal antibody therapy, or targeted therapy. Patients
who are considering therapy are eligible even if they ultimately choose not to be on therapy. Patients with
a history of any previous cancer treatment, including radiation and/or surgery are eligible. A patient may
also be enrolled on a treatment trial and participate in this study, if all other inclusion and exclusion criteria
are met.

4.2.1c. Have at least one geriatric assessment domain meet the cut-off score for impairment other than
polypharmacy per Table 2.

4.2.1d. Have visits planned with the oncology physician for at least 3 months and be willing to come in
for study visits.
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4.2.1e. Able to provide informed consent or, if the oncology physician determines the patient to not have
decision-making capacity, a patient-designated health care proxy (per institutional policies) must sign
consent by the baseline visit.

4.2.1f. Subject has adequate understanding of the English language because not all GA measures have
been validated in other languages.

4.2.2. Exclusion Criteria for Patients

4.2.2a. Have surgery planned within 3 months of consent. Patients who have previously received surgery
are eligible.

4.2.2b. Have already made a decision to not undergo any cancer treatment (e.g., being followed in best
supportive care or hospice).

4.3. Entry Criteria for Caregivers

A caregiver can be anyone, age 21 or over, who is able to understand spoken English and understand the study
process and provide informed consent. One caregiver for each patient will be eligible and must be chosen by the
patient. For the purposes of this study, a caregiver is defined as a valued and trusted person in a patient’s life who
is supportive in health care matters by providing valuable social support and/or direct assistive care. The caregiver
accompanies the patient to medical appointments, is able to listen and give thoughtful advice and may be a family
member, partner, friend, or professional caregiver.

4.3.1. Inclusion Criteria for Caregivers

4.3.1a. Selected by the patient when asked if there is a “family member, partner, friend or caregiver [age
21 or older] with whom you discuss or who can be helpful in health-related matters;” patients who cannot
identify such a person (“caregiver”) can be eligible for the study. A caregiver need not be someone who
lives with the patient or provides direct hands-on care. A caregiver can be any person who provides
support (in any way) to the patient.

4.3.1b. If a health care proxy signs consent for or with a patient, and wants to participate in the caregiver
portion of the study, this same person will always be the caregiver selected. If a health care proxy does not
want to enroll as a caregiver in the study or, if enrolled, chooses to stop their own participation in the
caregiver portion of the study, but is able to assist the patient in completing the study, the patient can still
participate. In other words, the health care proxy can choose NOT to participate in the caregiver portion of
the study. This does not preclude the patient from participating in the patient portion of the study with the
health care proxy’s assistance.

4.3.2. Exclusion Criteria for Caregivers

4.3.2a. Caregivers unable to understand the consent form due to cognitive, health, or sensory impairment
will be excluded.

5. IDENTIFICATION, RECRUITMENT, AND CONSENT PROCEDURES

Patients and their caregivers will be recruited from the outpatient community oncology practices affiliated with the
URCC NCORP Research Base network. The results of this study will be generalizable to the majority of older
adults with cancer and their caregivers because it will include older cancer patients and their caregivers from

diverse backgrounds and at varying health statuses.

5.1. Study Participants (Patients and Caregivers)
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Study participants will be identified by their treating oncology physicians, who enroll in the study, the nurses that
work with the enrolled oncology physicians, and the clinical research associates (CRAs). The CRAs will work
closely with the enrolled oncology physicians and nurses to identify patients aged 70 and over with advanced
cancer. The oncology physician then confirms if the patient is an eligible study candidate for all requirements
other than GA impairment by completing the eligibility checklist with the CRA and signing it. The oncology
physician or CRA will introduce the study to the eligible patients and/or their designated health care
proxies/caregivers, and will provide them with an IRB approved study brochure and consent to review. Adequate
time will be provided to the patient and/or the designated health care proxy to read the consent. By this time, the
patient should have selected a possible caregiver. The CRA, the oncology physician, and the nurses are available
to answer any questions the patient and/or caregiver/healthcare proxy may have about any aspect of the study prior
to consenting and throughout the entire study period. Patients and/or their designated health care proxies and
caregivers may choose to sign the appropriate (patient or caregiver) informed consent documents immediately on
the day the study information is presented to them or they may choose to take the consent forms home and discuss
them with others; then if they decide to participate in the study, they can provide signed consent forms the next
time they meet with the CRA or oncology physician.

5.1.1. Informed consent will be obtained from the patient, unless they lack capacity to provide consent. Ifa
patient lacks capacity, a health care proxy will be required to sign consent per institutional or local policies on
consent for incapacitated/decisionally impaired subjects. If the patient does not have an appointed health care
proxy on or before the baseline visit, he/she will not be enrolled onto the study. All consent documents will be
signed by the patient and/or designated health care proxy and maintained in the patient record with copies
provided to the patient and/or designated health care proxy.

5.1.2. The screening measures will then be performed. Those with a diagnosis of dementia, as noted in their
medical record or diagnosed by a physician, or who meet the cut-off score for impairment on the cognitive
screen (score of 11 or more on Blessed Orientation-Memory-Concentration Scale) can be included if a
designated health care proxy selected by the subject signs the consent. The goal of the intervention is to
improve outcomes of older cancer patients with all underlying health conditions including cognitive issues.
Therefore we will include these patients and will conduct the assessments with assistance of the proxy. The
health care proxy should agree to participate in the study as the caregiver. If a health care proxy chooses to
stop their own participation in the study, but is able to assist the patient in completing the study, the patient can
still participate.

5.1.3. Ethical standards for human subjects will be strictly followed in accordance with local policies and/or
institutional review board requirements on the enrollment of adult decisionally incapacitated research subjects
and permission of authorized representatives.

5.1.4. Current, state, federal, and institutional regulations concerning informed consent will be followed.
Participation in this study is voluntary. Participants are free not to take part or to withdraw at any time, for
whatever reason, without risking loss of present or future care they would otherwise expect to receive. In the
event that a patient does withdraw from the study, the information they have already provided will be kept in a
confidential manner. Data will be used unless permission is revoked in writing and sent to their oncology
physician or the URCC study team. Site oncology physicians will be directed to forward any such
correspondence to the URCC Research Base.

5.2. Oncology Physician Recruitment

Because oncology physicians are being recruited and enrolled from sites across the country by the URCC Research
Base , oncology physicians will read and agree to participate either via Research Electronic Data Capture
(REDCap) or on paper if REDCap is not a feasible option. REDCap is a software toolset (see Section 16.3 for
more information) for electronic collection and management of research and clinical trial data developed by
Vanderbilt University. Oncology physicians will be enrolled prior to enrolling (screening registration) their first
eligible patient. Staff from the URCC Research Base (including the PI) will be available to answer any questions
the oncology physicians may have over the phone. Procedures for the oncology physicians are minimal risk and
involve: completing surveys that will be de-identified, and identifying patients for the study.
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Oncology physicians will provide baseline demographic information, fill out a baseline survey that evaluates
preferences for decision-making, and help identify their own patients who may be eligible for the study. The
baseline survey can be completed online via REDCap or on paper if REDCap is not feasible. REDCap will
securely store the oncology physician’s email address for surveys. In addition to the email address, the only
personal identifying information the oncology physicians will provide will be their name, age, ethnicity, and the
name of the clinic where they work. The oncology physician will be assigned an ID number, which will be used to
link their surveys together with those of patients enrolled in the study.

The oncology physician also will agree to have one visit per each patient audio-recorded (baseline). All parties
present for recorded office visits, including: enrolled patients, any accompanying caregivers, family or friends, the
oncology physician, and any other physicians or health care providers not participating in the study will be fully
aware that the conversation is being audio-recorded and will provide verbal assent immediately before any
recording begins, in addition to the prior written consent of enrolled subjects. These audio-recordings will be
labeled and stored using the patient’s initials and date.

The participation of oncology physicians in the research study meets criteria for “waiver of documentation of
consent” because the research involves no more than minimal risk to the oncology physicians and there are no
procedures for the oncology physicians that would normally require written consent outside of the research
context.

6. REGISTRATION

6.1. Prior to entering participants (i.e., oncology physicians, patients, caregivers) on this protocol, the following
must be on file at the URCC NCORP Research Base:

6.1.1. Documentation of IRB approval in the form of an HHS Protection of Human Subjects Assurance
Identification/IRB Certification/Declaration of Exemption (formerly Form 310), CTSU approval form or
signed letter from the IRB.

6.1.2. A copy of the institution’s IRB-approved informed consent document.

6.1.3. Written justification for any substantive modifications made to the informed consent concerning
information on risks or alternative procedures.

These documents are submitted to:

Cathleen Lesniewski@urmc.rochester.edu
OR

Ms. Cathy Lesniewski

URCC NCORP Research Base

Saunders Research Building

265 Crittenden Blvd

CU 420658

Rochester, NY 14642

6.2. Registration Requirements
6.2.1. Timing of Registration: See section 11, Outline of Study-Specific Procedures.
6.2.2. Screening Registration

6.2.2a. Go to the URCC NCORP Research Base website at URCC-NCORP.org and enter the information

outlined below.

e Additionally if you experience difficulties you may call 585-275-5513 at the University of Rochester
Cancer Center to verbally give the URCC registrar the information below.
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e The following information will be requested:
= NCORP Affiliate Name
= URCC Protocol
= Most recent IRB approval date (either initial or annual)
= NCORP Practice Site
= Name and telephone number of person registering study participant
= Confirmation that consent form has been signed and by whom
= Confirmation of patient screening ID if participating in another URCC study
= Patient’s Physician Name (confirms that oncology physician has been enrolled)
= Patient’s identification
= First and last NAMES

6.2.3. Baseline Registration

6.2.3a. Go to the URCC NCORP Research Base website at URCC-NCORP.org and enter the information
outlined below.
e if you experience difficulties you may call 585-275-5513 at the University of Rochester Cancer Center
to verbally give the URCC registrar the information below.
e The following information will be requested:
= NCORP Name
= URCC Protocol
= Most recent IRB approval date (either initial or annual)
= NCORP Practice Site
= Name and telephone number of person registering study participant
= Confirmation that all eligibility requirements have been met
= Confirmation that consent form has been signed and by whom
= Patient’s screening ID
= Patient’s Physician Name (confirms that oncology physician has been enrolled)
= Patient’s identification
* First and last NAMES
= Birth date (MM/DD/YYYY)
*  Gender
= Race/Ethnicity
= Five-digit zip code
= Payment code
= Confirmation of patient assessment scores
= Date of Baseline Visit
= Patient’s preferred and alternate phone numbers and best time to call (for the Telephone
Team Call 1 to 7 days after the baseline visit) and mailing address to contact the patient if
telephone call is not feasible.
=  Whether the patient has a caregiver enrolling in the study

= Caregivers providing consent will require the following for registration:
* First and last NAMES
= Birth date (MM/DD/YYYY)
*  Gender
= Race/Ethnicity
= Five-digit zip code
= Payment code
= Caregiver’s preferred and alternate phone numbers and best time to call (for the Telephone
Team Call 1 to 7 days after the baseline visit
= Relationship to patient
= Confirmation of caregiver consent
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e An email confirmation of registration will be forwarded by the URCC Research Base.

6.3. A total of 528 patients and maximum of 528 caregivers is planned. Each patient will be able to choose one
caregiver to participate.

6.4. This protocol is open only to affiliates of the URCC NCORP Research Base who provide written
documentation of IRB approval. There will be no accrual at the URCC NCORP Research Base itself.

7. OUTCOMES

The outcomes of this study were informed by preliminary data that show that older patients and caregivers rate
communication about age-related issues as very important.

7.1. NClI-specified Primary Outcome

The Health Care Climate Questionnaire (HCCQ) **™ measures patient-centered autonomy-supportive physician
behaviors and satisfaction with communication such as whether the patient and caregiver feel that the physician
understands his/her perspective, provides choices and options, and encourages participation in decisions. The
measure has been studied and validated in older patients. Similar to other studies which adapt satisfaction scales to
capture specific clinical criteria (e.g., satisfaction with the physician regarding communication about
chemotherapy),*® the HCCQ has been modified for this study (HCCQ-age) to specifically address patient
satisfaction with oncology physician behaviors and communication regarding age-related issues and concerns in
order to specifically address satisfaction with the intervention (geriatric assessment summary and
recommendations) rather than satisfaction with other aspects of cancer care (e.g., communication about cancer
treatment). As is done with satisfaction with care surveys in other research and in clinical settings, the HCCQ
(both modified and original) will be administered within 1 to 7 days after the baseline audio-recorded clinic visit.*”
% These measures will be obtained via a phone call administered by trained personnel (or mailed if a telephone
call within 2 weeks of the baseline visit is not feasible). If this is not completed, the 4-6 week visit HCCQ data
will be used in its place. Our University of Chicago collaborators (Dale and Gorawara-Bhatt) have experience with
the conduct of such assessments over the phone and this minimizes perceived or real influence from the oncology
physician or Research Base. The University of Chicago collaborators and research staff, who are subcontracted
through PCORI, will be blinded to group assignment as the Telephone Team. Press-Ganey measures of
satisfaction of overall care will be collected at week 4 and in follow up visits. The HCCQ will also be completed
as part of the patient and caregiver packets in follow up time points for comparison.

Dr. Epstein’s research team has extensive experience’** with the use of the HCCQ and has captured this measure

in 81 patients similar to those who will be recruited for the proposed study (older patients with advanced cancer).
Patients were recruited to a NCI-funded study that is evaluating a coaching intervention to improve physician
communication behaviors.” Because the study utilizes a cluster randomized design, an intracluster correlation
coefficient (ICC) was estimated from existing data to assist with sample size calculations for the current proposal.
HCCQ has 5 questions measured on a Likert scale of 1-5, which are added to create a score between 5-25. Ceiling
effects are common with HCCQ and with patient satisfaction scales in general, although the modified version
likely has less of a ceiling effect due to its focus on a specific clinical scenario. Despite the ceiling effects, policy
makers have utilized patient satisfaction as a key measure for reimbursement in clinical practice, with a focus on
obtaining “perfect” scores.

For example, the Hospital Value-Based Purchasing (VBP) Program is a Centers for Medicare & Medicaid
Services (CMS) initiative established by the Affordable Care Act of 2010 to reward acute-care hospitals with
incentive payments for the quality of care they provide to people with Medicare. Incentive payments are funded
by a withhold of 1-2% of each hospital’s base operating DRG payments for each patient discharge over a year,
placing hospitals “at risk” for this amount based upon performance on quality measures. It is estimated that
roughly half of participating hospitals will receive a net decrease in payments, while the remainder will receive a
net increase in payments resulting from superior performance. The HCAHPS (Hospital Consumer Assessment of
Healthcare Providers and Systems) survey, which is the first national, standardized, publicly reported survey of
patients’ perspectives of hospital care, represents the performance measurement for the VBP Patient Experience of
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Care Domain. The HCAHPS survey is quite similar to the HCCQ in the questions that capture satisfaction with
perceived understanding of patient’s values and goals by the physician and communication about health care
choices. In terms of reimbursement, CMS uses performance on nine measures from HCAHPS and each hospital’s
“top-box” raw score—the percentage of a hospital’s patients who chose the most positive, or “top-box”—is
utilized to calculate their Achievement Points and Improvement Points. In this manner, the HCAHPS score is used
as a binary variable, with hospital performance and, therefore, payment depending upon the survey respondent’s
choice of either the highest rating or any other rating.

As aresult, an intervention that can lead to the slightest improvement in patient satisfaction scores has important
policy implications. This is evident by studies that demonstrate the effectiveness of models of care interventions
with small differences in patient satisfaction scores.*”****’

7.2. Secondary Outcomes

Secondary aim 1 will evaluate whether the GA intervention increases discussions regarding age-related issues
between the patients, caregivers and oncologists. This measure of direct communication was accepted by PCORI
as the primary aim for the study. For this aim, the first medical consultation after GA administration will be audio-
recorded. This data will be sent to the URCC Research Base and there it will be transcribed and content analyzed
with the aid of a checklist to determine whether the topics included in the GA were discussed and to record the
total length of consultation. Audio-recordings will be transcribed for quantitative analysis of the communication
processes, including number of questions asked and topics discussed.””’***”® Methodology has been established in
prior work by Dr. Epstein’s group. For each transcript, coding will be performed directly by 2 trained raters who
will be blinded to group assignment. A summary of coding procedures including assessment of inter-rater
reliability and resolution procedures for disagreement is included in Appendix X-8.

The coding schema includes definitions for each code and the specific steps the coders performed during the
coding process. The coding procedures involve an initial reading of the transcript to identify specific geriatric
concerns and the initiator of the concerns, followed by a second reading, in which response quality and
interventions implemented due to concerns are identified.

Five coders were involved in the coding process, with 20 percent of the transcripts coded by all five coders to
establish and maintain inter-rater reliability; the remaining transcripts were all dually coded. For each transcript,
whether dually coded or coded by the entire coding team, a consensus was agreed upon and a final coding table
created for that transcript. These final consensus tables are what will be utilized in the analysis of the data.

Due to the coding schema involving a conditional coding structure, inter rater reliability involved percent
agreement in 3 coding areas: number of geriatric concerns, the category of geriatric domain discussed, and the
physician’s response quality. 4 GA communication composite score will be created by adding all GA-related
topics that were discussed for each visit. For number of geriatric concerns, the percent agreement was calculated
using the difference in numbers between each coder and the consensus. An average of all coder agreement was
calculated for the category of geriatric domain and physician response quality. If inter-rater agreement percentages
fell below 70%, the coding team would meet for additional training. The principal investigator remained involved
in the coding process and provided guidance or adjudication when necessary.
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Another secondary outcome measure will be patient-reported HRQoL as measured by the FACT and caregiver
HRQoL (burden) as measured by the Caregiver Reactions Assessment (CRA). We hypothesize that the mean
HRQoL for patients and caregivers at sites randomized to the intervention arm will be higher than for those in the
usual care arm at 4-6 weeks following the intervention and that this increase will be both statistically significant
and clinically meaningful.moo We will include GA impairment (at baseline and follow up) to evaluate if these
influence patient-reported and caregiver-reported HRQoL differently in the intervention versus the control group.
Other secondary outcomes will include whether the intervention impacts how the oncology physician
acknowledges and addresses age-related concerns, caregiver burden (as measured by the Caregiver Reaction
Survey) and caregiver satisfaction with communication (as measured by the modified HCCQ) at 4-6 weeks. We
will follow participants for survival for 12 months after enrollment. We will obtain the date, location of death, and
cause of death. If a site becomes aware that a study participant is deceased, they should complete the form which is
available on the URCC NCORP website. Otherwise sites will be contacted approximately 1 year after each
participant was enrolled to assess survival and asked to complete this form.

7.3. Data Sources

7.3.1. Audio-recordings. As part of baseline procedures, a clinic visit for both arms will be audio-recorded
for the analysis of content. For our secondary and exploratory aims, outcome measures are derived from
audio-recordings of oncology physician-patient visits (often with a caregiver present). All enrolled patients
(Arm 1 and Arm 2 groups) will have one office visit with their participating oncology physician audio-
recorded (baseline visit). All parties present for recorded office visits, including: enrolled patients, any
accompanying caregivers, family or friends, the oncology physician, and any other physicians or health care
providers not participating in the study will be fully aware that the conversation is being audio-recorded and
will provide verbal assent immediately before any recording begins, in addition to the prior written consent of
enrolled subjects (oncology physicians, patients, and caregivers). Patients, caregivers and oncology physicians
may receive copies of these recordings at their request.

7.3.2. Patient Surveys. Patients will complete surveys prior to the start of treatment at screening and
baseline, and the Telephone Team Call within 1 to 7 days from baseline, and at 4-6 weeks, 3 months, and 6
months. We are sensitive to respondent burden and have minimized the number of items to be completed in a
single sitting. All surveys have been utilized in our pilot work with older patients with cancer and other age-
related health conditions. In a recent study, 98% of patients with non-small cell lung cancer with a median
survival of 9 months completed a baseline battery similar in length, and 70% and 64% of those who were still
alive were able to complete assessments at 3 and 6 months, respectively.'’"'®* As is often true for patients with
advanced disease, missing data were not random; sicker patients tended not to complete surveys. We have
included approaches to missing data in the statistical section of the protocol.

7.3.3. Oncology Physician Surveys. Oncology physicians will complete a baseline survey prior to or when
their first patient consents to the study and a brief follow-up survey at the end of the study. After the audio-
recorded baseline clinic visit, oncology physicians will be asked about potentially important covariates or
moderators, including disease and treatment characteristics.

7.3.4. Caregiver Surveys. Caregivers will complete surveys at the same time points as patients. However,
caregivers will not receive the Telephone Team Call. We will also ask caregivers to assess satisfaction with
communication and care, satisfaction with decisions, and caregiver burden (both personal and economic).'®

7.3.5. Chart Abstraction and Claims. If there is missing information or conflicting medical information
from the surveys, we will obtain medical records in order to verify information about disease location,
pathology, stage, metastases, and survival status from charts. We will request information from the CRA on
recommendations made and implemented. In order to assess health care utilization (e.g., adverse events such
as hospitalizations) for future work on examining cost-effectiveness of the intervention, permission to obtain
Medicare claims in the future will be asked on the consent form. Claims will not be obtained for any
individual patient until the patient has completed study procedures. All consent and research procedures for
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obtaining Medicare claims will be followed: http://www.cms.gov/Research-Statistics-Data-and-
Systems/Computer-Data-and-Systems/Privacy/Researchers.html

Permission to obtain claims is voluntary. Patients will be able to decline this procedure at the time of consent.
Declining consent for obtaining claims from Medicare for future research to examine cost-effectiveness,
quality of care, and health care utilization does not preclude patients from participating in this study.

8. MEASURES TO BE COLLECTED

An overview of measures is provided here. A detailed description of each measure including a summary table
with collection time points is provided in Appendix X-1: Measures.

Patient and Caregiver Measures:

Demographics
Medical Characteristics and Treatment
Com-meds/Polypharmacy/Baseline Labs
Geriatric Assessment
- Assessments by CRA
- GA Patient Packet
Communication & Treatment Preferences
Satisfaction and QoL
Caregiver Health and Economic Burden

We have piloted all measures. In total, geriatric assessment measures that are filled out by the patient require
approximately 20 minutes of time. The additional measures require an additional 30 minutes of time. We have
incorporated flexibility with timing in order to reduce patient burden. The follow-up surveys require about 30
minutes of time in total. The caregiver surveys at each time point require approximately 30 minutes of time.

Patients may complete the first geriatric assessment in clinic at time of consent or at in clinic before next visit with
the oncology physician. They may choose to complete measures at home in between visits. The geriatric
oncology clinic at the University of Rochester routinely captures these measures as part of clinical care.

The assessments performed by the CRA and associated surveys take about 30 minutes of time in total (including
physical performance and cognitive tests). Any person at the practice site can be trained by Research Base staff to
do the GA. The GA does not need to be performed by the oncology physician.

The oncology physician assessments will be done either on paper or through REDCap, whichever the oncology
physician prefers. The baseline and end of study assessments take no longer than 10 minutes and after the initial
patient visit, the decision-making form (to assess factors that influenced decisions) takes only a few minutes to
complete.

8.1. Components of Geriatric Assessment (Patient)

Assessment tools comprising the comprehensive GA are listed in Table 2. The various assessment tools were
selected based upon extensive data in the geriatric literature demonstrating predictive value as well as feasibility
data in multiple studies of elderly patients with cancer. Other than the cognitive and physical performance
measures, the assessments are self-administered. Patients who cannot complete the assessment on their own will
receive assistance from study personnel or from a caregiver. The GA is performed before baseline registration.
Follow-up GA measures are collected at 4-6 weeks, 3 months, and 6 months.
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Table 2: Components of the Comprehensive Geriatric Assessment

DOMAIN TOOL SCORE SIGNIFYING IMPAIRMENT
Physical function » Activities of Daily Living » Any ADL deficit
» Instrumental ADLs » Any IADL deficit
» Fall History » Any history of falls
» OARS Physical Health »> A lot of difficulty with any task
Objective physical |> Short Physical Performance Battery » <9 points
performance » Timed “Up and Go”***
» >13.5 seconds
Comorbidity » OARS Comorbidity*** » Patient answered “yes” to >3 chronic
illnesses
» One illness interferes “a great deal” with
QoL
Nutrition » Body Mass Index > <21 kg/m’
» Mini Nutritional Status*** » <11 points
» Weight logs*** » >10% from baseline weight
Social support » OARS Medical Social Support™** > Patient answers one of the social support
questions indicating less than adequate
support for care
Polypharmacy » Polypharmacy » >5 regularly scheduled prescription
medications OR
» Any high-risk medication OR
» Lab*** » Creatinine clearance <60 ml/min
Psychological » GAD-7 *** » > 10 points
» Geriatric Depression Scale » =5 points
Cognition » Blessed OMC*** > >10
» Mini-Cog » 0 words recalled OR 1-2 words recalled +
abnormal clock drawing test

***Captured before baseline registration

Abbreviations: ADL (Activities of Daily Living); Blessed OMC (Blessed-Orientation Memory Concentration Test); GAD
(Generalized Anxiety Disorder 7-Item Scale); GDS (Geriatric Depression Scale); IADL (Instrumental Activities of Daily
Living); QoL (Quality of Life).

8.2. Other Clinical Measures (Patient and Caregiver)

8.2.1. Sociodemographics*** (patient and caregiver): Age, race and ethnicity, gender, highest level of
education achieved, employment status, marital status, and presence of a living companion will be captured.
We will also assess financial concerns and understanding of disease.

8.2.2. Tumor and Treatment Characteristics (patient): The tumor stage, previous surgery or radiation,
previous cancer treatment, current cancer treatment plan (if any) will be captured by the CRA.

8.2.3. QOL, Symptoms, and Distress (patient and caregiver): Quality of life measures will include
assessments of distress and symptoms. Quality of life and symptoms will be measured using validated
assessments. Caregivers will complete validated measures to assess impact of caregiving on their quality of
life. Caregiver economic burden will be assessed including time required to give care.

8.3. Processes of Communication and Experience of Care Assessments (Patient/Caregivers and Oncology
Physician)

8.3.1. Patient/Caregiver Assessments: We will collect measures to assess patient and caregiver satisfaction
with communication, experience of care, and decision-making preferences. The measures chosen for this
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study are validated tools designed to measure patients’ and caregivers’ confidence in their ability to
communicate their concerns, obtain and understand information, ask questions, clarify uncertainties, and make
sure that their oncology physician understands them. We will measure understanding of prognosis, acceptance
of terminal illness, and perceived uncertainty in choosing options. At follow up visits, patient and caregiver
satisfaction with the decision and experience of care will be assessed with validated tools.

8.3.2. Oncology Physician Assessments: We will collect information on sociodemographics and decision-
making preferences. Oncology physicians will be presented with a clinical scenario of elderly cancer patients
with a variety of geriatric-related impairments (i.e., physical frailty, cognitive impairment). A series of
questions will follow each vignette inquiring about the likelihood of the oncology physician to offer
chemotherapy and cancer treatments in the scenario. After the study is over, physicians will be asked to
complete a brief follow-up survey. After the audio-recorded clinical encounter, oncology physicians will
complete a short follow-up survey (<10 questions) requesting information on the plan for the patient and
factors that influenced how the decision was made.

8.3.3. Audio-recordings of oncology physician-patient visit: A CRA will audio-record the patient-oncology
physician consultation (baseline study visit). For our Secondary and Exploratory aims, we will assess the
number of age-related concerns brought up by patients and caregivers. Coders will undergo extensive training
and supervision by developers of the scales, will not be involved in any other aspects of the study, and will be
blind to study hypotheses and assignments for intervention vs. control. Please refer to Appendix X-8 for full
coding procedures.

9. NCORP PRACTICE SITE RANDOMIZATION

A practice site is defined as any practice location within an overarching NCORP designation where oncology
physicians and study staff work independently, i.e., do not cross over into another site. Practice sites will be
randomized to one of the two study arms by means of a computer—generated randomization table. The
randomization process will be determined using R software provided by Dr. Charles Heckler, the lead
biostatistician of the URCC NCORP Research Base.

Sites are randomized on a continual basis due to a variety of factors (i.e., a new NCORP Community Affiliate has
been added to the URCC NCORP Research Base network, a new oncology practice site has been added to an
existing NCORP Community Affiliate, or an oncology practice site that is currently affiliated with an NCORP
Community Affiliate has expressed interest in participating in the COACH study). Past accrual to URCC studies
(or NCORP Cancer Control studies if URCC accrual information is not available for new Affiliates and sites) is
used to stratify each practice site as a large accruing (20 or more accruals/year) site or a small accruing (less than
20 accruals/year) practice site in order to assure balance in the randomization. The general assumption will be that
any new site will be considered “small”, unless it is determined based on past accruals that they are large. For new
oncology practice sites that meet the definition for being independent (i.e., physicians and staff that do not cross
over into another site), the next unassigned randomization allocation, from the randomization table will be used to
assign their study arm. The randomization table takes into account size of the practice site. If a new oncology
practice site is added at a later time during the study with physicians/staff that also see patients (cross over) at both
or multiple practice sites, the new practice site will be assigned to the same study arm as the already randomized
practice site where the physician/staff also sees patients.

Once sites have IRB approval on file with the Research Base and at least one member of research staff is trained
on all study procedures, they are notified of their randomization allocation by an email from the study PI, Dr.
Mohile. Practice sites names and randomization assignments are saved in the database, this is used to link to which
arm each study patient belongs to during patient registration.

The original sample size calculation (Section 15) was based on the randomization of the 16 NCORP oncology
practice sites. During study startup, as the structure of the new NCORP affiliates unfolded, more practice sites
than was anticipated were interested in participating. The original protocol included the ability for more sites to
participate, since the increase in the number of the clusters also increases the statistical power of the study.
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10. INTERVENTION OVERVIEW FOR PHYSICIANS

Practice sites will be notified if they are in the intervention arm by URCC Research Base staff. Prior to the
intervention, oncology physicians will receive training on how to best utilize GA information in clinical practice
for older adults with cancer. The training session provides a brief overview of the intervention information and
can be completed through a web conference, telephone call, or as a paper “sign-off” documenting review of the
materials. The training materials were developed with resources from Drs. Mohile’s and Hurria’s geriatric
oncology lectures.

The CRAs and/or research nurses at sites randomized to the intervention arm will be trained to utilize the
mycarg.org website to derive a summary of GA scores and a list of targeted GA-driven recommendations.

This information will be printed by the site CRAs for the oncology physician who will “sign off” that he/she has
received and reviewed the information. Study or clinical staff can assist the physician in checking which
recommendations were considered and facilitating implementation of GA-driven recommendations. Two copies of
the summary and checklists should be made: one should be provided to the patient/caregiver and one should be
retained in the study chart. Patients and caregivers should be provided with a copy of the GA summary and GA-
driven recommendation forms prior to the audio-recorded visit. The original forms should be submitted to the
URCC Research Base.
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11. OUTLINE OF STUDY-SPECIFIC PROCEDURES

Usual Care Site (Arm 2) Intervention Site (Arm 1)

~> h 4

Oncology Physician Enrollment — Baseline survey on REDCAP
Subject Identification Process

~> ~~

Screening: Visit 0
o Consent patient & caregiver; complete screening registration.
o If time permits, administer GA measures (cognitive, physical performance, and nutrition) to patient.
e Subjects (patient and caregiver) complete screening packet during visit or take the screening packet & baseline
packet home with them to complete prior to the baseline visit.
e CRA completes CRA screening study forms.
e Confirm subjects will bring completed packets to next visit or schedule additional time if needed to complete at

Score GA & Complete Baseline Registration
e When patient and CRA screening forms complete, score each GA measure as per training procedures (at screening ot
beginning of baseline visit prior to study visit with oncology physician).
e Complete baseline registration for patient & caregiver if patient has 1 or more domains that meet cut-off score for
impairment (other than polypharmacy).

