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ABSTRACT

Introduction

Communication is an essential aspect of care for patients with progressive

serious illnesses. This study aims to evaluate the efficacy of an integrated patient-centered

communication support program involving caregivers, oncologists, and patients with

rapidly progressing advanced cancer.

Methods and Analysis

The proposed integrated communication support program is in the randomized

control trial stage. It comprises a cluster of oncologists from comprehensive cancer center

hospitals in a metropolitan area in Japan. A total of 20 oncologists, 200 patients with

advanced pancreatic cancer, and the patients’ caregivers are enrolled in this study as of

the writing of this protocol report. Oncologists are randomly assigned to the intervention

group (IG) or control group (CG). Patients and caregivers are allocated to the same group

as their oncologists. The IG oncologists receive a 2.5-hour individual communication

skills training, and patients and caregivers receive a half-hour coaching intervention to

facilitate prioritizing and discussing questions and concerns; the CG participants do not

receive any training. Follow-up data will be collected quarterly for 6 months and annually

443
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for up to three years. The primary endpoint is the intergroup difference between before-

and after-intervention patient-centered communication behaviors during oncology visits.

Ethics and dissemination

This study is conducted in accordance with the ethical guidelines for clinical

studies published by Japan’s Ministry of Education, Cultural, Sports, Science, and

Technology, the Ministry of Health, Labour, and Welfare (MHLW), and the ethical

principles established for research on humans stipulated in the Declaration of Helsinki

and further amendments thereto. The protocol was approved by the Institutional Review

Board of National Cancer Center, Japan on July 4, 2018 (ID: 2017-474).

Trial status

This study is currently enrolling participants; enrollment period ends July 31,

2020; estimated follow-up date is March 31, 2023.

Trial registration number

UMIN Clinical Trial Registry: UMIN000033612; Pre-results.
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ARTICLE SUMMARY
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10 Trial registration: The protocol registered on 24 August, 2018 at UMIN Clinical Trial

13 Registry. The registration number is UMIN000033612.

19 Data statement: Study protocol, data definition tables, and dataset will be uploaded to

22 the UMIN- Individual Case Data Repository, https://www.umin.ac.jp/icdr/index-j.html.

28 Protocol version: The protocol version is 1.4 on 20 December, 2019.

34 Strengths and limitations of this study:

37 e A strength of this study is the use of a large group of patients, caregivers, and

40 oncologists in the real-world scenario for which the intervention is being tested.

43 e The use of multicenter participant samples, controls, and patient follow-up allows

46 for reliable study results.

49 e This study includes oncologists, patients, and caregivers for intervention.

52 e The intervention program is complex, consisting of multiple factorial components

55 making it difficult to determine which interventions and components are most

58 efficacious or beneficial; however, participants provide assessments of the
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intervention components.

e The study only involves pancreatic cancer so the generalization potential for other

cancers is unknown. However, as pancreatic cancer is one of the most rapidly

progressing, the intervention may be effective for patients with other these cancers.
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INTRODUCTION

Pancreatic cancer is the fourth leading cause of death in Japan with

approximately 35,000 new cases diagnosed per year, matching the approximate annual

number of deaths from the disease nationally.[1] Over 40% of patients with pancreatic

cancer are stage [V at diagnosis and the 5-year survival rate is 7%.[2] Although the initial

treatment goal for pancreatic cancer is to cure, even prolonged survival and maintenance

of QOL are difficult to achieve.

Most patients with advanced cancer prefer to discuss their prognosis and

treatments with their physicians.[3] However, physicians may feel burdened by open

discussions for fear of patients losing hope or they may face resistance from caregivers;

[4] therefore, these discussions rarely occur.[5] Consequently, patients often overestimate

prognoses, underestimate disease severity, and have unrealistic expectations for a cure.[6]

Patients who have not discussed prognosis and treatment choices with their oncologists

are 3 to 8 times more likely to receive aggressive treatments in their last week of life.[5,

7] Although oncologists and patients find prognostic discussions can be stressful for

doctors and patients alike, unnecessary expenses and actual harm to the patient may result

from uninformed decisions.[8] Additionally, it has been shown that open discussions do

not cause hopelessness or increased fear inpatients, and well-informed patients make

91|43
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more appropriate treatment choices.[9,10] Hence, oncologists need to provide adequate

information regarding cancer treatment decisions for patients approaching the end of life

and their caregivers, confirm their understanding, and achieve shared decision making

about treatment and care based on patients’ personal values, life goals, and treatment

preferences.

Patients go from diagnosis to discontinuation of anti-cancer drug treatment

(mainly pancreatic cancer patients) desire more “empathic paternalistic communication”

from oncologists.[11] Oncologists’ empathic communication reduces patients'

psychological distress,[12] increases trust in the oncologist,[12] and enhances

information recall.[13] Empathic communication is essential, especially for patients with

rapidly progressing serious illnesses. Therefore, communication skills training (CST)

programs have been developed for physicians to facilitate communication behaviors that

strengthen relationships with patients.[14] CST is a learner-centered workshop held in

small groups, including role-play with simulated patients (SPs).[15] It is strongly

recommended that medical professionals train communication skills in American Society

of Clinical Oncology Consensus Guideline in patient-clinician communication. [16]

We conducted a prior survey clarifying the four factors of oncologists’

communication skills preferred by patients, referred to as SHARE: “Setting”, “How to

10 | 43
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deliver the bad news”, “Additional information”, and “Reassurance and Emotional

support.”’[17,18] A two-day SHARE-CST program for oncologists was developed based

on these preferences.[19] Our previous randomized controlled trial (RCT) showed that

oncologists who participated in SHARE-CST improved their confidence and behavior in

patient-centered communication and their patients experienced a low level of

psychological distress and a high level of trust in the oncologist.[12]

In Japan, SHARE-CST was implemented as a 10-year project commissioned by

the MHLW for physicians nationwide after the enactment of the National Cancer Control

Act. Participants reported that empathic communication attitudes and abilities

improved;[20] however, it was difficult for most oncologists to participate in two-day

CST group workshops because of busy clinical oncology settings.

Patient-centered approaches using question prompt lists (QPLs) have also been

proposed for improving patient-physician communication. A QPL is an inexpensive

communication tool employing a structured question list to encourage patient question-

asking and participation during consultations.[21] The provision of a QPL and

communication interventions with QPL before a consultation is effective in promoting

patient question-asking behavior and participation in the consultation, and decreasing

patients’ anxiety.[22] Our previous RCT trial showed that QPS might be useful for
11| 43
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advanced cancer patients, however, it failed to promote patient question-asking

behavior,[23] in part because Japanese patients tend to wait for physicians to encourage

them to ask questions.[24] Therefore, in Japan, integrated interventions combining CST

for oncologists and QPL-coaching for patients might increase patient questioning

behavior and improve patient-centered communication in consultations.[25,26]

Based on the previous trials’ results, this study aims to evaluate the efficacy of a

new integrated communication support program promoting patient-centered

communication regarding treatment and care after standard chemotherapy during first-

line chemotherapy among oncologists, caregivers, and patients with rapidly progressing

advanced cancer. We hypothesize that, compared to treatment as usual (TAU), the

intervention will increase patients’ question-asking behaviors, improve patient well-being

and patient-centered communication behaviors, and improve health services utilization

by reducing aggressive interventions and increasing use of palliative care.

METHODS and ANALYSIS

This protocol was written in accordance with the Standard Protocol Items:

Recommendations for Interventional Trials (SPIRIT) and SPIRIT PRO Extension

Guidelines.[27, 28]
12 | 43
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Study design

This study is a single-blind cluster RCT conducted in four metropolitan cancer-

treatment hospitals: the National Cancer Center Hospital, the National Cancer Center

Hospital East, the Cancer Institute Hospital, and the Kanagawa Cancer Center Hospital.

This study protocol has been reviewed and approved by the protocol review committee

of Japan Supportive, Palliative, and Psychosocial Oncology Group as J-SUPPORT 1704

study, and the Institutional Review Boards at each participating institution.

An independent data center provides computer-generated random allocation

sequences. The assignment sequence is centrally managed; assignment results are

automatically sent to a clinical research coordinator (CRC) electronically. The oncologist

participants are randomly assigned to an intervention group (IG) or control group (CG),

after baseline phase and patient/caregiver participants are randomized by proxy to

intervention with TAU or control (TAU alone). A stratified block-randomization scheme

is used to assure balanced assignment by site. Within each site, oncologists are randomly

assigned approximately evenly across the treatment and control conditions. Because

participants in intervention group provided intervention in addition to TAU, and are

unblinded.
13143
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Intervention

Oncologist

We modified the original SHARE-CST design,[12] adopting a 2.5-hour

individual program consisting of lecture with a textbook and role-play/discussion with a

facilitator and SP (See Table 1). The lecture cites evidence of the most important and

common patient preferences regarding communication—empathic responses and

encouragement to ask questions—variability of patients’ preferences in discussing

prognoses and being/not being dispassionate, and demonstrates how to check and elicit

patient preferences. Additionally, the lecture explains the QPL and discusses frequently

asked questions from patients about information related to treatment and care after

standard treatment that relates to patients’ personal values, life goals, and preferences of

patients and caregivers. During the role-playing and discussion, participants are required

to consider a patient’s emotions and concerns caused by bad news, recognition of his/ her

disease, social situations, and information that he/ she would want to know, by

empathizing with him/ her. Roleplay also includes dealing with patients who bring QPLs.

Facilitators provide a lecture, lead the role-playing, and discuss patients’

potential emotions and communication-related preferences. Facilitators include

14 | 43
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1 INTEGRATED COMMUNICATION PROGRAM FOR ADVANCED CANCER PATIENTS

2

3 AND ONCOLOGISTS

4

5

6

7 Table 1. Components of CST Program Based on SHARE Model

8 Component Description

9 Conceptual communication skills

10 model: SHARE

n S Setting up supportive environment for interview (eg, greeting patient cordially,

12 looking at patient’s eyes and face)

13 H Considering how to deliver bad news (eg, not beginning bad news without

14 preamble, checking to see whether talk is fast paced)

1 2 A Discussing additional information that patient would like to know (eg, answering

patient’s questions fully, explaining second opinion)

1; Providing reassurance and addressing patient’s emotions with empathic responses

19 RE (eg, remaining silent out of concern for patient’s feelings, accepting patient’s

20 expression of emotions)

21 Module

22 Lecture Introduction, communication skills model, evidence of preferences of patients with

23 cancer regarding communication

24 . Simurated consultation with simurated patient using communication skills with
Role playing , . . . ..

25 scenarios, discussing with facilitator, summary

26 Scenarios Discontinuing chemotherapy

27 Dealing with patient asking questions

;g Setting 1 participant

30 1 facilitator

31 1 simulated patient

32 Schedule Orientation (10 minutes)

2431 Lecture (20 minutes)

35 Role playing with peer discussion (45 minutes X 2)

36

37 Abbreviation: CST, communication skills training,

38

39

40

41

42

43

44

45

46

47

48

49

50

51

52

53

54

55

56

57

58

59
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psychiatrists, psychologists, and oncologists, all of whom have had 3 years or more of

clinical experience in oncology and participated in specialized 30-hour training

workshops for facilitating communication skills in oncology. The SPs have also

participated in train-the-trainer workshops and a 15-hour SP training.

Patient and Caregiver

Communication coaching for patients was developed to facilitate

communication with physicians using a 63-question QPL based on in-depth focus-group

interviews with 18 participants (5 pancreatic cancer patients, 3 caregivers patients with

pancreatic cancer, 4 bereaved people who had known a patient with pancreatic cancer,

and 6 pancreatic oncologists), and previous QPS studies.[23,24,29] The QPL is a 10-page

A4 sheet containing 63 questions grouped into 8 topics (diagnosis and stage of the disease,

current and future treatments, management of current/possible future symptoms, daily life

activities, care and prognosis post standard treatment, caregivers’ needs, psychological

distress and management, and values) and a space for free questions. Patient

communication coaching using the QPL is a half-hour individual program consisting of

reading the list to select personally relevant questions, prioritizing selected questions,

discussing encouraging their oncologist to ask some high priority questions at their next

16 | 43
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oncology visit, discussing difficulties in asking, and practicing asking their oncologist

10 these questions. The intervention is to be provided by clinical psychologists and nurses

13 who have participated in a 10-hour intensive training workshop using an intervention

16 manual. All intervention sessions are noted, summarized, and reported to each oncologist

19 before patients’ visits. Intervention providers hold weekly conferences to review their

22 coaching sessions.

28 Control condition

31 CG oncologists are provided neither training nor educational materials.

34 Patients/caregivers in the CG are provided TAU.

40 Participants

43 Oncologists

46 Enrolled oncologists must (1) be mainly engaged in anticancer drug treatment of

49 the pancreatic cancer patients; (2) have provided written informed consent for trial

52 participation.

58 Patients

60 17 | 43
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Enrolled patients must (1) have a diagnosis of pancreatic cancer

(adenocarcinoma); (2) have unresectable pancreatic cancer (UICC stage III or IV) or

postoperative recurrence; (3) receive a first-line chemotherapy and be scheduled for a

second course; (4) be aged 20 years or older; (5) have a ECOG performance status score

of 0 or 1; (6) regularly visit an enrolled oncologist; (7) provide written informed consent

for trial participation; (8) be able to read, write, understand, and speak Japanese.

Patients are excluded if they are (1) judged by their oncologist to have cognitive

impairment; (2) unable to complete an electronic Patient Reported Outcome (e-PRO)

Questionnaire; (3) judged unsuitable for participation by their oncologist.

Caregivers

Enrolled caregivers must (1) be aged 20 years or older; (2) regularly accompany

an enrolled patient as primary caregiver; (3) provide written informed consent to trial

participation; (4) be able to read, write, understand, and speak Japanese.

Caregivers are excluded if they are unable to complete an electronic Patient

Reported Outcome (e-PRO) Questionnaire.

Procedures

18 | 43
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This study consists of 3 phases, a baseline phase, an intervention phase, and a

follow-up phase (Figure 1). The schedule for outcome measurement is shown in Table 2.

After completing the intervention phase, data analysis will ensue. After this study has

closed, oncologists in the control group will be provided with the intervention on demand.

Baseline phase

This phase involves oncologist and patients/ caregiver recruitment, and pre-

randomization data collection of oncologists’ communication behaviors as baseline data

for using as a covariate in the RCT analysis. In this phase, 3 to 5 patients and their

caregivers (if available) will be recruited for each oncologist. Participants will be asked

to be audio recorded at one oncology visit and provide some feedback as to study

measures for potential use as covariates in the RCT analyses.

Intervention phase

This phase involves oncologists’ randomization, intervention for participants in

IG, and follow-up assessment. After oncologists are randomly assigned to the IG or CG,

those in the IG will receive an individual intervention.

Next, 10 patients and their caregivers (if available) who regularly visit the

19 | 43
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oncologist are recruited and assigned to the IG or CG. After the IG patients and their

caregivers receive an intervention or 2 weeks to 1month after baseline in the CG, the

conversation of the patient/caregiver and the oncologist audio record at their next

consultation. After the visit, patients/caregivers and the oncologists rate the consultation

using a follow-up assessment.

Long-term follow-up phase

Patients and their caregivers will be encouraged to provide long-term follow-up

assessments at 3, 6, 12, 24, and 36 months after the first follow-up assessment. Caregivers

regarding are also asked to provide another assessment at 2 to 6 months post patient death.

Data management, central monitoring, data monitoring, and auditing

We will collect all data, except for audio recorded data, through electronic data

capture (EDC) and electronic-patient reported outcomes (ePRO) system or paper-based

PRO questionnaires (pPRO) in case of patients’ physical limitation. If participants fail to

respond to ePRO or pPRO, a CRC blinded to the assignment will elicit subjects’ answers

to avoid the missing data. Data management and central monitoring will be performed

using EDC VIEDOC 4 (PCG Solutions, Sweden) by J-SUPPORT Data Science Team.
20 | 43
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Auditing is not also planned for this study.

13 Concomitant treatments

16 There is no restriction on concomitant treatments.

22 Stopping rules for participants

25 If a participant meets any of the following conditions, the research team can

28 discontinue the intervention. However, the participant will not be considered to have

31 dropped out of the trial at that stage and will receive the assessments: (1) the participant

34 wishes to stop the intervention; (2) the research team judges that the risk of the

37 intervention is greater than the benefit for any reason; (3) the research team judges that it

40 is difficult to continue the intervention because of clinical deterioration; and (4) the

43 research team judges that it is inappropriate to continue the intervention for any reason.

49 Stopping assessment

52 If a participant withdraws consent for assessment, he or she will not be followed

55 up. Subjects will be excluded from the intention-to-treat (ITT) cohort of the trial only if

58 they are found to meet any exclusion criteria at baseline (e.g., age under 20 years) after
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participation.

Assessment measures

Table 2 shows the schedule for outcome measurement.
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Table 2. Schedule for outcome measurement

BMJ Open

PROGRAM FOR ADVANCED CANCER PATIENTS

Baseline Phase

Intervention Phase

Follow-up Phase

Day 28 of 1st
line
chemotherapy

Day 28 of
1st line
chemothera

Day 42 of
1st line
chemothera

3,6, 12,24,
36 months
after

After post-
mortem of
the patient

Patient

SHAREI RIAS
Charactaristics

Evaluation on consultation

0
0
0

SHAREI RIAS

HADS

FACT

Short version of CoQOLo
TiOS

CsQ

PEACE

Evaluation on consultation, QPL,
mtervention, oncologist
PTPQ

Charactaristics

End-of-life Medical care

R

R

R

Caregiver

SHAREl RIAS

Charactaristics

SHAREI RIAS

EQ-l D-I L

K6

CsQ

Charactaristics
End-of-life Medical care
PTPQ

Evaluation on consultation, QPL,
tervention, oncologist

Short version of

Good Death Inventory

]

Oncologist

SHARE, RIAS
Oncologist's charactaristics
Evaluation on intervention, QPL

Evaluation on consultation
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Primary outcome measure

Patient-centered communication behaviors

The audio-recorded oncology visits for all participants will be coded for each of

the four factors of communication behaviors based on patient preference, referred to as

SHARE: setting, delivery of information, additional information, and reassurance and

emotional support (see Table 1). [19] The SHARE-RE factor is used as a primary outcome

to measure empathic communication between patient/caregiver and oncologist after

intervention for both.

Based on previous study methods,[19] the impressions of conversations from

consultations will be assessed using the 8 SHARE-RE categories of the 27 SHARE

categories for analysis, in a random order, by two blinded coders who have been trained

for 30 hours or more for some tasks independently on two occasions with a rating manual.

Secondary outcome measure

Patient-preferred communication behavior

Patient-preferred communication will be analyzed using impression ratings from

two blinded coders, as described above. The analysis will include the audio-recorded

oncology visits for all participants using the total score of the 27 SHARE
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categories.[18,19] On the basis of previous study methods,[19] the 40 categories of the

Rote intention analysis system (RIAS) will also be used in assessing patient-centered

communications. [30]

Patient-reported outcome measures

Several scales will be used to produce a comprehensive profile of each patient

participant. These include the Hospital Anxiety and Depression Scale (HADS);[31] the

Physical well-being and Functional well-being subscale of the Functional Assessment of

Cancer Therapy (FACT- Physical & Functional);[32] the Short version of the

Comprehensive Quality of Life Outcome inventory (CoQOLo);[33] the Trust in

Oncologists Scale (Ti0S).[34] Satisfaction with their oncologist and experience with the

disease will be measured with the Client Satisfaction Questionnaire (CSQ);[35] the Peace,

Equanimity, and Acceptance in the Cancer Experience (PEACE) questionnaire;[36] and

the Prognosis and Treatment Perceptions Questionnaire (PTPQ).[37]

Patients’ relevant medical and sociological background information includes

stage, diagnosis date, treatment status, treatment history, comorbidities, sex, age, job

status, household income, household size, social support, marital status, educational

experience, treatment, and care preference at the end of life. Medical utilization at the end
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of life will be determined by the date of death, any chemotherapy agent given within 14

days of death, any new chemotherapeutic regimen started within 30 days of death, and

involvement of hospice; and palliative care services; all of this information is obtained

from medical fee information.[26]

A patients’ assessment survey of the intervention’s usefulness includes “Did you

understand how to use the QPL and did you actually use it?” “Do you think you will

continue the intervention?” “Was the intervention useful to you?” Their assessment of

Oncologists includes “Did the oncologist talk about the QPL?" and “How did the

oncologist respond to your questions?”, their assessment of QPL includes “Did the QPL

helped you ask the oncologist questions?” “Is the QPL useful?” “Did you read the QPL

before the visit?” and “Do you think you will read the QPL in the future?” as well as

whether they asked selected questions to oncologist after the visit, which questions they

selected, and “How much you have discussed with your oncologist in the visit?”

Caregiver survey measures

Several scales will also be used for a comprehensive view of caregivers,

including the K6 nonspecific psychological distress scale;[38] and the 5 Dimension

EuroQol (EQ-5D).[39] Satisfaction with the oncologist is measured with the CSQ. After
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the patient’s death, the caregiver’s QOL as the bereaved is measured with the Short

version of Good Death Inventory (GDI).[40]

Caregivers’ relevant sociological background information includes sex, age,

relationship with the patient, job status, household income, household size, social support,

marital status, educational experience, and treatment and care preferences at the end of

life).

After the first post-intervention visit, caregivers in the IG will evaluate the

intervention, the oncologist, and the QPL and report any selected questions used with the

oncologist.

Oncologist survey measures

The relevant data concerning the oncologists include their sociological

background (sex, age, clinical experience). The oncologists’ medical utilization will be

determined by their recollection of the dates and circumstances of the post-intervention

consultations with patients/caregivers.

The usefulness of the intervention will also be measured using evaluations

provided by the oncologists in the IG.
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Harms

No specific and serious adverse events are presumed for participants of this study.

However, by participating in the interventions, some participants may potentially

experience psychological distress from imagining their situation after standard treatment.

The patients/ caregivers and oncologists will also be subjected to time burdens of a half-

hour and 2.5 hours for the intervention, and 10-30 minutes for each baseline and follow-

up assessment. Therefore, we will give patients/caregivers a reward of 500 Japanese yen

for each participant assessment. There are no financial risks associated with study

participation.

Compensation

If participants develop unexpected health issues due to study participation during

or after completion of this study, treatment will be adequately provided per standard

medical care, covered by the National Health Insurance.

Sample size estimation

Our previous study revealed that the effect size of SHARE-RE scores was 1.9 at

post-intervention. [12] For a sample size based on 80% power to detect a significant
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difference at a significance level of 0.05 (two-sided), 10 oncologists and 70-100

participants (7-10 per oncologist) would be required for each arm in the follow-up phase,

assuming some participant drop out and data loss. Assuming that 80% of patients will be

accompanied by caregivers at doctor visits, a total of 112-160 participants would be

required. Based on previous studies, a total of 60—150 patients (3 to 5 per oncologist) are

needed in the baseline phase.[26]

Patient and public involvement statement

This study protocol was co-designed by a patient with pancreatic cancer and a

family member of a pancreatic cancer patient who participated as researchers. They spoke

with other patients to help determine recommendations for when patients’ preferences

and/or opinions should be considered. They will play a similar role in the implementation

of this study. Thus, patients were and will continue to be involved in this study. The

results of this study will be available via a study website.

Data analysis

Primary analyses

To examine the intervention effect parameters of all randomly assigned subjects
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in the primary analysis set according to the ITT principle, we will analyze the primary

outcome with SHARE-RE as an indicator of enhanced empathic communication using a

generalized linear model. The primary outcome of interest is the difference in SHARE-

RE scores between the two groups after intervention. A two-sided p value < 0.05 will be

used to indicate statistical significance.

Secondary analyses

We will perform secondary analyses to supplement our primary analysis and

obtain a clearer understanding of our clinical questions. The secondary analyses will use

models similar to that of the primary analysis and will examine data for the secondary

outcome measures. These analyses will be conducted for exploratory purposes.

Interim analyses

No interim analysis is planned.

Publication policy

The protocol and study results will be submitted to peer-reviewed journals. The

first author of the main paper will be a member of the steering committee (authors of the
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protocol paper). Another person could be the first author if approved by the steering

committee. The list of coauthors will be determined before submitting each paper.

Study period

This study period of this trial is April 2017 to March 2023; the registration period

is August 2018 to July 2020.

Ethics and dissemination

The present study is subject to ethical guidelines for clinical studies published

by Japan’s Ministry of Education, Science and Technology and Ministry of Health,

Labour, and Welfare and the modified Act on the Protection of Personal Information as

well as the ethical principles established for research on humans stipulated in the

Declaration of Helsinki and further amendments thereto. If important protocol

modifications are needed, the investigators will discuss them and report to the review

board for approval. Regarding dissemination, the results obtained will be submitted for

publication in peer-reviewed journals. The main and relevant findings will be presented

at conferences.
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DISCUSSION

This study is a multi-site randomized controlled trial to evaluate the efficacy of

an integrated communication support program for rapidly progressive advanced cancer

patients, caregivers, and oncologists to promote patient-centered communication. The

intervention program is unique in intervening with both oncologists and

patients/caregivers for a brief time at the time of first-line chemotherapy before they are

critically ill.