> b 4

Baseline: Visit 1 — Usual Care Baseline: Visit 1 — Intervention
e CRA enters GA Score on MYCARG.ORG
¢ Inform oncology physician if depression (GDS) or e Print and provide GA summary and recommendations
cognition (BOMC) assessments score > 11. forms to oncology physician, patient and caregiver.

¢ Information on cognitive impairment or depression is
included in summary.

o Study visit with oncology physician occurs - audio record this visit
¢ Oncology physician completes forms about patient
e Submit all materials to URCC within 7 days.

> b

Telephone Team Call to Patient within 1 to 7 days of Baseline Visit
Health Care Climate Questionnaires will be obtained via a phone call administered by trained personnel blinded to
group assignment within 1 to 7 days of the baseline audio-recorded clinic consultation.

> b

All Follow-up Visits: Visit 2*, Visit 3, Visit 4
(Visits are 4 to 6 Weeks, 3 months, and 6 months from Baseline)
Before Visit: Confirm patient & caregiver will bring completed packets to study visit.
During Visit: Administer cognitive and physical performance measures and complete CRA study forms.
Inform oncology physician if depression (GDS) assessment score > 11.
*Intervention Arm ONLY: CRA complete GA-driven recommendation follow-up forms at visit 2
After Visit: Submit all forms to URCC Research Base within 7 days.
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11.1. Procedures Prior to Screening Visit

11.1.1. Oncology Physician Enrollment and Participation

11.1.1a. If an oncology physician is interested in the study and meets the inclusion/exclusion criteria,
he/she will agree to participate on paper or through REDCap (sent by the URCC Research Base).

11.1.1b. The oncology physician will complete a baseline survey on demographics and treatment
preferences either on paper or through REDCap.

11.1.1¢ Ideally oncology physicians are enrolled as soon as possible. However, an oncology physician
can be enrolled after his/her patient is identified for the study or prior to screening registration for the first
identified patient.

11.1.2. Subject Identification Process

11.1.2a. Patients: Once a site is IRB approved, the site study staff can start screening for patients
according to the inclusion/exclusion criteria for patients (Section 4.2). Only patients from enrolled
physicians can be registered.

11.1.2b. Screening Log: A screening log will be kept at each participating site, where both patients and
caregivers approached for the study will be entered by site study staff.

11.2. Screening: VISIT 0
11.2.1. Patient & Caregiver Recruitment & Consent Process

11.2.1a. Patients

e The site study staff will notify the patient’s oncology physician when a patient is identified as a
possible candidate for the study. Site study staff should screen for patients who may fit eligibility
criteria for all requirements other than GA impairment. It is anticipated that some of the patients who
are eligible will be new patients for the oncology physician.

e The oncology physician and/or CRA should mention the study to the patient and give out recruitment
materials.

e [fthe patient is interested, the oncology physician and/or site study staff will explain the study and
once all aspects of the study have been discussed to the patient’s satisfaction, the voluntary written
informed consent procedures will be completed with the patient if they choose to enroll in the study.

e Patients should choose a caregiver to participate. As much as possible, caregivers should be recruited
to be part of the study when the patient is recruited. In the rare circumstance that there is no willing
caregiver to participate, the patient will be allowed to participate without a caregiver. URCC
Research Base staff should be notified prior to patient registration if there is no designated caregiver.

e The site study staff can schedule a separate visit with the patient and/or caregiver to go over the
consent and initiate study procedures if more time is needed.

11.2.1b. Caregivers
e [fa caregiver, chosen by the patient, is interested in the study and meets the inclusion/exclusion
criteria, the site study staff will confirm eligibility (as per section 4.3) and complete the informed
consent procedures with the caregiver. Caregivers must enroll in the study before or on the baseline
visit.
11.2.2. Patient & Caregiver Assessment Process

11.2.2a. Once a patient has consented, screening and baseline assessments/procedures can occur. Site
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study staff can schedule a separate visit with the patient and caregiver to complete study procedures if
more time is needed.

11.2.2b. The procedures for screening will consist of the steps below:
e Confirm that the patient’s oncology physician has been enrolled onto the study and if not, follow
procedures for enrolling oncology physicians.
e Patients meeting eligibility criteria are initially registered with a screening registration after signing
consent.
¢ Administer Cognitive, Physical, and Nutritional Assessments to the patient.
= These assessments can be administered right after consent, at a separate visit scheduled by site
study staff, or just prior to the next oncology physician visit. Allow 45 minutes to perform
assessments if done just prior to an oncology physician visit.
= Anyone at the practice site can administer cognitive and physical assessments to the patient as
long as they have participated in the required GA training administered by the URCC
Research Base. CRAs, clinical nurses, and technicians are all eligible to participate in training
and can complete GA study procedures.
e Patient will complete all screening surveys.
= Ideally the patient will complete either at the time of consent or the screening and baseline
packets can be taken home and completed before the next visit with the oncology physician. If
the patient needs assistance from site study staff to complete surveys, allow adequate time.
Approximately 60 minutes is recommended.
e Abstract required medical information from chart.

11.2.2¢c. The GA must be completed prior to the study visit with the oncology physician. The study
visit with the oncology physician will be audio-recorded with the oncology physician and patient.
The caregiver should be encouraged to attend this study visit, but the study visit can occur without
the caregiver present if the caregiver is not available.

11.2.2d. The procedures for the caregiver assessments will consist of the steps below:
Caregivers will complete all baseline surveys. Caregivers will complete either at the time of consent or the
packet can be taken home and should be completed before the next visit with the oncology physician.

11.3. Baseline: VISIT 1
11.3.1. Patient & Caregiver Assessment Process

11.3.1a. BEFORE BASELINE VISIT:
Site study staff will telephone the participant to:
e Confirm scheduled visit with the oncology physician.
e Confirm that the patient and caregiver completed the screening surveys before the oncology
physician visit and remind them to bring the surveys in with them.
= Schedule the patient to come in to meet with site study staff at least 45 minutes prior to the
oncology physician visit in order to complete study procedures. Allow for more time if patient
and caregiver communicate(s) that surveys have not been completed. Only patients who
complete GA procedures can be registered for the study.

11.3.1b. AT THE BASELINE VISIT:
e [fthe patient’s screening surveys have not been completed prior to the patient coming in, complete
them now.
e Ifthe caregiver’s surveys have not been completed prior to the caregiver coming in, complete them
now.
e [fnot complete staff should administer cognitive, physical performance, and nutrition assessment.
e [fnot complete, staff should complete CRA study forms.
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e Ifnot complete, complete baseline surveys. The baseline surveys do not need to be completed prior
to registration, but should be completed on the day of the baseline visit. For example, patients can
complete baseline surveys while receiving cancer treatment that same day.

e Score each GA measure as taught in the training procedures. If assistance is needed for scoring,
contact the URCC NCORP Research Base.

e Patients who have at least one abnormal GA score other than polypharmacy can move forward with
the study.

e After the GA and the above steps are complete, the baseline registration procedures can be
completed for the patient and caregiver (refer to section 6, Registration).

= Registration must occur prior to baseline study visit with the oncology physician.
e Prior to the study visit with the oncology physician, if depression (GDS) or cognition (BOMC)
assessments score > 11, inform patient’s oncology physician as follows:
=  Usual Care arm -- inform oncology physician with template as per training.
= Intervention arm -- information on cognitive impairment or depression is included in summary
(see section 11.3, Intervention Procedures).

11.3.2. Intervention Procedures (Only for sites randomized to the intervention arm)

11.3.2. a. AT THE BASELINE VISIT:

e After the patients have been registered for the study, enter the GA scores into the mycarg.org
website or if no internet is available, contact the URCC NCORP Research Base to assist.

e After entering the GA scores, print the built pdf packet specific to that patient.

e Present GA summary form and recommendation forms to oncology physician to review just prior to
baseline patient-oncology physician visit. Study staff can assist the oncology physician in the
completion of the forms. Study and clinical staff can assist in implementing GA-driven
recommendations after physician approves them.

= Information on cognitive impairment or depression is included in the summary.

= The oncology physician MUST review and sign the summary form and recommendations
forms.

* GA recommendations that are planned by the oncology physician for the patient should be
check-marked by the end of the visit.

e Three copies of the GA summary and GA recommendations forms should be made: one should be
provided to the patient, one should be provided to the caregiver (if requested), and one should be
retained in the study chart.

e The original forms should be sent into the URCC Research Base.

11.3.3. Oncology Physician Assessment for Patients: After the audio-recorded baseline visit, oncology
physicians will complete a brief survey (on paper) to capture factors that influenced the decision-making
process for the patient’s plan.

11.3.4. Submitting Materials to the URCC Research Base:

11.3.4a. After the audio-recorded baseline visit, site study staff should ensure the forms below are
completed and submit them to the URCC Research Base:

All oncology physician, patient and caregiver assessments from above

All CRA Study Forms

Audio-recordings (submitted and stored as per training) with Audio-recording Data Form
Intervention summary and recommendation forms (if applicable).

11.3.5. Audio-recordings (for both intervention and usual care)

11.3.5a. The first visit with the oncology physician following the completion of GA measures will be
audio-recorded for analysis of content and process of communication.
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11.3.5b. Site study staff need to ensure that two audio-recorders are on and working during the visit, but
do not need to be present in the room during the visit.

11.3.5¢. Site study staff will submit audio-recordings as per training and complete the audio-recording
data form.

11.4. Follow-up Visits

11.4.1. Visits will occur 4-6 weeks after the baseline audio-recorded visit, 3 months after the baseline
audio-recorded visit (10-14 weeks), and 6 months after the baseline audio-recorded visit (20-24 weeks).

11.4.1a. BEFORE EACH FOLLOW-UP VISIT:
Study staff will telephone the participant to:
e Confirm scheduled visit with the oncology team. The visit does not need to be scheduled with the
oncology physician.
e Confirm that the patient and caregiver completed the surveys.
= Surveys must be completed during the appropriate window for each time point. Site study
staff can either mail the follow-up surveys to the subjects OR at the end of one visit, they can
provide the next round of surveys to the subjects to take home with them for the next follow-
up visit.
= Ideally subjects will complete the survey packet at home and bring to site study staff on the
day of a routinely scheduled visit for the oncology physician visit or designee (e.g., nurse
practitioner) or cancer treatment.
= [fthe patient needs assistance from site study staff to complete surveys on-site, allow adequate
time (45-60 minutes).
= Ifpatients and caregivers cannot complete packet at home:
= Patient and caregiver can come in prior to office visit to complete surveys.
= Patient and caregiver can complete surveys during cancer treatment visits (e.g.,
chemotherapy infusion).
* Ifneeded, the patient and caregiver can meet with the site study staff at an additional time
to complete the follow-up surveys. The subjects do not need to meet with the oncology
physician to complete the surveys.

11.4.1b. AT EACH SCHEDULED FOLLOW-UP VISIT:
e  Staff will administer the following assessments to the patient:
= Cognitive and Physical Performance.
= [fdepression (GDS) assessment score > 11, both usual care arm and intervention arm
inform patient’s oncology physician with template as per training.

e (CRA: Complete all CRA follow-up study forms. CRAs at practice sites randomized to the
intervention arm will complete the GA-Recommendation Follow-up forms by comparing them to
the GA-Recommendation Baseline forms, clinic note, and referring to the oncology physician (if
needed).

e Patient: Complete all surveys in the follow-up packet.

e Caregiver: Complete all surveys in the follow-up packet.

e Site study staff will submit the following to the URCC Research Base:

= All oncology physician, patient and caregiver surveys from above.
= All CRA study forms.

11.4.1c. A subset of the chart notes will be requested if there are discrepancies or missing information in
key data.

11.5. Telephone Team Call (1 to 7 days from Baseline)

The Telephone Team will consist of University of Chicago and University of Rochester research staff and will
be blinded to group assignment. The Telephone Team will make a phone call to the patient subject within 1 to
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7 days, or up to 2 weeks, of the baseline clinic consultation to assess patient satisfaction with communication
about age-related issues and concerns. The phone call will be recorded.

11.5.1. BEFORE THE PHONE CALL:

11.5.1a. Site Study staff will provide the patient subject’s preferred and alternate phone numbers, best
time to call, and mailing address as part of the registration process for the patient. Caregiver phone number
will be obtained as a back-up.

11.5.1b. To ensure that the Telephone Team remains blinded to the patient’s group assignment, the
Telephone Team will obtain the contact information (phone number and mailing address) from the URCC
Research Base.

11.5.1c. The study materials will be mailed (with a return envelope provided) to the patient by the
Telephone Team if a telephone call is not feasible (e.g., due to sensory or disability impairments).

11.5.2. DURING THE PHONE CALL:

11.5.2a. The Telephone Team will administer the Health Care Climate Questionnaires to the patient.
Telephone Team will submit the Health Care Climate Questionnaires to the URCC Research Base and
keep a copy labeled with patient identification number on site.

12. REIMBURSEMENT

In order to improve study retention and compliance, we will compensate patients and caregivers for their
participation (i.e., time and travel). Patient and caregiver subjects will each receive $15.00 for every time point
assessment completed. Both patients and caregivers can receive up to $60.00 each if all four time point
assessments are completed.

13. ADVERSE EVENT REPORTING

13.1. Risks from participating in this research are psychological distress from completing the questionnaires and
the cognitive testing.

13.2. ADVERSE EVENTS RELATED TO STUDY PROCEDURES AND NOT TO ROUTINE ONCOLOGY
TREATMENT AND CARE will be reported using the URCC Adverse Event form. This form can be found on the

URCC NCORP Research Base website.

13.3. Adverse events will be reported in accordance with the following guidelines:

Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Ugeépem‘t*dd Unexpected Expected Unexpected Expected Unexpected | Expected | Unexpected | Expected
and Expecte With | Without Wih | Wihout | Wih | Without
Hospital- Hospital- Hospital- Hospital- Hospital- Hospital-
ization ization ization ization ization ization
Unrelated Not Not Not Not Not Not Not Not 10 Not 10 10
Unlikely Required Required | Required | Required | Required | Required | Required | Required Calendar Required Calendar Calendar
Days Days Days
Possible Not 10 Not Not 10 10 Not Not 24-Hour, 10 24-Hour, 10
Probable Required Calendar | Required | Required | Calendar | Calendar | Required | Required 5 Calendar Calendar 5 Calendar Calendar
Definite Days Days Days Days Days Days Days

Hospitalization is defined as initial hospitalization or prolongation of hospitalization for = 24 hours, due to adverse event related to study procedures.
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13.4. Submit written adverse event reports in one of the following ways:

(1) PDF by email: Cathleen lesniewski@urmec.rochester.edu
(2) By mail: Cathleen Lesniewski

URCC NCORP Research Base

Saunders Research Building

265 Crittenden Blvd

CU 420658

Rochester, NY 14642
(3) By fax: Attn: Cathleen Lesniewski 585-461-5601

13.5. An unexpected adverse event is defined as any adverse experience, the specificity or severity of which is not
consistent with the risk information described in section 13.1.

13.6. A serious event refers to any event in which the outcome results in any of the following: death, a life-
threatening adverse experience, inpatient hospitalization or prolongation of existing hospitalization, a persistent or
significant disability, incapacity, or a congenital anomaly/birth defect. Important medical events that may not
result in death, be life-threatening, or require hospitalization may be considered a serious adverse drug experience
when, based upon appropriate medical judgment, they may jeopardize the participant and may require medical or
surgical intervention to prevent one of the outcomes listed in this definition.

13.7. ONLY serious adverse events related to the study procedures need to be reported for data and safety
monitoring purposes. AEs and SAEs related to routine oncology treatment and care DO NOT need to be
reported.

13.8. Adverse events should be reported to the local IRB as per their requirements.
13.9. Data Safety and Monitoring

13.9.1. All adverse events requiring reporting will be submitted to the Research Base as described in section
13.4. Adverse events that are serious AND unexpected AND related will be forwarded to the study chair and
the URCC Data Safety and Monitoring Committee (DSMC) chair immediately upon receipt at URCC.
Additional information may be requested upon their review.

13.9.2. All adverse events reported to URCC are entered into a protocol-specific spreadsheet. Adverse event
rates are monitored utilizing the spreadsheet. If a serious adverse event is being reported frequently, the study
chair will conduct a detailed review. The DSMC Committee Chair will be notified and will determine if
further action is required.

13.9.3. The URCC Data Safety Monitoring Committee (DSMC) will review study progress and cumulative
reports of adverse events at annual meetings. An overall assessment of accrual and adverse events will enable
the committee members to assess whether significant benefits or risks are occurring that would warrant study
closure.

13.9.4. The URCC will notify the NCORPs immediately of any serious safety concerns identified by the
DSMC. DSMC reports will be available for download on the research base website.

14. CRITERIA FOR WITHDRAWAL

Subjects who discontinue or are withdrawn from study will be asked to complete all assessment forms up until the
time of withdrawal.
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If an oncology physician withdraws from the study, no further patients with this oncology physician will be
recruited. Whenever possible, patients who have already been enrolled should complete study procedures and their
data will be included in the analyses.

Participation in this study is voluntary. Participants are free not to take part or to withdraw at any time, for
whatever reason, without risking loss of present or future care they would otherwise expect to receive. In the event
that a patient does withdraw from the study, the information they have already provided will be kept in a
confidential manner. Participants may discontinue participation in the study at any time if they decide they do not
wish to take part any longer. Participants may be withdrawn from the study by research personnel if it is deemed
in their best interest to no longer participate.

15. STATISTICAL PLAN
15.1. Statistical Considerations

This is a cluster-randomized trial with NCORP practice sites being the clusters. Because of the cluster randomized
study design, we will apply linear mixed model methodology.'™ The outcome will be the response, and the arm
will be the fixed effect. NCORP practice sites will be entered as a random effect independent of residual error.
Estimation will be performed using Restricted Maximum Likelihood, and the null hypothesis of zero mean
difference between arms will be tested using a F test.'” The specific NCORP practice site differences will be
assessed graphically using Best Linear Unbiased Predictors (BLUP) of the mean response for each NCORP.

All regression analyses will include terms to control for study site and oncologist type. In addition, clinically
important socioeconomic variables such as patient gender, age, race/ ethnicity, and cancer variables such as cancer
type and treatment status will be used to control for patient-level covariates. In case a key covariate is found to be
unbalanced between study arms, it will be included in the model as a potential confounder.
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15.2. Sample Size for NCI-Specified Primary Aim

We will utilize the modified - ; . ) i
HCCQ to address patient Figure 3: Sample Size for NCl-specified Primary Aim

satisfaction with communication
regarding age-related issues.
Based on an analysis of the
VOICE study, the standard
deviation estimate of HCCQ was
2.1. The Intracluster Correlation
(ICC) was 0.14 with a 95%
confidence interval from 0.01 to
0.51. Because of the large 08 1
amount of uncertainty in the ICC,

we calculated power curves for

ICC={0.01, 0.14, 0.51}, with

ICC=0.51 being the most 06

Power vs D by ICC
$=2.100 M=8 N=31 Alpha=0.050 2-Sided T Test

conservative. This design (8 sites _ Icc
per arm and 31 subjects per site) % ; g?lg
has 80% power at the 0.05 & ® 0510

significance level to detect a 04
change in HCCQ of 0.6, 1.3 and
2.3 for ICC={0.01, 0.14, 0.51},
respectively. Since the best
estimate of the ICC is 0.14, the
expected detectable difference is
1.3. This corresponds to an effect
size of 0.62. The range of the
HCCQ scores (modified HCCQ

. ) . 0.0 . . . .
for satisfaction with age-related 0 1 2 3 4
discussions) is 7 (worst possible)
to 35 (best possible). The figure
to the right shows the power for a
range of detectable differences (D) for ICC=0.01, 0.14 and 0.51 (Figure 3). As mentioned in Section 7.1, small
changes in satisfaction scores have been interpreted in other studies to be meaningful given a focus on achievement
of high satisfaction scores and the link with reimbursement. In addition to using the total score as a continuous
variable, we will compare the results for each question as a dichotomous variable (5 vs <5). If the distribution is
skewed, we will consider treating the scores as an ordinal variable in analyses.

0.2

Accounting for a small dropout rate of 5% (based on our observational cohort data'), the targeted accrual will be
528 patient subjects total. The dropout rate reflects patients who sign consent but withdraw prior to the audio-
recorded baseline visit and capture of the modified HCCQ (which will occur within 7 days of baseline visit).

During NCORP site recruitment, if more than 16 NCORP sites are interested in participating, we will allow
randomization. As of February 1, 2017, we have 68 practice sites participating in the COACH study; the
increased practice site clusters provide improved statistical power. The total patient sample size will stay the
same, and accrual will cease when that target is met.

Analysis for Primary Aim 1. This is a cluster randomized trial with NCORP practice sites being the clusters.
Because of the cluster randomized study design, we will apply linear mixed model methodology.'™ The total
modified HCCQ scores (HCCQ-age) will be the response, and the arm will be the fixed effect. NCORP practice
sites will be entered as a random effect independent of residual error. Estimation will be performed using
Restricted Maximum Likelihood, and the null hypothesis of zero mean difference between arms will be tested
using the F test.'”” The specific practice site differences will be assessed graphically using Best Linear Unbiased
Predictors (BLUP) of the mean response for each site.
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15.3. Secondary Aim 1 (PCORI-specified Primary Aim)

An important secondary aim and the Figure 4: Sample Size for Secondary Aim 1
primary aimfor PCORI is the (PCORI-specified Primary Aim)
number of discussions related to
geriatric domains, as measured by
the GA, brought up during the Power vs p1-u2 by ICC
audio-recorded baseline visit. In our 520780 M=8 N=31 Alpha=0.050 2.Sided T Test
preliminary data from a multicenter
study, the median number of
discussions was 1 in 32 audio-
recorded conversations between
older patients, their caregivers, and 0.8
oncology physicians. This
preliminary work has allowed us to
calculate the intracluster correlation
(ICC) amongst 8 different sites for

1.0 q

0.6 4

ICC
the assessment of the secondary g @ 0008
outcome, number of discussions c 2 0.122

0.659

related to geriatric domains. The 04
ICC was 0.122 with a 95%

confidence interval from 0.008 to

0.659. Because of the large amount

of uncertainty in the ICC, we 0.2 4
calculated power curves for

ICC={0.008, 0.122, 0.659}, with

ICC=0.659 being the most

conservative. This design (with 8 “00 0.4 08 12 16

NCORP sites per arm and 31 -2

evaluable subjects per NCORP) has

80% power at the 0.05 significance level to detect a change of 0.235, 0.456 and 0.962 in the mean number of
discussions for ICC={0.008, 0.122, 0.659 } respectively, assuming a standard deviation of 0.78 (Figure 4). Since
the best estimate of the ICC is 0.122, the expected detectable difference is 0.122. This corresponds to an effect
size of 0.59.

The analysis for Secondary Aim 1 will be the same as for Primary Aim 1, but will use the number of discussions of
age-related concerns as the response.

15.4. Other Secondary Analyses

15.4.1. Secondary Aim 2: HRQoL will be assessed with the FACT and Caregiver HRQoL will be assessed
with the Caregiver Reactions Assessment (CRA). The analysis will be the same as that used for Primary Aim
1. We will include geriatric assessment impairment (at baseline and follow up) to evaluate if these influence
patient-reported HRQoL differently in the intervention versus the control group. We will also compare
whether the uptake of geriatric assessment recommendations influences patient reported HRQoL and caregiver
burden. Data from the intervention arm will be fit to a linear mixed model with FACT or CRA as the outcome,
number and percent of implemented interventions (number implemented/number recommended) as the fixed
effect, and NCORP site as a random effect independent of residual error. Analyses will be adjusted for
treatment status.

15.4.2. Secondary Aim 3: We will compare the effect of the intervention on caregiver satisfaction (the
modified health care climate questionnaire for the caregiver) using the same linear mixed model methodology.
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15.4.3. Exploratory Aims: Exploratory aims will evaluate (1) whether the number of discussions about age-
related issues during the clinic visit correlates with patient satisfaction, (2) whether the intervention increases
the proportion of age-related concerns that are acknowledged and addressed, and (3) if communication about
age-related issues influences how patients, caregivers, and oncology physicians make decisions for cancer
treatment. An additional exploratory aim will examine the impact of the intervention on survival.

In order to examine the relationship between observed communication from audio-recordings and patient
satisfaction, we will evaluate the correlation between the numbers of discussions regarding age-related
concerns from audio-recorded visits with patient satisfaction on HCCQ-age (modified to evaluate for
satisfaction for communication about age-related issues). We will determine the association of baseline
oncology physician and patient decision-making preferences on the likelihood of having a discussion
related to geriatric domains. The analysis for PCORI Primary Aim (secondary aim 1) will be used with the
above characteristics added as independent variables. The statistical significance and estimated coefficients
will be used to identify and interpret potentially important baseline features. Any conclusions will be
considered to be hypothesis generating for further research.

We will also measure the intervention increases the proportion of age-related issues that are acknowledged and
addressed (e.g., oncology physician response/(number of patient and caregiver concerns). We will examine if
the intervention improves physician confidence with managing age-related conditions as well as physician
comfort with communication about age-related issues (using data from physician baseline and follow up
forms)

We will capture survival through the participant’s medical record and verification with the primary team. We
will follow participants for survival for 12 months after enrollment. We will obtain the date, location of death,
and cause of death. If a site becomes aware that a study participant is deceased, they should complete the
withdrawal form if the survival status form is not yet available on the URCC NCORP website. Otherwise sites
will be contacted approximately 1 year after each participant was enrolled to assess survival and asked to
complete this form. We will determine the effect of the intervention on 12-month survival using log rank tests
and survival plots.

15.5. Missing Data

Every effort will be made to encourage and facilitate participants' completion of questionnaires, but because of
dropout, missing data will occur. We will evaluate the patterns of missing data and associations of missingness
with other available variables. Under the missing at random (M AR) assumption, the parameter estimates from the
mixed model analyses will be unbiased. If the data are suspected to be missing not at random (MNAR), a
sensitivity analysis using selection and/or pattern-mixture models will be run to determine the impact on the
results.'® If the estimates are similar to the ones obtained from the simpler analysis of only complete cases, we
will report the complete-case analysis results.

16. DATA MANAGEMENT AND QUALITY ASSURANCE

16.1. Training Procedures

A special training session was held at the 2013 annual URCC NCORP Research Base meeting. This training
included a detailed review of the study rationale, design, and research administration procedures. Training sessions
will be held with the staff from each site via teleconference and at the annual meetings. These sessions and the
corresponding procedures manuals review the following: 1) informed consent; 2) completing the assessments
using Teleforms; 3) completing the functional and objective measures; 4) data collection via chart extraction; 5)
completing the web-based intervention using mycarg.org (for intervention arm); 6) transfer of the data to the
URCC NCORP Research Base; 7) formulating the research chart; and 8) a discussion of interviewing techniques
so that the research team will standardize their approaches in order to elicit consistent data from subjects. There
will be a protocol update every year at the annual Research Base meeting. All assessments, data collection forms,
and manuals will be readily available on the NCORP Research Base website.
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16.2. Data Management

The same protocols and procedures for data quality and control that we use for all URCC NCORP Research Base
protocols (which accrued over 1,000 patients in the previous year) will be used for this study. Once the patient
consents to the protocol, he/she will be assigned a unique identifier by the Research Base, which will be used to
link all patient data. Oncology physician and patient assessments will be captured using scannable Teleforms. The
CRA and/or Research Nurse at each site will ensure that data are complete prior to submission. At the Research
Base, data are scanned into an electronic password-secured Access database which is backed up every 24 hours.
At the Research Base, staff to ensure that all data are collected in order to minimize missing data by employing
multi-step verification procedures and querying originating sites for missing or ambiguous data. Audio-recordings
will be submitted to the Research Base within 24 hours and stored securely as source documentations in
accordance with HIPAA compliance. Audio-recordings will be transcribed and de-identified by persons who are
not direct members of the study staff.

16.3. REDCap

Data are also collected and managed by the URCC Research Base using REDCap electronic data capture tools
hosted at the University of Rochester Medical Center (URMC). We will evaluate records, clinical characteristics,
and outcomes and we will utilize REDCap to collect and manage this information. Further, we will link this
information to the encrypted ACCESS database (which contains the survey information) with a unique identifier.

16.3.1. The University of Rochester Medical Center provides the following information on the REDCap
program: “Vanderbilt University, in collaboration with a consortium of institutional partners, has developed
a software toolset and workflow methodology for electronic collection and management of research and
clinical trial data, called REDCap (Research Electronic Data Capture). The REDCap system is a secure, web-
based application that is flexible enough to be used for a variety of types of research. It provides an intuitive
interface for users to enter data and real time validation rules (with automated data type and range checks) at
the time of data entry. REDCap offers easy data manipulation with audit trails and functionality for reporting,
monitoring and querying patient records, as well as an automated export mechanism to common statistical
packages (SPSS, SAS, Stata, R/S-Plus). Through the REDCap Consortium, Vanderbilt has disseminated
REDCap for use around the world. Currently, over 240 academic and non-profit consortium partners on six
continents with over 26,000 research end-users use REDCap”

16.3.2. According to the University of Rochester Clinical and Translational Science Institute (CTSI),
REDCap is supported with the following means. “The CTSI Informatics Core, a unit of the SMD Academic
Information Technology (AIT) Group, will serve as a central facilitator for data processing and

management. REDCap data collection projects rely on a thorough study-specific data dictionary defined in an
iterative self-documenting process by all members of the research team, with planning assistance from the 4/7-
CTSI Informatics Core. The iterative development and testing process results in a well-planned data collection
strategy for individual studies.”

16.3.3. The CTSI states that regarding security, “REDCap servers are housed in a local data center at the
University of Rochester and all web-based information transmission is encrypted. REDCap was developed in a
manner consistent with HIPAA security requirements and is recommended to University of Rochester
researchers by the URMC Research Privacy Officer and Office for Human Subject Protection.

16.4. Data Storage:

All written materials will be kept confidential, locked in the private offices and limited-access file room of the
URCC NCORP Research Base and identified by ID numbers. All electronic information will be kept confidential
with password-protected, limited access.

The Case Summary should accompany ALL data submissions. All completed forms and audio-recordings must be
submitted within 7 days of the study visit and should be sent to:
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Libby Nagalski

URCC NCORP Research Base
Saunders Research Building
265 Crittenden Blvd

Box CU 420658

Rochester, NY 14642

17. DATA COLLECTION AND MEASURES

For a detailed description of the measures that will be collected, refer to Appendix X-1: Measures.

18. SUBJECT CONSENT AND PEER JUDGMENT

All investigational, FDA, state, federal and institutional regulations concerning informed consent and peer
judgment will be fulfilled.

19. RECORD AND DATA RETENTION

Clinical research records are source documents and records, in any form (including, but not limited to, written,
electronic, magnetic, and optical records, in addition, scans (x-rays and electrocardiograms) that describe or record
the methods, conduct, and/or results of a trial, and the actions taken. Unlike pharmaceutical-sponsored research,
under the Terms of the NIH Award, the awardee institution retains ownership of the clinical research records that
were conducted with NIH support. Records may be preserved in hardcopy, electronic or other media form since
there is no regulatory requirement that clinical research records be retained in a certain type of format. However,
investigators should check with their institution for institutional policies and procedures pertaining to record
retention. All records relating to research that is conducted must be retained for at least five years after completion
of the research. The three-year time period begins when the individual institution’s engagement in the human
subjects research activity ends. Human subject research activities are considered completed once all research-
related interventions and interactions with human subjects have been completed, all data collection and analysis of
identifiable private information described in the IRB-approved research plan have been finished and primary
analysis of either identifiable private or de-identified information is completed.
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MEASURES TO BE COLLECTED

Collection Time-points are Screening/Baseline, Telephone Team Call to patient within 1 to 7 days
from baseline to assess patient satisfaction, 4-6 weeks, 10-14 weeks (3 months) and 20-24 weeks (6
months). Measures signified by *** are only collected at screening/baseline and not at follow-up
visits. Measures signified by (Follow-up) are collected only at follow-up visits.

We have piloted all measures. In total, geriatric assessment measures that are filled out by the patient
require approximately 20 minutes of time. The additional measures (quality of life, symptoms,
communication, decision-making) captured at baseline require an additional 30 minutes of time. The
follow-up questionnaires require about 30 minutes of time in total. Caregiver assessments require about
30 minutes of time.

We have incorporated flexibility with timing in order to reduce patient burden. Patients and caregivers
may complete geriatric assessment at clinic at time of consent or before next visit. They may choose to
complete measures at home in between visits. We have found that 90% of patients complete measures at
home if allowed to do so. The geriatric oncology clinic at the University of Rochester routinely captures
these measures as part of clinical care.

The telephone call that will capture the patient satisfaction measures (based on the Health Care Climate
Questionnaire, HCCQ) will take <10 minutes and will occur within 1 to 7 days of the baseline audiotaped
visit. The assessments performed by the Clinical Research Associate take about 30 to 45 minutes of time
in total (including physical performance and cognitive tests). Any person at the practice site can be
trained by Research Base staff to do the assessments. The assessments do not need to be performed by
the physician.

The physician assessments will be done either on paper or through REDCap, whichever the physician
prefers. The baseline assessments take no longer than 10 minutes and after each patient visit, the
decision-making form (to assess factors that influenced decisions) is less than one-page long (2 minutes
to complete).

1. Patient Surveys

1.1. Demographics***: Age, race and ethnicity, gender, highest level of education achieved,
employment status, marital status, living situation, and presence of a living companion will be
captured. We will also assess financial concerns, understanding of disease, self-rated health, and
subjective age.

1.2. Geriatric assessment: Assessment tools comprising the comprehensive geriatric assessment are
discussed below. The various assessment tools were selected based upon extensive data in the
geriatric literature demonstrating predictive value as well as feasibility data in multiple studies of
elderly patients with cancer. Other than the cognitive and physical performance measures, the
assessments are self-administered. Patients who cannot complete the assessment on their own can
receive assistance from the study personnel or caregiver. The comprehensive assessment is
performed first prior to treatment and brief follow-up GA measures are collected at 4-6 weeks, 3
months, and 6 months. Measures collected only at baseline are noted with ***,

1.2.1. Activities of daily living (ADL):" ADLs are measures of self-care. ADL independence will
be assessed using the Katz Index of Independence in Activities of Daily Living, commonly
referred to as the Katz ADL. The Katz ADL is the most appropriate instrument to assess
functional status as a measurement of the patient’s ability to perform activities of daily living
independently. Clinicians typically use the tool to detect problems in performing activities of daily
living and to plan care accordingly. The Index ranks adequacy of performance in the six functions
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of bathing, dressing, toileting, transferring, continence, and feeding. Patients are scored yes/no
for independence in each of the six functions. A score of 6 indicates full function, 4 indicates
moderate impairment, and 2 or less indicates severe functional impairment.

1.2.2. Instrumental Activities of Daily Living (IADL).* Self-reported functional status will be
assessed using the IADL subscale of the Multidimensional Functional Assessment Questionnaire:
Older American Resources and Services (OARS). The IADL subscale consists of seven questions
rated on a three-point Likert scale. It measures the degree to which an activity can be performed
independently.

1.2.3. Fall History: A self-reported history of falls in the past six months will be recorded. A
history of a recent fall has been demonstrated to be independently predictive of increased risk for
chemotherapy toxicity in older cancer patients.’

1.2.4. OARS Physical Health-* Self-reported questions that assess the degree of difficulty with
physical tasks such as walking, climbing stairs, stooping, and reaching. This measure correlates
with disability and comorbidity.

1.2.5. OARS Comorbidity***:* Patients self-report their coexisting medical conditions and also
rate the degree to which their illness causes impairment in daily activities. The OARS Physical
Health Section has been shown to correlate significantly with health professional ratings of
comorbidity as well.

1.2.6. OARS Medical Social Support and Social Activities:*** A 13-question survey asking
patients to identify the number of support persons involved in their medical care as well as the
degree to which they felt supported in a variety of situations. A follow-up question will be used to
assess how much a patient’s physical or emotional health interfered with social activities.

1.2.7. Generalized Anxiety Disorder 7 (GAD-7):***" The GAD-T7 is a self-administered patient
questionnaire used as a screening tool and severity measure for generalized anxiety disorder. The
GAD-7 score is calculated by assigning scores of 0, 1, 2, and 3, to the response categories of
“hardly ever,” “several days,” “more than half the days,” and “nearly every day,” respectively, and
adding together the scores for the seven questions. Scores of 5, 10, and 15 are taken as the cut off
points for mild, moderate, and severe anxiety, respectively. When used as a screening tool, further
evaluation is recommended when the score is 10 or greater. Using the threshold score of 10, the
GAD-7 has a sensitivity of 89% and a specificity of 82% for generalized anxiety disorder. It is
moderately good at screening three other common anxiety disorders — panic disorder (sensitivity
74%, specificity 81%), social anxiety disorder (sensitivity 72%, specificity 80%), and post-
traumatic stress disorder (sensitivity 66%, specificity 81%).

99 ¢¢

1.2.8. Geriatric Depression Scale (GDS).” Patients will be screened with the Geriatric
Depression Scale (GDS). The GDS contains questions that are intended to screen elderly patients
for depression, while parsing out complaints related to advanced age.

1.3. Satisfaction, Quality of Life, and Symptoms:

1.3.1. Health Care Climate Questionnaire (HCCQ) (Follow-up)”’ measures patient- centered
autonomy-supportive physician behaviors such as whether the patient and caregiver feels that the
physician understands his/her perspective, provides choices and options, and encourages
participation in decisions. The measure has been studied and validated in older patients. Similar to
other studies which adapt satisfaction scales to capture specific clinical criteria (e.g., satisfaction
with physician regarding communication about chemotherapy),'® the HCCQ has been modified for
this study to specifically address patient satisfaction with physician behaviors and communication
regarding age-related issues and concerns in order to specifically address satisfaction with the
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intervention (geriatric assessment summary) rather than satisfaction with other aspects of cancer
care (e.g., communication about cancer treatment)(HCCQ-age). As is done with satisfaction with
care surveys in other research and in clinical settings, the HCCQ (both modified and original) will
be administered within 1 week after the audio-taped clinic visit.'''* Our University of Chicago
collaborators (Dale and Gorawara-Bhatt) have experience with the conduct of such assessments
over the phone and this minimizes perceived or real influence from the physician or team. The
University of Chicago collaborators and research staff, who are subcontracted through a PCORI
contract with the University of Chicago, will be blinded to group assignment. The HCCQ will also
be completed as part of the patient and caregiver packets in follow up time points for comparison.

1.3.2. Press-Ganey Patient Satisfaction Survey (Follow-up): The Press Ganey patient satisfaction
survey consists of a standardized set of questions that measure patient satisfaction in a given
healthcare setting. The survey also represents one of the most widely used methods in the
ambulatory setting. Additional questions may be added to the survey in order to assess unique
services or performance improvement issues for a specific organization. The Press Ganey survey
has been utilized to assess patient-reported outcomes in satisfaction for research studies in a
number of areas within healthcare, including emergency and cardiovascular medicine."> Measures
were selected from the Press Ganey survey for utilization in the current protocol to assess patient
satisfaction with their oncology care related to their physician/healthcare provider, personal issues
related to their care, experience with chemotherapy, and an overall assessment of their care.

1.3.3. FACT: Quality of life will be measured using the Functional Assessment of Chronic Illness
Therapy tool. Although there are several validated tools for QoL, the FACT has been validated in
the geriatric population.'®'” It is a subset of a larger group of FACT scales that assess health-

related qul%hty of life measures. It has demonstrated high internal validity and high test-retest
reliability.

1.3.4. Karnofsky Self-Reported Performance Status: This one item question will assess impact of
cancer and cancer symptoms on overall health.

1.3.5. MD Anderson Symptom Inventory (MDASI): Symptoms will be assessed using the MD-
Anderson symptom inventory (MDASI) tool. This is a brief patient-reported measure assessing
the impact of cancer-related symptoms. This 19-question survey assesses 13 core symptom items
found to have the highest frequency and/or severity in cancer patients. It also includes items
relating to symptom interference with daily life. Studies have demonstrated good internal
reliability."”

1.3.6. Emotional Distress: Different domains of emotional distress will be assessed. The Distress
Thermometer is widely used by health professionals to assess the level of patient distress (on a 0-
10 scale).” Dr. Hurria found that 41% of older patients with cancer (n=245) report significant
distress and found an association between higher distress (> 4) and poorer physical function,
increased comorbid medical conditions, and poor eyesight.”' Perceived burdensomeness was
assessed using one item from the Interpersonal Needs Questionnaire- Revised (INQ-R).*
Okuyama et al.’s study of cancer patients’ reluctance to disclose their emotional distress to their
physician assesses 4 domains of emotional distress: no perceived need, fear of negative impact,
negative glgttitude, and hesitation using the instrument, Reluctance to Disclose Emotional Distress
(RDED).

1.4. Communication and Decision-Making Preferences

1.4.1. Peace, Equanimity, and Acceptance in the Cancer Experience (PEACE)**** evaluates the

extent to which patients with advanced cancer have a sense of peaceful acceptance of their
terminal illness. Evaluated in 160 patients with advanced cancer, the 12-item PEACE
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questionnaire has 2 subscales: a 7-item Struggle With Illness subscale (Cronbach’s alpha = .81)
and a 5-item Peaceful Acceptance subscale (alpha = 0.78). Both subscales were associated with
patients' self-reported peacefulness (correlation coefficient [r] = 0.66 for acceptance [P <0.01]; r =
-0.37 for struggle [P <0 .01]). This measure has been adapted for use with caregivers through Dr.
Epstein’s work.

1.4.2. The Perceived Efficacy in Patient-Physician Interactions (PEPPI) scale*** » measures
patients’ and caregivers’ confidence in their ability to communicate their concerns, obtain and
understand information, ask questions, clarify uncertainties, and make sure that their doctor
understands them. In older patients, a 5-item short form of the PEPPI demonstrated Cronbach's
alphas of 0.83. PEPPI demonstrated discriminant and convergent validity, correlating positively
with active coping (r=0.17, P=0.03), and with patient satisfaction with physician interpersonal
manner (r=0.49, P <0.01) and communication (r=0.51, P <0.01).

1.4.3. Control Preferences Scale****° assesses whether patients and caregivers would want an
active, passive, or shared decision-making process with their doctors. This tool has been validated
for use in advanced cancer patients, older patients, and caregivers.””**

1.4.4. MUIS-Complexity Subscale:** Complexity is one of four validated subscales of the MUIS
that addresses cues about treatment and system of care that are multiple and varied.

2. CRA Packet (CRA fills out at visits)

2.1. Tumor and Treatment Characteristics: The tumor stage, previous surgery or radiation,
chemotherapy type, dosing, and schedule (intended and received), other cancer treatments, and
supportive care medications will be captured by the CRA. Survival status at 12 months from study
entry will be captured on the withdrawal form or survival status form, once available.

2.1.1.  Cancer Treatment History will be used to collect the patient’s previous treatments for
his/her advanced cancer.

2.2. KPS Physician Rated: The CRA will obtain the physician’s assessment of the impact of cancer
and cancer treatment on the patient’s overall function.

2.3. Geriatric Assessment

23.1.  Timed Up and Go***:** The Timed Up & Go is a performance based test of functional
status, measuring how many seconds it takes to stand up from a standard arm-chair, walk 3
meters (10 feet), turn, walk back to the chair, and sit down again. In community dwelling

older adults, there was inter-rater and intra-rater reliability (intra-class correlation coefficient
0.99 for both).

2.3.2.  Mini-Cog: A tool that is validated in the geriatric population to quickly assess cognitive
impairment.’'** The Mini-Cog takes approximately 3 minutes to administer. It has minimal
language content, which reduces cultural and educational bias. It combines a 3-item recall
component with a Clock Drawing Test.

2.3.3.  Short Blessed Orientation-Memory-Concentration (BOMC) Test ***: A six-question
evaluation that screens for cognitive impairment. Studies have shown its validity as a
screening instrument and the correlation of its results with those of more extensive mental

33
status tests.

2.3.4.  Nutritional Status and Mini Nutrition Assessment (MNA): Screening for nutritional
deficit will be performed with body mass index (BMI) evaluation and self-reported weight
loss. Further nutritional evaluation will be performed with the Mini-Nutritional
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Assessment*** (MNA)**, a well validated screening measure for nutritional deficiency which
has shown to be prognostic of survival in older patients with cancer. Weight will be assessed
at each time point. Height will be measured at baseline.

2.3.5.  Short Physical Performance Battery:”” Physical performance measures objectively
evaluate mobility and fall risk. Falls are common in older cancer patients and predictive of
adverse outcomes.

2.3.6. Labs: CRA will send results of baseline tests collected including hemoglobin, liver
function tests, and renal function.

2.3.7.  Polypharmacy will be ascertained from the medical record after patients have been asked
to review their medication list on file for any changes in the Polypharmacy Log and
Polypharmacy High Risk Drug Review.

3. Caregiver Packet

3.1.

3.2.

3.3.

3.4.

3.5.

3.6.

3.7.

Demographics***: Age, race and ethnicity, gender, highest level of education achieved,
employment status, marital status, and presence of a living companion will be captured.
Additionally, we will collect information on underlying health conditions (Physical Health).

Caregiver Reaction Assessment (CRA)* is designed to measure the reactions of family members
to caring for elderly relatives. The instrument consists of five dimensions (caregiver’s esteem, lack
of family support, finances, schedule, and health). Items are rated on a 5-point scale (from
"strongly agree" to "strongly disagree"). The CRA allows for measurement of positive and
negative reactions to caregiving.

The 12-Item Short Form Health Survey (SF-12)-*” This measure was developed for the Medical
Outcomes Study (MOS), a multi-year study of patients with chronic conditions. The measure
assesses functional health and well-being.

Cost of Care:*® Hanly et al. conducted a survey that identified indirect and directs costs associated
with taking care of a cancer patient.

Ryff measure of psychological well-being:** The Ryff 6-construct assessment of well-being has
been studied within numerous settings. The environmental mastery subscale will be used to assess
how well the caregiver perceives that he/she is managing responsibilities.

Psychological well-being: The caregiver psychological wellbeing will be assessed with two
measures, PHQ2 and GAD-7***. Caregiver’s perspective on patients’ psychological well-being
will be captured with AD-8.*

Caregivers will also complete 1.2.5., 1.3.1., 1.3.2., 1.3.6., and measures within 1.4.

4. Physician Assessment

4.1.

Physician Baseline Demographics and Treatment Preferences***: Age, race and ethnicity,
gender, and details on medical practice will be captured. We will also capture patient volume, and
specify years of training after fellowship. We will assess comfort with shared decision making in
the baseline survey. The goal of shared decision- making is to make decisions in a manner
consistent with the patient's wishes. The patient drives the process. Determining where on the
shared decision-making continuum the patient feels most comfortable requires clear
communication and dedicated time from the physician. Several studies have utilized the proposed
measure fgg ﬁszessing the relationship of physician decision-making styles on clinical

outcomes.” "
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4.2. Situational Vignettes ***: Physicians will be presented with one of eight clinical scenarios of an
elderly cancer patient with a variety of geriatric-related impairments (i.e. physical frailty, cognitive
impairment). A series of questions will follow each vignette inquiring about the likelihood of the
physician to offer chemotherapy in the scenario and details regarding the regimen that would be
considered (i.e. chemotherapy type, dosing, etc.). Only one vignette will be provided to each
physician. The survey will not be repeated with each subsequent patient.

Treatment Decision-Making Form (after each audiotaped visit): Physicians will complete a short
(<10 questions) follow-up survey requesting information on the treatment plan for the patient and
factors that influenced how the decision was made. This follow-up survey is adapted from work
by Dr. Dale and Dr. Mohile evaluating how decisions are made for starting hormonal treatment for
prostate cancer. Physicians will be asked to identify factors that influenced their decision in
developing a treatment plan for each specific patient (i.e., age, stage of disease, performance
status, geriatric measures). Physicians will rank each factor to determine which are most
influential in their decision making process. Physicians will also be asked if results of geriatric
assessment influenced their decision-making. If physicians have multiple patients enrolled on
study, this survey will be completed for each individual patient.

4.3. Physician Follow-up Survey (follow-up): Physicians will complete a brief survey on REDCap,
which will ask them about confidence in geriatrics and their opinion on the usefulness of the
Geriatric Assessment (for intervention arm). Some questions asked at baseline will be repeated at
study completion.

4.4, Understanding of Disease-Physician “: Measures what the physician believes about the patient’s
illness.

Audio-recordings of oncologist-patient visit

A CRA will audio-record the patient-oncologist consultation. This visit must occur after the geriatric
assessment is completed and before treatment initiation. A medical consultation should be scheduled
prior to start of cancer treatment (if planned). We will assess the number of age-related concerns
brought up by patients and caregivers. We will also assess how the physician addresses these
concerns. Our team has experience with all of the study measures. Transcriptionists will transcribe
all audio-recorded visits and will be blinded to study condition. Coders will undergo extensive
training and supervision by developers of the scales. Transcriptionists and coders will not be part of the
study team or involved in any other aspects of the study, and will be blinded to study hypotheses and
site assignments to intervention or control. Further, during analysis, study team members will be
blinded to site assignments of intervention or control.
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TABLES OF DATA TO BE KEPT

Table 1: Patient Measures

Measure Aim | Screening | Baseline | Telephone 4-6 3 6

Visit 00 Visit 01 Team Weeks Months | Months
Call’ Visit 02 | Visit 03 | Visit 04

Demographics Pt

ADL GA Pt Pt Pt Pt

IADL GA Pt Pt Pt Pt

Fall History GA Pt Pt (f/u) Pt (f/u) Pt (f/u)

OARS Physical Health GA Pt Pt Pt Pt

OARS Comorbidity GA Pt

OARS Medical Social Support GA Pt

Social Activities GA Pt Pt (Litem) | Pt (1item) | Pt (1 item)

GAD-7 GA Pt

GDS GA Pt Pt Pt Pt

Patient-rated KPS S2 Pt Pt Pt Pt

HCCQ P1 Pt Pt Pt Pt

HCCQ-age P1 Pt Pt Pt Pt

Press-Ganey Pt Satisfaction P1 Pt Pt Pt

FACT S2 Pt Pt Pt Pt

MDASI S2 Pt Pt Pt Pt

Emotional Distress S2 Pt Pt Pt Pt

PEACE E Pt Pt

PEPPI E Pt Pt

Control Preferences Scale E Pt

MUIS- Complexity Subscale E Pt Pt Pt Pt

Understanding of Disease E Pt Pt

Survey Completion Pt Pt Pt Pt

Note: Screening and baseline can be combined. A research staff member from the Telephone Team will call the patient
within 1 to 7 days after the baseline audiorecorded visit.

Abbreviations: Pt (Patient); Phys (Physician); GA (Geriatric Assessment); P1 (Primary Aim 1); E (Exploratory Aim); S2
(Secondary Aim 2); ADL (Activities of Daily Living); IADL (Instrumental Activities of Daily Living); GAD (Generalized
Anxiety Disorder 7-Item Scale); Geriatric Depression Scale (GDS); KPS (Karnofsky Performance Status); PEACE (Peace,
Equanimity, and Acceptance in the Cancer Experience); PEPPI (The Perceived Efficacy in Patient-Physician Interactions);
MUIS (Mishel Uncertainty in Illness Scale); CTSQ (Cancer Treatment Satisfaction Questionnaire); FACTF (Functional
Assessment of Chronic Illness Therapy); MDASI (MD Anderson Symptom Inventory).
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Table 2: Caregiver Measures

Measure Aim | Screening | Baseline | Telephone 4-6 3 6

Visit 00 Visit 01 Team Weeks Months | Months
Call’ Visit 02 | Visit 03 | Visit 04

Demographics C

Caregiver Reaction S2 C C C C

OARS Comorbidity S2 C

SF-12 S2 C C (flw) C (flu) C (f/lu)

Cost of Care S2 C C C C

Ryff Environmental Mastery S2 C C C C

PHQ-2 S2 C C C C

GAD-7 Anxiety S2 C

e c | o |«

HCCQ-age (patient) S3 C C C

HCCQ-age (general, caregiver) S3 C C C

Press-Ganey Pt Satisfaction S3 C C C

Distress Thermometer S2 C C C C

PEACE E C C

PECPI E C C

Control Preferences Scale E C

MUIS- Complexity Subscale E C C C C

Understanding of Disease E C C

ADS E C C (flu) C (flu) C (flu)

Note: Screening and baseline can be combined.
within 1 to 7 days after the baseline audiorecorded visit.

* A research staff member from the Telephone Team will call the patient

Abbreviations: C (Caregiver); CRA (Clinical Research Associate); Pt (Patient); Phys (Physician); GA (geriatric assessment);
P1 (Primary Aim 1); I (Intervention); E (Exploratory Aim); S1 (Secondary Aim 1); S2 (Secondary Aim 2); S3 (Secondary
Aim 3); PEACE (Peace, Equanimity, and Acceptance in the Cancer Experience); PEPPI (The Perceived Efficacy in Patient-
Physician Interactions); MUIS (Mishel Uncertainty in Illness ScaleSF-12 (12-Item Short Form Health Survey); PHQ-2 (2-
Item Patient Health Questionnaire); GAD (Generalized Anxiety Disorder 7-Item Scale); HCCQ (Health Care Climate
Questionnaire); KPS (Karnofsky Performance Status); Blessed OMC (Blessed-Orientation Memory Concentration Test);
SPPB (Short Physical Performance Battery).
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Table 3: Clinical Research Associate & Physician Measures

Measures Aim Screening Baseline Telephone 4-6 Weeks 3 Months 6 Months
Visit 00 Visit 01 Team Call® Visit 02 Visit 03 Visit 04

Audio-taped Pt-Phys Visit S1 CRA

Screening Coversheet page 2° CRA

Tumor & Treatment Characteristics E CRA ffl/{u? ffl/{u? CRA (f/u)

Cancer Treatment History Form S1 CRA

Physician rated KPS S2 CRA CRA CRA CRA

Lab Screening Form GA CRA

Polypharmacy GA CRA

Polypharmacy High Risk Drug Review GA CRA

BOMC Test GA CRA

Mini-Cog GA CRA CRA CRA CRA

Nutritional Status and MNA GA CRA

Timed “Up and Go” GA CRA

Short Physical Performance Battery GA CRA CRA CRA CRA

GA Scoring Guide to Detect Impairments GA CRA

Physician Baseline Survey® Phys

Situational Vignettes® Phys

esliMes B Nes I Mes M Mes!

Physician Follow-Up Survey* Phys*
Treatment Decision Making Form Phys
Understanding of Disease -Physician Phys

Study Related Forms®

Screening Log

Patient Eligibility Screening Form

Caregiver Eligibility Screening Form

Patient Withdrawal Form

Physician Withdrawal Form

Caregiver Withdrawal Form

Survival Status Form'

URCC NCORP AE Report

Note: Screening and baseline can be combined. The measures/forms are not listed in the order of administration. * A research staff member from
the Telephone Team will call the patient within 1 to 7 days after the baseline audiorecorded visit. °The Screening Coversheet page 2 collects
patient information that will be used to establish survival status.  The Physican Baseline Survey will be administered via REDCap or paper form
and the situational vignettes are collected as part of the Physician Baseline Survey. ® The physician follow-up survey will be administered at the
end of the study period. ¢ These forms will be used for study documentation purposes. '‘Collected at one year. Abbreviations: C (Caregiver); CRA
(Clinical Research Associate); Pt (Patient); Phys (Physician); GA (geriatric assessment); P1 (Primary Aim 1); I (Intervention); E (Exploratory
Aim); S1 (Secondary Aim 1); S2 (Secondary Aim 2); S3 (Secondary Aim 3); KPS (Karnofsky Performance Status); Blessed OMC (Blessed-
Orientation Memory Concentration Test); SPPB (Short Physical Performance Battery),NCI: National Cancer Institute; URCC NCORP Research
Base (University of Rochester Cancer Center NCI Community Oncology Research Program Research Base), AE (Adverse Event).
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1 Abbreviations and Key Sources

Abbreviations

AE Adverse Event

ADL Activities of Daily Living

BLUP Best Linear Unbiased Predictors

BOMC Blessed-Orientation Memory Concentration Test

C Caregiver

COACH Communication On Aging and Cancer Health

CRA Caregiver Reactions Assessment

CTSQ Cancer Treatment Satisfaction Questionnaire

E Exploratory

FACT-G Functional Assessment of Chronic lliness Therapy-G

GA Geriatric Assessment

GAD Generalized Anxiety Disorder

GDS Geriatric Depression Scale

HCCQ Health Care Climate Questionnaire

HCCQ-age Health Care Climate Questionnaire modified for age-related
communication

HRQolL Health Related Quality of Life

IADL Instrumental Activities of Daily Living

ICC Intracluster Correlation

IRB Institutional Review Board

IRR Inter Rater Reliability

KPS Karnofsky Performance Status

MAR missing at random

MCMC Markov chain Monte Carlo

MDASI MD Anderson Symptom Inventory

MNAR missing not at random

MUIS Mischel Uncertainty in lliness Scale

NCI National Cancer Institute

OARS Older American Resources and Services

PCORI Patient Centered Outcomes Research Institute

PEACE Peace, Equanimity, and Acceptance in the Cancer Experience

PEPPI The Perceived Efficacy in Patient-Physician Interactions

Pl Principal Investigator

Phys Physician

PHQ-2 2-ltem Patient Health Questionnaire

Pt Patient

SPPB Short Physical Performance Battery

S2 Secondary Aim 2

S3 Secondary Aim 3

URCC NCORP University of Rochester Cancer Center NCI Community Oncology Program

URoch University of Rochester
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VOICE Values and Options in Cancer Care

Key Sources
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Protocol URCC 13070 Improving Communication for Cancer Treatment: Addressing
Concerns of Older Cancer Patients and Caregivers (COACH)

Reg CT ClinicalTrials.gov registration (NCT02107443)
National Library of Medicine’s Health Services Research projects in
progress (HSRP20143249)
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2 Introduction

2.1 Summary

This study will evaluate whether a standardized geriatric assessment (GA) administered through a
novel web-based approach can facilitate communication of age-related problems that could
influence outcomes important to the older cancer patient and his/her caregivers. Adults, age > 70
with an advanced solid tumor malignancy in the University of Rochester Cancer Center NCI
Community Oncology Program (URCC NCORP) network are eligible. Oncology physicians who
practice at sites within the URCC NCORP network are eligible to participate in the study and are
enrolled. Their eligible patients then undergo the informed consent process; those patients who
agreed to participate in this study undergo a clinical assessment consisting of socio-demographic
characteristics and GA.

2.2 Intervention to be studied

This is a cluster randomized study within the URCC NCORP network evaluating whether GA summary
plus GA-driven recommendations can improve patient satisfaction with communication regarding
age-related issues between patients, oncology physicians, and caregivers and improve discussion
about age-related issues during a clinic consultation. Secondary aims are to determine if the
intervention improves patient-reported quality of life, improves caregiver burden, and caregiver
satisfaction with communication.

2.3  Study Objectives

This study will evaluate whether a standardized geriatric assessment (GA) administered through a
novel web-based approach can facilitate communication of age-related problems that could
influence outcomes important to the older cancer patient and his/her caregivers. A Geriatric
assessment (GA) is a compilation of survey-based and assessment tools to assess geriatric domains
such as comorbidity, functional status, nutrition, physical performance, cognition, and social
support, which measures aging related issues that can affect the quality of life of an older patient
with cancer. GA can better predict tolerance to cancer treatment and adds important age-related
information that is not routinely captured by oncologists. Adults, age > 70 with an advanced solid
tumor malignancy in the University of Rochester Cancer Center NCI Community Oncology Program
(URCC NCORP) network will be eligible. Eligible patients should choose one caregiver to participate.
The study has received support from the Patient Centered Outcomes Research Institute (PCORI)
under their “Communication and Dissemination” portfolio. In addition, the National Cancer Institute
(NCI) review was required which led to changes in the aims and statistical plan.

2.3.1 Primary Aim (as specified by NCI)

To determine if providing geriatric assessment (GA) summary plus GA-driven recommendations
to patients, their caregivers and oncology physicians improves patient satisfaction with
communication with the oncology physician regarding age-related concerns.
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Primary hypothesis: Patient satisfaction with communication with the oncology physician about
age-related issues will be significantly higher in the intervention group compared to the control

group.

The NCI primary outcome, patient satisfaction regarding communication about age-related
issues as measured by a modified Health Care Climate Questionnaire (HCCQ-age), will be
obtained by the Telephone Team, via a phone call administered by trained personnel blinded to
group assignment within 1 to 7 days of the baseline audio-recorded clinic consultation. The
HCCQ-age will be mailed (with a return envelope) if a telephone call is not feasible. If the
responses to the survey are not able to be obtained before the 4-6 week assessment, the HCCQ-
age at 4-6 weeks will be utilized.

2.3.2 Secondary Aim 1 (Primary Aim as specified by PCORI)

To determine if providing GA summary plus GA-driven recommendations to patient, their
caregivers, and oncology physicians increases discussions about age-related issues during
clinic consultation.

Primary hypothesis: A higher number of age-related issues will be discussed and addressed
in the intervention group.

The outcome measure for this aim is the number of age-related discussions that occur in the
consultation clinic visit between the patient, oncology physician, and caregiver. The clinic
visit will be audio-recorded.

2.3.3 Other Secondary Aims

2.3.3.1 Secondary Aim 2

To determine whether initially providing patients, their caregivers, and oncology physicians
with GA summary plus GA-driven recommendations prior to their treatment influences
quality of life of older patients receiving treatment and their caregivers.

2.3.3.2 Secondary Aim 3

To determine whether providing patients, their caregivers, and oncology physicians with GA
summary plus GA-driven recommendations influences caregiver satisfaction with
communication about age-related issues.

234 Exploratory Aims

Exploratory aims will evaluate (1) whether the number of discussions about age-related issues
during the clinic visit correlates with patient satisfaction, (2) whether the intervention increase
the proportion of age-related concerns that are acknowledged and addressed, and (3) if
communication about age-related issues influences how patients, caregivers, and oncology
physicians make decisions for cancer treatment. An additional exploratory aim will examine
the impact of the intervention on survival.