In clinical oncology, the introduction of personalized precision medicine has

allowed great therapeutic progress. While patient-oncologist communication is uncertain

and complex, and busy oncologists often find it difficult to take extra time with their

patients. As a result, personalized and precise communication between a patient and an

oncologist may not be achieved. If empathic communication between patients and

oncologists can be improved, including shared decision making based on patient values

and preferences about the use of evidence-based medicine, the result can be an effective

integration of best practices and patient values, allowing for better use of clinical expertise

available resources.

In this study, it is essential that intervention facilitators and SPs be well trained

to maintain the quality of the intervention. In the future, it may be possible to reduce costs
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by developing internet-based programs. Regarding QPL, clinical benefits may increase

when it is possible to link medical records with data from wearable devices. Above all,

the use of electronic media is expected to make implementation of the intervention

program easier.

Strengths and limitations of this study

This study has two methodological limitations. First, we involve both

oncologists and patients/caregivers. The intervention program for both is complex,

consisting of multiple factorial components. Thus, if the interventions prove superior to

usual care, we cannot determine which interventions and components are most efficacious

or beneficial in promoting their communication. Second, patient intervention will be

applied only with patients with pancreatic cancer. The generalization potential for other

cancers is unknown. However, because pancreatic cancer is one of most rapidly

progressive, the intervention may be effective in other cancers.
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Reporting checklist for protocol of a clinical trial.
Based on the SPIRIT guidelines.

Instructions to authors

Complete this checklist by entering the page numbers from your manuscript where readers will find

each of the items listed below.

Your article may not currently address all the items on the checklist. Please modify your text to
include the missing information. If you are certain that an item does not apply, please write "n/a" and

provide a short explanation.
Upload your completed checklist as an extra file when you submit to a journal.
In your methods section, say that you used the SPIRITreporting guidelines, and cite them as:

Chan A-W, Tetzlaff JM, Altman DG, Laupacis A, Ggtzsche PC, Krleza-Jeri¢ K, Hrébjartsson A, Mann
H, Dickersin K, Berlin J, Doré C, Parulekar W, Summerskill W, Groves T, Schulz K, Sox H, Rockhold
FW, Rennie D, Moher D. SPIRIT 2013 Statement: Defining standard protocol items for clinical trials.

Ann Intern Med. 2013;158(3):200-207

Page
Reporting Item Number
Administrative
information
Title #1 Descriptive title identifying the study design, population, 1

interventions, and, if applicable, trial acronym
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Trial registration

Trial registration:

data set

Protocol version

Funding

Roles and
responsibilities:

contributorship

Roles and
responsibilities:
sponsor contact

information

Roles and
responsibilities:

sponsor and funder

Roles and
responsibilities:

committees

#2a

#2b

#5a

#5b

#5¢

#5d

BMJ Open

Trial identifier and registry name. If not yet registered,

name of intended registry

All items from the World Health Organization Trial

Registration Data Set

Date and version identifier

Sources and types of financial, material, and other

support

Names, affiliations, and roles of protocol contributors

Name and contact information for the trial sponsor

Role of study sponsor and funders, if any, in study
design; collection, management, analysis, and
interpretation of data; writing of the report; and the
decision to submit the report for publication, including
whether they will have ultimate authority over any of

these activities

Composition, roles, and responsibilities of the
coordinating centre, steering committee, endpoint

adjudication committee, data management team, and
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Introduction

Background and

rationale

Background and
rationale: choice of

comparators

Objectives

Trial design

Methods:
Participants,
interventions, and

outcomes

Study setting

#6a

#6b

BMJ Open

other individuals or groups overseeing the trial, if

applicable (see Item 21a for data monitoring committee)

Description of research question and justification for
undertaking the trial, including summary of relevant
studies (published and unpublished) examining benefits

and harms for each intervention

Explanation for choice of comparators

Specific objectives or hypotheses

Description of trial design including type of trial (eg,
parallel group, crossover, factorial, single group),
allocation ratio, and framework (eg, superiority,

equivalence, non-inferiority, exploratory)

Description of study settings (eg, community clinic,
academic hospital) and list of countries where data will be
collected. Reference to where list of study sites can be

obtained
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; Eligibility criteria #10 Inclusion and exclusion criteria for participants. If

3

4 applicable, eligibility criteria for study centres and

5

6 individuals who will perform the interventions (eg,

7

g surgeons, psychotherapists)

10

:; Interventions: #11a Interventions for each group with sufficient detail to allow
13

14 description replication, including how and when they will be

15

16 administered

17

18

19 Interventions: #11b Criteria for discontinuing or modifying allocated

20

;; modifications interventions for a given trial participant (eg, drug dose
;i change in response to harms, participant request, or

25

26 improving / worsening disease)

27

28

29 Interventions: #11c Strategies to improve adherence to intervention protocols,
30

:; adherance and any procedures for monitoring adherence (eg, drug
2431 tablet return; laboratory tests)

35

g? Interventions: #11d Relevant concomitant care and interventions that are

38

39 concomitant care permitted or prohibited during the trial

40

41

42 Outcomes #12 Primary, secondary, and other outcomes, including the
43

2;‘ specific measurement variable (eg, systolic blood

j? pressure), analysis metric (eg, change from baseline, final
48

49 value, time to event), method of aggregation (eg, median,
50

51 proportion), and time point for each outcome. Explanation
52

2431 of the clinical relevance of chosen efficacy and harm

22 outcomes is strongly recommended

57

58

59
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Participant timeline #13 Time schedule of enrolment, interventions (including any 18
run-ins and washouts), assessments, and visits for
participants. A schematic diagram is highly recommended
(see Figure)
Sample size #14  Estimated number of participants needed to achieve 26
study objectives and how it was determined, including
clinical and statistical assumptions supporting any sample
size calculations
Recruitment #15  Strategies for achieving adequate participant enrolment to 17
reach target sample size
Methods:
Assignment of
interventions (for
controlled trials)
Allocation: sequence #16a Method of generating the allocation sequence (eg, 13
generation computer-generated random numbers), and list of any
factors for stratification. To reduce predictability of a
random sequence, details of any planned restriction (eg,
blocking) should be provided in a separate document that
is unavailable to those who enrol participants or assign
interventions
Allocation #16b Mechanism of implementing the allocation sequence (eg, 13
concealment central telephone; sequentially numbered, opaque,
mechanism
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sealed envelopes), describing any steps to conceal the

sequence until interventions are assigned

B~ S
kN
(@]
(@]

Allocation: Who will generate the allocation sequence, who will enrol

oNOYTULT D WN =

implementation participants, and who will assign participants to

interventions

14 Blinding (masking) 17

Q

Who will be blinded after assignment to interventions (eg,
16 trial participants, care providers, outcome assessors, data

18 analysts), and how

(o

Blinding (masking): 17b If blinded, circumstances under which unblinding is
emergency permissible, and procedure for revealing a participant’s

26 unblinding allocated intervention during the trial

29 Methods: Data
31 collection,
management, and

36 analysis

39 Data collection plan #18a Plans for assessment and collection of outcome,
41 baseline, and other trial data, including any related
processes to promote data quality (eg, duplicate

46 measurements, training of assessors) and a description
48 of study instruments (eg, questionnaires, laboratory tests)
50 along with their reliability and validity, if known. Reference

to where data collection forms can be found, if not in the

55 protocol
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Data collection plan: 18b Plans to promote participant retention and complete 19
retention follow-up, including list of any outcome data to be
collected for participants who discontinue or deviate from

intervention protocols

Data management #19 Plans for data entry, coding, security, and storage, 19
including any related processes to promote data quality
(eg, double data entry; range checks for data values).
Reference to where details of data management
procedures can be found, if not in the protocol
Statistics: outcomes  #20a Statistical methods for analysing primary and secondary 27
outcomes. Reference to where other details of the
statistical analysis plan can be found, if not in the protocol
Statistics: additional ~ #20b Methods for any additional analyses (eg, subgroup and 27
analyses adjusted analyses)
Statistics: analysis #20c Definition of analysis population relating to protocol non- 27
population and adherence (eg, as randomised analysis), and any
missing data statistical methods to handle missing data (eg, multiple
imputation)
Methods: Monitoring
Data monitoring: #21a Composition of data monitoring committee (DMC); 19
formal committee summary of its role and reporting structure; statement of

whether it is independent from the sponsor and

competing interests; and reference to where further
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Data monitoring:

interim analysis

Harms

Auditing

Ethics and

dissemination

Research ethics

approval

Protocol

amendments

#24

O

BMJ Open

details about its charter can be found, if not in the
protocol. Alternatively, an explanation of why a DMC is

not needed

Description of any interim analyses and stopping
guidelines, including who will have access to these
interim results and make the final decision to terminate

the trial

Plans for collecting, assessing, reporting, and managing
solicited and spontaneously reported adverse events and
other unintended effects of trial interventions or trial

conduct

Frequency and procedures for auditing trial conduct, if
any, and whether the process will be independent from

investigators and the sponsor

Plans for seeking research ethics committee / institutional

review board (REC / IRB) approval

Plans for communicating important protocol modifications
(eg, changes to eligibility criteria, outcomes, analyses) to
relevant parties (eg, investigators, REC / IRBs, trial

participants, trial registries, journals, regulators)

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

27

25

32

13

28


https://www.goodreports.org/spirit/info/#21b
https://www.goodreports.org/spirit/info/#22
https://www.goodreports.org/spirit/info/#23
https://www.goodreports.org/spirit/info/#24
https://www.goodreports.org/spirit/info/#25

oNOYTULT D WN =

Consent or assent

Consent or assent:

ancillary studies

Confidentiality

Declaration of

interests

Data access

Ancillary and post

trial care

#26a

#27

#30

Dissemination policy: #31a

trial results

BMJ Open

Who will obtain informed consent or assent from potential
trial participants or authorised surrogates, and how (see

ltem 32)

Additional consent provisions for collection and use of
participant data and biological specimens in ancillary

studies, if applicable

How personal information about potential and enrolled
participants will be collected, shared, and maintained in
order to protect confidentiality before, during, and after

the trial

Financial and other competing interests for principal

investigators for the overall trial and each study site

Statement of who will have access to the final trial
dataset, and disclosure of contractual agreements that

limit such access for investigators

Provisions, if any, for ancillary and post-trial care, and for
compensation to those who suffer harm from trial

participation

Plans for investigators and sponsor to communicate trial
results to participants, healthcare professionals, the
public, and other relevant groups (eg, via publication,
reporting in results databases, or other data sharing

arrangements), including any publication restrictions
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Dissemination policy: #31b Authorship eligibility guidelines and any intended use of 28

authorship professional writers

Dissemination policy: #31c Plans, if any, for granting public access to the full 7

oNOYTULT D WN =

9 reproducible protocol, participant-level dataset, and statistical code

research
Appendices

18 Informed consent #32 Model consent form and other related documentation 1

20 materials given to participants and authorised surrogates

23 Biological specimens #33  Plans for collection, laboratory evaluation, and storage of n/a
25 biological specimens for genetic or molecular analysis in
the current trial and for future use in ancillary studies, if

30 applicable

33  The SPIRIT checklist is distributed under the terms of the Creative Commons Attribution License CC-

35 BY-ND 3.0. This checklist was completed on 20. December 2019 using https://www.goodreports.org/,

a tool made by the EQUATOR Network in collaboration with Penelope.ai
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ABSTRACT

Introduction

Communication is an essential aspect of care for patients with progressive

serious illnesses. This study aims to evaluate the efficacy of a new, integrated

communication support program for oncologists, patients with rapidly progressing

advanced cancer and their caregivers.

Methods and Analysis

The proposed integrated communication support program is in the randomized

control trial stage. It comprises a cluster of oncologists from comprehensive cancer center

hospitals in a metropolitan area in Japan. A total of 20 oncologists, 200 patients with

advanced pancreatic cancer, and the patients’ caregivers are enrolled in this study as of

the writing of this protocol report. Oncologists are randomly assigned to the intervention

group (IG) or control group (CG). Patients and caregivers are allocated to the same group

as their oncologists. The IG oncologists receive a 2.5-hour individual communication

skills training, and patients and caregivers receive a half-hour coaching intervention to

facilitate prioritizing and discussing questions and concerns; the CG participants do not

receive any training. Follow-up data will be collected quarterly for 6 months for a year
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and then annually for up to three years. The primary endpoint is the intergroup difference

between before- and after-intervention patient-centered communication behaviors during

oncology visits.

Ethics and dissemination

This study is conducted in accordance with the ethical guidelines for clinical

studies published by Japan’s Ministry of Education, Cultural, Sports, Science, and

Technology, the Ministry of Health, Labour, and Welfare (MHLW), and the ethical

principles established for research on humans stipulated in the Declaration of Helsinki

and further amendments thereto. The protocol was approved by the Institutional Review

Board of National Cancer Center, Japan on July 4, 2018 (ID: 2017-474).