3 Study Methods
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3.1 General Study Design and Comparators

The study design is a cluster randomized clinical trial. The intervention is designed to try to improve
communication about age related concerns between oncology physicians, patients and their
caregivers. Study subjects include oncologists, patients and their caregivers. Sites within the URCC
NCORP network are randomized prior to the enrollment of any subjects at any site. Sites in both
arms (control and intervention) will conduct the GA on all subjects. Physicians at sites randomized to
the intervention arm will be provided with a GA summary and GA-driven recommendations. Since
the GA is not part of community oncology physicians’ standard of care, a usual care comparator arm
is appropriate and will allow for the accurate and appropriate assessment of how the intervention
can improve communication about age-related issues and outcomes compared to current clinical
practice. This study design is similar to previous studies that evaluated the impact of providing
summarized HRQoL information to patients and oncology physicians on communication and
outcomes. Usual care was the comparator arm in these cluster randomized studies.

3.2  Study design

The study is designed as a cluster randomized trial because a care of service model is applied to each
patient by the oncology team. If a cluster randomized design were not undertaken, there would be
contamination in that oncology physicians could choose the care of service model if they were
exposed to patients randomized to both arms. Given rapid changes that can occur in oncology
practice with new supportive care and treatment agents, it is important to compare outcomes in the
same time frame as would be possible in a cluster randomized study design compared to a “pre”
versus “post” intervention study design.

The chart below depicts the study schema.

Cluster Randomized Trial
R Arm 1
A GA information
N and GA-driven e Patient satisfaction
D interventions with communication
o provided to \ (patient)
™M each enrolled L
1 patient, eCommunication
4 caregiver, and (betw_een patients,
E physician prior careg_l\_.rers, and

to treatment physicians)

IS e Quality of life
! \ A 2 (patient-reported and
£ - caregiver-reported)
< Usual Care

3.3 Inclusion-Exclusion Criteria and General Study Population

3.31 Entry Criteria for Oncology Physicians
Oncology physicians must work at a NCORP practice site with no plans to leave that NCORP
practice or retire at the time of enrollment into the study.
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3.3.2 Entry Criteria for Patients

3.3.2.1 Inclusion Criteria for Patients
3.3.2.1a Male or female 70 years of age or older

3.3.2.1b Diagnosis of an advanced solid tumor malignancy (advanced cancer) or
lymphoma. In most situations, this would be a stage IV cancer. A patient with a diagnosis
of stage Ill cancer or lymphoma is eligible if cure is not possible or anticipated. Clinical
staging without pathological confirmation of advanced disease is allowed.

Must be considering or currently receiving any kind of cancer treatment (any line),
including but not limited to hormonal treatment, chemotherapy, monoclonal antibody
therapy, or targeted therapy. Patients who are considering therapy are eligible even if
they ultimately choose not to be on therapy. Patients with a history of any previous cancer
treatment, including radiation and/or surgery are eligible. A patient may also be enrolled
on a treatment trial and participate in this study, if all other inclusion and exclusion criteria
are met.

3.3.2.1c Have at least one geriatric assessment domain meet the cut-off score for
impairment other than polypharmacy.

3.3.2.1d Have visits planned with the oncology physician for at least 3 months and be
willing to come in for study visits.

3.3.2.1e Able to provide informed consent or, if the oncology physician determines the
patient to not have decision-making capacity, a patient-designated health care proxy (per
institutional policies) must sign consent by the baseline visit.

3.3.2.1f Subject has adequate understanding of the English language because not all GA
measures have been validated in other languages.

3.3.2.2 Exclusion Criteria for Patients
3.3.2.2a Have surgery planned within 3 months of consent. Patients who have previously
received surgery are eligible.

3.3.2.2b Have already made a decision to not undergo any cancer treatment (e.g., being
followed in best supportive care or hospice).

333 Entry Criteria for Caregivers

A caregiver can be anyone, age 21 or over, who is able to understand spoken English and
understand the study process and provide informed consent. One caregiver for each patient will
be eligible and must be chosen by the patient. For the purposes of this study, a caregiver is
defined as a valued and trusted person in a patient’s life who is supportive in health care
matters by providing valuable social support and/or direct assistive care. The caregiver
accompanies the patient to medical appointments, is able to listen and give thoughtful advice
and may be a family member, partner, friend, or professional caregiver. The expectation is
approximately 80% of patients will have a caregiver.
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3.3.3.1 Inclusion Criteria for Caregivers
3.3.3.1a Selected by the patient when asked if there is a “family member, partner, friend
or caregiver [age 21 or older] with whom you discuss or who can be helpful in health-
related matters;” patients who cannot identify such a person (“caregiver”) can be eligible
for the study. A caregiver need not be someone who lives with the patient or provides
direct hands-on care. A caregiver can be any person who provides support (in any way) to
the patient.

3.3.3.1b If a health care proxy signs consent for or with a patient, and wants to participate
in the caregiver portion of the study, this same person will always be the caregiver
selected. If a health care proxy does not want to enroll as a caregiver in the study or, if
enrolled, chooses to stop their own participation in the caregiver portion of the study, but
is able to assist the patient in completing the study, the patient can still participate. In
other words, the health care proxy can choose NOT to participate in the caregiver portion
of the study. This does not preclude the patient from participating in the patient portion of
the study with the health care proxy’s assistance.

3.3.3.2 Exclusion Criteria for Caregivers
3.3.3.2a Caregivers unable to understand the consent form due to cognitive, health, or
sensory impairment will be excluded.

3.3.4 Randomization
NCORP practice sites will be randomized within a 2-arm cluster randomized design utilizing
NCORP practice sites as the unit of randomization (see Figure to the right). A NCORP practice site
is defined as any practice location within an overarching NCORP designation (NCORP Community
Affiliate) where oncology physicians and study staff work independently (i.e., do not cross over
into another practice site). Practice sites are randomized to one of either control (receiving only
the GA without summary provided to oncology physician) or intervention (receiving the GA plus
geriatric assessment recommendations with a summary provided to the oncology physician)
study arm by means of a computer—

generated randomization table, URCC NCORP Research Base

determined using R software provided

—— 19 Affiliates total

by Dr. Charles Heckler, the lead e ™™ Sy~
Community | (ERERTR £ Mc':hg" ° ( pelaware ) | 3 of
biostatistician of the URCC NCORP affiates: | L g el 19 shown
19 total N N AN
Research Base (Appendix A). el /_,_,J_J;"‘”"""L_,_ i
. . . (" advocate ™ ¢ pecatur (St doseph iy (e ‘,/’mkﬂm‘“ 7 1Y
Sites are randomized on a continual e | Y & Y & CD o
. . . Practices: /./'1"'\.\ /--" . - .,_\\ 76 shown
basis due to a variety of factors (i.e., a 76 total* Eie=) (@l (Wil
b 4 - 4 b 4
new NCORP Comm Unlty Afﬁllate has Notes: Schematic depicts relationships between the URCC NCORP Research Base,
Community Affiliates, and sites; *Randomization occur at the level of the
been added to the URCC NCORP Community Oncology Practice

Research Base network, a new oncology practice site has been added to an existing NCORP
Community Affiliate, or an oncology practice site that is a currently affiliated with an NCORP
Community Affiliate has expressed interest in participating in the COACH study). Past accrual to
URCC studies (or NCORP Cancer Control studies if URCC accrual information is not available for
new Affiliates and sites) is used to stratify each practice site as a large accruing (20 or more
accruals/year) site or a small accruing (less than 20 accruals/year) practice site in order to assure
balance in the randomization. The general assumption will be that any new site will be
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III

considered “small”, unless it is determined based on past accruals that they are large. For new
oncology practice sites that meet the definition for being independent (i.e., physicians and staff
that do not cross over into another site), the next unassigned randomization allocation, from the
randomization table will be used to assign their study arm. The randomization table takes into

account size of the practice site.

If a new oncology practice site is added at a later time during the study with physicians/staff that
also see patients (cross over) at both or multiple practice sites, the new practice site will be
assigned to the same study arm as the already randomized practice site where the physician/staff
also sees patients.

Once sites have IRB approval on file with the Research Base and at least one member of research
staff is trained on all study procedures, they are notified of their randomization allocation by an
email from the study PI, Dr. Mohile. Practice sites names and randomization assignments are
saved in the database, this is used to link to which arm each study patient belongs to during
patient registration.

The original sample size calculation (see next section) was based on the randomization of the 16
NCORP oncology practice sites. During study startup, as the structure of the new NCORP affiliates
unfolded, more practice sites than was anticipated were interested in participating. The original
protocol included the ability for more sites to participate, since the increase in the number of the
clusters also increases the statistical power of the study.

3.4 Sample Size

341 Sample Size for NIH-specified Primary Aim

We will utilize the modified HCCQ to address patient satisfaction with communication regarding
age-related issues (HCCQ-age). Based on an analysis of the VOICE study, the standard deviation
estimate of HCCQ was 2.1. The Intracluster Correlation (ICC) was 0.14 with a 95% confidence
interval from 0.01 to 0.51. Because of the large amount of uncertainty in the ICC, we calculated
power curves for ICC={0.01, 0.14, 0.51}, with ICC=0.51 being the most conservative. This design
(8 sites per arm and 31 subjects per site) has 80% power at the 0.05 significance level to detect a
change in HCCQ of 0.6, 1.3 and 2.3 for ICC={0.01, 0.14, 0.51}, respectively. Since the best
estimate of the ICCis 0.14, the expected detectable difference is 1.3. This corresponds to an
effect size of 0.62. The range of the HCCQ-age scores is 7 (worst possible) to 35 (best possible).
Analyses will be based on the HCCQ variables being a continuous variable. We will use a
generalized mixed model to confirm robustness. The sample size figure below shows the power
for a range of detectable differences (D) for ICC=0.01, 0.14 and 0.51. Small changes in
satisfaction scores have been interpreted in other studies to be meaningful given a focus on
achievement of high satisfaction scores and the link with reimbursement. In addition to
evaluating HCCQ-age using the total score as a continuous variable, we will compare the results
for each question as a dichotomous variable (5 vs <5). If the distribution is skewed, we will
consider treating HCCQ-age as an ordinal variable in analyses.
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Accounting for a small dropout rate of 5% (based on our observational cohort data), the
targeted accrual will be 528 patient subjects total. The dropout rate reflects patients who sign
consent but withdraw prior to the audio-recorded baseline visit and capture of HCCQ-age (which
will occur within 7 days of baseline visit). To date out of 479 evaluable patients we currently
have received 407 baseline HCCQ-ages; 4-6 week HCCQ-ages will be substituted per protocol for
33 patients; there are 19 patients that have no baseline HCCQ-age because they either died or

Figure 1: Sample Size for NIH-specified Primary Aim
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withdrew before the 4-6 week visit, this brings us to a current total of 440 baseline HCCQs to be
used in the per protocol analysis.

Though the COACH study sample size is 528 patient/caregiver dyads, there is no cap on the
number of physicians enrolled. A total of 2 participants withdrew between screening and their
baseline visit. Of the 413 patients enrolled, 159 have completed the study and all study
requirements, 21 completed the study with some missing data, and 101 are still active. To date
of the patients enrolled 48 withdrew, 61 expired, 21 their status is being determined and 4
participants are lost to follow-up. Due to the frailty of the subjects in this population, it is not
unusual that many stop the study early due to progressive illness.

As of February 1, 2017, we have 68 practice sites participating in the COACH study; the
increased practice site clusters should provide better statistical power. The total patient
sample size is the same, and accrual will cease when our target is met.

3.4.2 Sample Size for PCORI-Specified Primary Aim
The primary focus for the PCORI analysis is the number of discussions related to geriatric
domains, as measured by the GA, brought up and addressed during the audio-recorded baseline
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visit. In our preliminary data from a multicenter study, the median number of discussions was 1
in 32 audio-recorded conversations between older patients, their caregivers, and oncology
physicians. This preliminary work allowed us to calculate the intracluster correlation (ICC)

Figure 2: Sample Size for PCORI Specified Primary
Aim
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amongst 8 different sites for the assessment of the secondary outcome, number of discussions
related to geriatric domains. The ICC was 0.122 with a 95% confidence interval from 0.008 to
0.659. Because of the large amount of uncertainty in the ICC, we calculated power curves for
ICC={0.008, 0.122, 0.659}, with ICC=0.659 being the most conservative. This design (with 8
NCORP sites per arm and 31 evaluable subjects per NCORP) has 80% power at the 0.05
significance level to detect a change of 0.235, 0.456 and 0.962 in the mean number of
discussions for ICC={0.008, 0.122, 0.659 } respectively, assuming a standard deviation of 0.78 .
Since the best estimate of the ICC is 0.122, the expected detectable difference is 0.122. This
corresponds to an effect size of 0.59.

3.5 Data Sources

3.5.1 Audio-recordings

As part of baseline procedures, a clinic visit for both arms will be audio-recorded for the analysis
of content. All enrolled patients (Arm 1 and Arm 2 groups) will have one office visit with their
participating oncology physician audio-recorded (baseline visit). All parties present for recorded
office visits, including: enrolled patients, any accompanying caregivers, family or friends, the
oncology physician, and any other physicians or health care providers not participating in the
study will be fully aware that the conversation is being audio-recorded and will provide verbal
assent immediately before any recording begins, in addition to the prior written consent of
enrolled subjects (oncology physicians, patients, and caregivers).
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3.5.2 Patient Surveys

Patients will complete surveys prior to the start of treatment at screening and baseline, within 1
to 7 days after baseline via a follow-up call, at 4-6 weeks, 3 months, and 6 months. All surveys
have been utilized in our pilot work with older patients with cancer and other age-related health
conditions. As is often true for patients with advanced disease, missing data will be assumed to
be not random; sicker patients tend not to complete surveys. We have included approaches to
missing data in the statistical section of the protocol.

3.5.3 Oncology Physician Surveys

Oncology physicians will complete a baseline survey prior to or when their first patient consents
to the study and a brief follow-up survey at the end of the study. After the audio-recorded
baseline clinic visit, oncology physicians will be asked about potentially important covariates or
moderators, including disease and treatment characteristics.

354 Caregiver Surveys

Caregivers will complete surveys at the same time points as patients. In addition, we will ask
caregivers to assess satisfaction with communication and care, satisfaction with decisions, and
caregiver burden (both personal and economic).

3.5.5 Clinic Notes, Chart Abstraction and Claims

If there is missing information or conflicting medical information from the surveys, we will
obtain medical records in order to verify information about disease location, pathology, stage,
and metastases from clinic notes. We will request information from the CRA on
recommendations made and implemented. In order to assess health care utilization (e.g.,
adverse events such as hospitalizations) for future work on examining cost-effectiveness of the
intervention, permission to obtain Medicare claims for future research to examine cost-
effectiveness, quality of care, and health care utilization will be asked on the consent form.
Claims will not be obtained for any individual patient until the patient has completed study
procedures. All consent and research procedures for obtaining Medicare claims will be
followed: http://www.cms.gov/Research-Statistics-Data-and-Systems/Computer-Data-and-

Systems/Privacy/Researchers.html

Permission to obtain claims is voluntary. Patients will be able to decline this procedure at the
time of consent or later in writing. Declining consent for obtaining claims data from Medicare
does not preclude patients from participating in this study.

3.6 Data Cleaning and Protocol Management

3.6.1 General Protocol Management Procedures
Standard URCC NCORP data management procedures are followed.

3.6.2 Data Cleaning Procedures-Access Database

Data checks are performed on a regular basis by the statistical staff to ensure the accuracy of
survey completion and the data review process using the SAS program. These checks include
determining: any inconsistency in different questions within the same measure, inconsistency in
multiple sections in each form, and inconsistency between the baseline form and follow up
forms. They also include checks for missing data in the database.
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Inconsistency or missing data would arise if the study participant (clinical research associate,
physician, patients, and/or caregivers) misunderstood the question or made errors in completing
the forms. Errors may also arise during data entry procedures.

On completion of all checks, tables containing all errors are sent to the URCC NCORP Research
Base protocol management team and handled according to pre-approved data management
plans. Generally, any inaccuracies in the data base due to data entry errors are fixed
immediately. If the error however is due to a site or participant error, a query is issued to the
appropriate site study staff.

3.6.3 Coding Schema for Transcripts of Audio Recordings (Appendix A)

The coding schema includes definitions for each code and the specific steps the coders
performed during the coding process. The coding procedures involve an initial reading of the
transcript to identify specific geriatric concerns and the initiator of the concerns, followed by a
second reading, in which response quality and interventions implemented due to concerns are
identified.

Five coders were involved in the coding process, with 20 percent of the transcripts coded by all
five coders to establish and maintain inter-rater reliability; the remaining transcripts were all
dually coded. For each transcript, whether dually coded or coded by the entire coding team, a
consensus was agreed upon and a final coding table created for that transcript. These final
consensus tables are what will be utilized in the analysis of the data.

Due to the coding schema involving a conditional coding structure, inter rater reliability involved
percent agreement in 3 coding areas: number of geriatric concerns, the category of geriatric
domain discussed, and the physician’s response quality. For number of geriatric concerns, the
percent agreement was calculate using the difference in numbers between each coder and the
consensus. An average of all coder agreement was calculated for category of geriatric domain
and physician response quality. If inter-rater agreement percentages fell below 70%, the coding
team would meet for additional training. The principal investigator remained involved in the
coding process and provided guidance or adjudication when necessary. (See Appendix A for a
more detailed description of coding).
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3.7 Study Variables

3.7.1 Table 1. COACH Patient Measures

Measure Aim Screening | Baseline | Telephone 4-6 3 6

Visit 00 Visit01 | Team Call® | Weeks | Months | Months
Visit 02 | Visit03 | Visit 04

Demographics Pt

ADL GA Pt Pt Pt Pt

IADL GA Pt Pt Pt Pt

Fall History GA Pt Pt (f/u) Pt (f/u) Pt (f/u)

OARS Physical Health GA Pt Pt Pt Pt

OARS Comorbidity GA Pt

OARS Medical Social Support GA Pt

Social Activities GA Pt .Pt (1 ,Pt (1 .Pt (1

item) item) item)

GAD-7 GA Pt

GDS GA Pt Pt Pt Pt

Patient-rated KPS S1 Pt Pt Pt Pt

HCCQ NIH 1° Pt Pt Pt Pt

HCCQ-age Communication NIH 1° Pt Pt Pt Pt

Press-Ganey Pt Satisfaction NIH 1° Pt Pt Pt

FACT S1 Pt Pt Pt Pt

MDASI S1 Pt Pt Pt Pt

Emotional Distress S1 Pt Pt Pt Pt

PEACE E Pt Pt

PEPPI E Pt Pt

Control Preferences Scale E Pt

MUIS- Complexity Subscale E Pt Pt Pt Pt

Understanding of Disease E Pt Pt

Survey Completion Pt Pt Pt Pt

Note: Screening and baseline can be combined. 2 A research staff member from the Telephone Team will call the patient within 1to 7
days after the baseline audiorecorded visit.”

Abbreviations: Pt (Patient); Phys (Physician); GA (Geriatric Assessment); NIH 1° ( NIH Primary Aim); E (Exploratory Aim); S1 (Secondary
Aim 1); ADL (Activities of Daily Living); IADL (Instrumental Activities of Daily Living); GAD (Generalized Anxiety Disorder 7-ltem Scale);
Geriatric Depression Scale (GDS); KPS (Karnofsky Performance Status); PEACE (Peace, Equanimity, and Acceptance in the Cancer
Experience); PEPPI (The Perceived Efficacy in Patient-Physician Interactions); MUIS (Mishel Uncertainty in Iliness Scale); CTSQ (Cancer
Treatment Satisfaction Questionnaire); FACTF (Functional Assessment of Chronic lliness Therapy); MDASI (MD Anderson Symptom
Inventory).
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3.7.2 Table 2. COACH Caregiver Measures

COACH 13070

Measure Aim | Screening | Baseline | Telephone 4-6 3 6

Visit 00 Visit01 | Team Call®? | Weeks | Months | Months
Visit02 | Visit03 | Visit 04

Demographics C

Caregiver Reaction S1 C C C C

OARS Comorbidity S1 C

SF-12 S1 C C (f/u) C (f/u) C (f/u)

Cost of Care S1 C C C C

Ryff Environmental Mastery S1 C C C C

PHQ-2 S1 C C C C

GAD-7 Anxiety S1 C

Health Care Climate Questionnaire-

age Communication (caregiver) 52 ¢ ¢ ¢

HCCQ-age Communication (patient) S2 C C C

HCCQ-age Communication (general,

care?ivegr) © 32 ¢ ¢ ¢

Press-Ganey Pt Satisfaction S2 C C C

Distress Thermometer S1 C C C C

PEACE E C C

PECPI E C C

Control Preferences Scale E C

MUIS- Complexity Subscale E C C C C

Understanding of Disease E C C

AD8 E C C (f/u) C (f/u) C (f/u)

Note: Screening and baseline can be combined. 2A research staff member from the Telephone Team will call the patient within 1 to 7

days after the baseline audiorecorded visit.”

Abbreviations: C (Caregiver); CRA (Clinical Research Associate); Pt (Patient); Phys (Physician); GA (geriatric assessment); NIH 1° (NIH
Primary Aim); | (Intervention); E (Exploratory Aim); S1 (Secondary Aim 1); S2 (Secondary Aim 2); PEACE (Peace, Equanimity, and
Acceptance in the Cancer Experience); PEPPI (The Perceived Efficacy in Patient-Physician Interactions); MUIS (Mishel Uncertainty in
Iliness ScaleSF-12 (12-Item Short Form Health Survey); PHQ-2 (2-Item Patient Health Questionnaire); GAD (Generalized Anxiety
Disorder 7-Item Scale); HCCQ (Health Care Climate Questionnaire); KPS (Karnofsky Performance Status); Blessed OMC (Blessed-
Orientation Memory Concentration Test); SPPB (Short Physical Performance Battery).
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3.7.3 Table 3. COACH Clinical Research Associate & Physician Measures

Measures Aim Screeni | Baseline | Telephone 4-6 3 6
ng Visit01 | Team Call? | Weeks | Months | Months
Visit 00 Visit02 | Visit03 | Visit 04

Audio-taped Pt-Phys Visit PCORI 1° CRA

Screening Coversheet page 2P CRA

Tumor & Treatment Characteristics E CRA CRA CRA CRA
(f/u) (f/u) (f/u)

Cancer Treatment History Form PCORI 1° CRA

Physician rated KPS S1 CRA CRA CRA CRA

Lab Screening Form GA CRA

Polypharmacy GA CRA

Polypharmacy High Risk Drug Review GA CRA

BOMC Test GA CRA

Mini-Cog GA CRA CRA CRA CRA

Nutritional Status and MNA GA CRA

Timed “Up and Go” GA CRA

SPPB GA CRA CRA CRA CRA

GA Scoring Guide to Detect

Impairments GA CRA

Physician Baseline Survey® E Phys

Situational Vignettes® E Phys

Physician Follow-Up Survey? E Physd

Treatment Decision Making Form E Phys

Understanding of Disease -Physician E Phys

Study Related Forms®

Screening Log

Patient Eligibility Screening Form

Caregiver Eligibility Screening Form

Patient Withdrawal Form

Physician Withdrawal Form

Caregiver Withdrawal Form

URCC NCORP AE Report

Note: Screening and baseline can be combined. The measures/forms are not listed in the order of administration. A research staff
member from the Telephone Team will call the patient within 1 to 7 days after the baseline audiorecorded visit. ® The Screening
Coversheet page 2 collects patient information that will be used to establish survival status. cThe Physican Baseline Survey will be
administered via REDCap or paper form and the situational vignettes are collected as part of the Physician Baseline Survey. ¢The
physician follow-up survey will be administered at the end of the study period. ¢ These forms will be used for study documentation
purposes.

Abbreviations: C (Caregiver); CRA (Clinical Research Associate); Pt (Patient); Phys (Physician); GA (geriatric assessment); NIH 1°(NIH
Primary Aim); | (Intervention); E (Exploratory Aim); PCORI 1° (PCORI Primary Aim); S1 (Secondary Aim 1); S2 (Secondary Aim 2); KPS
(Karnofsky Performance Status); Blessed OMC (Blessed-Orientation Memory Concentration Test); SPPB (Short Physical Performance
Battery),NCI: National Cancer Institute; URCC NCORP Research Base (University of Rochester Cancer Center NCI Community Oncology
Research Program Research Base), AE (Adverse Event).
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4 Statistical Analysis

4.1 Statistical Considerations

This is a cluster-randomized trial with NCORP practice sites being the clusters. Because of the cluster
randomized study design, we will apply linear mixed model methodology. The outcome will be the
response, and the arm will be the fixed effect. NCORP practice sites will be entered as a random
effect independent of residual error. Estimation will be performed using Restricted Maximum
Likelihood, and the null hypothesis of zero mean difference between arms will be tested using a F
test. The specific NCORP practice site differences will be assessed graphically using Best Linear
Unbiased Predictors (BLUP) of the mean response for each NCORP.

All regression analyses will include terms to control for study site and oncologist type. In addition,
clinically important socioeconomic variables such as patient gender, age, race/ ethnicity, and cancer
variables such as cancer type and treatment status will be used to control for patient-level
covariates. In case a key covariate is found to be unbalanced between study arms, it will be included
in the model as a potential confounder.

4.2  Analysis for NIH Primary Aim

The total HCCQ score will be the response, and the analysis will be as described in 4.1. The
distribution of the data will be evaluated and if analysis will also include treating HCCQ score as an
ordinal variable if warranted.

4.3  Analysis for PCORI Primary Aim
The analysis for PCORI Primary Aim will be the same as for NIH Primary Aim, using the number of
discussions as the response.

4.4 Other Secondary Analyses
4.4.1. Secondary Aim 2
HRQoL will be assessed with the FACT-G and Caregiver HRQoL (burden) will be assessed with the
Caregiver Reactions Assessment (CRA). We will include geriatric assessment impairment (at
baseline and follow up) to evaluate if these influence patient-reported HRQoL differently in the
intervention versus the control group. We will also compare whether the uptake of geriatric
assessment recommendations influences patient reported HRQoL and caregiver burden. Data
from the intervention arm will be fit to a linear mixed model with the FACT-G or CRA as the
outcome, number and percent (number implemented/number recommended) of interventions
as the fixed effect, and NCORP site as a random effect independent of residual error. Analyses
will be adjusted for treatment status.

4.4.2. Secondary Aim 3

We will compare the effect of the intervention on caregiver satisfaction (the modified health
care climate questionnaire-age for the caregiver) using the same linear mixed model
methodology.

4.4.3. Exploratory Aims

In order to examine the relationship between observed communication from audio-recordings
and patient satisfaction, we will evaluate the correlation between the numbers of discussions
regarding age-related concerns from audio-recorded visits with patient satisfaction on HCCQ.
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We will determine the association of baseline oncology physician and patient decision-making
preferences on the likelihood of having a discussion related to geriatric domains. The analysis for
PCORI Primary Aim will be used with the above characteristics added as independent variables.
The statistical significance and estimated coefficients will be used to identify and interpret
potentially important baseline features. Any conclusions will be considered to be hypothesis
generating for further research.

We will also measure if the intervention influences the proportion of discussions during which
an oncology physician responds appropriately to an older patient or caregiver-initiated
discussion on age-related needs and concerns (e.g., oncology physician response/(number of
patient and caregiver concerns)).

We will capture survival through the participant’s medical record and verification with the
primary team. We will follow participants for survival for 12 months after enrollment. We will
obtain the date, location of death, and cause of death. If a site becomes aware that a study
participant is deceased, they should complete the Withdrawal form which is available on the
URCC NCORP website. Otherwise sites will be contacted approximately 1 year after each
participant was enrolled to assess survival and asked to complete this form. We will determine
the effect of the intervention on 12-month survival using log rank tests and survival plots.

We will also verify information with Medicare claims data if the participant provided permission
to do this through initial consent. In order to assess health care utilization (e.g., adverse events
such as hospitalizations) for future work on examining cost-effectiveness of the intervention,
permission to obtain Medicare claims in the future was asked on the consent form. Claims will
not be obtained for any individual patient until the patient has completed study procedures. All
consent and research procedures for obtaining Medicare claims will be followed:
http://www.cms.gov/Research-Statistics-Data-and-Systems/Computer-Data-and-

Systems/Privacy/Researchers.html

Permission to obtain claims is voluntary and patients are able to decline this procedure at the
time of consent. Declining consent for obtaining claims from Medicare for future research to
examine cost-effectiveness, quality of care, and health care utilization did not preclude patients
from participating in this study.

4.5 Missing Data

Every effort will be made to encourage and facilitate participants' completion of questionnaires, but
because of dropout, missing data will occur. We will evaluate the patterns of missing data and
associations of missingness with other available variables. Under the missing at random (MAR)
assumption, the parameter estimates from the mixed model analyses will be unbiased. If the data
are suspected to be missing not at random (MNAR), a sensitivity analysis using pattern-mixture
models will be run to determine the impact on the results.

5 Description of Subject Disposition in Trial Report
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Subject disposition will be described in CONSORT flow diagrams for patients, caregivers and
providers (Appendix C includes data that will be used for the CONSORT flow diagram).

6 Reporting Conventions

Reporting conventions will accord with the most recent edition of the AMA Manual of Style. In
particular, P-values 20.001 will be reported to 3 decimal places; p-values less than 0.001 will be
reported as “<0.001”. The mean, standard deviation, and any other statistics other than quantiles,
will be reported to no more than 2 decimal places greater than the original data. Quantiles, such as
median, or minimum and maximum will use the same number of decimal places as the original data.
Estimated parameters, not on the same scale as raw observations (e.g. regression coefficients) will
be reported to 3 significant figures.

7 Technical Details

Dr. Charles Heckler with the help of statistical support staff will perform all analyses using SAS and R
software. We will use SAS and R programming code as appropriate, and will follow reproducible
research conventions. All programs and results will be stored on a secure network drive.
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8 Appendices

8.1 Appendix A : Coding Schema

As part of coding procedures, a manual was developed which included definitions of age related
concerns categorized within each GA domain, of who initiated the discussion, and the possible
response qualities from the oncologist. Five coders each underwent 40 hours of in-person training
with sub-investigators and the PI. In addition, all coders read and studied the coding manual. Coders
transitioned from training to independent coding only after full consensus was met on all 25%
training transcripts as a group.

The GA domains include physical performance, functional status, cognitive, comorbidity,
polypharmacy, nutritional status, psychological status, and social support. Explicit discussions
related to cognition (e.g., how is your memory?) were captured as well as implicit discussions (e.g.,
are you remembering to take your medications). Within each GA domain there are numerous age-
related concerns, which are listed in the coding manual as subcodes, with the addition of an
unspecified subcode for each concern. Developing the coding scheme for who initiated the concern
involved identifying who initially brought up the concern during the clinic visit (e.g oncologist,
patient, caregiver, other health care provider, friend, family member). For response quality coding,
the coders identified whether an age-related concern was specifically asked about or only
mentioned, and whether later acknowledged through a follow-up question, reflection, or validation.
Then GA concerns were reviewed to detect whether or not they were appropriately addressed by
the oncologist or not addressed (e.g. dismissed, ignored, shut down, minimized) at all.

The coding procedures consist of initially reading the transcript to look for the geriatric
domains discussed, the identification of any age related concern, and determining who initiated
those concerns during the clinic visit. The second reading of the transcript was to identify the
response quality of each age related concern and any discussions of GA recommendations to
address those concerns.

All coders were paired together rotating coding partners throughout the coding process to
ensure groups did not drift in their coding process over time. Each coder coded independently. Then,
each week met with his or her paired coder to complete one coding consensus table for each
transcript. In addition, each week all five coders met and came to consensus concerning the
transcripts designated for inter-rater reliability, creating a final consented coding table. Twenty
percent of the transcripts were coded by all five coders to establish inter-rater reliability, with the
remaining transcripts dually coded. The final consensus tables will be used to analyse the data.

Because all final codes were discussed and agreed upon by at least two trained coders,
reliability and consistency of the codes throughout all observations is very high.

8.1.1 COACH Coder Interrater Reliability

To establish interrater reliability between all coders, 20% of all transcripts will be coded by all
coders. These transcripts will be allocated over the entire duration of time coding is conducted to
test for ongoing agreement among all coders. Transcripts are randomly assigned to each coder.
Every 5% transcript is coded by all coders and will be used for IRR. If an overall agreement is not >
70%, discrepancies will be identified and targeted training will take place. Also to prevent coding
drift, the teams of coders will alternate. Review the table below to explain this strategy.
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Transcript # Coder 1 Coder 2 Coder 3 Coder 4 Coder 5
1 X X
2 X X
3 X X
4 X X
5 X X X X X

Due to the conditional coding structure of this study, we will report percent agreements for 3 coding
areas. These percent agreements will be calculated on the 20% of transcripts that are coded by all
coders, since the remainder of transcripts are dual coded. The gold standard for the calculation of
percent agreement will be the consensus coding, which will be reached by all coders.

8.1.2 % Agreement for 3 Coding Areas
(1) First is the percent of agreement on the number of geriatric concerns mentioned in the

transcript, without regard to who initiated the conversation. This is calculated on the difference
score between the coder and consensus and a percent of those coded correctly is divided by those
coded incorrectly. The equation is as follows: consensus # - abs(coder # - consensus #) / consensus #)
x 100). An average of all individual coders’ agreements will be reported.

(2) Second is the percent agreement on the category of geriatric domain discussed. This will be

calculated by each individual coder agreement with the consensus of whether each geriatric domain
(a total of 8) was present or absent. An average of all coder agreements will be computed.

(3) Lastly is the percent agreement on the physician’s concern response quality. Response quality

will be considered for only the same concerns that all coders coded for individually. The agreement
will be calculated based on the coder’s agreement with the consensus codes on the three response
quality categories: appropriately acknowledged, appropriately addressed, and dismissed. An average
of all coder agreements will be computed.

8.1.3 Computation

We will compute percent agreement scores for the three defined areas. Information will be
available in real time to allow for retraining if necessary and ongoing monitoring. All scores will be
maintained in a data file and summary reports will be computed at study end (or when required).
The table below provides an example of how all three percent agreements will be calculated. The
three percent agreements are highlighted in blue.

Note the computation varies because area one is a count variable, and areas two and three are all
dichotomous variables (yes/no). For the number of geriatric concerns mentioned, percent
agreement is calculated on the difference score between the coder and consensus and a percent of
those coded correctly divided by those coded incorrectly.
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Percent Variable Coder | Coder | Coder Consensus A and B and Cand %

Agreement A B B Consensus | Consensus | Consensus | Agreement
# of Concerns ::;T:?S;gg geriatric concern 7 5 5 5 0% 100% 100% 67%
Functional Status 1 0 1 1 100% 0% 100% 67%

Nutritional Status 1 1 1 1 100% 100% 100% 100%

Cognition 0 0 0 0 100% 100% 100% 100%
Geriatric Physical Performance 1 1 1 1 100% 100% 100% 100%
Domain Comorbidity 0 0 0 0 100% 100% 100% 100%
Mention Po|ypharmacy 1 0 1 1 100% 0% 100% 67%
Social Support 0 1 1 1 0% 100% 100% 67%
Psychological Status 0 1 0 0 100% 0% 100% 67%
83%
Concern 1 1 1 1 1 100% 100% 100% 100%
Response Concern 2 0 0 0 0 100% 100% 100% 100%
Quality: Concern 3 1 1 1 1 100% 100% 100% 100%
Acknowledged (oncern 4 1 1 1 0 0% 0% 0% 0%
Concern 5 0 0 1 1 0% 0% 100% 33%
Concern 1 0 0 0 0 100% 100% 100% 100%
Response Concern 2 0 0 0 0 100% 100% 100% 100%
Quality: Concern 3 0 1 0 1 0% 100% 0% 33%
Addressed  concern 4 1 1 1 1 100% 100% 100% 100%
Concern 5 0 0 0 0 100% 100% 100% 100%
Concern 1 0 0 0 0 100% 100% 100% 100%

Response 0 0 0 0 100% 100% 100% 9
Quality: Concern 2 ) b o 100%
Dismissed Concern 3 0 1 0 1 0% 100% 0% 33%
Concern 4 1 1 1 1 100% 100% 100% 100%
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Concern 5 0 0 0 0 100% 100% 100% 100%
Mention of Geriatric Assessment 1 0 1 1 100% 0% 100% 67%
éls;icsj;v:lues/goals for treatment 1 1 1 1 100% 100% 100% oot
Elicit caregiver perspective/input 0 0 0 0 100% 100% 100% 100%
Discussed health care proxy 1 1 1 1 100% 100% 100% 100%
Goals of care preferences 0 0 0 0 100% 100% 100% 100%
Confirm health care proxy in chart 0 1 0 0 100% 0% 100% 67%
List emergency contacts in chart 0 0 1 0 100% 100% 0% 67%
Confirm Advanced Directives in chart 0 0 0 0 100% 100% 100% 100%
Discuss advanced directive 1 1 1 1 100% 100% 100% 100%
Change chemo regimen 0 0 1 1 0% 0% 100% 33%

81%
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8.2 Appendix C: Data that will inform Consort Diagram
Total S# Enrolled Total # Total # Total # Total # Total Total Total Total Total
Patients (Excludes Patients With | Patients With | Patients With | Patients With | Active with Currently Withdrawn Deceased Deceased
(Excludes Registration Baseline 4-6 Week 3 Month 6 Month Missing Active During Post
COACH Registration Errors) Packets Packets Packets Packets Data (excludes Study Study
Errors) Received Received Received Received (missing withdrawn
(Visit 0) (Visit 1) (Visit 2) (Visit 3) (Visit 4) Forms) and
deceased)
Patient
Caregiver
Totals
Total # # Screen # Screen # Pending # Registration # Enrolled
Screen Failures withdrawals Enrollment Errors
Registered (ineligible, (Screen
(Includes deceased) Registered but
Registration not Enrolled)
COACH Errors)
Patient
# Patients Withdrawn (w/d) or Expired during given assessment period
Time
period Screen Baseline 4-6 Weeks 3 month visit 6 month visit
Withdrawn
Expired
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Appendix D: COACH Study Cluster Randomized CONSORT Flow Diagram

552 NCORP Component Sites Contacted

274 NCORP Components Sites chose not to

A 4

278 Component Sites Agreed to Participate and
Obtained IRB approval
(Pre-clustered practice sites)

v Clusters Randomized

85 Practice Site Clusters

participate and did not obtain IRB approval

2 clusters no longer affiliated"
» | 17 clusters inactivated study

v

. .. 2
35 active clusters never enrolled participants

31 Practice Site Clusters that Enrolled Pts & CGs
546 Pts, 417CG, 132 Phys Enrolled

17 Practice Sites allocated to GA (Intervention)
(64 phys, 296 pts, 233 CGs)

14 Practice Sites allocated to Usual Care
(Control)

»| 3 pts, 2 CG protocol
- 2 pt, 2 CG withdrew
v 7| 1ptexpired

63 Phys, 290 pts, 229 CGs

1 pt, 1CG protocol

1 registered ineligible

(68 phys, 25Q pts, 184 CGs)
v violation
v

3 pts, 2 CG withdrew

68Phys, 245pts, 181CGs

PCORI Primary Aim’

4 pts no audio captured5
2 pts Protocol violation

—>

A 4
62 physicians, 284 patients, 225 CGs
included in primary analysis
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—»| 19 No HCCQ
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PCORI Primary Aim’

| 1 noaudionot captured5

\4

63 physicians, 271 patients, 211 CGs
included in primary analysis

68 physicians, 244 patients, 180 CGs
included in primary analysis
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NCI Primary Aim”

—PI 6 No HCCQ

A 4

67 physicians, 239 patients, 177 CGs
included in primary analysis

1-sites are no longer associated with their respective NCORP or with the URCC Research Base; 2-clusters that maintained IRB approval but never actually enrolled any participants

3-discussions about age-related issues during clinic consultation-assessed using audios of baseline visit with physician

4-satisfaction with communication regarding age-related issues-assessed using HCCQ's collected at baseline.

5-irretrievable, site miscommunication, technical difficulty, or protocol violation
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STUDY SCHEMA AND SUMMARY

Cluster Randomized Trial

i Arm 1

GA information
N and GA-driven ePatient satisfaction
D interventions with communication
© provided to \ (patient)
M each enrolled L
I patient eCommunication
z caregiver, and (betwg:en patients,
E physician prior Care&_"‘f’er& and

to treatment physicians)
)
| e Quality of life
T Arm 2 (patle_nt—reported and
£ caregiver-reported)
s Usual Care

This study will evaluate whether a standardized geriatric assessment (GA)' administered through a novel
web-based approach can facilitate communication of age-related problems that could influence outcomes
important to the older cancer patient and his/her caregivers." Adults, age > 70 with an advanced solid
tumor malignancy, who have not received systemic cancer treatment (e.g., chemotherapy, monoclonal
antibodies, or targeted therapies) for the current diagnosis of advanced cancer in the University of
Rochester Cancer Center Community Clinical Oncology Program (UR CCOP) network, will be eligible.
Oncology physicians who practice at sites within the UR CCOP network are eligible to participate in the
study and will be enrolled. Their eligible patients will then undergo the informed consent process; those
patients who agree to participate in this study will undergo a clinical assessment consisting of
sociodemographic characteristics and GA. Eligible patients should choose one caregiver to participate.
All baseline assessments will be performed prior to initiation of cancer treatment (if any) for the patient.

Once site IRB approval is obtained, oncology physicians will be recruited, consented, and will complete
the oncology physician baseline surveys. CCOP practice sites (patient n=528) will be randomized to
receipt of GA plus recommendations guided by GA results (arm 1) or usual care (arm 2). For this cluster
randomized study, a CCOP practice site will be defined as any practice location within an overarching
CCORP designation where oncology physicians and study staff work independently (e.g., do not cross over
into another practice site). In arm 1, oncology physicians, patients, and caregivers will be provided with
GA information plus recommendations. In arm 2, patients will complete GA, but no GA information will
be provided to the oncology teams except for information regarding clinically significant cognitive

' Geriatric assessment (GA) is a compilation of survey-based and assessment tools to assess geriatric domains such
as comorbidity, functional status, nutrition, physical performance, cognition, and social support, which measures
aging related issues that can affect the quality of life of an older patient with cancer. GA can better predict tolerance
to cancer treatment and adds important age-related information that is not routinely captured by oncologists.

" For purposes of this study, a caregiver is defined as a valued and trusted person in a patient’s life who is supportive
in health care matters by providing valuable social support and/or direct assistive care. The caregiver accompanies
the patient to medical appointments, is able to listen and give thoughtful advice and may be a family member,
partner, friend, or professional caregiver.
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impairment and/or depression. In both groups, the first office visit with the oncology physician after GA
(must be prior to starting cancer treatment if planned) will be audio-recorded (to measure number of
concerns brought up by patients and caregivers and whether they were addressed by their oncology
physicians), and measures of quality of life and satisfaction will be collected at screening and baseline, 4-
6 weeks, 3 months, and 6 months. The primary outcome, patient satisfaction regarding communication
about age-related issues as measured by a modified Health Care Climate Questionnaire (HCCQ), will be
obtained via a phone call administered by trained personnel, the Telephone Team, who are blinded to
group assignment within 1 to 7 days of the baseline audio-recorded clinic consultation, hereby referred to
as the Telephone Team Call. If a telephone call is not feasible, the HCCQ will be mailed with a return
envelope provided. Caregivers will complete measures of satisfaction, and caregiver burden (both health
and economic) at the same time points. However, caregivers will not receive the Telephone Team Call.

A total of 528 patients and 528 caregivers (maximum) will be enrolled in the study.
1. BACKGROUND INFORMATION

1.1. Intervention to be Studied

The University of Rochester Cancer Center Community Clinical Oncology Program (URCC CCOP)
Research Base will conduct a cluster randomized study evaluating whether providing a GA summary
with recommendations to older patients with advanced cancer, their caregivers, and their oncology
physicians can improve patient satisfaction with communication about age-related issues and
concerns. Secondary aims will determine if the intervention increases discussions about age-related
issues during a clinic consultation, improves patient-reported quality of life, and improves caregiver
burden and caregiver satisfaction with communication.*?

1.2. Background and Significance

Older adults with cancer and their caregivers are presented with complex information regarding the risks
and benefits of cancer treatment for advanced cancer, but age-related concerns and outcomes are not
usually discussed.® Outcomes important to the older adult with cancer include not only tumor shrinkage
and progression-free survival (which are traditionally measured in clinical trials), but also the effect of
treatment on health-related quality of life (HRQoL) and geriatric domains.®> Our preliminary data with
older patients with advanced cancer and their caregivers demonstrates that the vast majority want
information on how cancer treatment can affect geriatric domains (e.g., independence, mood, cognition).
Our preliminary data has also shown that incorporating GA, a validated patient-centered approach to the
assessment of underlying health status, into the clinical decision making process for older patients with
cancer is feasible and helps to identify conditions (normally overlooked in routine oncology care) that are
rated as very important to older patients and caregivers.*’ Common assessment instruments in oncology
such as performance status do not address critical domains that affect patient-centered outcomes,
morbidity, and mortality in the older patient.® Significant gaps in knowledge regarding cancer treatment
in older and/or vulnerable adults led to the formation of the Cancer and Aging Research Group (CARG),’
a coalition of geriatric oncology researchers and older patient advocates, working together towards
improving clinical care for older adults with cancer. In 2010, CARG received a U13 grant (U13
AGO038151), in collaboration with the NCI and NIA, to conduct and disseminate findings from 3
conferences over 5 years on “Geriatric Oncology Research to Improve Clinical Care.”*®**° The first U13
conference identified the need to incorporate GA into clinical care to facilitate communication regarding
the risks an8d benefits of cancer treatment for older patients with cancer plus other age-related health status
conditions.

1.3. Condition to be Studied
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A growing population of older patients is at high risk for adverse outcomes from cancer treatment.
Cancer is a disease of aging; approximately 60% of all cancers and 70% of cancer mortality occur in
persons aged 65 years and over." The number of
cancer patients over the age of 65 is projected to
significantly increase over the next 20 years

Figure 1: Increase in older patients
with cancer
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1.4. Geriatric Assessment

GA is a validated mechanism to obtain patient-reported information about issues important to the
older adult including function (i.e., ability to remain independent in self-care and community),
psychological status, cognitive abilities, social support, and the impact of medical problems on
quality of life. In our team’s research, geriatric domains captured on GA are the most important
outcomes for older patients with cancer, more so than traditional oncology outcomes (such as tumor
response, progression-free survival). The results from our pilot work with patients and caregivers (see
Preliminary Data, Table 1) are consistent with another study that demonstrated that older patients may
forgo life-sustaining measures if they will have a significant impact on function and cognition.™®

1.5. Geriatric Assessment Components and Relevance to Older Patients with Cancer

GA provides valuable information that could identify and help address the concerns of older patients with
cancer and their caregivers. A description of each GA domain and its relevance to the older patient with
cancer is provided below.

1.5.1. Functional Status and Physical Performance: The need for functional assistance (measured by
ability to complete activities of daily living) is predictive of chemotherapy toxicity and survival.**#
Physical performance measures objectively evaluate mobility and fall risk.?*** Falls are common in
cancer patients and predictive of adverse outcomes.***

1.5.2. Comorbidity and Polypharmacy: Among patients with cancer, comorbidity is associated with
poorer overall survival.?** Comorbidity impacts cancer treatment tolerance.*** Furthermore, these
comorbid conditions may predispose patients to the risks of polypharmacy and drug interactions.*
1.5.3. Nutrition: Poor nutritional status is associated with an increased need for functional assistance
and poorer overall survival in the geriatric population.®® Unintentional weight loss during the 6
months prior to chemotherapy is associated with lower chemotherapy response rates and lower
overall survival.*’

1.5.4. Cognition: A cognitive assessment is needed to determine if the patient has the decisional
capacity to consent and adhere to supportive care medication instructions and understand the
indications to seek attention. In the presence of cognitive impairment, the involvement of the
patient’s family or caregiver is required to maintain safety.***
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1.5.5. Psychological State and Social Support: In a study of older adults with cancer, significant
distress was identified in 41% of older adults, and poorer physical function correlated with higher
distress.* In both the geriatric and oncology literature, social isolation has been linked to an
increased risk of mortality.*>*

The evidence suggests that although underlying health status issues and deficits in geriatric domains
correlate directly with toxicity of therapy and patient-centered outcomes, these considerations are not
addressed in routine oncology clinical care.*® Although the commonly used Karnofsky Performance
Status (KPS) and Eastern Cooperative Oncology Group (ECOG) performance status (PS) measures do
correlate with treatment toxicity, these tools were validated in younger groups of patients and do not
reliably predict outcomes in older adults with cancer.”*’ GA, a compilation of validated tools to assess
geriatric domains such as comorbidity, functional status, nutrition, physical performance, cognition, and
social support, can help define the “stage of aging.”*® GA can better predict tolerance to treatment****°
and adds important age-related information that are not captured by traditional PS assessment tools
utilized in oncology.™ A CARG study (Hurria and Mohile, et al.) found that several GA variables
predicted severe chemotherapy toxicities in older patients." GA has also shown to predict overall survival
in older cancer patients.” Studies have found that oncology physicians will modify treatment decisions
based on GA results when information is provided to them.>*® Our research team has found the GA
proposed in this study is feasible in oncology clinics and trials."">* Unfortunately, clinical trial data that
dictate evidence-based care for patients with cancer, the majority of whom are older with additional
health status considerations, have not generally included GA. Successful completion of this research has
the potential to incorporate communication of GA results into the clinical care of older adults with
advanced cancer.

1.6. There is a critical gap in knowledge regarding how to improve communication about age-
related concerns between older adults with cancer, their caregivers, and oncology physicians.>**°
The use of health-related quality of life (HRQoL) assessments in clinical practice has been shown to
monitor disease and treatment, improve the delivery of care, and detect physical or psychosocial
problems that otherwise might be overlooked.”"*® For example, Detmar et al. showed that providing
physicians and patients with summaries of patient-reported HRQoL information increased discussions
and improved management of HRQoL issues in patients with cancer undergoing chemotherapy.
Similarly, important patient-reported information obtained from GA could help oncology physicians
address age-related concerns of patients and their caregivers thereby improving satisfaction with
communication and HRQoL. Despite the fact that the majority of cancer patients are aged 70 and over,
most oncology physicians have received little training in the care of older patients.” As a result, common
problems facing an aging population of cancer patients may go unrecognized and produce serious
consequences.’® Identification of age-related concerns may also facilitate discussions about prognosis,
which is important because many patients do not understand that cancer treatment is not curative in the
setting of advanced cancer and can negatively affect quality of life.”® Although GA predicts risk from
cancer treatment and survival in older patients with cancer, there is no evidence-based approach regarding
the use of GA to improve communication during the decision making process for cancer treatment. The
hypothesis of this research proposal is that providing older patients with cancer, their caregivers, and
oncology physicians with a summary of GA information and recommendations can improve patient
satisfaction with communication about age-related health concerns, improve observed communication of
age-related concerns captured with audiotapes of clinic encounters of older patients, caregivers, and
oncology physicians, and improve patient-reported quality of life.

1.7. Geriatric Assessment Recommendations and Relevance to Older Patients with Cancer and
Caregivers

We hypothesize that providing information on GA and recommendations to oncology physicians can
improve patient-reported outcomes such as HRQoL, which is similar to an approach showing that an early
palliative care intervention improved outcomes of patients with advanced lung cancer.®® Interventions
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guided by GA have positive effects on health outcomes including prevention of disability and reduction in
the risk of falls, unplanned hospitalizations, and nursing home admissions.>*® Several studies have
shown that the implementation of GA with recommendations into the clinical care of older patients with
cancer is feasible.*” The ELCAPA study illustrated that providing GA information to oncology teams
can influence treatment decisions, although outcomes from these interventions were not measured in this
study.® Another pilot study showed that GA affected the oncology treatment plan.>® In a study by
McCorkle et al.,** geriatric nurse practitioners conducted GA with cancer patients, which led to a survival
advantage (67% in the intervention group compared with 40% in the control group) and improved
HRQoL. In a study by Goodwin et al., breast cancer patients in the GA-driven interventions group were
significantly more likely to return to normal functioning than controls.” Different approaches for
chemotherapy selection and dosing for older and/or frail patients are supported by the literature and are
incorporated into the framework as GA-driven recommendations. For example, the FOCUS-2 trial found
that chemotherapy for advanced colorectal cancer was safe and efficacious in the older and/or frail patient
if started at a 20% dose reduction with escalation as tolerated.®® The GA and recommendations utilized in
this proposal have been developed through preliminary work, extensive review of the evidence, and
clinical expertise of the geriatric oncology physicians on the research team.

1.8. Conceptual Model Highlighting Relevance of Topic to Older Patients and Caregivers.

In 2007, the NCI published a monograph, co-authored by Drs. Epstein and Street, Patient-Centered
Communication in Cancer Care, which reviewed 2200 relevant communication studies.”” The
monograph includes a conceptual framework that has been adapted for this study (Figure 2).

1.8.1. Patient-centered care. Patient-centered care considers the patient’s unique experience of
illness as equal in importance to the physician’s disease/diagnostic perspective; it directs clinicians
to see the world both through the patient’s eyes as well as through a clinical lens.®*® There is general
agreement that patient-centered care: 1) explores and validates patients’ individual experiences of
suffering and their needs, expectations and values; 2) offers patients opportunities to provide input
into and participate in their care; and 3) enhances partnership, shared understanding, and trust in the
patient-physician relationship.

1.8.2. Communication is a process of mutual influence and interaction. The proposed study is based
on the Street/Epstein “Ecological Model” of patient-centered communication.” It is an interactional
model. In health-care settings, effective communication is characterized by:

1.8.2a. Informed, activated, participatory, and communicative patients and caregivers.
Activated patients and caregivers express their concerns and participate actively in decisions.
Providing GA information to patients and their caregivers could facilitate “activation.” We will
measure participation in the encounter through direct observation and measure the quality of the
patient-clinician relationship using surveys.

1.8.2b. Informed, receptive, patient-centered, and communicative clinicians. Clinician patient-
centered behaviors include organizing the visit to elicit patients’ concerns, raising issues often
ignored in clinical consultations, and responding to patients’ concerns with information and
empathy. We can observe the degree to which oncology physicians explore and validate patients’
and caregivers’ concerns about age-related conditions. Patients and caregivers will report on the
degree to which they felt included in discussions regarding their care.

1.8.2c. A health-care system that provides accessible, well-organized, and responsive health
services that are tailored to the patient’s needs. For example, greater access to services that
address age-related issues may improve outcomes. We will measure this dimension via
patient/caregiver surveys.
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Figure 2. Conceptual Model
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1.9. Preliminary Data

The investigative team is poised to build upon a considerable body of prior work. The research team has
conducted studies that have demonstrated the high prevalence of health status issues that could influence
cancer outcomes in older patients.’** They have developed a GA tool for older persons with cancer and
the feasibility of this tool has been studied in hundreds of cancer patients in multicenter clinical trials.>"**
They have collaborated on a prospective multicenter study to quantify the risks of chemotherapy among
older adults with cancer.* Dr. Mohile has pilot-tested GA and GA-driven interventions with 200 patients
from her geriatric oncology clinic.”* Drs. Mohile, Epstein, and Dale have experience in the study of
communication in oncology. Other investigators lend significant interdisciplinary expertise and
stakeholders (CARG, an advisory board of older patients with cancer, advocates and caregivers, and
community oncology physicians) have provided significant input at all stages of preliminary work.

Of importance, Dr. Ron Epstein and Dr. Mohile collaborate on a NCI-funded study (RO1
NIH/1R01CA140419-01A1), which evaluates whether a communication coaching intervention that
targets oncology physicians, patients and caregivers improves discussions regarding prognosis and
treatment choices in advanced cancer. The primary outcome for this study (physician communication
behaviors) is obtained from clinic consultations that are audiotaped. The patients (n=81 older patients)
also completed a measure of patient satisfaction (Health Care Climate Questionnaire), which provided
preliminary data for sample size calculations for the current proposal as the primary outcome.

1.9.1. Prevalence of Health Status Issues in Older Patients with Cancer. Using a nationally
representative population-based database, Mohile and collaborators published two investigations that
demonstrated that disability, comorbidity, and geriatric syndromes are more common in cancer
patients than in those without cancer and that cancer was independently associated with having these
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conditions.”*° In addition, Drs. Hurria and Mohile have collected GA data from over 500 older
cancer patients receiving chemotherapy at 7 institutions.! The assessment revealed a number of
findings that would not have been detected from a visit’s routine history and physical exam. For
example, 41% of patients needed assistance with instrumental activities of daily living despite a mean
physician-reported KPS of 85 out of 100; 16% had recent falls, and 6% had severe cognitive
impairment on the cognitive screening test.

1.9.2. Feasibility of a Geriatric Assessment for Older Adults with Cancer.”* The geriatric and
oncology literature was reviewed to choose validated GA measures. Selection criteria included
reliability, validity, brevity, the ability to self-administer, and the ability to prognosticate risk for
morbidity or mortality in an older patient.” The final selection of measures was approved by the
Cancer and Leukemia Group B (CALGB) Cancer in the Elderly and Quality of Life Committees. The
initial feasibility study of this tool was conducted in a multicenter study by Dr. Hurria and Dr.
Mohile. Forty patients (mean age 74, range 65 to 87) with cancer participated in the study. The GA
was feasible, as demonstrated by a mean time to completion of 27 minutes; 90% of patients were
satisfied with the questionnaire length, and 78% were able to complete it on their own.” Subsequently,
CALGB 360401 evaluated the feasibility of incorporating the GA into oncology cooperative group
trials for older adults (n=93).>* The GA results met the protocol-specified feasibility criteria for use
in the cooperative group.

1.9.3. Can the Geriatric Assessment Predict Chemotherapy Toxicity?" The primary objective of Drs.
Hurria and Mobhile’s previous study was to determine if GA measures predicted grade 3-5 toxicity
(severe) using the NCI Toxicity Index, Common Terminology Criteria for Adverse Events (CTCAE,
V3.0). Among the 500 enrollees, the mean age was 73 years (range 65-91); 61% had metastatic
disease and 71% received 1st line chemotherapy. Grade 3-5 toxicity occurred in 53% (50% grade 3,
12% grade 4, 2% grade 5). Risk factors for severe toxicity included: 1) age > 73, 2) cancer type (GI
or GU), 3) standard dose, 4) poly-chemotherapy and the following GA measures, 5) falls in the last 6
months, 6) assistance with instrumental activities of daily living, and 7) decreased social activity.

1.9.4. Feasibility of Intervention Proposed in the Study, Contribution of Stakeholders, and Impact on
Clinical Care.” Dr. Mohile directs a referral-based consultative Specialized Oncology Care in the
Elderly (SOCARE) clinic which has collected pilot data on patient preferences, outcomes, and GA-
driven interventions in over 200 older patients with cancer (Table 1).”* All measures and the GA
intervention in this proposal are utilized within the SOCARE clinic. Patients were referred to the
clinic by their primary oncology team. As routine in the clinic, each patient completes GA by paper
and pencil, and summaries of results are provided to the patient and his/her caregivers. Ratings of
each GA domain and acceptability/understanding of the GA summaries are assessed. GA-driven
recommendations, developed by the SOCARE team, are provided to the referring oncology physician,
the patient, and his/her caregivers. Patient characteristics: Mean age was 82.1 (70-95) and 75% had
advanced disease. GA revealed 68% with functional impairment; 70% had >3 significant
comorbidities; 39% had poor nutrition;’? 26% screened positive for depression:” 59% reported
inadequate social support; 20% had an abnormal cognition screen (but had decision making
capacity);”* 34% had recently fallen, and 60% had poor physical performance.?*" Acceptability of
summaries: We have developed and revised the GA summaries based on extensive qualitative and
written feedback from the patients and their caregivers. The summaries include a description of the
test used to assess the domain in lay language, an interpretation of the score for each domain, and a
list of interventions to consider if the score signifies impairment. Acceptability of GA-driven
recommendations: On average, 80% of the GA-driven recommendations were implemented by the
referring oncology physician with an average of 6 interventions per patient (range 3-15).

1.9.5. The research team has experience with the assessment of patient-physician communication
(using audiotaped recordings, surveys, and chart reviews) in the setting of advanced cancer. Dr.
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Epstein, an expert in patient-centered communication and co-investigator on this study, has conducted
multi-method research to study patient-physician interactions using analyses of patient and physician
surveys and medical record audits.”® His research team has helped to establish that patient-centered
communication is associated with improved information exchange, reduced symptom burden, lower
health-care costs, and greater patient involvement in decision making.””’® The measures to assess
decision making in Dr. Epstein’s NCI-funded RO1 (Pl is a co-investigator) have been adapted for
patients with advanced cancer.®”®

Using 2 trained coders, we examined the audiotaped interactions between the older patients (n=32)
with advanced cancer and their oncology physicians (at 8 different sites) to assess number of
discussions related to geriatric domains brought up by patient and/or caregiver that were addressed by
the oncology physician and the number of “missed opportunities” (i.e., concerns brought up by
patients and caregivers that were not adequately addressed by the oncology physician). We found
that at baseline, there were 26 discussions and 26 missed opportunities among 32 audiotaped visits.
Fifty percent of visits had 0 age-related discussions; the median was 1 (range 1-3). The majority of
missed opportunities were related to functional ability (e.g., not taking medicines correctly), physical
functioning (e.g., inability to climb stairs, falls), social support (e.g., difficulty getting to
appointments), and medications (e.g., polypharmacy, drug interactions). This study was not elderly
specific and did not incorporate GA (which can identify deficits as described above), but the results
provide an estimate of the baseline number of discussions about age-related issues that occur in usual
care within oncology. We were able to utilize this data to help gather usual care information to
inform our analytic plan.