Trial status

This study is currently enrolling participants; enrollment period ends July 31,

2020; estimated follow-up date is March 31, 2023.

Trial registration number

UMIN Clinical Trial Registry: UMIN000033612; Pre-results.
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of life
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ARTICLE SUMMARY

oNOYTULT D WN =

10 Trial registration: The protocol registered on 24 August, 2018 at UMIN Clinical Trial

13 Registry. The registration number is UMIN000033612.

19 Data statement: Study protocol, data definition tables, and dataset will be uploaded to

22 the UMIN- Individual Case Data Repository, https://www.umin.ac.jp/icdr/index-j.html.

28 Protocol version: The protocol version is 1.4 on 20 December, 2019.

34 Strengths and limitations of this study:

37 e A strength of this study is the use of a large group of patients, caregivers, and
40 oncologists in the real-world scenario for which the intervention is being tested.
43 e The use of multicenter participant samples, controls, and patient follow-up allows
46 for reliable study results.

49 e This study includes oncologists, patients, and caregivers for intervention.

52 e The intervention program is complex, consisting of multiple factorial components,
55 which makes it difficult to determine which interventions and components are

58 most efficacious or beneficial; however, participants provide subjective
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assessments of the intervention components.

e The study only involves pancreatic cancer, so the generalization potential for other

cancers is unknown. However, as pancreatic cancer is one of the most rapidly

progressing cancers, the intervention may also be effective for patients with other

Ccancers.
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INTRODUCTION

Pancreatic cancer is the fourth leading cause of death in Japan, with approximately

35,000 new cases diagnosed per year, matching the approximate annual number of deaths

from the disease nationally.[1] Over 40% of patients with pancreatic cancer are stage [V

at diagnosis, and the 5-year survival rate is 7%.[2] Although the initial treatment goal for

pancreatic cancer is to cure, even prolonged survival and maintenance of QOL are

difficult to achieve.

Most patients with advanced cancer prefer to discuss their prognosis and

treatments with their physicians.[3] However, physicians may feel burdened by open

discussions for fear of patients losing hope, or they may face resistance from

caregivers;[4] therefore, these discussions rarely occur.[5] Consequently, patients often

overestimate the hopefulness of prognoses, underestimate disease severity, and have

unrealistic expectations for a cure.[6] Patients who have not discussed prognosis and

treatment choices with their oncologists are 3 to 8 times more likely to receive aggressive

treatments in their last week of life.[5,7] Although oncologists and patients find that

prognostic discussions can be stressful, unnecessary expenses and actual harm to the

patient may result from uninformed decisions.[8] Additionally, it has been shown that

open discussions do not cause hopelessness or increased fear in patients and that well-
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informed patients make more appropriate treatment choices.[9,10] Hence, oncologists

need to provide adequate information regarding cancer treatment decisions for patients

and their caregivers approaching the end of life, confirm patients’ and caregivers’

understanding, and achieve shared decision making about treatment and care based on

patients’ personal values, life goals, and treatment preferences.

In previous study, patients from the diagnosis to the discontinuation of anti-

cancer drug treatment stage (mainly pancreatic cancer patients) showed to desire more

“empathic communication” from oncologists.[11] Empathic communication by

oncologists reduces patients’ psychological distress,[12] increases trust in the

oncologist,[12] and enhances information recall.[13] Empathic communication is

essential especially for patients with rapidly progressing serious illnesses. Therefore,

communication skills training (CST) programs have been developed to help physicians

to facilitate communication behaviors that strengthen relationships with patients.[14]

CST involves learner-centered workshop held in small groups and including role-play

with simulated patients (SPs).[15] It is strongly recommended that medical professionals

train themselves in communication skills based on American Society of Clinical

Oncology Consensus Guidelines for patient—clinician communication.[16] Learning tools

(e.g., www.vitaltalk.org) are available to medical practitioners to support this learning.
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We conducted a prior survey clarifying the four elements of communication

skills patients prefer oncologists to have, referred to as SHARE: “setting,” “how to deliver

the bad news,” “additional information,” and “reassurance and emotional

support.”’[17,18] A two-day SHARE-CST program for oncologists was developed based

on these preferences.[19] The program is a small-group workshop including the above-

mentioned modules; it employs role-play with simulated patients and immediate

feedback[15] to allow learners to practice discussing serious news with cancer patients

and caregivers, such as transition to palliative care when chemotherapy is failing. The

program emphasizes that physicians respect the values of each patient and provide

reassurance and emotional support in Asian culture.[20] Our previous randomized

controlled trial (RCT) of physicians, including oncologists treating pancreatic cancer,

showed that oncologists who participated in SHARE-CST improved their behavior in

terms of patient-preferred communication as well as their self-confidence in

communication with patients and that their patients experienced a relatively low level of

psychological distress and a high level of trust in the oncologist.[12] In Japan, SHARE-

CST was implemented as a 10-year project commissioned by the MHLW for physicians

nationwide after the enactment of the National Cancer Control Act. Participants reported

that their empathic communication attitudes and abilities had improved;[21] however, it
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was difficult for most oncologists to participate in two-day CST group workshops because

of the busy clinical oncology settings in which they worked.

Patient-centered approaches using question prompt lists (QPLs) have also been

proposed for the improvement of patient-physician communication. A QPL is an

inexpensive communication tool employing a structured question list to encourage patient

question-asking and participation during consultations.[22] The provision of a QPL and

implementation of communication interventions with QPL before consultation is

effective in promoting patient question-asking behavior and participation in the

consultation and in decreasing patients’ anxiety.[23] Our previous RCT of patients with

advanced gastric, colorectal, esophageal, and lung cancer showed that QPL was useful in

making initial treatment decisions for them but failed to promote patient question-asking

behavior,[24] in part because Japanese patients tend to wait for physicians to encourage

them to ask questions.[25] The number of patients asking their physician questions was

median 1, compared to mean/median 8.5 to 14 in studies in Western countries.[23,24] In

Japan, it has been reported that cancer patients have preference of not being burden to

others and of “omakase” (leaving the decision-making to a medical expert), and it is

difficult to elicit the patient's preference.[26] Thus, in Japan, integrated interventions

combining CST for oncologists and communication coaching with QPL for patients
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might increase patient questioning behavior and improve patient-centered communication

in consultations.[27,28]

Based on the results of previous trials, this study aims to evaluate the efficacy of

a new, integrated communication support program, consisting of a CST for oncologists

and communication coaching with QPL for patients with rapidly progressing advanced

cancer and their caregivers, promoting oncologists’ patient-centered communication

behaviors. We hypothesize that, compared to treatment as usual (TAU), the intervention

will increase oncologists’ patient-centered communication behaviors, increase patients’

question-asking behaviors, and improve patient well-being and health services utilization

by reducing aggressive interventions and increasing use of palliative care.

METHODS and ANALYSIS

This protocol was written in accordance with the Standard Protocol Items:

Recommendations for Interventional Trials (SPIRIT) and SPIRIT PRO Extension

Guidelines.[29,30]

Study design

This study is a single-blind cluster RCT conducted in four metropolitan cancer-
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treatment hospitals: the National Cancer Center Hospital, the National Cancer Center

Hospital East, the Cancer Institute Hospital, and the Kanagawa Cancer Center Hospital.

This study protocol has been reviewed and approved by the protocol review committee

of the Japan Supportive, Palliative, and Psychosocial Oncology Group as J-SUPPORT

1704 and by the Institutional Review Boards at each participating institution.

An independent data center provides computer-generated random allocation

sequences. The assignment sequence is centrally managed; assignment results are

automatically sent to a clinical research coordinator (CRC), electronically. The oncologist

participants are randomly assigned to an intervention group (IG) or control group (CG)

after the baseline phase; patient/caregiver participants are assigned to the same group as

their oncologists. A stratified block-randomization scheme is used to assure balanced

assignment by site. Within each site, oncologists are randomly assigned approximately

evenly across IG and CG. Participants in IG provide intervention in addition to TAU, and

are unblinded.

Intervention

Oncologists

We modified the original SHARE-CST design,[12] adopting a 2.5-hour
14 | 54
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individual program with a facilitator and a simulated patient (SP), consisting of lecture

with a textbook (30 min) and 2 role-plays with immediate feedback (see Table 1). The

original SHARE-CST is a small group consisting of 4 oncologists, 2 facilitators and 2

SPs, and included a lecture and 8 role-plays (twice per oncologist) with immediate

feedback. The lecture cites evidence of the most important and common patient

preferences regarding communication—empathic responses and encouragement to ask

questions—and the variability of patients’ preferences in discussing prognoses and

being/not being dispassionate; it also demonstrates how to check and elicit patient

preferences. Additionally, the lecture explains the QPL and discusses frequently asked

questions from patients about information related to treatment and care after standard

treatment that relates to patients’ personal values, life goals, and preferences, as well as

those of their caregivers. During the role-playing and discussion, participants are required

to consider a patient’s emotions and concerns caused by bad news, recognition of their

disease, social situations, and information that they would want to know, and to empathize

with the patient. Role-play also includes dealing with patients who bring QPLs.

Facilitators provide a lecture, lead the role-play, and discuss patients’ potential

emotions and communication-related preferences. Facilitators include psychiatrists,

psychologists, and oncologists, all of whom have had 3 years or more of clinical
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experience in oncology and participated in specialized 30-hour training workshops

facilitating communication skills in oncology. The SPs have also participated in train-the-

trainer workshops and 15 hours of SP training.

Patient and Caregiver

Communication coaching for patients was developed to facilitate

communication with physicians using a 63-question QPL based on in-depth focus-group

interviews with 18 participants (5 pancreatic cancer patients, 3 caregivers patients with

pancreatic cancer, 4 bereaved people who had lost a family with pancreatic cancer, and 6

pancreatic oncologists), and previous QPL studies.[23,24,31] The QPL is a 10-page A4

sheet containing 63 questions grouped into 8 topics (diagnosis and stage of the disease,

current and future treatments, management of current/possible future symptoms, daily life

activities, care and prognosis post standard treatment, caregivers’ needs, psychological

distress and management, and values) and a space for free questions. Patient

communication coaching using the QPL is a half-hour program, conducted individually

or with a caregiver, consisting of reading the list to select personally relevant questions,

prioritizing selected questions, discussing difficulties in asking the questions to their one's

oncologist at their next oncology visit, and practicing asking their one’s oncologist these
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questions. The intervention is to be provided to patients individually or with caregivers

10 by clinical psychologists and nurses who have participated in a 10-hour intensive training

13 workshop using an intervention manual. All intervention sessions are noted and

16 summarized. Before patients’ visits, the oncologist is told which the questions the patient

19 chose to ask from the QPL and the summary of the intervention. Intervention providers

22 hold weekly conferences to review their coaching sessions.

28 Control condition

31 CG oncologists are provided neither training nor educational materials.

34 Patients/caregivers in the CG are provided TAU.

40 Participants

43 Oncologists

46 Enrolled oncologists must (1) be mainly engaged in anticancer drug treatment of

49 pancreatic cancer patients; (2) have provided written informed consent for trial

52 participation.

58 Patients
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Enrolled patients must (1) have a diagnosis of pancreatic cancer

(adenocarcinoma); (2) have unresectable pancreatic cancer (UICC stage III or IV) or

postoperative recurrence; (3) receive a first-line chemotherapy and be scheduled for a

second course; (4) be aged 20 years or older; (5) have a ECOG performance status score

of 0 or 1; (6) regularly visit an enrolled oncologist; (7) provide written informed consent

for trial participation; and (8) be able to read, write, understand, and speak Japanese.

Patients are excluded if they are (1) judged by their oncologist to have cognitive

impairment; (2) unable to complete an electronic Patient Reported Outcome (e-PRO)

Questionnaire; or (3) judged unsuitable for participation by their oncologist.

Caregivers

If an enrolled patient is accompanied by a caregiver, the caregiver is also

approached. Enrolled caregivers must (1) be aged 20 years or older; (2) regularly

accompany an enrolled patient as primary caregiver; (3) provide written informed consent

to trial participation; (4) be able to read, write, understand, and speak Japanese.

Caregivers are excluded if they are unable to complete an electronic Patient

Reported Outcome (e-PRO) Questionnaire.
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Procedures

This study consists of 3 phases: a baseline phase, an intervention phase, and a

follow-up phase (Figure 1). The schedule for outcome measurement is shown in Table 2.

After completing the intervention phase, data analysis will ensue. After this study has

closed, oncologists in the control group will be provided with the intervention on demand.

Baseline phase

This phase involves oncologist and patient/caregiver recruitment as well as pre-

randomization data collection on oncologists’ communication behaviors as baseline data

for use as a covariate in the RCT analysis. In this phase, 3 to 5 patients and their caregivers

(if available) will be recruited for each oncologist. Participants will be asked to allow

themselves to be audio-recorded at one oncology visit for primary and secondary

communication behavior outcomes and to provide some evaluation on consultation as to

study measures for potential use as covariates in the RCT analyses (Table 2).

Intervention phase

This phase involves oncologist randomization, intervention for participants in IG,

and follow-up assessment. After oncologists are randomly assigned to the IG or CG, those
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in the IG receive an individual intervention.

Next, 10 patients and their caregivers (if available) who regularly visit the

oncologist are recruited and assigned to the IG or CG. After the IG patients and their

caregivers receive an intervention, or 2 weeks to 1 month after baseline in the CG, the

conversation between the patient/caregiver and the oncologist at their next consultation

is audio-recorded. After the visit, patients/caregivers and the oncologists rate the

consultation using a follow-up assessment.

Long-term follow-up phase

Patients and their caregivers will be encouraged to provide long-term follow-up

assessments at 3, 6, 12, 24, and 36 months after the first follow-up assessment to evaluate

effects on patient’s physical and psychological condition and medical utilization at end

of life. Caregivers are also asked to provide another assessment at 2 to 6 months post—

patient death.

Data management, central monitoring, data monitoring, and auditing

We will collect all data, except for audio-recorded data, through electronic data

capture (EDC) and electronic patient reported outcomes (ePRO) systems or paper-based

20 | 54

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Page 22 of 65



Page 23 of 65

oNOYTULT D WN =

BMJ Open

INTEGRATED COMMUNICATION PROGRAM FOR ADVANCED CANCER PATIENTS

AND ONCOLOGISTS

PRO questionnaires (pPRO) if patients are prevented from using the electronic approach.

If participants fail to respond to ePRO or pPRO, a CRC blinded to the assignment will

elicit their answers to avoid missing data. Data management and central monitoring will

be performed using EDC VIEDOC 4 (PCG Solutions, Uppsala, Sweden) by the J-

SUPPORT Data Science Team. Auditing is not planned for this study.

Concomitant treatments

There is no restriction on concomitant treatments.

Stopping rules for participants

If a participant meets any of the following conditions, the research team can

discontinue the intervention; however, the participant will not be considered to have

dropped out of the trial at that stage and will still receive the assessments: (1) the

participant wishes to stop the intervention; (2) the research team judges that the risk of

the intervention is greater than the benefit for any reason; (3) the research team judges

that it is difficult to continue the intervention because of clinical deterioration; and (4) the

research team judges that it is inappropriate to continue the intervention for any reason.
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Stopping assessment

If a participant withdraws consent for assessment, he or she will not be followed

up. Subjects will be excluded from the intention-to-treat (ITT) cohort of the trial only if

they are found to meet any exclusion criteria at baseline after participation.

Assessment measures

Table 2 shows the schedule for outcome measurement.

Primary outcome measure

Oncologist’s patient-centered communication behaviors

The audio-recorded oncology visits for all participants will be coded for each of

the four factors of communication behaviors based on patient preference, referred to as

SHARE: setting, delivery of information, additional information, and reassurance and

emotional support (see Table 1).[19] The SHARE-RE factor is used as a primary outcome

to measure empathic communication between patient/caregiver and oncologist after

intervention for both.

Following previous study methods,[19] impressions of conversations from

consultations will be assessed using the SHARE-RE factor score, consisting of 8

categories for analysis, in a random order, by two blinded coders who have been trained
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for 30 hours or more on two occasions with a rating manual.

Secondary outcome measure

Oncologist’s Patient-preferred communication behavior

Patient-preferred communication will be analyzed using impression ratings from

two blinded coders, as described above. The analysis will include the audio-recorded

oncology visits for all participants using the total SHARE score, for all 27

categories.[18,19] Following previous study methods,[19] the 40 categories of the Roter

Intention Analysis System (RIAS) will also be used in assessing patient-preferred

communications.[32]

Patient’s and caregiver’s communication behavior

Following previous study methods,[19] the 40 categories of the Roter Intention

Analysis System (RIAS) will also be used in assessing patient’s and caregiver’s

communications behavior, for example question-asking.[32]

Patient-reported outcome measures

Several scales will be used to produce a comprehensive profile of each patient
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participant. These include the Hospital Anxiety and Depression Scale (HADS);[33] the

Physical and Functional Well-being subscales of the Functional Assessment of Cancer

Therapy (FACT-Physical & Functional);[34] the Short version of the Comprehensive

Quality of Life Outcome inventory (CoQoLo);[35] the Trust in Oncologists Scale

(TiOS);[36] the Client Satisfaction Questionnaire (CSQ);[37] the Peace, Equanimity, and

Acceptance in the Cancer Experience (PEACE) questionnaire;[38] and the Prognosis and

Treatment Perceptions Questionnaire (PTPQ).[39]

Patients’ relevant medical and sociological background information includes

stage, diagnosis date, treatment status, treatment history, comorbidities, sex, age, job

status, household income, household size, social support, marital status, educational

experience, treatment, and care preference at the end of life. Medical utilization at the end

of life will be determined by the date of death, any chemotherapy agent given within 14

days of death, any new chemotherapeutic regimen started within 30 days of death, and

involvement of hospice and palliative care services; all of this information is obtained

from medical fee information and the caregivers post—patient death.[27]

A patients’ assessment of the intervention’s usefulness includes “Did you

understand how to use the QPL and did you actually use it?” “Do you think you will

continue the intervention?” and “Was the intervention useful to you?” Their assessment
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of oncologists includes “Did the oncologist talk about the QPL?" and “How did the

oncologist respond to your questions?” Their assessment of QPL includes “Did the QPL

help you ask the oncologist questions?” “Is the QPL useful?” “Did you read the QPL

before the visit?” and “Do you think you will read the QPL in the future?” as well as

whether they asked selected questions to oncologist after the visit, which questions they

selected, and “How much you have discussed with your oncologist in the visit?” in the

intervention phase.

Caregiver survey measures

Several scales will also be used to gain a comprehensive view of caregivers,

including the K6 nonspecific psychological distress scale (K6);[40] the 5 Dimension

EuroQol (EQ-5D);[41] and the CSQ.[37] After the patient’s death, the caregiver’s QOL

as the bereaved is measured with the Short version of the Good Death Inventory

(GDI).[42]

Caregivers’ relevant sociological background information includes sex, age,

relationship with the patient, job status, household income, household size, social support,

marital status, educational experience, and treatment and care preferences at end of life.

After the first post-intervention visit, caregivers in the IG will evaluate the
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intervention, the oncologist, and the QPL and report any selected questions used with the

oncologist.

Oncologist survey measures

The relevant data concerning the oncologists include their sociological

background (sex, age, and clinical experience). The oncologists’ evaluation of medical

utilization by the patient will be set by their recollection of the dates.

The usefulness of the intervention will also be measured using evaluations

provided by the oncologists in the IG.

Harms

No specific and serious adverse events are presumed for participants in this study.

However, by participating in the interventions, some participants may potentially

experience psychological distress from imagining their situation after standard treatment.

The patients/ caregivers and oncologists will also be subjected to time burdens of a half-

hour and 2.5 hours for the intervention, and 10-30 minutes for each baseline and follow-

up assessment. Therefore, we will give patients/caregivers a reward of 500 Japanese yen

for each participant assessment. There are no reward for the intervention and no financial
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risks associated with study participation.

Compensation

If participants develop unexpected health issues due to study participation during

or after completion of this study, treatment will be adequately provided per standard

medical care, covered by the National Health Insurance.

Sample size estimation

Our previous study revealed that the effect size of SHARE-RE score was 1.9 at

post-intervention.[12] For a sample size based on 80% power to detect a significant

difference at a significance level of 0.05 (two-sided), 10 oncologists and 70-100

participants (7-10 per oncologist) would be required for each arm in the follow-up phase,

assuming some participant drop out and data loss. Assuming that 80% of patients will be

accompanied by caregivers at doctor visits, a total of 112-160 participants would be

required. Based on previous studies, a total of 60—150 patients (3 to 5 per oncologist) are

then needed in the baseline phase.[27]

Although the total time devoted to CST for the oncologists in this study is

reduced from the original SHARE-CST program, the role-plays for individual
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participants are performed the same time, and communication coaching with QPL for the

patients is added. Therefore the effect size from the previous study was adopted for

sample size calculation, and 20 oncologists, 3 patients per oncologist, a total of 60 patients

in the baseline phase, and 10 patients per oncologist, for a total of 200 patients, are

enrolled in the follow-up phase (Figure 1).

Patient and public involvement statement

This study protocol was co-designed by a patient with pancreatic cancer and a

family member of a pancreatic cancer patient who participated as researchers. They spoke

with other patients to help develop recommendations for when patients’ preferences

and/or opinions should be considered. They will play a similar role in the implementation

of the study. Thus, patients were and will continue to be involved in the study. The results

of this study will be available via a study website.

Data analysis

Primary analyses

To examine the intervention effect parameters of all randomly assigned subjects

in the primary analysis set according to the ITT principle, we will analyze the primary
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outcome with SHARE-RE as an indicator of enhanced empathic communication using a

generalized linear model. The primary outcome of interest is the difference in SHARE-

RE scores between the two groups after intervention. A two-sided p value < 0.05 will be

used to indicate statistical significance.

Secondary analyses

We will perform secondary analyses to supplement our primary analysis and

obtain a clearer understanding of our clinical questions. The secondary analyses will use

models similar to that of the primary analysis and will examine data for the secondary

outcome measures. These analyses will be conducted for exploratory purposes.

Interim analyses

No interim analysis is planned.

Publication policy

The protocol and study results will be submitted to peer-reviewed journals. The

first author of the main paper will be a member of the steering committee (the authors of

the protocol paper). Another person could be the first author if approved by the steering
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committee. The list of coauthors will be determined before submitting each paper.

Study period

This study period of this trial is April 2017 to March 2023; the registration period

is August 2018 to July 2020.

Ethics and dissemination

The present study is subject to ethical guidelines for clinical studies published

by Japan’s Ministry of Education, Science and Technology and Ministry of Health,

Labour, and Welfare and the modified Act on the Protection of Personal Information as

well as the ethical principles established for research on humans stipulated in the

Declaration of Helsinki and further amendments thereto. If important protocol

modifications are needed, the investigators will discuss them and report to the review

board for approval. Regarding dissemination, the results obtained will be submitted for

publication in peer-reviewed journals. The main and/or relevant findings will be

presented at conferences.

DISCUSSION
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This study is a multi-site randomized controlled trial to evaluate the efficacy of

an integrated communication support program for rapidly progressive advanced cancer

patients, caregivers, and oncologists to promote patient-centered communication. The

intervention program is unique in intervening with both oncologists and

patients/caregivers for a brief time at the point of first-line chemotherapy, before they are

critically ill.

In clinical oncology, the introduction of personalized precision medicine has

allowed great therapeutic progress. Patient-oncologist communication is uncertain and

complex, and busy oncologists often find it difficult to take extra time with their patients.

As aresult, personalized and precise communication between a patient and an oncologist

may not be achieved. If empathic communication between patients and oncologists can

be improved, including shared decision making based on patient values and preferences

about the use of evidence-based medicine, the result can be an effective integration of

best practices and patient values, allowing for better use of clinical expertise and available

resources.

In this study, it is essential that intervention facilitators and SPs be well trained

to maintain the quality of the intervention. In the future, it may be possible to reduce costs

by developing internet-based programs. Regarding QPL, clinical benefits may increase
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when it is possible to link medical records with data from wearable devices. Above all,

the use of electronic media is expected to make implementation of the intervention

program easier.

Strengths and limitations

This study has two methodological limitations. First, we involve both

oncologists and patients/caregivers. The intervention program for both is complex,

consisting of multiple factorial components. Thus, if the interventions prove superior to

usual care, we will not be able to determine which interventions and components are most

efficacious or beneficial in promoting communication. Second, patient intervention will

be applied only to patients with pancreatic cancer. The generalization potential of the

approach for other cancers is thus unknown. However, because pancreatic cancer is one

of most rapidly progressive cancers, the intervention may be effective in other cancers

too.

Figure 1 caption

Participant flow diagram
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Table 1. Components of CST Program Based on SHARE Model

Page 46 of 65

Description

Conceptual communication

skills model: SHARE

RE

Setting up supportive environment for interview,

including fundamental communication skills (e.g.,

greeting patient cordially, looking at patient’s eyes

and face)

Considering how to deliver bad news (e.g., not

beginning bad news without preamble, checking to

see whether talk is fast paced)

Discussing additional information that patient would

like to know (e.g., answering patient’s questions

fully, explaining second opinion)

Providing reassurance and addressing patient’s

emotions with empathic responses (e.g., remaining
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silent out of concern for patient’s feelings, accepting

patient’s expression of emotions)

Component

Lecture

Role playing

Introduction, communication skills model, evidence

on preferences of patients with cancer regarding

communication

Simurated consultation with simurated patient using

communication skills with scenarios, discussing with

facilitator, summary

Scenarios on

communication in advanced

Discontinuing chemotherapy

Dealing with patient asking questions

care
Setting 1 participant

1 facilitator

1 simulated patient
Schedule Orientation and lecture (30 minutes)
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Role playing with immediate feedback (60 minutes X

2)

Abbreviation: CST, communication skills training.