Dr. Dale, Chief of Geriatrics and Palliative Care at the University of Chicago, has expertise in
medical decision making, quality of life, and frailty and has studied the role of emotions in decisions
about screening, diagnosis, and treatment of cancer in older persons. He and Dr. Mohile have
collaborated on a study that evaluated patient-physician decisions with regard to the treatment of
advanced prostate cancer.®® His team, including Rita Gorawara-Bhat, a senior staff scientist with
expertise in qualitative methods (in-depth interviewing, cognitive interviewing, focus groups, Delphi
techniques, etc.) and survey methods (questionnaire design), has significant expertise in the
administration and collection of patient-reported outcomes via telephone. The University of Chicago
team, which is funded through a PCORI subcontract, will be blinded to group assignment and will be
able to administer and collect the primary aim as the Telephone Team.
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Table 1:

SOCARE Pilot Data on GA and GA-driven Interventions

GA Domains in
Relationship to
Cancer and
Chemotherapy in
the Older Adults

Examples of
Patient/Caregiver
Concern

(from pilot work)

Rating of
Importance
0-10 with
l0=very
important
Median/Range

GA-driven Interventions

Proportion

Cancer Trearment -How does my (or my Patient Care- -Change in type or schedule from -42%

Recommendations loved one’s) age and giver original oncology recommendations
underlying health status T 8 -Initial dose reduction with
affect safety and efficacy (4-10) (7-10) escalation as tolerated -35%
of treatment? -More frequent visits
-Will I (or mv loved -Change in supportive care -44%
one) live longer with medications -60%
treatment?

Functional abilities -How does my {1y 10 8 -Home/outpatient PT -30%

Physical loved one’s) functional (8-10) (5-10) -Home/outpatient OT -19%

performance status affect tolerance to -Home safety evaluation -12%

and/aor falls chemotherapy? -Personal Emergency Response -30%
-How can I (or my loved Swystem
one) maintain -Choose chemotherapy that is not -30%
mdependence while on neurotoxic if another option exists
chemotherapy?

Comorbidity How do specific chronic 7 G -Tailoring of medications -30%

Polypharmacy diseases influence (0-10) (0-10) -Elimination of dangerous -25%
tolerance to cancer medications
reatment? -Referral o PCP or specialist for -10%0
-How do we prevent side serious chronic medical condition
effects from
medications?

Cognition -How does my (or my 9 8 -Assess decision-making capacity -25%
loved one s) baseline (1-10) (4-10) -Referral for further diagnostic -25%
memory affect safety of worlk-up
chemotherapy? -Evaluation for reversible causes -10%%
-What 1s the impact of -Assess support and ability to take -25%
chemotherapy on my (or medications on own
my loved one’s) -Frequent visits to assess for -25%
memory’ delirium

-Health care proxy -80%
-Social work -50%

Psyvchological -My loved one is 3 8 -Referral for counseling and social -25%

Status depressed and anxious. (0-10) (4-10) work
How can we help this? -Antidepressant -25%

Nutrition What can we do to 9 9 -Nutrition consult -30%
unprove nuirition? (6-10) (6-10) -Meals on Wheels -10%0

-Mouth and dental evaluation -30%
-Supplements -20%

Social support -What are our resources 8 7 -Aide services or hagher level of care | -20%0
for support at home to (1-10) (5-10) -Transportation assistance
allow for safe delivery of -Community resources -15%
chemotherapy? -Health care proxy and code -40%0

discussion -75%

1.10. Study Subjects
The study involves adult human subjects.

For this cluster randomized study, the unit of randomization will be at the practice site level.

A CCOP practice site will be defined as any practice location within an overarching CCOP designation
where oncology physicians and study staff work independently (e.g., do not cross over into another

practice site).

Study subjects will include:
*» Oncology physicians at CCOP practice sites
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* Patients will complete surveys and will also agree to have a clinical consultation with an oncology
physician audio-recorded (baseline). Patients will have advanced cancer and various levels of functional
status. Patients will be asked to identify a caregiver who may choose to participate in the study. As much
as possible, caregivers should be recruited to be part of the study when the patient is recruited. In the rare
circumstance that there is no willing caregiver to participate, the patient will be allowed to participate
without a caregiver.

» Caregivers must enroll in the study before or on the baseline visit because they will accompany the
patients during the clinic consultation that will be audio-recorded (baseline) and complete surveys.

2. STUDY OBJECTIVES

This is a cluster randomized study within the University of Rochester Community Clinical Oncology
Program (CCOP) network evaluating whether GA can improve patient satisfaction with communication
regarding age-related issues between patients, oncology physicians, and caregivers. The study has
received support from the Patient Centered Outcomes Research Institute (PCORI) under their
“Communication and Dissemination” portfolio.

2.1. Primary Aim: To determine if providing geriatric assessment (GA) information plus
recommendations to patients, their caregivers and oncology physicians improves patient satisfaction
with communication with the oncology physician regarding age-related concerns.

Primary hypothesis: Patient satisfaction with communication with the oncology physician about age-
related issues will be significantly higher in the intervention group compared to the control group.

The primary outcome, patient satisfaction regarding communication about age-related issues as measured
by a modified Health Care Climate Questionnaire (HCCQ), will be obtained via the Telephone Team
Call, a phone call administered by trained personnel blinded to group assignment within 1 to 7 days of the
baseline audio-recorded clinic consultation. The HCCQ will be mailed (with a return envelope) if a
telephone call is not feasible.

2.2. Secondary Aim 1: To determine if providing GA information plus recommendations to patients,
their caregivers, and oncology physicians increases discussions about age-related issues during clinic
consultation.

Hypothesis: A higher proportion of age-related issues will be discussed and addressed in the intervention
group.

The outcome measure for this aim is the number of discussions related to the different aspects of geriatric
assessment that occur in the consultation clinic visit between the patient, oncology physician, and
caregiver. The clinic visit will be audiotaped.

2.3. Secondary Aim 2: To determine whether initially providing patients, their caregivers, and oncology
physicians with GA information plus recommendations prior to their treatment influences quality of life
of older patients receiving treatment and their caregivers.

2.4. Secondary Aim 3: To determine whether providing patients, their caregivers, and oncology
physicians with GA information plus recommendations influences caregiver satisfaction with
communication about age-related issues.

2.5. Exploratory Aims: Exploratory aims will evaluate whether the number of discussions about age-
related issues during the clinic visit correlates with patient satisfaction and will explore if communication
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about age-related issues influences how patients, caregivers, and oncology physicians make decisions for
cancer treatment.

3. STUDY DESIGN

Adults, age >70 with an advanced solid tumor malignancy, who have not received systemic cancer
treatment (e.g., chemotherapy, monoclonal antibodies, or targeted therapies) for the current diagnosis of
advanced cancer in the University of Rochester Cancer Center Community Clinical Oncology Program
(UR CCOP) network, will be eligible. Oncology physicians who practice at sites within the URCC
CCOP network are eligible to participate in the study and will be enrolled. Their eligible patients will
then undergo the informed consent process; those patients who agree to participate in this study will
undergo a clinical assessment consisting of sociodemographic characteristics and GA. Eligible patients
should choose one caregiver to participate.. All baseline assessments will be performed prior to initiation
of cancer treatment (if any) for the patient.

CCORP practice sites (patient n=528) will be randomized to receipt of GA plus recommendations guided
by GA results (arm 1) or usual care (arm 2). For the cluster randomized study, a CCOP practice site will
be defined as any practice location within an overarching CCOP designation where oncology physicians
and study staff work independently (e.g., do not cross over into another practice site). In arm 1, oncology
physicians, patients, and caregivers will be provided with GA information plus recommendations. In arm
2, patients will complete GA, but no GA information will be provided to the oncology teams except for
information regarding clinically significant cognitive impairment and/or depression. In both groups, the
first office visit with the oncology physician after GA (must be prior to starting cancer treatment if
planned) will be audio-recorded (to measure number of concerns brought up by patients and caregivers
and whether they were addressed by their oncology physicians), and measures of quality of life and
satisfaction will be collected at screening and baseline, 4-6 weeks, 3 months, and 6 months. The primary
outcome, patient satisfaction regarding communication about age-related issues as measured by a
modified Health Care Climate Questionnaire (HCCQ), will be obtained via the Telephone Team Call, a
phone call administered by trained personnel who are blinded to group assignment within 1 to 7 days of
the baseline audio-recorded clinic consultation. If the telephone call is not feasible, the HCCQ will be
mailed (with a return envelope). Caregivers will complete measures of satisfaction, and caregiver burden
(both health and economic) at the same time points. However, caregivers will not receive the Telephone
Team Call.

A total of 528 patients and 528 caregivers (maximum) will be enrolled in the study.

3.1. Choice of comparators

Because GA is not performed by community oncology physicians and this study ultimately will allow
patients/caregivers/oncology physicians to choose their cancer treatments, a usual care comparator arm is
appropriate and will allow for the accurate and appropriate assessment of how the intervention can
improve communication about age-related issues and outcomes compared to current clinical practice.
This study design is similar to previous studies that evaluated the impact of providing summarized
HRQoL information to patients and oncology physicians on communication and outcomes. Usual care
was the comparator arm in these cluster randomized studies.” "

3.2. Choice of study design

The study is designed as a cluster randomized trial because a care or service model is applied to each
patient by the oncology team. If a cluster design were not undertaken, there would be contamination in
that oncology physicians could choose the care or service model if they were exposed to patients
randomized to both arms. Given rapid changes that can occur in oncology practice with new supportive
care and treatment agents, it is important to compare outcomes in the same time frame as would be
possible in a cluster randomized study design compared to a “pre” versus “post” intervention study
design.
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4. PARTICIPANT ELIGIBILITY

4.1. Entry Criteria for Oncology Physicians
Oncology physicians must work at a CCOP practice site with no plans to leave that CCOP practice or
retire at the time of enrollment into study.

4.2. Entry Criteria for Patients

4.2.1. Inclusion Criteria for Patients
4.2.1a. Male or female 70 years of age or older with a history of cancer.

4.2.1b. Diagnosis of an advanced solid tumor malignancy. In most situations, this would be a
stage IV cancer. A patient with a diagnosis of stage Il cancer can be included if all other
inclusion and exclusion criteria are met and the patient is not planning to initiate treatment for
curative intent. Patients with lymphoma are eligible if all other inclusion and exclusion criteria
are met.

4.2.1c. Must be undergoing the decision for first line treatment with chemotherapy and/or
monoclonal antibody therapy and/or targeted therapy for the current diagnosis with their
primary oncology physician. Patients for whom radiation is being considered are eligible as
long as radiation is being considered for non-curative (i.e., palliative) purposes. Patients are not
required to ultimately receive these therapies.

4.2.1d. Have at least one geriatric assessment domain impaired other than polypharmacy per
Table 2.

4.2.1e. Have not previously received chemotherapy, monoclonal antibody therapy, or targeted
therapy for the current diagnosis of advanced cancer. Patients with a history of radiation,
surgery, or hormonal treatment are eligible. Patients who received adjuvant chemotherapy are
eligible. A patient may also be enrolled on a treatment trial and participate in this study, if all
other inclusion and exclusion criteria are met.

4.2.1f. Able to provide informed consent or, if the oncology physician deems the patient to not
have decision-making capacity, a patient-designated health care proxy must also sign consent in
accordance with institutional policies.

4.2.1g. Subject has adequate understanding of the English language because not all GA
measures have been validated in other languages.

4.2.2. Exclusion Criteria for Patients
4.2.2a. Have surgery planned within 3 months of consent.
4.2.2b. Patients who do not have decision-making capacity (decisionally or cognitively
impaired) AND do not have a health care proxy available to sign consent will be excluded from

the study.

4.3. Entry Criteria for Caregivers
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A caregiver can be anyone, age 21 or over, who is able to understand spoken English and understand the
study process and provide informed consent. One caregiver for each patient will be eligible and must be
chosen by the patient. For the purposes of this study, a caregiver is defined as a valued and trusted person
in a patient’s life who is supportive in health care matters by providing valuable social support and/or
direct assistive care. The caregiver accompanies the patient to medical appointments, is able to listen and
give thoughtful advice and may be a family member, partner, friend, or professional caregiver.

4.3.1. Inclusion Criteria for Caregivers

4.3.1a. Selected by the patient when asked if there is a “family member, partner, friend or
caregiver [age 21 or older] with whom you discuss or who can be helpful in health-related
matters™’; patients who cannot identify such a person (*“caregiver”) can be eligible for the study.
A caregiver need not be someone who lives with the patient or provides direct hands-on care.
A caregiver can be any person who provides support (in any way) to the patient.

4.3.1b. If a health care proxy signs consent for or with a patient, and wants to participate in the
caregiver portion of the study, this same person will always be the caregiver selected. If a
health care proxy does not want to enroll as a caregiver in the study or, if enrolled, chooses to
stop their own participation in the caregiver portion of the study, but is able to assist the patient
in completing the study, the patient can still participate. In other words, the health care proxy
can choose NOT to participate in the caregiver portion of the study. This does not preclude the
patient from participating in the patient portion of the study with the health care proxy’s
assistance.

4.3.2. Exclusion Criteria for Caregivers
4.3.2a. Caregivers unable to understand the consent form due to cognitive, health, or sensory
impairment will be excluded.

4.3.2b. A caregiver can only participate if the patient agrees to his/her participation.

5. IDENTIFICATION, RECRUITMENT, AND CONSENT PROCEDURES

Patients and their caregivers will be recruited from the outpatient community oncology practices affiliated
with the URCC CCOP Research Base network. The results of this study will be generalizable to the
majority of older adults with cancer and their caregivers because it will include older cancer patients and
their caregivers from diverse backgrounds and at varying health statuses.

5.1. Study Participants (Patients and Caregivers)

Study participants will be identified by their treating oncology physicians, who must already be enrolled
on the study, the nurses that work with the enrolled oncology physicians, and the clinical research
associates (CRAs). The CRAs will work closely with the enrolled oncology physicians and nurses to
monitor patients and identify those patients who are considering treatment for advanced cancer. The
oncology physician (or their designee) then confirms if the patient is an eligible study candidate for all
requirements other than GA impairment by completing the eligibility checklist with the CRA. The
oncology physician or CRA will introduce the study to the eligible patients and/or their designated health
care proxies/caregivers, and will provide them with an IRB approved study brochure and consent to
review. Adequate time will be provided to the patient and/or the designated health care proxy to read the
consent. At this time, the patient should select a caregiver. The CRA, the oncology physician, and the
nurses are available to answer any questions the patient may have about any aspect of the study prior to
consenting and throughout the entire study period. Patients and/or their designated health care proxies
and caregivers may choose to sign the appropriate (patient or caregiver) informed consent documents
immediately on the day the study information is presented to them or they may choose to take the consent
forms home and discuss them with others; then if they decide to participate in the study, they can provide
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signed consent forms the next time they meet with the CRA or oncology physician.. Patients and/or their
designated health care proxy/caregivers must sign consent prior to the oncology physician initiation of
any treatment.

5.1.1. Informed consent will be obtained from the patient, unless they lack capacity to provide
consent. If a patient lacks capacity, a health care proxy will be required to sign consent per
institutional or local policies on consent for incapacitated/decisionally impaired subjects. If the
patient does not have an appointed health care proxy, he/she will not be enrolled onto the study. All
consent documents will be signed by the patient and/or designated health care proxy and maintained
in the patient record with copies provided to the patient and/or designated health care proxy.

5.1.2. The screening measures will then be performed. Those with a diagnosis of dementia, as noted
in their medical record or diagnosed by a physician, or who meet the cut-off score for impairment on
the cognitive screen (score of 11 or more on Blessed Orientation-Memory-Concentration Scale) can
be included if a designated health care proxy selected by the subject also signs the consent form. The
goal of the intervention is to improve outcomes of older cancer patients with all underlying health
conditions including cognitive issues. Therefore we will include these patients and will conduct the
assessments with assistance of the proxy. The health care proxy should agree to participate in the
study as the caregiver. If a health care proxy chooses to stop their own participation in the study, but
is able to assist the patient in completing the study, the patient can still participate.

5.1.3. Ethical standards for human subjects will be strictly followed in accordance with local policies
and/or institutional review board requirements on the enrollment of adult decisionally incapacitated
research subjects and permission of authorized representatives.

5.1.4. Current, state, federal, and institutional regulations concerning informed consent will be
followed. Participation in this study is voluntary. Participants are free not to take part or to withdraw
at any time, for whatever reason, without risking loss of present or future care they would otherwise
expect to receive. In the event that a patient does withdraw from the study, the information they have
already provided will be kept in a confidential manner. Data will be used unless permission is
revoked in writing and sent to their oncology physician or the URCC study team. Site oncology
physicians will be directed to forward any such correspondence to the URCC study team.

5.2. Oncology Physician Recruitment and Consent.

Because oncology physicians are being recruited and enrolled from sites across the country, oncology
physicians will read and sign a consent form either via Research Electronic Data Capture (REDCap) or on
paper if REDCap is not a feasible option. REDCap is a software toolset (see Section 16.3 for more
information) for electronic collection and management of research and clinical trial data developed by
Vanderbilt University. Oncology physicians will read the consent form themselves and will sign the
consent form on their own. Oncology physicians will be consented prior to the enrollment of their first
eligible patient. Consent will not be obtained again with each additional patient enrolled. Staff from the
URCC Research Base (including the PI) will be available to answer any questions the oncology
physicians may have over the phone. Procedures for the oncology physicians are minimal risk and
involve: completing surveys that will be de-identified and identifying patients for the study.

Oncology physicians will provide baseline demographic information, fill out surveys that evaluate
preference for decision-making, and help identify their own patients who may be eligible for the study. If
oncology physicians are in the intervention arm, they will need to participate in one 20-minute phone call
with a member of the Research Base. The surveys can be completed online via REDCap or on paper if
REDCap is not feasible. REDCap will securely store the oncology physician’s email address for surveys.
In addition to the email address, the only personal identifying information the oncology physicians will
provide will be their name, age, ethnicity, and the name of the clinic where they work. The oncology
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physician will be assigned a respondent ID number, which will be used to link their surveys together with
those of patients enrolled in the study that the oncology physician sees.

The oncology physician also will agree to have one visit per each patient audiotaped (baseline). All
parties present for recorded office visits, including: enrolled patients, any accompanying caregivers,
family or friends, the oncology physician, and any other physicians or health care providers not
participating in the study will be fully aware that the conversation is being audio-recorded and will
provide verbal assent immediately before any recording begins, in addition to the prior written consent of
enrolled subjects. These audiotapes will be labeled and stored using the patient’s initials and date.

The participation of oncology physicians in the research study meets criteria for “waiver of
documentation of consent” because the research involves no more than minimal risk to the oncology
physicians and there are no procedures for the oncology physicians that would normally require written
consent outside of the research context.

6. REGISTRATION

6.1. Prior to entering participants (i.e., oncology physicians, patients, caregivers) on this protocol, the
following must be on file at the URCC CCOP Research Base:
6.1.1. Documentation of IRB approval in the form of an HHS Protection of Human Subjects
Assurance Identification/IRB Certification/Declaration of Exemption (formerly Form 310), CTSU
approval form or signed letter from the IRB.
6.1.2. A copy of the institution’s IRB-approved informed consent document.
6.1.3. Written justification for any substantive modifications made to the informed consent
concerning information on risks or alternative procedures.

These documents are submitted to:

Cathleen_Lesniewski@urmc.rochester.edu
OR

Ms. Cathy Lesniewski

URCC CCOP Research Base

Saunders Research Building

265 Crittenden Blvd

CU 420658

Rochester, NY 14642

6.2. Patient subjects meeting eligibility criteria are registered AFTER they complete the GA measures
and if they have at least one score within GA indicating impairment other than polypharmacy (Table 2).

6.3. To register a subject, refer to section 10.3.2: Registration Procedures- REGISTER PRIOR TO
STUDY VISIT WITH THE ONCOLOGY PHYSICIAN DURING THE BASELINE VISIT AND PRIOR
TO CANCER TREATMENT INITIATION (IF PLANNED).

6.4. A total of 528 patients and maximum of 528 caregivers is planned. Each patient will be able to
choose one caregiver to participate.

6.5. This protocol is open only to affiliates of the URCC CCOP Research Base who provide written
documentation of IRB approval. There will be no accrual at the URCC CCOP Research Base itself.

7. OUTCOMES

The outcomes of this study were informed by preliminary data that show that older patients and
caregivers rate communication about age-related issues as very important.
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7.1. Primary Outcome

The Health Care Climate Questionnaire (HCCQ) %% measures patient-centered autonomy-supportive
physician behaviors and satisfaction with communication such as whether the patient and caregiver feel
that the physician understands his/her perspective, provides choices and options, and encourages
participation in decisions. The measure has been studied and validated in older patients. Similar to other
studies which adapt satisfaction scales to capture specific clinical criteria (e.g., satisfaction with the
physician regarding communication about chemotherapy),® the HCCQ has been modified for this study
to specifically address patient satisfaction with oncology physician behaviors and communication
regarding age-related issues and concerns in order to specifically address satisfaction with the
intervention (geriatric assessment summary and recommendations) rather than satisfaction with other
aspects of cancer care (e.g., communication about cancer treatment). As is done with satisfaction with
care surveys in other research and in clinical settings, the HCCQ (both modified and original) will be
administered within 1 to 7 days after the baseline audiotaped clinic visit.* These measures will be
obtained via a phone call administered by trained personnel (or mailed if a telephone call is not feasible).
Our University of Chicago collaborators (Dale and Gorawara-Bhatt) have experience with the conduct of
such assessments over the phone and this minimizes perceived or real influence from the oncology
physician or team. The University of Chicago collaborators and research staff, who are subcontracted
through PCORI, will be blinded to group assignment as the Telephone Team. Press-Ganey measures of
satisfaction of overall care will be collected at week 4 and in follow up visits. The HCCQ will also be
completed as part of the patient and caregiver packets in follow up time points for comparison.

Dr. Epstein’s research team has extensive experience’®® with the use of the HCCQ and has captured this
measure in 81 patients similar to those who will be recruited for the proposed study (older patients with
advanced cancer). Patients were recruited to a NCI-funded study that is evaluating a coaching
intervention to improve physician communication behaviors.* Because the study utilizes a cluster
randomized design, an intracluster correlation coefficient (ICC) was estimated from existing data to assist
with sample size calculations for the current proposal. HCCQ has 5 questions measured on a Likert scale
of 1-5, which are added to create a score between 5-25. Ceiling effects are common with HCCQ and with
patient satisfaction scales in general, although the modified version likely has less of a ceiling effect due
to its focus on a specific clinical scenario. Despite the ceiling effects, policy makers have utilized patient
satisfaction as a key measure for reimbursement in clinical practice, with a focus on obtaining “perfect”
scores.

For example, the Hospital VValue-Based Purchasing (VBP) Program® is a Centers for Medicare &
Medicaid Services (CMS) initiative established by the Affordable Care Act of 2010 to reward acute-care
hospitals with incentive payments for the quality of care they provide to people with Medicare. Incentive
payments are funded by a withhold of 1-2% of each hospital’s base operating DRG payments for each
patient discharge over a year, placing hospitals “at risk” for this amount based upon performance on
quality measures. It is estimated that roughly half of participating hospitals will receive a net decrease in
payments, while the remainder will receive a net increase in payments resulting from superior
performance. The HCAHPS (Hospital Consumer Assessment of Healthcare Providers and Systems)
survey, which is the first national, standardized, publicly reported survey of patients’ perspectives of
hospital care, represents the performance measurement for the VBP Patient Experience of Care

Domain. The HCAHPS survey is quite similar to the HCCQ in the questions that capture satisfaction
with perceived understanding of patient’s values and goals by the physician and communication about
health care choices. In terms of reimbursement, CMS uses performance on nine measures from HCAHPS
and each hospital’s “top-box” raw score—the percentage of a hospital’s patients who chose the most
positive, or “top-box”—is utilized to calculate their Achievement Points and Improvement Points. In this
manner, the HCAHPS score is used as a binary variable, with hospital performance and, therefore,
payment depending upon the survey respondent’s choice of either the highest rating or any other rating.
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As a result, an intervention that can lead to the slightest improvement in patient satisfaction scores has
important policy implications. This is evident by studies that demonstrate the effectiveness of models of
care interventions with small differences in patient satisfaction scores.?”%%

7.2. Secondary Outcomes

For the first secondary aim, the first medical consultation after GA administration will be audio-recorded.
This data will be sent to the URCC Research Base and there it will be transcribed and content analyzed
with the aid of a checklist to determine whether the topics included in the GA were discussed and to
record the total length of consultation. Audio-recordings will be transcribed for quantitative analysis of
the communication processes, including number of questions asked and topics discussed..>”®9%
Methodology has been established in prior work by Dr. Epstein’s group. Coding will be performed
directly by 2 trained raters who will be blinded to group assignment. Inter-rater reliability will be
assessed by having raters code a random sample of 15% of the audio-recordings. If a high level of
agreement (>90%) is not obtained, then retraining of the raters by the research team will occur and a third
rater added. Disagreement will be resolved by a third rater with significant coding experience. A GA
communication composite score will be created by adding all GA-related topics that were discussed for
each visit.

Another secondary outcome measure will be patient-reported HRQoL as measured by the FACT. We
hypothesize that the mean HRQoL for patients at sites randomized to the intervention arm will be higher
than for those in the usual care arm at 4-6 weeks following the intervention and that this increase will be
both statistically significant and clinically meaningful.**'® We will include GA impairment (at baseline
and follow up) to evaluate if these influence patient-reported HRQoL differently in the intervention
versus the control group. Other secondary outcomes will include whether the intervention impacts
caregiver burden (as measured by the Caregiver Reaction Survey) and caregiver satisfaction with
communication (as measured by the modified HCCQ) at 4-6 weeks.

7.3. Data Sources
7.3.1. Audio-recordings. As part of baseline procedures, a clinic visit for both arms will be audio-
recorded for the analysis of content. For our secondary and exploratory aims, outcome measures are
derived from audio-recordings of oncology physician-patient visits (often with a caregiver present).
All enrolled patients (arm 1 and arm 2 groups) will have one office visit with their participating
oncology physician audio-recorded (baseline visit). All parties present for recorded office visits,
including: enrolled patients, any accompanying caregivers, family or friends, the oncology physician,
and any other physicians or health care providers not participating in the study will be fully aware that
the conversation is being audio-recorded and will provide verbal assent immediately before any
recording begins, in addition to the prior written consent of enrolled subjects (oncology physicians,
patients, and caregivers). Patients, caregivers and oncology physicians may receive copies of these
recordings at their request.

7.3.2. Patient Surveys. Patients will complete questionnaires prior to the start of treatment at
screening and baseline, and the Telephone Team Call within 1 to 7 days from baseline, and at 4-6
weeks, 3 months, and 6 months after the baseline visit. We are sensitive to respondent burden and
have minimized the number of items to be completed in a single sitting. All surveys have been
utilized in our pilot work with older patients with cancer and other age-related health conditions. In a
recent study, 98% of patients with non-small cell lung cancer with a median survival of 9 months
completed a baseline battery similar in length, and 70% and 64% of those who were still alive were
able to complete assessments at 3 and 6 months, respectively.'®%? As is often true for patients with
advanced disease, missing data were not random; sicker patients tended not to complete surveys. We
have included approaches to missing data in the statistical section of the protocol.
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7.3.3. Physician Surveys. Oncology physicians will complete a baseline questionnaire prior to or
when their first patient consents to the study. After the audio-recorded baseline clinic visit, oncology
physicians will be asked about potentially important covariates or moderators, including disease and
treatment characteristics.

7.3.4. Caregiver Surveys. Caregivers will complete surveys at the same time points as patients.
However, caregivers will not receive the Telephone Team Call. We will also ask caregivers to assess
satisfaction with communication and care, satisfaction with decisions, and caregiver burden (both
personal and economic).'®

7.3.5. Chart Abstraction and Claims. We will obtain information about disease location, pathology,
stage, and metastases from CRA surveys and will request information from the CRA on the final
treatment recommendations made and implemented. We will utilize medical information to verify
eligibility and in our exploratory aim to understand how communication about age-related issues is
related to decision-making for cancer treatment. In order to assess health care utilization (e.g.,
adverse events such as hospitalizations) for future work on examining cost-effectiveness of the
intervention, permission to obtain Medicare claims in the future will be asked on the consent form.
Claims will not be obtained for any individual patient until the patient has completed study
procedures for the current study. All consent and research procedures for obtaining Medicare claims
will be followed: http://www.cms.gov/Research-Statistics-Data-and-Systems/Computer-Data-and-
Systems/Privacy/Researchers.html

Permission to obtain claims is voluntary. Patients will be able to decline this procedure in the
consent. Declining consent for obtaining claims from Medicare for future research to examine cost-
effectiveness, quality of care, and health care utilization does not preclude patients from participating
in this study.

8. MEASURES SUMMARY
An overview of measures is provided here. A detailed description of each measure including a
summary table with collection time points is provided in Appendix X-1: Measures.

Patient and Caregiver Measures:

Demographics
Medical Characteristics and Treatment
Com-meds/Polypharmacy/Baseline Labs
Geriatric Assessment
- Assessments by Clinical Research Associate
- GA Patient Packet
Communication & Treatment Preferences
Satisfaction and QoL
Caregiver Health and Economic Burden

We have piloted all measures. In total, geriatric assessment measures that are filled out by the patient
require approximately 20 minutes of time. The additional measures require an additional 20 minutes of
time. We have incorporated flexibility with timing in order to reduce patient burden. The follow-up
guestionnaires require about 30 minutes of time in total.

Patients may complete the first geriatric assessment in clinic at time of consent or at in clinic before next
visit with the oncology physician. They may choose to complete measures at home in between visits.
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The geriatric oncology clinic at the University of Rochester routinely captures these measures as part of
clinical care.

The assessments performed by the Clinical Research Associate take about 20 minutes of time in total
(including physical performance and cognitive tests). Any person at the practice site can be trained by
Research Base staff to do the assessments. The assessments do not need to be performed by the oncology
physician.

The physician assessments will be done either on paper or through REDCap, whichever the oncology
physician prefers. The baseline assessments take no longer than 10 minutes and after each patient visit,
the decision-making form (to assess factors that influenced decisions) is less than one page long (2
minutes to complete).

8.1. Components of Geriatric Assessment (Patient):

Assessment tools comprising the comprehensive GA are listed in Table 2. The various assessment tools
were selected based upon extensive data in the geriatric literature demonstrating predictive value as well
as feasibility data in multiple studies of elderly patients with cancer. Other than the cognitive and
physical performance measures, the assessments are self-administered. Patients who cannot complete the
assessment on their own will receive assistance from study personnel or from a caregiver. The baseline
assessment is performed prior to the initiation of any cancer treatment. Brief follow-up GA measures are
collected at 4-6 weeks, 3 months, and 6 months. In Table 2 and in the text below, measures collected
only at baseline are noted with a (***), and all other measures will be collected at baseline and follow-up.

8.2. Other Clinical Measures (Patient and Caregiver)

8.2.1. Sociodemographics*** (patient and caregiver): Age, race and ethnicity, gender, highest level
of education achieved, employment status, marital status, and presence of a living companion will be
captured. We will also assess financial concerns and understanding of disease.

8.2.2. Tumor and Treatment Characteristics (patient): The tumor stage, previous surgery or
radiation, previous cancer treatment (e.g., chemotherapy for adjuvant treatment or hormonal
treatment), cancer treatment plan including chemotherapy, monoclonal antibody treatment, targeted
agents (intended and received), and supportive care medications will be captured by the CRA.

8.2.3. QOL, Symptoms, and Distress (patient and caregiver): Quality of life measures will include
assessments of distress and symptoms. Quality of life and symptoms will be measured using
validated assessments. Caregivers will complete validated measures to assess impact of caregiving
on their quality of life. Caregiver economic burden will be assessed including time required to give
care.