Table 2. Schedule for outcome measurement

Baseline Phase Intervention Phase Follow-up Phase
After
3,6,
Day 28 of Day 42 of Day 28 of Day 42 of post-
12,
Outcome Measurement 1st line 1st line 1st line 1st line morte
24, 36
chemotherap | chemotherap | chemotherap | chemotherap m of
month
y y y y the
s after
patient
Patient in Patient’s
baseline communicatio RIAS O
phase n behavior
Cancer stage,
diagnosis date,
treatment
status,
treatment
history,
Patient’s
comorbidities,
medical and
sex, age, work (@]
sociological
status,
background
household
income,
household size,
social support,
marital status,
educational
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4
5
6 experience,
7
8 treatment, and
9 care preference
10
11 at the end of life
12 “How did the
13
14 oncologist
15 respond to your
16
17 questions?”“Did
18 you ask selected
19 Patient’s
20 questions during
evaluation of O
21 consultation?”
22 consultation
23 “How much
24 have you
25
26 discussed with
27 your oncologist
28
29 in the visit?”
go Patient in Patient’s
1
32 interventio [ communicatio RIAS (@]
23 n and n behavior
4
35 follow-up Patient’s
g? phase psychological HADS O ®] O
38 distress
131-3 Patient’s
41 physicial and FACT-Physical &
(@] (@] @]
2; functional Functional
44 QoL
45 Patient’s
46 Short version of
47 comprehensiv O (@] e}
48 CoQOLo
e QOL
49
50 Patient’s trust
TiOS O (@] @]
g; in oncologist
53 Patient’s
>4 satisfaction
55 CsQ @] (@] @]
56 with
g; oncologist
59
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Patient’s

acceptance in

cancer

experience

Patient’s

prognosis and

treatment

perception

Patient’s

evaluation of

consultation

Patient’s

evaluation of

intervention

and QPL in

intervention

group

PEACE

PTPQ

“How did the
oncologist
respond to your
questions?” “Did
you ask selected
questions during
consultation?”
“How much
have you
discussed with
your oncologist
in the visit?”
“Did you
understand how
to use the QPL
and did you
actually use it?”
“Do you think
you will continue
the
intervention?”
“Was the
intervention
useful to you?”
“Did the
oncologist talk

about the QPL?”
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2
3 AND ONCOLOGISTS
4
5
6 “Did the QPL
7
8 helped you ask
9 the oncologist
10
11 questions?” “Is
12 the QPL useful?”
13
14 “Did you read
15 the QPL before
16
17 the visit?” “Do
18 you think you
19
20 will read the QPL
21 in the future?”
22
23 Cancer stage,
24 diagnosis date,
25
26 treatment
27 status,
28
29 treatment
30 history,
31
32 comorbidities,
33 sex, age, job
34 Patient's
35 _ status,
medical and
36 household ®)
37 sociological
38 income,
background
39 household size,
40
41 social support,
42 marital status,
43
44 educational
45 experience,
46
47 treatment, and
48 care preference
49
50 at the end of life
51 The date of
52 Patient's
53 _ death, any
54 medea chemotherapy O
55 utilization at
56 agent given
the end of life
57 within 14 days
58
59
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of death, any

new

chemotherapeuti

C regimen

started within 30

days of death,

and involvement

of hospice and

palliative care

services
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Caregiver

in baseline

phase

Caregiver's

communicatio

n behavior

Caregiver's

charactaristics

Caregiver's

evaluation of

consultation

RIAS

Sex, age,
relationship with
the patient, job
status,
household
income,
household size,
social support,
marital status,
educational
experience, and
treatment and
care preferences
at the end of life
“How did the
oncologist
respond to your
questions?” “Did
you ask selected
questions during
consultation?”

“How much

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

50 | 54

Page 52 of 65



Page 53 of 65 BMJ Open
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2
3 AND ONCOLOGISTS
4
5
6 have you
7
8 discussed with
9 your oncologist
10
11 in the visit?”
1 ; Caregiver Caregiver's
1
14 in communicatio RIAS (@]
15 interventio n behavior
16
17 n and Caregiver's
18 follow-up psychological K6 (@) O @] (@]
19
20 phase distress
21 Caregiver's
22 EQ-5D o o o o
23 QoL
;g Caregiver's
26 satisfaction
csQ (@] O @]
;; with
29 oncologist
g? Sex, age,
32 relationship with
gi the patient, job
35 status,
g? household
38 income,
Caregiver's
39 household size,
40 sociological
41 social support,
background
2; marital status,
44 educational
22 experience, and
47 treatment and
22 care preferences
50 at the end of life
g; Caregiver's
53 prognosis and
54 PTPQ o o o
treatment
55
56 perception
57
58
59
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Caregiver's
evaluation of

consultation

“How did the

oncologist

respond to your

questions?” “Did

you ask selected

questions during

consultation?”

“How much

have you

discussed with

your oncologist

in the visit?”

Caregiver's
evaluation of
intervention
and QPL in
intervention

group
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2
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4
5
6 you think you
7
8 will read the QPL
9 in the future?”
10
11
12
13
14 Short version Short version of
15
16 of Good Death | Good Death O
:: ; Inventory Inventory
19 Oncologist Oncologist’s
;? Patient-
22 centered SHARE-RE O O
23 -
24 communicatio
25 n behaviors
;? Oncologist’s
28 Patient-
;g preferred SHARE-total O O
31 communicatio
g; n behavior
34 Oncologist's
22 Patient-
37 preferred RIAS o o
gg communicatio
40 n behavior
41 Oncologist's
42 Sex, age, clinical
43 sociological o
44 experience

background
45
46 Oncologist's
47
48 evaluation of

The date of

49 medical o o
50 management
51 utilization by
52 patient
53
54 Oncologist's The usefulness
55 evaluation of of the O
56
57 intervention intervention
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Abbreviation: RIAS, Roter intention analysis system

HADS, Hospital Anxiety and Depression Scale

FACT-Physical & Functional, Physical well-being and Functional well-being subscales of the Functional Assessment of Cancer Therapy
CoQOLo, Comprehensive Quality of Life Outcome inventory

TiOS, Trust in Oncologists Scale

CSQ, Client Satisfaction Questionnaire

PEACE, Peace, Equanimity, and Acceptance in the Cancer Experience questionnaire
PTPQ, Prognosis and Treatment Perceptions Questionnaire

K6, K6 nonspecific psychological distress scale

EQ-5D, 5 Dimension EuroQol

GDI, Good Death Inventory

IG, Intervention Group
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Intervention and
long-term follow-
up phase
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Approach to Oncologist, N=(100%)

Decline to participate, N= (%)

Reasons

v

1.

Registration of Oncologist, N=20 (%)

2.

Approach to Pat

ient, N= (100%)

Decline to participate, N= (%)

Reasons

A 4

1.

Registration of P
Registration of Caregiver, N=48 (%)

atient, N=60 (%)

2.

Dropout

Baseline phase

Oncologist, N= (%)

Patient, N= (%)
Caregiver, N= (%)

Baseline assessment of Oncologist, N= (%)
Baseline assessment of Patient, N= (%)
Baseline assessment of Caregiver, N= (%)

Dropout

»| Oncologist, N= (%)

Randomization of
Oncologists, N=20 (%)

Patient, N= (%)
Caregiver, N= (%)

v

CST for Oncologist Oncologists, N=10 (%)

A

v

Non-intervention
Oncologist, N=10 (%)

\ 4

Approach to Patient, N= (100 %) Decline to participate, Approach to Patient, N=(100 %) Decline to participate,
N= (%) N= (%)
Reasons Reasons
1. v 1.
Registration of Patient, N=200 (%) 2 Registration of Patient, N=200 (%) 2.
Registration of Caregiver, N=160 (%) Registration of Caregiver, N=160 (%)
Dropout ) Dropout
Onf:OIOngt’ N=(%) ».| Oncologist, N= (%)
Patient, N= (%) | Patient, N= (%)
Caregiver, N= (%) \ 4 Caregiver, N= (%)
. . Treatment 1
Coaching for Patient, N= (%) reatment as uosua
. . Patient, N= (%)
Coaching for Caregiver , N= (%) . o
Dropout Caregiver, N= (%) Dropout
OH?OIOgiSt’ N=(%) o| Oncologist, N= (%)
Patient, N= (%) T|  Patient, N= (%)
Caregiver, N= (%) Caregiver, N= (%)
A 4
Follow-up assessment of Oncologist, Follow-up assessment of Oncologist,
N=(%) N= (%)
Follow-up assessment of Patient, Follow-up assessment of Patient, N=
N=(%) (%)
Follow-up assessment of Caregiver, Follow-up assessment of Caregiver,
N=(%) N= (%)
Dropout Dropout
Oncologist, N= (%) - Oncologist, N= (%)
Patient, N= (%) | Patient, N= (%)
Caregiver, N= (%) v Caregiver, N= (%)

Follow-up assessment at 3, 6, 12, 24,
and 36 months after follow-up
assessment of Patient, N= (%)

Follow-up assessment at 3, 6, 12, 24,
and 36 months after follow-up

assessment of Caregiver, N= (%)

Follow-up assessment at 3, 6, 12, 24,
and 36 months after follow-up
assessment of Patient, N= (%)

Follow-up assessment at 3, 6, 12, 24,
and 36 months after follow-up

assessment of Caregiver, N= (%)
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Reporting checklist for protocol of a clinical trial.
Based on the SPIRIT guidelines.

Instructions to authors

Complete this checklist by entering the page numbers from your manuscript where readers will find

each of the items listed below.

Your article may not currently address all the items on the checklist. Please modify your text to
include the missing information. If you are certain that an item does not apply, please write "n/a" and

provide a short explanation.
Upload your completed checklist as an extra file when you submit to a journal.
In your methods section, say that you used the SPIRITreporting guidelines, and cite them as:

Chan A-W, Tetzlaff JM, Altman DG, Laupacis A, Ggtzsche PC, Krleza-Jeri¢ K, Hrébjartsson A, Mann
H, Dickersin K, Berlin J, Doré C, Parulekar W, Summerskill W, Groves T, Schulz K, Sox H, Rockhold
FW, Rennie D, Moher D. SPIRIT 2013 Statement: Defining standard protocol items for clinical trials.

Ann Intern Med. 2013;158(3):200-207

Page
Reporting Item Number
Administrative
information
Title #1 Descriptive title identifying the study design, population, 1

interventions, and, if applicable, trial acronym
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Trial registration

Trial registration:

data set

Protocol version

Funding

Roles and
responsibilities:

contributorship

Roles and
responsibilities:
sponsor contact

information

Roles and
responsibilities:

sponsor and funder

Roles and
responsibilities:

committees

#2a

#2b

#5a

#5b

#5¢

#5d

BMJ Open

Trial identifier and registry name. If not yet registered,

name of intended registry

All items from the World Health Organization Trial

Registration Data Set

Date and version identifier

Sources and types of financial, material, and other

support

Names, affiliations, and roles of protocol contributors

Name and contact information for the trial sponsor

Role of study sponsor and funders, if any, in study
design; collection, management, analysis, and
interpretation of data; writing of the report; and the
decision to submit the report for publication, including
whether they will have ultimate authority over any of

these activities

Composition, roles, and responsibilities of the
coordinating centre, steering committee, endpoint

adjudication committee, data management team, and
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Introduction

Background and

rationale

Background and
rationale: choice of

comparators

Objectives

Trial design

Methods:
Participants,
interventions, and

outcomes

Study setting

#6a

#6b

BMJ Open

other individuals or groups overseeing the trial, if

applicable (see Item 21a for data monitoring committee)

Description of research question and justification for
undertaking the trial, including summary of relevant
studies (published and unpublished) examining benefits

and harms for each intervention

Explanation for choice of comparators

Specific objectives or hypotheses

Description of trial design including type of trial (eg,
parallel group, crossover, factorial, single group),
allocation ratio, and framework (eg, superiority,

equivalence, non-inferiority, exploratory)

Description of study settings (eg, community clinic,
academic hospital) and list of countries where data will be
collected. Reference to where list of study sites can be

obtained
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; Eligibility criteria #10 Inclusion and exclusion criteria for participants. If

3

4 applicable, eligibility criteria for study centres and

5

6 individuals who will perform the interventions (eg,

7

g surgeons, psychotherapists)

10

:; Interventions: #11a Interventions for each group with sufficient detail to allow
13

14 description replication, including how and when they will be

15

16 administered

17

18

19 Interventions: #11b Criteria for discontinuing or modifying allocated

20

;; modifications interventions for a given trial participant (eg, drug dose
;i change in response to harms, participant request, or

25

26 improving / worsening disease)

27

28

29 Interventions: #11c Strategies to improve adherence to intervention protocols,
30

:; adherance and any procedures for monitoring adherence (eg, drug
2431 tablet return; laboratory tests)

35

g? Interventions: #11d Relevant concomitant care and interventions that are

38

39 concomitant care permitted or prohibited during the trial

40

41

42 Outcomes #12 Primary, secondary, and other outcomes, including the
43

2;‘ specific measurement variable (eg, systolic blood

j? pressure), analysis metric (eg, change from baseline, final
48

49 value, time to event), method of aggregation (eg, median,
50

51 proportion), and time point for each outcome. Explanation
52

2431 of the clinical relevance of chosen efficacy and harm

22 outcomes is strongly recommended

57

58

59
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Participant timeline #13 Time schedule of enrolment, interventions (including any 18
run-ins and washouts), assessments, and visits for
participants. A schematic diagram is highly recommended
(see Figure)
Sample size #14  Estimated number of participants needed to achieve 26
study objectives and how it was determined, including
clinical and statistical assumptions supporting any sample
size calculations
Recruitment #15  Strategies for achieving adequate participant enrolment to 17
reach target sample size
Methods:
Assignment of
interventions (for
controlled trials)
Allocation: sequence #16a Method of generating the allocation sequence (eg, 13
generation computer-generated random numbers), and list of any
factors for stratification. To reduce predictability of a
random sequence, details of any planned restriction (eg,
blocking) should be provided in a separate document that
is unavailable to those who enrol participants or assign
interventions
Allocation #16b Mechanism of implementing the allocation sequence (eg, 13
concealment central telephone; sequentially numbered, opaque,
mechanism
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sealed envelopes), describing any steps to conceal the

sequence until interventions are assigned

B~ S
kN
(@]
(@]

Allocation: Who will generate the allocation sequence, who will enrol

oNOYTULT D WN =

implementation participants, and who will assign participants to

interventions

14 Blinding (masking) 17

Q

Who will be blinded after assignment to interventions (eg,
16 trial participants, care providers, outcome assessors, data

18 analysts), and how

(o

Blinding (masking): 17b If blinded, circumstances under which unblinding is
emergency permissible, and procedure for revealing a participant’s

26 unblinding allocated intervention during the trial

29 Methods: Data
31 collection,
management, and

36 analysis

39 Data collection plan #18a Plans for assessment and collection of outcome,
41 baseline, and other trial data, including any related
processes to promote data quality (eg, duplicate

46 measurements, training of assessors) and a description
48 of study instruments (eg, questionnaires, laboratory tests)
50 along with their reliability and validity, if known. Reference

to where data collection forms can be found, if not in the

55 protocol
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Data collection plan: 18b Plans to promote participant retention and complete 19
retention follow-up, including list of any outcome data to be
collected for participants who discontinue or deviate from

intervention protocols

Data management #19 Plans for data entry, coding, security, and storage, 19
including any related processes to promote data quality
(eg, double data entry; range checks for data values).
Reference to where details of data management
procedures can be found, if not in the protocol
Statistics: outcomes  #20a Statistical methods for analysing primary and secondary 27
outcomes. Reference to where other details of the
statistical analysis plan can be found, if not in the protocol
Statistics: additional ~ #20b Methods for any additional analyses (eg, subgroup and 27
analyses adjusted analyses)
Statistics: analysis #20c Definition of analysis population relating to protocol non- 27
population and adherence (eg, as randomised analysis), and any
missing data statistical methods to handle missing data (eg, multiple
imputation)
Methods: Monitoring
Data monitoring: #21a Composition of data monitoring committee (DMC); 19
formal committee summary of its role and reporting structure; statement of

whether it is independent from the sponsor and

competing interests; and reference to where further
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Data monitoring:

interim analysis

Harms

Auditing

Ethics and

dissemination

Research ethics

approval

Protocol

amendments

#24

O

BMJ Open

details about its charter can be found, if not in the
protocol. Alternatively, an explanation of why a DMC is

not needed

Description of any interim analyses and stopping
guidelines, including who will have access to these
interim results and make the final decision to terminate

the trial

Plans for collecting, assessing, reporting, and managing
solicited and spontaneously reported adverse events and
other unintended effects of trial interventions or trial

conduct

Frequency and procedures for auditing trial conduct, if
any, and whether the process will be independent from

investigators and the sponsor

Plans for seeking research ethics committee / institutional

review board (REC / IRB) approval

Plans for communicating important protocol modifications
(eg, changes to eligibility criteria, outcomes, analyses) to
relevant parties (eg, investigators, REC / IRBs, trial

participants, trial registries, journals, regulators)
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Consent or assent

Consent or assent:

ancillary studies

Confidentiality

Declaration of

interests

Data access

Ancillary and post

trial care

#26a

#27

#30

Dissemination policy: #31a

trial results

BMJ Open

Who will obtain informed consent or assent from potential
trial participants or authorised surrogates, and how (see

ltem 32)

Additional consent provisions for collection and use of
participant data and biological specimens in ancillary

studies, if applicable

How personal information about potential and enrolled
participants will be collected, shared, and maintained in
order to protect confidentiality before, during, and after

the trial

Financial and other competing interests for principal

investigators for the overall trial and each study site

Statement of who will have access to the final trial
dataset, and disclosure of contractual agreements that

limit such access for investigators

Provisions, if any, for ancillary and post-trial care, and for
compensation to those who suffer harm from trial

participation

Plans for investigators and sponsor to communicate trial
results to participants, healthcare professionals, the
public, and other relevant groups (eg, via publication,
reporting in results databases, or other data sharing

arrangements), including any publication restrictions
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Dissemination policy: #31b Authorship eligibility guidelines and any intended use of 28

authorship professional writers

Dissemination policy: #31c Plans, if any, for granting public access to the full 7

oNOYTULT D WN =

9 reproducible protocol, participant-level dataset, and statistical code

research
Appendices

18 Informed consent #32 Model consent form and other related documentation 1

20 materials given to participants and authorised surrogates

23 Biological specimens #33  Plans for collection, laboratory evaluation, and storage of n/a
25 biological specimens for genetic or molecular analysis in
the current trial and for future use in ancillary studies, if

30 applicable

33  The SPIRIT checklist is distributed under the terms of the Creative Commons Attribution License CC-

35 BY-ND 3.0. This checklist was completed on 20. December 2019 using https://www.goodreports.org/,

a tool made by the EQUATOR Network in collaboration with Penelope.ai

60 For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml


https://www.goodreports.org/spirit/info/#31b
https://www.goodreports.org/spirit/info/#31c
https://www.goodreports.org/spirit/info/#32
https://www.goodreports.org/spirit/info/#33
https://www.goodreports.org/
https://www.equator-network.org
https://www.penelope.ai

BMJ Open

BM) Open

An integrated communication support program for
oncologists, caregivers, and patients with rapidly
progressing advanced cancer to promote patient-centered
communication: J-SUPPORT 1904 study protocol for a

randomized controlled trial

Journal:

BMJ Open

Manuscript ID

bmjopen-2019-036745.R2

Article Type:

Protocol

Date Submitted by the
Author:

23-Jul-2020

Complete List of Authors:

Fujimori, Maiko; National Cancer Center Japan, Division of Health Care
Research, Behavioral Science and Survivorship Research Group, Center
for Public Health Sciences, National Cancer Center Japan

Sato, Ayako; National Cancer Center Japan, Division of Health Care
Research, Behavioral Science and Survivorship Research Group, Center
for Public Health Sciences

Jinno, Sayaka; National Cancer Center Japan, Division of Health Care
Research, Behavioral Science and Survivorship Research Group, Center
for Public Health Sciences

Okusaka, Takuji; National Cancer Center Hospital, Hepatobiliary and
Pancreatic Oncology Division

Yamaguchi, Takuhiro; Tohoku University Graduate School of Medicine
Department of Medical Biochemistry, Division of Biostatistics

Ikeda, Masafumi; National Cancer Center-Hospital East, Department of
Hepato-bliary Pancreatic Oncology

Ueno, Makoto; Kanagawa Cancer Center, Department of
Gastroenterology, Hepatobiliary and Pancreatic Medical Oncology
Division

Ozaka, Masato; Public Interest Incorporated Foundation Cancer Institute
Hospital of JFCR, Department of Hepatobiliary and Pancreatic Medical
Oncology

Takayama, Yukiko; Tokyo Women's Medical University Hospital,
Department of Medicine, Institute of Gastroenterology

Miyaji, Tempei; Tokyo Medical University School of Medicine Graduate
School of Medicine, Department of Clinical Trial Data Management
Majima, Yoshiyuki; Pancreatic Cancer Action Network

Uchitomi , Yosuke; Innovation Center for Supportive, Palliative and
Psychosocial Care, National Cancer Center Hospital, & Behavioral and
Survivorship Research Group, Center for Public Health Sciences

<b>Primary Subject
Heading</b>:

Communication

Secondary Subject Heading:

Oncology, Palliative care, Patient-centred medicine

Keywords:

Adult oncology < ONCOLOGY, Adult palliative care < PALLIATIVE CARE,
MENTAL HEALTH, SOCIAL MEDICINE

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml




Page 1 of 58 BMJ Open

SCHOLA

RONE™
Manuscripts

oNOYTULT D WN =

60 For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml



oNOYTULT D WN =

BMJ Open

BM)

I, the Submitting Author has the right to grant and does grant on behalf of all authors of the Work (as defined
in the below author licence), an exclusive licence and/or a non-exclusive licence for contributions from authors
who are: i) UK Crown employees; ii) where BMJ has agreed a CC-BY licence shall apply, and/or iii) in accordance
with the terms applicable for US Federal Government officers or employees acting as part of their official
duties; on a worldwide, perpetual, irrevocable, royalty-free basis to BMJ Publishing Group Ltd (“BMJ”) its
licensees and where the relevant Journal is co-owned by BMJ to the co-owners of the Journal, to publish the
Work in this journal and any other BMJ products and to exploit all rights, as set out in our licence.

The Submitting Author accepts and understands that any supply made under these terms is made by BMJ to
the Submitting Author unless you are acting as an employee on behalf of your employer or a postgraduate
student of an affiliated institution which is paying any applicable article publishing charge (“APC”) for Open
Access articles. Where the Submitting Author wishes to make the Work available on an Open Access basis (and
intends to pay the relevant APC), the terms of reuse of such Open Access shall be governed by a Creative
Commons licence — details of these licences and which Creative Commons licence will apply to this Work are set
out in our licence referred to above.

Other than as permitted in any relevant BMJ Author’s Self Archiving Policies, | confirm this Work has not been
accepted for publication elsewhere, is not being considered for publication elsewhere and does not duplicate
material already published. | confirm all authors consent to publication of this Work and authorise the granting
of this licence.