URCC13070 Protocol 4-2-14.docx Page 22 of 44



Table 2: Components of the Comprehensive Geriatric Assessment

DOMAIN TOOL SCORE SIGNIFYING IMPAIRMENT
Physical function |> Activities of Daily Living » Any ADL deficit
» Instrumental ADLs » Any IADL deficit
» Fall History » Any history of falls
» OARS Physical Health » A lot of difficulty with any task
Obijective physical [»> Short Physical Performance » <9 points
performance Battery
» Timed “Up and Go”"*** » >13.5 seconds
Comorbidity » OARS Comorbidity*** » Patient answered “yes” to >3 chronic
illnesses
» One illness interferes “a great deal”
with QoL
Nutrition » Body Mass Index > <21 kg/m?
» Mini Nutritional Status*** » <11 points
» Weight loss*** » >10% from baseline weight
Social support »> OARS Medical Social Support*** |> Patient answers one of the social
support questions indicating less than
adequate support for care
Polypharmacy » Polypharmacy » >5 regularly scheduled prescription
medications OR
» Any high-risk medication OR
»> Lab*** » Creatinine clearance <60 ml/min
Psychological » GAD-7 *** » >10 points
» Geriatric Depression Scale » >5 points
Cognition > Blessed OMC*** > >10
» Mini-Cog » 0 words recalled OR 1-2 words

recalled + abnormal clock drawing test

***Captured only at baseline
Abbreviations: ADL (Activities of Daily Living); Blessed OMC (Blessed-Orientation Memory Concentration

Test); GAD (Generalized Anxiety Disorder 7-1tem Scale); GDS (Geriatric Depression Scale); IADL (Instrumental
Activities of Daily Living); QoL (Quality of Life).

8.3. Processes of Communication and Experience of Care Assessments (Patient/Caregivers and

Oncology Physician)

8.3.1. Patient/Caregiver Assessments: At baseline, we will collect measures to assess patient and
caregiver satisfaction with communication, experience of care, and decision-making preferences. The
measures chosen for this study are validated tools designed to measure patients’ and caregivers’
confidence in their ability to communicate their concerns, obtain and understand information, ask
guestions, clarify uncertainties, and make sure that their oncology physician understands them. We
will measure understanding of prognosis, acceptance of terminal illness, and perceived uncertainty in
choosing options. At follow up visits, patient and caregiver satisfaction with the decision and
experience of care will be assessed with validated tools.

8.3.2. Oncology Physician Assessments: At baseline, we will collect information on
sociodemographics and decision-making preferences. Oncology physicians will be presented with a
clinical scenario of elderly cancer patients with a variety of geriatric-related impairments (i.e.,
physical frailty, cognitive impairment). A series of questions will follow each vignette inquiring
about the likelihood of the oncology physician to offer chemotherapy and cancer treatments in the
scenario. After the audiotaped clinical encounter, oncology physicians will complete a short follow-
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up survey (<10 questions) requesting information on the treatment plan for the patient and factors that
influenced how the decision was made.

8.3.3. Audio-recordings of oncology physician-patient visit: A CRA will audio-record the patient-
oncology physician consultation. This visit must occur after the GA is completed and before any
treatment initiation. For our Secondary and Exploratory aims, we will assess the number of age-
related concerns brought up by patients and caregivers. Coders will undergo extensive training and
supervision by developers of the scales, will not be involved in any other aspects of the study, and will
be blind to study hypotheses and assignments for intervention vs. control.

9. CCOP SITE RANDOMIZATION

Sites will be randomized to one of the two arms by means of a computer-generated randomization table.
During the process of obtaining IRB approval at individual CCOP practice sites, we will evaluate CCOP
affiliates and components on eligibility for inclusion as an individual practice site (e.g., oncology
physicians and research staff do not cross over into another practice location also in the study). Accrual
numbers for each of these sites will be obtained. A computerized search for site randomizations will be
performed to identify those randomizations that assure balance between the two arms in both large
accruing (20 or more accruals / year) and small accruing sites. The randomization process will be
determined using R software provided by Dr. Charles Heckler, the lead biostatistician of the URCC
CCOP Research Base.
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10. OUTLINE OF STUDY-SPECIFIC PROCEDURES

Usual Care Site (Arm 2) Intervention Site (Arm 1)

~> h 4

Oncology Physician Enrollment — Baseline survey on REDCAP

X
7

Subiject Identification Process — Criteria: oncology physician enrolled, > 70 years old, advanced cancer diagnosis

~> b

Screening: Visit0
o Consent patient &caregiver.
o |f time permits, administer cognitive, physical performance, and nutritional measures to patient.
o Subjects (patient and caregiver) complete screening packet during visit or take the screening packet & baseline
packet home with them to complete prior to the baseline visit.
o CRA completes all CRA screening study forms.
o Confirm subjects will bring completed packets to next visit or schedule additional time if need to complete at visit.

~~ b 4

Score GA & Register Subject(s) (may occur at baseline visit)
¢ When patient’s screening packet and CRA screening study forms complete, score each GA measure as per training
procedures (at screening or very beginning of baseline visit prior to study visit with oncology physician).
o Register patient & caregiver if patient has 1 or more impaired domains (other than polypharmacy).

~> h 4

Baseline: Visit 1 — Usual Care Baseline: Visit 1 — Intervention
o Baseline surveys completed before or during visit. o Baseline surveys completed before or during visit.
e Enter GA Score on MYCARG.ORG and print forms.
¢ Provide summary and recommendations forms to
physician, patient and caregiver.

¢ Inform oncology physician if depression (GDS) or o Information on cognitive impairment or
cognition (BOMC) assessments score > 11. depression is included in summary.

¢ Audio record study visit with oncology physician. | |e Audio record study visit with oncology physician.

¢ Study Visit with oncology physician occurs. o Study visit with oncology physician occurs.

¢ Oncology physician completes Treatment Decision- e Oncology physician completes Treatment Decision-
Making & Understanding of Disease forms. Making & Understanding of Disease forms.

o Submit all materials to URCC within 7 days. o Submit all materials to URCC within 7 days.

~> b 4

Telephone Team Call to Patient within 1 to 7 days of Baseline Visit
Health Care Climate Questionnaires will be obtained via a phone call administered by trained personnel blinded to
group assignment within 1 to 7 days of the baseline audio-recorded clinic consultation.

~~ b

All Follow-up Visits: Visit 2, Visit 3, Visit 4
(Visits are 4 to 6 Weeks, 3 months, and 6 months from Baseline)
Before Visit: Confirm patient & caregiver will bring completed packets to study visit.
Complete all CRA study forms.
During Visit: Administer cognitive and physical performance measures and complete CRA study forms.
Inform oncology physician if depression (GDS) assessment score > 11.

After Visit: _ Submit all forms to URCC Research Base within 7 days.
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10.1. Procedures Prior to Screening Visit

10.1.1. Oncology Physician Enrollment and Participation
10.1.1a. If an oncology physician is interested in the study and meets the inclusion/exclusion
criteria, the study staff will obtain consent on paper or through REDCap.

10.1.1b. The oncology physician will complete baseline surveys on demographics and treatment
preferences either on paper or through REDCap.

10.1.1c. After at least one oncology physician has been enrolled at a site, that site may start
screening and enrolling patients to the study.

10.1.2. Subject Identification Process
10.1.2a. Patients: Once an oncology physician is enrolled, site study staff will start screening for
patients of that oncology physician according to the inclusion/exclusion criteria for patients in
Section 4.2.

10.1.2b. Screening Log: A screening log will be kept at each participating site, where all
subjects (patients and caregivers) will be entered by site study staff.

10.2. Screening: VISITO

10.2.1. Patient & Caregiver Recruitment & Consent Process
10.2.1a. Patients

0 The site study staff will notify the patient’s oncology physician when a patient is
identified as a possible candidate for the study. Site study staff should screen for patients
who may fit eligibility criteria for all requirements other than GA impairment and should
be present at the time of the potential subject’s visit. It is anticipated that many of the
patients who are eligible may be new patients for the oncology physician.

0 The oncology physician may choose to mention the study to the patient and may give out
recruitment materials.

0 After the appointment with the oncology physician and with his/her permission, the site
study staff can approach the patient to discuss the study. If the patient is interested, the
site study staff will explain the study and once all aspects of the study have been
discussed to the patient’s satisfaction, the voluntary written informed consent procedures
will be completed with the patient if they choose to enroll in the study.

o0 Patients should choose a caregiver to participate. As much as possible, caregivers should
be recruited to be part of the study when the patient is recruited. In the rare circumstance
that there is no willing caregiver to participate, the patient will be allowed to participate
without a caregiver.

0 The site study staff can schedule a separate visit with the patient and caregiver to go over
the consent and initiate study procedures if more time is needed.

10.2.1b. Caregivers
o If a caregiver, chosen by the patient, is interested in the study and meets the
inclusion/exclusion criteria, the site study staff will confirm eligibility (as per section 4.3)
and complete the informed consent procedures with the caregiver. Caregivers must enroll
in the study before or on the baseline visit.
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10.2.2. Patient & Caregiver Assessment Process
10.2.2a. Once a patient has consented, screening and baseline assessments/procedures need to
occur prior to any treatment initiation (if treatment is planned). Site study staff can schedule a
separate visit with the patient and caregiver to complete study procedures if more time is needed.

10.2.2b. The procedures for screening will consist of the steps below:

o Confirm that the patient’s oncology physician has been enrolled onto the study and if not,
follow procedures for enrolling oncology physicians. Patients should only be recruited
who have oncology physicians that have already been enrolled on the study.

o Administer Cognitive, Physical, and Nutritional Assessments to the patient.
= These assessments can be administered right after consent, at a separate visit

scheduled by site study staff, or just prior to the next oncology physician visit. Allow
45 minutes to perform assessments if done just prior to an oncology physician visit.

o Patient will complete all screening and baseline surveys .

= Ideally subjects will complete either at the time of consent or the packet can be taken
home and should be completed at home before the next visit with the oncology
physician. If the patient needs assistance from site study staff to complete surveys,
allow adequate time. Approximately 60 minutes of time is recommended.

0 Abstract required medical information from chart.

The next oncology physician visit should be scheduled prior to initiation of any treatment (if
planned). This next oncology physician visit will be audiotaped with the oncology physician,
patient, and caregiver all present.

10.2.2c. The procedures for the caregiver assessments will consist of the steps below:

Caregiver will complete all baseline surveys. Subjects will complete either at the time of consent
or the packet can be taken home and should be completed before the next visit with the oncology
physician.

10.3. Baseline: VISIT 1

10.3.1. Patient & Caregiver Assessment Process
10.3.1a. BEFORE BASELINE VISIT:

Site study staff will telephone the participant to:

o Confirm scheduled visit with the oncology physician.

o0 Confirm that the patient and caregiver completed the screening and baseline surveys
before the oncology physician visit and remind them to bring the surveys in with them.
= Schedule the patient to come into meet with site study staff at least 45 minutes prior

to the oncology physician visit in order to complete study procedures. Allow for
more time if patient and caregiver communicate(s) that surveys have not been
completed. Only patients who complete GA procedures can be registered for the
study.

10.3.1b. AT THE BASELINE VISIT:

o If the patient’s screening surveys have not been completed prior to the patient coming in,
complete them now.

o0 If the caregiver’s surveys have not been completed prior to the caregiver coming in,
complete them now.

0 If not complete, site study staff should administer cognitive, physical performance, and
nutrition assessment.

0 If not complete, site study staff should complete CRA study forms.

0 Score each GA measure as taught in the training procedures. If assistance is needed for
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scoring, contact the URCC CCOP Research Base Program Manager.
o Patients who have at least one abnormal GA score other than polypharmacy can move
forward with the study.
0 When the above steps are complete, the patient and caregiver can be registered for the
study (refer to section 10.3.2 Registration Procedures).
0 Prior to the study visit with the oncology physician, if depression (GDS) or cognition
(BOMC) assessments score > 11, inform patient’s oncology physician as follows:
= Usual Care arm -- inform oncology physician with template as per training.
= Intervention arm -- information on cognitive impairment or depression is
included in summary (see section 10.3.3, Intervention Procedures).

10.3.2. Registration Procedures
10.3.2a. Timing of Registration:
o0 Patients meeting eligibility criteria are registered AFTER they complete the GA
measures and if they have at least one score on GA indicating impairment (other than
polypharmacy).

10.3.2b. To Register a Subject:

o0 Logon tothe URCC CCOP Research Base website at http://urcc-ccop.com/ccop/, enter

your CCOP’s username and password and enter the information outlined below.
0 The following information will be requested for patient consent:
= CCOP Site

CCOP Affiliate
URCC Protocol
Name and telephone number of person registering study participant
Confirmation that all eligibility requirements have been met
Confirmation that consent form has been signed and by whom
Confirmation that oncology physician has been enrolled
Most recent IRB approval date (either initial or annual)
Facility (coincides with IRB approval)
Patient’s identification
= First and last names
Birth date (MM/DD/YYYY)
Gender
Race/Ethnicity
Five-digit zip code
Payment code
Patient’s preferred and alternate phone numbers and best time to call (for the
Telephone Team Call 1 to 7 days after the baseline visit) and mailing address to
contact the patient if telephone call is not feasible.
= Caregivers providing consent will require the following for registration:

= First and last name

= Birth date (MM/DD/YYYY)
= Gender

Race/Ethnicity
Five-digit zip code
= Payment code
o An email confirmation of registration will be forwarded by the URCC.

10.3.3. Intervention Procedures (for sites randomized to the intervention arm)

AT THE BASELINE VISIT:
0 The URCC Research Base will randomize practice sites to either the usual care arm or
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the intervention arm. All participating CRAs at sites randomized to the intervention arm
must satisfactorily complete training procedures with the URCC Research Base prior to
enrolling any patients to this phase of the study.

0 ONLY CCOP sites randomized to the intervention arm will complete the following
procedures. These procedures should occur prior to start of cancer treatment (if
planned).

0 After the patients have been registered for the study, enter data into the mycarg.org
website or if no internet is available, contact the URCC CCOP Research Base Program
Manager to assist.

0 Print summary form and recommendation forms for EACH GA domain that is impaired.

0 Present summary form and recommendation forms to oncology physician to review just
prior to patient-physician consultation. Consultation must occur prior to any treatment
initiation.

o Information on cognitive impairment or depression is included in summary.

0 Provide summary form and recommendations forms to patient and caregiver.

Audiotape visit.

0 Oncology physician MUST sign off after review of summary form and recommendations
forms.

0 Recommendations that are planned by the oncology physician for the patient should be
check-marked by the end of the visit.

o0 All forms need to be copied and submitted to URCC Research Base using CCOP data
management procedures.

o

10.3.4. Audio-recordings (for both intervention and usual care)

o0 The first visit with the oncology physician following the completion of GA baseline
measures will be audio-recorded for analysis of content and process of communication.
This visit must occur prior to any cancer treatment initiation.

o Site study staff need to ensure that two audio-recorders are on and working during the
visit, but do not need to be present in the room during the visit.

o0 Site study staff will label audiotapes as per training and complete the audiotape data
form.

10.3.5. Oncology Physician Assessment for Patients: After the audiotaped baseline visit, oncology
physicians will receive a brief survey to capture factors that influenced the decision-making process
for treatment.

10.3.6. Submitting Materials to the URCC Research Base:
After the audiotaped baseline visit, site study staff should submit the following to the URCC
Research Base using CCOP data management procedures:

o All oncology physician, patient and caregiver assessments

o All CRA Study Forms

0 Audiotapes (labeled with patient initials and date) with Audiotape Data Form

10.4. Telephone Team Call (1 to 7 days from Baseline)
The Telephone Team will consist of University of Chicago research staff and will be blinded to group
assignment. The Telephone Team will make a phone call to the patient subject within 1 to 7 days of
the baseline clinic consultation to assess patient satisfaction with communication about age-related
issues and concerns.

10.4.1. BEFORE THE PHONE CALL:

10.4.1a. Site Study staff will provide the patient subject’s preferred and alternate phone numbers,
best time to call, and mailing address as part of the registration process for the patient. Caregiver
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phone number will be obtained as a back-up.

10.4.1b. To ensure that the Telephone Team remains blinded to the patient’s group assignment,
the Telephone Team will obtain the contact information (phone number and mailing address)
through the registration procedures.

10.4.1c. The study materials will be mailed (with a return envelope provided) to the patient by
the Telephone Team if a telephone call is not feasible (e.g., due to sensory or disability
impairments).

10.4.2. DURING THE PHONE CALL:
10.4.2a. The Telephone Team will administer the Health Care Climate Questionnaires to the
patient.

0 Phone calls must be completed within 1 to 7 days of the baseline visit; in special
circumstances, the phone call can be completed for up to 2 weeks after the audiotaped
baseline visit.

0 Telephone Team will submit the Health Care Climate Questionnaires to the URCC
Research Base and keep a copy labeled with patient identification number on site.

10.5. Follow-up Visits
10.5.1. Visits will occur 4-6 weeks after baseline audiotaped visit (one month), 10-14 weeks
after baseline audiotaped visit (3 months), and 20-24 weeks after baseline audiotaped visit (6
months)

10.5.1a. BEFORE THE FOLLOW-UP VISIT:
Study staff will telephone the participant(s) to:
o Confirm scheduled visit.
o0 Confirm that the patient and caregiver completed the surveys before the oncology
physician visit.
= Surveys must be completed during the appropriate window. Site study staff can
either mail the follow-up surveys to the subjects OR at the end of one visit, they can
provide the next round of surveys to the subjects to take home with them for the next
visit.
= Ideally subjects will complete the survey packet at home and bring to site study staff
on the day of a routinely scheduled oncology physician visit or cancer treatment.
= |f the patient needs assistance from site study staff to complete surveys on-site, allow
adequate time (45-60 minutes).
= |f patients and caregivers cannot complete packet at home:
= Patient and caregiver can come in prior to office visit to complete surveys.
= Patient and caregiver can complete surveys during chemotherapy infusion.
= Please allow for adequate time to assess surveys for completeness prior to any
visits with oncology physicians.
= If needed, the patient and caregiver can meet with the site study staff at an
additional time to complete the follow-up surveys. The subjects do not need to
meet with the oncology physician to complete the surveys.

10.5.1b. AT THE FOLLOW-UP VISITS:
At the scheduled visit, the following should also be completed:
o Site study staff will administer the following assessments to the patient:
0 Cognitive and Physical Performance.
= |f depression (GDS) assessment score > 11, both usual care arm and intervention arm
inform patient’s oncology physician with template as per training.
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0 CRA: Complete all CRA follow-up study forms.

o0 Physician Assessments: the oncology physician will complete the oncology physician’s
follow-up surveys.

o0 Patient: Complete all surveys in the follow-up packet.

0 Caregiver: Complete all surveys in the follow-up packet.

o0 Site study staff will submit the following to the URCC Research Base:
= All oncology physician, patient and caregiver surveys from above.
= All CRA study forms.

10.5.1c. A subset of the chart notes may be requested if there are discrepancies or missing
information in key data.

11. REIMBURSEMENT

In order to improve study retention and compliance, we will compensate caregiver and patient subjects for
their participation (i.e., time and travel). Patient and caregiver subjects will each receive $15.00 for every
time point assessment completed. Both patients and caregivers can receive up to $60.00 each if all four
time point assessments are completed.

12. INTERVENTION (PROCEDURES FOR CCOP PRACTICE SITES RANDOMIZED
TO INTERVENTION ARM)

CCOP practice sites will be randomized to the usual care or intervention arms. CCOP CRAs and/or
research nurses will undergo training on measurement collection and intervention implementation. In
addition, prior to the intervention, oncology physicians randomized to the intervention arm will receive a
set of slides and a protocol-specific manual to train them on how to best utilize the GA information to
make decisions for cancer treatment. The slides and manual will be developed with materials from Drs.
Mohile’s and Hurria’s geriatric oncology lectures. Oncology physicians at the intervention sites will
participate in one 20-minute phone call with a member of the study team at the Research Base to provide
an overview of the information.

Oncology physicians and their research staff at the CCOP practice sites will present the study to the
patient and conduct the informed consent process. Individual GA items will be collected on Teleforms.
The CRASs and/ or Research Nurses at sites randomized to the intervention arm will be trained to utilize
the mycarg.org website to derive a summary of GA scores and a list of targeted GA recommendations
based on GA results. The mycarg.org website has the GA measures and programming already built into
it. This information will be printed by the site CRAs for the oncology physician who will “sign off” that
he/she has received the information and check which interventions were considered and implemented.
Patients and caregivers will also be provided with the summary and recommendations prior to the
audiotaped visit. A copy of the summary and checklist will be retained by the CRA and submitted to the
Research Base.

13. ADVERSE EVENT REPORTING

13.1. Risks from participating in this research are psychological distress from completing the
guestionnaires and the cognitive testing.

13.2. ADVERSE EVENTS RELATED TO STUDY PROCEDURES AND NOT TO ROUTINE
ONCOLOGY TREATMENT AND CARE will be reported using the URCC Adverse Event form. This
form can be found on the URCC CCOP Research Base website.

13.3. Adverse events will be reported in accordance with the following guidelines:
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Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Ugeépemt*dd Unexpected Expected Unexpected Expected Unexpected | Expected | Unexpected | Expected
an ecte - - - - - -
» With Without With Without With Without
Hospital- | Hospital- Hospital- | Hospital- | Hospital- | Hospital-
ization ization ization ization ization ization
Unrelated Not Not Not Not Not Not Not Not 10 Not 10 10
Unlikely Required Required | Required | Required | Required | Required | Required | Required Calendar Required Calendar Calendar
Days Days Days
Possible Not 10 Not Not 10 10 Not Not 24-Hour; 10 24-Hour; 10
Probable Required Calendar | Required | Required | Calendar | Calendar | Required | Required 5 Calendar Calendar 5 Calendar Calendar
Definite Days Days Days Days Days Days Days

Hospitalization is defined as initial hospitalization or prolongation of hospitalization for = 24 hours, due to adverse event related to study procedures.

13.4. Submit written adverse event reports in one of the following ways:

(1) PDF by email: Cathleen_lesniewski@urmc.rochester.edu
(2) By mail: Cathleen Lesniewski

URCC CCOP Research Base

Saunders Research Building

265 Crittenden Blvd

CU 420658

Rochester, NY 14642
(3) By fax: Attn: Cathleen Lesniewski 585-461-5601

13.5. An unexpected adverse event is defined as any adverse experience, the specificity or severity of
which is not consistent with the risk information described in section 13.1.

13.6. A serious event refers to any event in which the outcome results in any of the following: death, a
life-threatening adverse experience, inpatient hospitalization or prolongation of existing hospitalization, a
persistent or significant disability, incapacity, or a congenital anomaly/birth defect. Important medical
events that may not result in death, be life-threatening, or require hospitalization may be considered a
serious adverse drug experience when, based upon appropriate medical judgment, they may jeopardize
the participant and may require medical or surgical intervention to prevent one of the outcomes listed in
this definition.

ONLY serious adverse events related to the study procedures need to be reported for data and

safety monitoring purposes. AEs and SAEs related to routine oncology treatment and care DO

NOT need to be reported.

13.7. Adverse events should be reported to the local IRB as per their requirements.

13.8. Data Safety and Monitoring
13.8.1. All adverse events requiring reporting will be submitted to the Research Base as described in
section 13.4. Adverse events that are serious AND unexpected AND related will be forwarded to the
study chair and the URCC Data Safety and Monitoring Committee (DSMC) chair immediately upon
receipt at URCC. Additional information may be requested upon their review.

13.8.2. All adverse events reported to URCC are entered into a protocol-specific spreadsheet.
Adverse event rates are monitored utilizing the spreadsheet. If a serious adverse event is being
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reported frequently, the study chair will conduct a detailed review. The DSMC Committee Chair will
be notified and will determine if further action is required.

13.8.3. The URCC Data Safety Monitoring Committee (DSMC) will review study progress and
cumulative reports of adverse events at annual meetings. An overall assessment of accrual and
adverse events will enable the committee members to assess whether significant benefits or risks are
occurring that would warrant study closure.

13.8.4. The URCC will notify the CCOPs immediately of any serious safety concerns identified by
the DSMC. DSMC reports will be available for download on the research base website.

14. CRITERIA FOR WITHDRAWAL
Subjects who discontinue or are withdrawn from study will be asked to complete all assessment forms up
until the time of withdrawal.

If an oncology physician withdraws from the study, no further patients with this oncology physician will
be recruited.

Participation in this study is voluntary. Participants are free not to take part or to withdraw at any time,
for whatever reason, without risking loss of present or future care they would otherwise expect to receive.
In the event that a patient does withdraw from the study, the information they have already provided will
be kept in a confidential manner. Participants may discontinue participation in the study at any time if
they decide they do not wish to take part any longer. Participants may be withdrawn from the study by
research personnel if it is deemed in their best interest to no longer participate.

15. STATISTICAL PLAN
15.1. Statistical considerations

This is a cluster-randomized trial with CCOP practice sites being the clusters. Because of the cluster
randomized study design, we will apply linear mixed model methodology.'® The outcome will be the
response, and the arm will be the fixed effect. CCOP practice sites will be entered as a random effect
independent of residual error. Estimation will be performed using Restricted Maximum Likelihood, and
the null hypothesis of zero mean difference between arms will be tested using the Kenward-Roger small
sample procedure.’® Because of the small number of clusters, the mean difference between the arms will
be estimated (using Bayesian MCMC methodology) as the mean of the posterior distribution, with
noninformative Jeffrey’s priors. A 95% credible (“confidence”) interval will also be obtained from the
posterior distribution. The specific CCOP practice site differences will be assessed graphically using Best
Linear Unbiased Predictors (BLUP) of the mean response for each CCOP.

15.2. Sample Size for Primary Aim 1

We will utilize the modified HCCQ to address patient satisfaction with communication regarding age-
related issues. Based on an analysis of the VOICE study, the standard deviation estimate of HCCQ was
2.1. The Intracluster Correlation (ICC) was 0.14 with a 95% confidence interval from 0.01 to 0.51.
Because of the large amount of uncertainty in the ICC, we calculated power curves for ICC={0.01, 0.14,
0.51}, with ICC=0.51 being the most conservative. This design (8 sites per arm and 31 subjects per site)
has 80% power at the 0.05 significance level to detect a change in HCCQ of 0.6, 1.3 and 2.3 for
ICC={0.01, 0.14, 0.51}, respectively. Since the best estimate of the ICC is 0.14, the expected detectable
difference is 1.3. This corresponds to an effect size of 0.62. The range of the HCCQ scores is 5 (worst
possible) to 25 (best possible). The figure to the right shows the power for a range of detectable
differences (D) for ICC=0.01, 0.14 and 0.51 (Figure 3). As mentioned in Section 7.1, small changes in
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satisfaction scores have been Figure 3: Sample Size for Primary Aim
interpreted in other studies to be
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Analysis for Primary Aim 1. This is a cluster randomized trial with CCOP practice sites being the
clusters. Because of the cluster randomized study design, we will apply linear mixed model
methodology.'® The total HCCQ scores will be the response, and the arm will be the fixed effect. CCOP
practice sites will be entered as a random effect independent of residual error. Estimation will be
performed using Restricted Maximum Likelihood, and the null hypothesis of zero mean difference
between arms will be tested using the Kenward-Roger small sample procedure.'® Because of the small
number of clusters, the mean difference between the arms will be estimated (using Bayesian MCMC
methodology) as the mean of the posterior distribution, with noninformative Jeffrey’s priors. A 95%
credible (“confidence”) interval will also be obtained from the posterior distribution. The specific
practice site differences will be assessed graphically using Best Linear Unbiased Predictors (BLUP) of the
mean response for each site.

15.3. Secondary Aim 1

An important secondary aim and a main focus for PCORI is the number of discussions related to geriatric
domains, as measured by the GA, brought up during the audiotaped baseline visit. In our preliminary data
from a multicenter study, the median number of discussions was 1 in 32 audiotaped conversations
between older patients, their caregivers, and oncology physicians. This preliminary work has allowed us
to calculate the intracluster correlation (ICC) amongst 8 different sites for the assessment of the secondary
outcome, number of discussions related to geriatric domains. The ICC was 0.122 with a 95% confidence
interval from 0.008 to 0.659. Because of the large amount of uncertainty in the ICC, we calculated power
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curves for ICC={0.008, 0.122, 0.659},
with 1CC=0.659 being the most Figure 4: Sample Size for Secondary Aim 1

conservative. This design (with 8

CCOP sites per arm and 31 Power vs p1-u2 by ICC
0=0.780 M=8 N=31 Alpha=0.050 2-Sided T Test

evaluable subjects per CCOP) has
80% power at the 0.05
significance level to detect a
change of 0.235, 0.456 and 0.962
in the mean number of discussions
for ICC={0.008, 0.122, 0.659 }
respectively, assuming a standard
deviation of 0.78 (Figure 4). Since
the best estimate of the ICC is

0.122, the expected detectable 5
difference is 0.122. This § ;
corresponds to an effect size of °

0.59.

The analysis for Secondary Aim 1
will be the same as for Primary
Aim 1, using the number of
discussions as the response.

We will also measure the 0.0 ' . : .
proportion of oncology physicians 00 04 08 12 e
who initiate any discussion related wi-u2

to the patient’s age-related issues

and the percentage of time an oncology physician responds appropriately to an older patient or caregiver-
initiated discussion on age-related needs and concerns (e.g., oncology physician response/(number of
patient and caregiver concerns)).

15.4. Other Secondary Analyses
15.4.1. Secondary Aim 2: HRQoL will be assessed with the FACT and Caregiver HRQoL will be
assessed with the Caregiver Reactions Assessment (CRA). The analysis will be the same as that used
for Primary Aim 1. We will include geriatric assessment impairment (at baseline and follow up) to
evaluate if these influence patient-reported HRQoL differently in the intervention versus the control

ICC
0.008
0122
0.659

group. We will also compare whether the uptake of geriatric assessment recommendations influences

patient reported HRQoL and caregiver burden. Data from the intervention arm will be fit to a linear
mixed model with FACT or CRA as the outcome, percent of recommended interventions as the fixed
effect, and CCOP site as a random effect independent of residual error.

15.4.2. Secondary Aim 3: We will compare the effect of the intervention on caregiver satisfaction
(the modified health care climate questionnaire for the caregiver) using the same linear mixed model
methodology.

15.4.3. Exploratory Aims: In order to examine the relationship between observed communication
from audiotapes and patient satisfaction, we will evaluate the correlation between the numbers of
discussions regarding age-related concerns from audiotaped visits with patient satisfaction on HCCQ.
We will also obtain information from oncology physicians, patients, and caregivers regarding
decision-making preferences to understand factors that influence cancer treatment choices in
vulnerable and frail older adults with cancer, as this is a context where many treatments may have
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high risk and questionable benefit. We will determine the association of baseline oncology physician
and patient decision-making interaction on the likelihood of having a discussion related to geriatric
domains during cancer treatment decision-making.

The analysis for Secondary Aim 1 will be used with the above characteristics added as independent
variables. The statistical significance and estimated coefficients will be used to identify and interpret
potentially important baseline features. Any conclusions will be considered to be hypothesis
generating, leading to further research.

15.5. Missing Data

Every effort will be made to encourage and facilitate participants' completion of questionnaires, but
because of dropout, missing data will occur. We will evaluate the patterns of missing data and
associations of missingness with other available variables. Under the missing at random (MAR)
assumption, we will use multiple imputation to obtain unbiased estimates of the key statistics. If the data
are suspected to be missing not at random (MNAR), a sensitivity analysis using selection and/or pattern-
mixture models will be run to determine the impact on the results.’®® If the estimates are similar to the
ones obtained from the simpler analysis of only complete cases, we will report the complete-case analysis
results.

16. DATA MANAGEMENT AND QUALITY ASSURANCE

16.1. Training Procedures

A special training session was held at the 2013 annual URCC CCOP Research Base meeting. This
training included a detailed review of the study rationale, design, and research administration procedures.
Training sessions will be held with the staff from each site via teleconference and at the annual meetings.
These sessions and the corresponding field manuals review the following procedures: 1) informed
consent; 2) completing the assessments using Teleforms; 3) completing the functional and objective
measures; 4) data collection via chart extraction; 5) completing the web-based intervention using
mycarg.org (for intervention arm); 6) transfer of the data to the URCC CCOP Research Base; 7)
formulating the research chart; and 8) a discussion of interviewing techniques so that the research team
will standardize their approaches in order to elicit consistent data from subjects. There will be a protocol
update every year at the annual Research Base meeting. All assessments, data collection forms, and
manuals will be readily available on the CCOP Research Base website. In addition, oncology physicians
in the intervention arm will receive specific training in the forms of geriatric oncology slides and a
protocol-specific manual, which will educate them on how to utilize GA plus recommendations in clinical
practice.

16.2. Data Management

The same protocols and procedures for data quality and control that we use for all URCC CCOP Research
Base protocols that our office oversees (which accrued over 1,000 patients in the previous year) will be
used for this study. Once the patient consents to the protocol, he/she will be assigned an encrypted patient
identifier number through the registration procedures coordinated by the Research Base, which will be
used to identify the patient on all patient data forms and data management files. Oncology physician and
patient assessments will be captured using scannable Teleforms. The CRA and/or Research Nurse at each
site will ensure that data are complete prior to submission. At the Research Base, data are scanned into an
electronic password-secured Access database which is backed up every 24 hours. At the URCC CCOP
Research Base, study staff dedicated to this project will work with the specific sites to ensure that all data
are collected in order to minimize missing data. Study staff will do a second check to make sure that all
data are complete. Audiotapes will be transferred to the Research Base within 7 days and stored in a
secure, locked room. Audiotapes will be transcribed and de-identified by persons who are not direct
members of the study staff.

URCC13070 Protocol 4-2-14.docx Page 36 of 44



16.3. REDCap

Additionally, the data can be collected and managed by the URCC Research Base using REDCap
electronic data capture tools hosted at the University of Rochester Medical Center (URMC). We will
evaluate records, clinical characteristics, and outcomes and we will utilize REDCap to collect and manage
this information. Further, we will link this information to the encrypted ACCESS database (which
contains the survey information) with a unique identifier.

16.3.1. The University of Rochester Medical Center provides the following information on the
REDCap program: “Vanderbilt University, in collaboration with a consortium of institutional
partners, has developed a software toolset and workflow methodology for electronic collection and
management of research and clinical trial data, called REDCap (Research Electronic Data Capture).
The REDCap system is a secure, web-based application that is flexible enough to be used for a
variety of types of research. It provides an intuitive interface for users to enter data and real time
validation rules (with automated data type and range checks) at the time of data entry. REDCap offers
easy data manipulation with audit trails and functionality for reporting, monitoring and querying
patient records, as well as an automated export mechanism to common statistical packages (SPSS,
SAS, Stata, R/S-Plus). Through the REDCap Consortium, Vanderbilt has disseminated REDCap for
use around the world. Currently, over 240 academic and non-profit consortium partners on six
continents with over 26,000 research end-users use REDCap”

16.3.2. According to the University of Rochester Clinical and Translational Science Institute (CTSI),
REDCap is supported with the following means. “The CTSI Informatics Core, a unit of the SMD
Academic Information Technology (AIT) Group, will serve as a central facilitator for data processing
and management. REDCap data collection projects rely on a thorough study-specific data dictionary
defined in an iterative self-documenting process by all members of the research team, with planning
assistance from the AIT-CTSI Informatics Core. The iterative development and testing process results
in a well-planned data collection strategy for individual studies.”

16.3.3. The CTSI states that regarding security, “REDCap servers are housed in a local data center
at the University of Rochester and all web-based information transmission is encrypted. REDCap was
developed in a manner consistent with HIPAA security requirements and is recommended to
University of Rochester researchers by the URMC Research Privacy Officer and Office for Human
Subject Protection.

16.4. Data Storage:

All written materials will be kept confidential, locked in the private offices and limited-access file room
of the URCC CCOP Research Base and identified by ID numbers. All electronic information will be kept
confidential with password-protected, limited access.

The Case Summary should accompany ALL data submissions. All completed forms and audiotapes must
be submitted within 7 days of the study visit and should be sent to:

Libby Nagalski

URCC CCOP Research Base
Saunders Research Building
265 Crittenden Blvd

Box CU 420658

Rochester, NY 14642

17. DATA COLLECTION AND MEASURES
For a detailed description of the measures that will be collected, refer to Appendix X-1: Measures.
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18. SUBJECT CONSENT AND PEER JUDGMENT
All investigational, FDA, state, federal and institutional regulations concerning informed consent and peer
judgment will be fulfilled.

19. RECORD AND DATA RETENTION

Clinical research records are source documents and records, in any form (including, but not limited to,
written, electronic, magnetic, and optical records, in addition, scans (x-rays and electrocardiograms) that
describe or record the methods, conduct, and/or results of a trial, and the actions taken. Unlike
pharmaceutical-sponsored research, under the Terms of the NIH Award, the awardee institution retains
ownership of the clinical research records that were conducted with NIH support. Records may be
preserved in hardcopy, electronic or other media form since there is no regulatory requirement that
clinical research records be retained in a certain type of format. However, investigators should check with
their institution for institutional policies and procedures pertaining to record retention. All records relating
to research that is conducted must be retained for at least three years after completion of the research. The
three-year time period begins when the individual institution’s engagement in the human subjects
research activity ends. Human subject research activities are considered completed once all research-
related interventions and interactions with human subjects have been completed, all data collection and
analysis of identifiable private information described in the IRB-approved research plan have been
finished and primary analysis of either identifiable private or de-identified information is completed.
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MEASURES TO BE COLLECTED

Collection Time-points are Screening/Baseline, Telephone Team Call to patient within 1 to 7 days
from baseline to assess patient satisfaction, 4-6 weeks, 10-14 weeks (3 months) and 20-24 weeks (6
months). Measures signified by *** are only collected at screening/baseline and not at follow-up
visits. Measures signified by (Follow-up) are collected only at follow-up visits.

We have piloted all measures. In total, geriatric assessment measures that are filled out by the patient
require approximately 20 minutes of time. The additional measures (quality of life, symptoms,
communication, decision-making) captured at baseline require an additional 30 minutes of time. The
follow-up questionnaires require about 30 minutes of time in total. Caregiver assessments require about
30 minutes of time.

We have incorporated flexibility with timing in order to reduce patient burden. Patients and caregivers
may complete geriatric assessment at clinic at time of consent or before next visit. They may choose to
complete measures at home in between visits. We have found that 90% of patients complete measures at
home if allowed to do so. The geriatric oncology clinic at the University of Rochester routinely captures
these measures as part of clinical care.

The telephone call that will capture the patient satisfaction measures (based on the Health Care Climate
Questionnaire, HCCQ) will take <10 minutes and will occur within 1 to 7 days of the baseline audiotaped
visit. The assessments performed by the Clinical Research Associate take about 20 minutes of time in
total (including physical performance and cognitive tests). Any person at the practice site can be trained
by Research Base staff to do the assessments. The assessments do not need to be performed by the
physician.

The physician assessments will be done either on paper or through REDCap, whichever the physician
prefers. The baseline assessments take no longer than 10 minutes and after each patient visit, the
decision-making form (to assess factors that influenced decisions) is less than one-page long (2 minutes to
complete).

1. Patient Surveys

1.1. Demographics***: Age, race and ethnicity, gender, highest level of education achieved,
employment status, marital status, living situation, and presence of a living companion will be
captured. We will also assess financial concerns, understanding of disease, self-rated health, and
subjective age.

1.2. Geriatric assessment: Assessment tools comprising the comprehensive geriatric assessment are
discussed below. The various assessment tools were selected based upon extensive data in the
geriatric literature demonstrating predictive value as well as feasibility data in multiple studies of
elderly patients with cancer. Other than the cognitive and physical performance measures, the
assessments are self-administered. Patients who cannot complete the assessment on their own can
receive assistance from the study personnel or caregiver. The comprehensive assessment is
performed first prior to treatment and brief follow-up GA measures are collected at 4-6 weeks, 3
months, and 6 months. Measures collected only at baseline are noted with ***,

1.2a. Activities of daily living (ADL):' ADLs are measures of self-care. ADL independence will
be assessed using the Katz Index of Independence in Activities of Daily Living, commonly
referred to as the Katz ADL. The Katz ADL is the most appropriate instrument to assess
functional status as a measurement of the patient’s ability to perform activities of daily living
independently. Clinicians typically use the tool to detect problems in performing activities of daily
living and to plan care accordingly. The Index ranks adequacy of performance in the six functions
of bathing, dressing, toileting, transferring, continence, and feeding. Patients are scored yes/no

1 PCORIMeasuresSummary2014_3 25.docx



1.3.

for independence in each of the six functions. A score of 6 indicates full function, 4 indicates
moderate impairment, and 2 or less indicates severe functional impairment.

1.2b. Instrumental Activities of Daily Living (IADL):? Self-reported functional status will be
assessed using the IADL subscale of the Multidimensional Functional Assessment Questionnaire:
Older American Resources and Services (OARS). The IADL subscale consists of seven questions
rated on a three-point Likert scale. It measures the degree to which an activity can be performed
independently.

1.2c. Fall History: A self-reported history of falls in the past six months will be recorded. A
history of a recent fall has been demonstrated to be independently predictive of increased risk for
chemotherapy toxicity in older cancer patients.®

1.2d. OARS Physical Health:? Self-reported questions that assess the degree of difficulty with
physical tasks such as walking, climbing stairs, stooping, and reaching. This measure correlates
with disability and comorbidity.

1.2e. OARS Comorbidity***:? Patients self-report their coexisting medical conditions and also
rate the degree to which their illness causes impairment in daily activities. The OARS Physical
Health Section has been shown to correlate significantly with health professional ratings of
comorbidity as well.

1.2f. OARS Medical Social Support and Social Activities:***? A 13-question survey asking
patients to identify the number of support persons involved in their medical care as well as the
degree to which they felt supported in a variety of situations. A follow-up question will be used to
assess how much a patient’s physical or emotional health interfered with social activities.

1.2g. Generalized Anxiety Disorder 7 (GAD-7):**** The GAD-7 is a self-administered patient
questionnaire used as a screening tool and severity measure for generalized anxiety disorder. The
GAD-7 score is calculated by assigning scores of 0, 1, 2, and 3, to the response categories of
“hardly ever,” “several days,” “more than half the days,” and “nearly every day,” respectively, and
adding together the scores for the seven questions. Scores of 5, 10, and 15 are taken as the cut off
points for mild, moderate, and severe anxiety, respectively. When used as a screening tool, further
evaluation is recommended when the score is 10 or greater. Using the threshold score of 10, the
GAD-7 has a sensitivity of 89% and a specificity of 82% for generalized anxiety disorder. Itis
moderately good at screening three other common anxiety disorders — panic disorder (sensitivity
74%, specificity 81%), social anxiety disorder (sensitivity 72%, specificity 80%), and post-
traumatic stress disorder (sensitivity 66%, specificity 81%).

1.2h. Geriatric Depression Scale (GDS):° Patients will be screened with the Geriatric
Depression Scale (GDS). The GDS contains questions that are intended to screen elderly patients
for depression, while parsing out complaints related to advanced age.®

Satisfaction, Quality of Life, and Symptoms:

1.3a. Health Care Climate Questionnaire (HCCQ) (Follow-up)”® measures patient- centered
autonomy-supportive physician behaviors such as whether the patient and caregiver feels that the
physician understands his/her perspective, provides choices and options, and encourages
participation in decisions. The measure has been studied and validated in older patients. Similar to
other studies which adapt satisfaction scales to capture specific clinical criteria (e.g., satisfaction
with physician regarding communication about chemotherapy),’’ the HCCQ has been modified for
this study to specifically address patient satisfaction with physician behaviors and communication
regarding age-related issues and concerns in order to specifically address satisfaction with the
intervention (geriatric assessment summary) rather than satisfaction with other aspects of cancer
care (e.g., communication about cancer treatment). As is done with satisfaction with care surveys
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1.4.

in other research and in clinical settings, the HCCQ (both modified and original) will be
administered within 1 week after the audio-taped clinic visit.*** Our University of Chicago
collaborators (Dale and Gorawara-Bhatt) have experience with the conduct of such assessments
over the phone and this minimizes perceived or real influence from the physician or team. The
University of Chicago collaborators and research staff, who are subcontracted through a PCORI
contract with the University of Chicago, will be blinded to group assignment. The HCCQ will also
be completed as part of the patient and caregiver packets in follow up time points for comparison.

1.3b. Press-Ganey Patient Satisfaction Survey (Follow-up): The Press Ganey patient satisfaction
survey consists of a standardized set of questions that measure patient satisfaction in a given
healthcare setting. The survey also represents one of the most widely used methods in the
ambulatory setting. Additional questions may be added to the survey in order to assess unique
services or performance improvement issues for a specific organization. The Press Ganey survey
has been utilized to assess patient-reported outcomes in satisfaction for research studies in a
number of areas within healthcare, including emergency and cardiovascular medicine.”® Measures
were selected from the Press Ganey survey for utilization in the current protocol to assess patient
satisfaction with their oncology care related to their physician/healthcare provider, personal issues
related to their care, experience with chemotherapy, and an overall assessment of their care.

1.3c. FACT: Quality of life will be measured using the Functional Assessment of Chronic Iliness
Therapy tool. Although there are several validated tools for QoL, the FACT has been validated in
the geriatric population.’®'’ It is a subset of a larger group of FACT scales that assess health-

related quality of life measures. It has demonstrated high internal validity and high test-retest
reliability.*®

1.3d. Karnofsky Self-Reported Performance Status: This one item question will assess impact of
cancer and cancer symptoms on overall health.

1.3e. MD Anderson Symptom Inventory (MDASI): Symptoms will be assessed using the MD-
Anderson symptom inventory (MDASI) tool. This is a brief patient-reported measure assessing
the impact of cancer-related symptoms. This 19-question survey assesses 13 core symptom items
found to have the highest frequency and/or severity in cancer patients. It also includes items
relating to symptom interference with daily life. Studies have demonstrated good internal
reliability."

1.3f. Emotional Distress: Different domains of emotional distress will be assessed. The Distress
Thermometer is widely used by health professionals to assess the level of patient distress (on a 0-
10 scale).”® Dr. Hurria found that 41% of older patients with cancer (n=245) report significant
distress and found an association between higher distress (> 4) and poorer physical function,
increased comorbid medical conditions, and poor eyesight.?* Perceived burdensomeness was
assessed using one item from the Interpersonal Needs Questionnaire- Revised (INQ-R).?
Okuyama et al.’s study of cancer patients’ reluctance to disclose their emotional distress to their
physician assesses 4 domains of emotional distress: no perceived need, fear of negative impact,
negative attitude, and hesitation.”

Communication and Decision-Making Preferences

1.4a. Peace, Equanimity, and Acceptance in the Cancer Experience (PEACE)**** evaluates the
extent to which patients with advanced cancer have a sense of peaceful acceptance of their
terminal illness. Evaluated in 160 patients with advanced cancer, the 12-item PEACE
guestionnaire has 2 subscales: a 7-item Struggle With IlIness subscale (Cronbach’s alpha = .81)
and a 5-item Peaceful Acceptance subscale (alpha = 0.78). Both subscales were associated with
patients' self-reported peacefulness (correlation coefficient [r] = 0.66 for acceptance [P <0.01]; r =
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-0.37 for struggle [P <0 .01]). This measure has been adapted for use with caregivers through Dr.
Epstein’s work.

1.4b. The Perceived Efficacy in Patient-Physician Interactions (PEPPI) scale*** ** measures
patients’ and caregivers’ confidence in their ability to communicate their concerns, obtain and
understand information, ask questions, clarify uncertainties, and make sure that their doctor
understands them. In older patients, a 5-item short form of the PEPPI demonstrated Cronbach's
alphas of 0.83. PEPPI demonstrated discriminant and convergent validity, correlating positively
with active coping (r=0.17, P=0.03), and with patient satisfaction with physician interpersonal
manner (r=0.49, P < 0.01) and communication (r=0.51, P < 0.01).

1.4c. Control Preferences Scale***? assesses whether patients and caregivers would want an
active, passive, or shared decision-making process with their doctors. This tool has been validated
for use in advanced cancer patients, older patients, and caregivers.”"?

1.4d. Decision Regret (Follow-up)®*>" assesses distress or remorse regarding a prior health care

decision. In the validation study, the scale showed good internal consistency (Cronbach’s = 0.81
to 0.92). It correlated strongly with decision satisfaction (r = —0.40 to —0.60), decisional conflict (r
=0.31 to 0.52), and overall rated quality of life (r =—-0.25 to — 0.27). The tool has been utilized for
assessing decisional regret for patients who underwent treatment for breast and prostate cancer.

1.4e. MUIS-Complexity Subscale:** Complexity is one of four validated subscales of the MUIS
that addresses cues about treatment and system of care that are multiple and varied.

1.4f. SURE Test:**** The SURE test is a 4 item yes/no survey that assesses decisional conflict.
Yes equals 1 point and no equals O points. A patient is experiencing decisional conflict if the
score is less than 4.

2. CRA Packet (CRA fills out at visits)

2.1.

2.2.

2.3.

Tumor and Treatment Characteristics: The tumor stage, previous surgery or radiation,
chemotherapy type, dosing, and schedule (intended and received), other cancer treatments, and
supportive care medications will be captured by the CRA.

KPS Physician Rated: The CRA will obtain the physician’s assessment of the impact of cancer
and cancer treatment on the patient’s overall function.

Geriatric Assessment

2.3.1. Timed Up and Go***:** The Timed Up & Go is a performance based test of functional
status, measuring how many seconds it takes to stand up from a standard arm-chair, walk 3
meters (10 feet), turn, walk back to the chair, and sit down again. In community dwelling
older adults, there was inter-rater and intra-rater reliability (intra-class correlation coefficient
0.99 for both).

2.3.2.Mini-Cog: A tool that is validated in the geriatric population to quickly assess cognitive
impairment.®** The Mini-Cog takes approximately 3 minutes to administer. It has minimal
language content, which reduces cultural and educational bias. It combines a 3-item recall
component with a Clock Drawing Test.

2.3.3. Short Blessed Orientation-Memory-Concentration (BOMC) Test ***: A six-question
evaluation that screens for cognitive impairment. Studies have shown its validity as a
screening instrument and the correlation of its results with those of more extensive mental
status tests.*’

2.3.4. Nutritional Status and Mini Nutrition Assessment (MNA): Screening for nutritional deficit
will be performed with body mass index (BMI) evaluation and self-reported weight loss.
Further nutritional evaluation will be performed with the Mini-Nutritional Assessment***
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(MNA)®, a well validated screening measure for nutritional deficiency which has shown to be
prognostic of survival in older patients with cancer. Weight will be assessed at each time
point. Height will be measured at baseline.

2.3.5. Short Physical Performance Battery:*® Physical performance measures objectively evaluate
mobility and fall risk. Falls are common in older cancer patients and predictive of adverse
outcomes.

2.3.6.Labs: CRA will send results of baseline tests collected including hemoglobin, liver function
tests, and renal function.

2.3.7.Polypharmacy will be ascertained from the medical record after patients have been asked to
review their medication list on file for any changes in the Polypharmacy Log and
Polypharmacy High Risk Drug Review.

3. Caregiver Packet

3.1.

3.2.

3.3.

3.4.

3.5.

3.6.

4.2.

Demographics***: Age, race and ethnicity, gender, highest level of education achieved,
employment status, marital status, and presence of a living companion will be captured.
Additionally, we will collect information on underlying health conditions (Physical Health).

Caregiver Reaction Assessment (CRA)™ is designed to measure the reactions of family members
to caring for elderly relatives. The instrument consists of five dimensions (caregiver’s esteem, lack
of family support, finances, schedule, and health). Items are rated on a 5-point scale (from
"strongly agree" to "'strongly disagree™). The CRA allows for measurement of positive and
negative reactions to caregiving.

The 12-Item Short Form Health Survey (SF-12):*" This measure was developed for the Medical
Outcomes Study (MOS), a multi-year study of patients with chronic conditions. The measure
assesses functional health and well-being.

Cost of Care:* Hanly et al. conducted a survey that identified indirect and directs costs associated
with taking care of a cancer patient.

Ryff measure of psychological well-being:*® The Ryff 6-construct assessment of well-being has
been studied within numerous settings. The environmental mastery subscale will be used to assess
how well the caregiver perceives that he/she is managing responsibilities.

Psychological well-being: The caregiver psychological wellbeing will be assessed with two
measures, PHQ2 and GAD-7***. Caregiver’s perspective on patients’ psychological well-being
will be captured with AD-8.*

3.7. Caregivers will also complete 1.2e, 1.3a, 1.3b, 1.3f and measures within 1.4.
4. Physician Assessment
4.1. Physician Baseline Demographics and Treatment Preferences***: Age, race and ethnicity,

gender, and details on medical practice will be captured. We will also capture patient volume, and
specify years of training after fellowship. We will assess comfort with shared decision making in
the baseline survey. The goal of shared decision- making is to make decisions in a manner
consistent with the patient's wishes. The patient drives the process. Determining where on the
shared decision-making continuum the patient feels most comfortable requires clear
communication and dedicated time from the physician. Several studies have utilized the proposed
measure for assessing the relationship of physician decision-making styles on clinical

outcomes, 434

Situational Vignettes***: Physicians will be presented with one of eight clinical scenarios of an
elderly cancer patient with a variety of geriatric-related impairments (i.e. physical frailty,
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cognitive impairment). A series of questions will follow each vignette inquiring about the
likelihood of the physician to offer chemotherapy in the scenario and details regarding the regimen
that would be considered (i.e. chemotherapy type, dosing, etc.). Only one vignette will be
provided to each physician. The survey will not be repeated with each subsequent patient.

4.3. Treatment Decision-Making Form (after each audiotaped visit): Physicians will complete a short
(<10 questions) follow-up survey requesting information on the treatment plan for the patient and
factors that influenced how the decision was made. This follow-up survey is adapted from work
by Dr. Dale and Dr. Mohile evaluating how decisions are made for starting hormonal treatment for
prostate cancer.*’ Physicians will be asked to identify factors that influenced their decision in
developing a treatment plan for each specific patient (i.e., age, stage of disease, performance
status, geriatric measures). Physicians will rank each factor to determine which are most
influential in their decision making process. Physicians will also be asked if results of geriatric
assessment influenced their decision-making. If physicians have multiple patients enrolled on
study, this survey will be completed for each individual patient.

4.4. Decision Regret (Follow-up): The Decisional Regret Scale assesses remorse regarding a prior
health care decision. We have adapted the tool to evaluate the physician’s perspective regarding
regret for the prior decision of chemotherapy initiation.

4.5. Physician Follow-up Survey (follow-up): Physicians will complete a brief survey on REDCap,
which will ask them about confidence in geriatrics and their opinion on the usefulness of the
Geriatric Assessment (for intervention arm). Some questions asked at baseline will be repeated at
study completion.

4.6. Understanding of Disease-Physician®: Measures what the physician believes about the patient’s
illness.

Audio-recordings of oncologist-patient visit

A CRA will audio-record the patient-oncologist consultation. This visit must occur after the geriatric
assessment is completed and before treatment initiation. A medical consultation should be scheduled
prior to start of cancer treatment (if planned). We will assess the number of age-related concerns
brought up by patients and caregivers. We will also assess how the physician addresses these concerns.
Our team has experience with all of the study measures. Transcriptionists will transcribe all audio-
recorded visits and will be blinded to study condition. Coders will undergo extensive training and
supervision by developers of the scales. Transcriptionists and coders will not be part of the study team
or involved in any other aspects of the study, and will be blinded to study hypotheses and site
assignments to intervention or control. Further, during analysis, study team members will be blinded
to site assignments of intervention or control.
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TABLES OF DATA TO BE KEPT

Table 1: Patient Measures

Measure Aim | Screening | Baseline | Telephone 4-6 3 6
Visit 00 Visit 01 | Team Call®* | Weeks Months | Months
Visit 02 | Visit 03 | Visit 04

Demographics Pt

ADL GA Pt Pt Pt Pt
IADL GA Pt Pt Pt Pt
Fall History GA Pt Pt (f/u) Pt (f/u) Pt (f/u)
OARS Physical Health GA Pt Pt Pt Pt
OARS Comorbidity GA Pt

OARS Medical Social Support GA Pt

Social Activities GA Pt Pt (Litem) | Pt (Litem) | Pt (1 item)
GAD-7 GA Pt

GDS GA Pt Pt Pt Pt
HCCQ P1 Pt Pt Pt Pt
HCCQ-Communication P1 Pt Pt Pt Pt
Press-Ganey Pt Satisfaction P1 Pt Pt Pt
Patient-rated KPS S2 Pt Pt Pt Pt
FACT S2 Pt Pt Pt Pt
MDASI S2 Pt Pt Pt Pt
Emotional Distress S2 Pt Pt Pt Pt
PEACE E Pt Pt

PEPPI E Pt Pt

Control Preferences Scale E Pt

Decision Regret E Pt Pt Pt
MUIS- Complexity Subscale E Pt Pt Pt Pt
SURE Test E Pt

Understanding of Disease E Pt Pt

Survey Completion Pt Pt Pt Pt

Note: Screening and baseline can be combined. ®A research staff member from the Telephone Team will call the patient
within 1 to 7 days after the baseline audiorecorded visit.

Abbreviations: Pt (Patient); Phys (Physician); GA (Geriatric Assessment); P1 (Primary Aim 1); E (Exploratory Aim); S2
(Secondary Aim 2); ADL (Activities of Daily Living); IADL (Instrumental Activities of Daily Living); GAD (Generalized
Anxiety Disorder 7-Item Scale); Geriatric Depression Scale (GDS); KPS (Karnofsky Performance Status); PEACE (Peace,
Equanimity, and Acceptance in the Cancer Experience); PEPPI (The Perceived Efficacy in Patient-Physician Interactions);
MUIS (Mishel Uncertainty in lliness Scale); SURE (Sure of Myself, Understand information, Risk-benefit ratio;
Encouragement); CTSQ (Cancer Treatment Satisfaction Questionnaire); FACTF (Functional Assessment of Chronic Illiness
Therapy); MDASI (MD Anderson Symptom Inventory).
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Table 2: Caregiver Measures

Measure Aim | Screening | Baseline Telephone 4-6 3 6

Visit 00 Visit 01 Team Call® | Weeks | Months | Months
Visit 02 | Visit 03 | Visit 04

Demographics C

Caregiver Reaction S2 C C C C

OARS Comorbidity S2 C

SF-12 S2 C C(fluy | C(flu) | C(flu)

Cost of Care S2 C C C C

Ryff Environmental Mastery S2 C C C C

PHQ-2 S2 C C C C

GAD-7 Anxiety S2 C

Health Care Climate Questionnaire- S3 C C C

Communication (caregiver)

HCCQ-Communication (patient) S3 C C C

HCCQ-Communication (general, S3 C C C

caregiver)

Press-Ganey Pt Satisfaction S3 C C C

Distress Thermometer S2 C C C C

PEACE E C C

PECPI E C C

Control Preferences Scale E C

Decision Regret E C C C

MUIS- Complexity Subscale E C C C C

SURE Test E C

Understanding of Disease E C C

ADS8 E C C(fluy | C(fluy | C(flu)

Note: Screening and baseline can be combined.
within 1 to 7 days after the baseline audiorecorded visit.

# A research staff member from the Telephone Team will call the patient

Abbreviations: C (Caregiver); CRA (Clinical Research Associate); Pt (Patient); Phys (Physician); GA (geriatric
assessment); P1 (Primary Aim 1); I (Intervention); E (Exploratory Aim); S1 (Secondary Aim 1); S2 (Secondary Aim 2); S3
(Secondary Aim 3); PEACE (Peace, Equanimity, and Acceptance in the Cancer Experience); PEPPI (The Perceived Efficacy

in Patient-Physician Interactions); MUIS (Mishel Uncertainty in Iliness Scale); SURE (Sure of Myself, Understand

information, Risk-benefit ratio; Encouragement); SF-12 (12-Item Short Form Health Survey); PHQ-2 (2-Item Patient Health
Questionnaire); GAD (Generalized Anxiety Disorder 7-1tem Scale); HCCQ (Health Care Climate Questionnaire); KPS
(Karnofsky Performance Status); Blessed OMC (Blessed-Orientation Memory Concentration Test); SPPB (Short Physical

Performance Battery).
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Table 3: Clinical Research Associate & Physician Measures

Measures Ai | Screening | Baseline Telephone 4-6 3 6
m Visit 00 Visit 01 | Team Call® | Weeks | Months | Months
Visit 02 | Visit 03 | Visit 04

Audio-taped Pt-Phys Visit S1 CRA

Screening Coversheet page 2" CRA

Tumor & Treatment Characteristics E CRA CRA CRA CRA
(flu) (flu) (flu)

Physician rated KPS S2 CRA CRA CRA CRA

Lab Screening Form GA CRA

Polypharmacy GA CRA

Polypharmacy High Risk Drug Review GA CRA

Timed “Up and Go” GA CRA

Mini-Cog GA CRA CRA CRA CRA

Short BOMC Test GA CRA

Nutritional Status and MNA GA CRA

Short Physical Performance Battery GA CRA CRA CRA CRA

GA Scoring Guide to Detect GA CRA

Impairments

Physician Baseline Survey® Phys

Situational Vignettes® Phys

Physician Follow-Up Survey® Phys®

mimj|mj|m|m|m

Treatment Decision Making Form Phys
Decision Regret Follow-up Phys Phys Phys
Understanding of Disease -Physician Phys

Study Related Forms®

Screening Log

Patient Eligibility Screening Form

Caregiver Eligibility Screening Form

Contact Information Form

Patient Withdrawal Form

Caregiver Withdrawal Form

Physician Withdrawal Form

Clinical Trials Patient Registration

URCC CCOP Research Base AE Report

Note: Screening and baseline can be combined. The measures/forms are not listed in the order of administration. * A
research staff member from the Telephone Team will call the patient within 1 to 7 days after the baseline audiorecorded
visit. ® The Screening Coversheet page 2 collects patient information that will be used to establish survival status. ¢ The
Physican Baseline Survey will be administered via REDCap or paper form and the situational vignettes are collected as
part of the Physician Baseline Survey. ° The physician follow-up survey will be administered at the end of the study period.
® These forms will be used for study documentation purposes.

Abbreviations: C (Caregiver); CRA (Clinical Research Associate); Pt (Patient); Phys (Physician); GA (geriatric
assessment); P1 (Primary Aim 1); | (Intervention); E (Exploratory Aim); S1 (Secondary Aim 1); S2 (Secondary Aim 2); S3
(Secondary Aim 3); KPS (Karnofsky Performance Status); Blessed OMC (Blessed-Orientation Memory Concentration
Test); SPPB (Short Physical Performance Battery), URCC CCOP Research Base (University of Rochester Cancer Center
Community Clinical Oncology Program Research Base), AE (Adverse Event).
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