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Page 2 of 58


https://authors.bmj.com/wp-content/uploads/2018/11/BMJ_Journals_Combined_Author_Licence_2018.pdf
http://creativecommons.org/

Page 3 of 58

oNOYTULT D WN =

BMJ Open

INTEGRATED COMMUNICATION PROGRAM FOR ADVANCED CANCER PATIENTS

AND ONCOLOGISTS

TITLE: An integrated communication support program for oncologists, caregivers, and

patients with rapidly progressing advanced cancer to promote patient-centered

communication: J-SUPPORT 1904 study protocol for a randomized controlled trial

RUNNING TITLE: Integrated communication program for advanced cancer patients

and oncologists

AUTHORS:

Maiko Fujimori

Division of Health Care Research, Behavioral Science and Survivorship Research Group,

Center for Public Health Sciences, National Cancer Center Japan, Tokyo, Japan

Ayako Sato

Division of Health Care Research, Behavioral Science and Survivorship Research Group,

Center for Public Health Sciences, National Cancer Center Japan, Tokyo, Japan

Sayaka Jinno

Division of Health Care Research, Behavioral Science and Survivorship Research Group,

Center for Public Health Sciences, National Cancer Center Japan, Tokyo, Japan

Takuji Okusaka

Department of Hepatobiliary and Pancreatic Oncology, National Cancer Center Hospital,

Tokyo, Japan

1|47

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml



oNOYTULT D WN =

BMJ Open

INTEGRATED COMMUNICATION PROGRAM FOR ADVANCED CANCER PATIENTS

AND ONCOLOGISTS

Takuhiro Yamaguchi

Division of Biostatistics, Tohoku University Graduate School of Medicine, Sendai,

Miyagi, Japan

Masafumi Ikeda

Department of Hepatobiliary and Pancreatic Oncology, National Cancer Center Hospital

East, Kashiwa, Chiba, Japan

Makoto Ueno

Department of Gastroenterology, Hepatobiliary and Pancreatic Medical Oncology

Division, Kanagawa Cancer Center, Yokohama, Kanagawa, Japan

Masato Ozaka

Department of Hepatobiliary and Pancreatic Medical Oncology, The Cancer Institute

Hospital of JFCR, Ariake, Tokyo, Japan

Yukiko Takayama

Department of Medicine, Institute of Gastroenterology Tokyo Women’s Medical

University, Tokyo, Japan

Tempei Miyaji

Department of Clinical Trial Data Management, Tokyo University Graduate School of

Medicine, Tokyo, Japan

2 | 47

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Page 4 of 58



Page 5 of 58

oNOYTULT D WN =

BMJ Open

INTEGRATED COMMUNICATION PROGRAM FOR ADVANCED CANCER PATIENTS

AND ONCOLOGISTS

Division of Health Care Research, Behavioral Science and Survivorship Research Group,

Center for Public Health Sciences, National Cancer Center Japan, Tokyo, Japan

Yoshiyuki Majima

NPO Pancreatic Cancer Action Network Japan, Tokyo, Japan

Yosuke Uchitomi

Division of Health Care Research, Behavioral Science and Survivorship Research Group,

Center for Public Health Sciences, National Cancer Center Japan, Tokyo, Japan

CORRESPONDING AUTHOR: Maiko Fujimori, Center for Public Health Sciences,

National Cancer Center, Japan

Postal address: Tsukiji 5-1-1, Chuo-ku, Tokyo 104-0045 JAPAN

E-mail address: mfujimor@ncc.go.jp

Ttelephone number: +81-3-3547-5201 EXT. 3320

Word count: 3716 words, excluding title page, abstract, references, figures, and tables

3|47

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml


mailto:mfujimor@ncc.go.jp

oNOYTULT D WN =

BMJ Open

INTEGRATED COMMUNICATION PROGRAM FOR ADVANCED CANCER PATIENTS

AND ONCOLOGISTS

ABSTRACT

Introduction

Communication is an essential aspect of care for patients with progressive

serious illnesses. This study aims to evaluate the efficacy of a new, integrated

communication support program for oncologists, patients with rapidly progressing

advanced cancer and their caregivers.

Methods and Analysis

The proposed integrated communication support program is in the randomized

control trial stage. It comprises a cluster of oncologists from comprehensive cancer center

hospitals in a metropolitan area in Japan. A total of 20 oncologists, 200 patients with

advanced pancreatic cancer, and the patients’ caregivers are enrolled in this study as of

the writing of this protocol report. Oncologists are randomly assigned to the intervention

group (IG) or control group (CG). Patients and caregivers are allocated to the same group

as their oncologists. The IG oncologists receive a 2.5-hour individual communication

skills training, and patients and caregivers receive a half-hour coaching intervention to

facilitate prioritizing and discussing questions and concerns; the CG participants do not

receive any training. Follow-up data will be collected quarterly for 6 months for a year
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and then annually for up to three years. The primary endpoint is the intergroup difference

between before- and after-intervention patient-centered communication behaviors during

oncology visits.

Ethics and dissemination

This study is conducted in accordance with the ethical guidelines for clinical

studies published by Japan’s Ministry of Education, Cultural, Sports, Science, and

Technology, the Ministry of Health, Labour, and Welfare (MHLW), and the ethical

principles established for research on humans stipulated in the Declaration of Helsinki

and further amendments thereto. The protocol was approved by the Institutional Review

Board of National Cancer Center, Japan on July 4, 2018 (ID: 2017-474).

Trial status

This study is currently enrolling participants; enrollment period ends July 31,

2020; estimated follow-up date is March 31, 2023.

Trial registration number

UMIN Clinical Trial Registry: UMIN000033612; Pre-results.
5147
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ARTICLE SUMMARY
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10 Trial registration: The protocol registered on 24 August, 2018 at UMIN Clinical Trial

13 Registry. The registration number is UMIN000033612.

19 Data statement: Study protocol, data definition tables, and dataset will be uploaded to

22 the UMIN- Individual Case Data Repository, https://www.umin.ac.jp/icdr/index-j.html.

28 Protocol version: The protocol version is 1.4 on 20 December, 2019.

34 Strengths and limitations of this study:

37 e A strength of this study is the use of a large group of patients, caregivers, and
40 oncologists in the real-world scenario for which the intervention is being tested.
43 e The use of multicenter participant samples, controls, and patient follow-up allows
46 for reliable study results.

49 e This study includes oncologists, patients, and caregivers for intervention.

52 e The intervention program is complex, consisting of multiple factorial components,
55 which makes it difficult to determine which interventions and components are

58 most efficacious or beneficial; however, participants provide subjective
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assessments of the intervention components.

e The study only involves pancreatic cancer, so the generalization potential for other

cancers is unknown. However, as pancreatic cancer is one of the most rapidly

progressing cancers, if the intervention is effective for patients with pancreatic

cancer who have severe physical and psychological conditions, it may be applied

to patients with other cancers as well.
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INTRODUCTION

Pancreatic cancer is the fourth leading cause of death in Japan, with approximately

35,000 new cases diagnosed per year, matching the approximate annual number of deaths

from the disease nationally.[1] Over 40% of patients with pancreatic cancer are stage [V

at diagnosis, and the 3-year survival rate for stage III and IV is 11.9% and 2.5%,

respectively.[2] Although the initial treatment goal for pancreatic cancer is to cure, even

prolonged survival and maintenance of QOL are difficult to achieve.

Most patients with advanced cancer prefer to discuss their prognosis and

treatments with their physicians.[3] However, physicians may feel burdened by open

discussions for fear of patients losing hope, or they may face resistance from

caregivers;[4] therefore, these discussions rarely occur.[5] Consequently, patients often

overestimate the hopefulness of prognoses, underestimate disease severity, and have

unrealistic expectations for a cure.[6] Patients who have not discussed prognosis and

treatment choices with their oncologists are 3 to 8 times more likely to receive aggressive

treatments in their last week of life.[5,7] Although oncologists and patients find that

prognostic discussions can be stressful, unnecessary expenses and actual harm to the

patient may result from uninformed decisions.[8] Additionally, it has been shown that

open discussions do not cause hopelessness or increased fear in patients and that well-
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informed patients make more appropriate treatment choices.[9,10] Hence, oncologists

need to provide adequate information regarding cancer treatment decisions for patients

and their caregivers approaching the end of life, confirm patients’ and caregivers’

understanding, and achieve shared decision making about treatment and care based on

patients’ personal values, life goals, and treatment preferences.

In previous study, patients from the diagnosis to the discontinuation of anti-

cancer drug treatment stage (mainly pancreatic cancer patients) showed to desire more

“empathic communication” from oncologists.[11] Empathic communication by

oncologists reduces patients’ psychological distress,[12] increases trust in the

oncologist,[12] and enhances information recall.[13] Empathic communication is

essential especially for patients with rapidly progressing serious illnesses. Therefore,

communication skills training (CST) programs have been developed to help physicians

to facilitate communication behaviors that strengthen relationships with patients.[14]

CST involves learner-centered workshop held in small groups and including role-play

with simulated patients (SPs).[15] It is strongly recommended that medical professionals

train themselves in communication skills based on American Society of Clinical

Oncology Consensus Guidelines for patient—clinician communication.[16] Learning tools

(e.g., www.vitaltalk.org) are available to medical practitioners to support this learning.
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We conducted a prior survey clarifying the four elements of communication

skills patients prefer oncologists to have, referred to as SHARE: “setting,” “how to deliver

the bad news,” “additional information,” and “reassurance and emotional

support.”’[17,18] A two-day SHARE-CST program for oncologists was developed based

on these preferences.[19] The program is a small-group workshop including the above-

mentioned modules; it employs role-play with simulated patients and immediate

feedback[15] to allow learners to practice discussing serious news with cancer patients

and caregivers, such as transition to palliative care when chemotherapy is failing. The

program emphasizes that physicians respect the values of each patient and provide

reassurance and emotional support and has been implemented in several Asian

countries.[20] Our previous randomized controlled trial (RCT) of physicians, including

oncologists treating pancreatic cancer, showed that oncologists who participated in

SHARE-CST improved their behavior in terms of patient-preferred communication as

well as their self-confidence in communication with patients and that their patients

experienced a relatively low level of psychological distress and a high level of trust in the

oncologist.[12] In Japan, SHARE-CST was implemented as a 10-year project

commissioned by the MHLW for physicians nationwide after the enactment of the

National Cancer Control Act. Participants reported that their empathic communication
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attitudes and abilities had improved;[21] however, it was difficult for most oncologists to

participate in two-day CST group workshops because of the busy clinical oncology

settings in which they worked.

Patient-centered approaches using question prompt lists (QPLs) have also been

proposed for the improvement of patient-physician communication. A QPL is an

inexpensive communication tool employing a structured question list to encourage patient

question-asking and participation during consultations.[22] The provision of a QPL and

implementation of communication interventions with QPL before consultation is

effective in promoting patient question-asking behavior and participation in the

consultation and in decreasing patients’ anxiety.[23] Our previous RCT of patients with

advanced gastric, colorectal, esophageal, and lung cancer showed that QPL was useful in

making initial treatment decisions for them but failed to promote patient question-asking

behavior,[24] in part because Japanese patients tend to wait for physicians to encourage

them to ask questions.[25] The number of patients asking their physician questions was

median 1, compared to mean/median 8.5 to 14 in studies in Western countries.[23,24] In

Japan, it has been reported that cancer patients have preference of not being burden to

others and of “omakase” (leaving the decision-making to a medical expert), and it is

difficult to elicit the patient's preference.[26] Thus, in Japan, integrated interventions

12 | 47

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Page 14 of 58



Page 15 of 58

oNOYTULT D WN =

BMJ Open

INTEGRATED COMMUNICATION PROGRAM FOR ADVANCED CANCER PATIENTS

AND ONCOLOGISTS

combining CST for oncologists and communication coaching with QPL for patients

might increase patient questioning behavior and improve patient-centered communication

in consultations.[27,28]

Based on the results of previous trials, this study aims to evaluate the efficacy of

a new, integrated communication support program, consisting of a CST for oncologists

and communication coaching with QPL for patients with rapidly progressing advanced

cancer and their caregivers, promoting oncologists’ patient-centered communication

behaviors. We hypothesize that, compared to treatment as usual (TAU), the intervention

will increase oncologists’ patient-centered communication behaviors, increase patients’

question-asking behaviors, and improve patient well-being and health services utilization

by reducing aggressive interventions and increasing use of palliative care.

METHODS and ANALYSIS

This protocol was written in accordance with the Standard Protocol Items:

Recommendations for Interventional Trials (SPIRIT) and SPIRIT PRO Extension

Guidelines.[29,30]

Study design
13| 47
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This study is a single-blind cluster RCT conducted in four metropolitan cancer-

treatment hospitals: the National Cancer Center Hospital, the National Cancer Center

Hospital East, the Cancer Institute Hospital, and the Kanagawa Cancer Center Hospital.

This study protocol has been reviewed and approved by the protocol review committee

of the Japan Supportive, Palliative, and Psychosocial Oncology Group as J-SUPPORT

1704 and by the Institutional Review Boards at each participating institution.

An independent data center provides computer-generated random allocation

sequences. The assignment sequence is centrally managed; assignment results are

automatically sent to a clinical research coordinator (CRC), electronically. The oncologist

participants are randomly assigned to an intervention group (IG) or control group (CG)

after the baseline phase; patient/caregiver participants are assigned to the same group as

their oncologists. A stratified block-randomization scheme is used to assure balanced

assignment by site. Within each site, oncologists are randomly assigned approximately

evenly across IG and CG. Participants in IG provide intervention in addition to TAU, and

are unblinded.

Intervention

Oncologists
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We modified the original SHARE-CST design,[12] adopting a 2.5-hour

individual program with a facilitator and a simulated patient (SP), consisting of lecture

with a textbook (30 min) and 2 role-plays with immediate feedback (see Table 1). The

original SHARE-CST is a small group consisting of 4 oncologists, 2 facilitators and 2

SPs, and included a lecture and 8 role-plays (twice per oncologist) with immediate

feedback. The lecture cites evidence of the most important and common patient

preferences regarding communication—empathic responses and encouragement to ask

questions—and the variability of patients’ preferences in discussing prognoses and

being/not being dispassionate; it also demonstrates how to check and elicit patient

preferences. Additionally, the lecture explains the QPL and discusses frequently asked

questions from patients about information related to treatment and care after standard

treatment that relates to patients’ personal values, life goals, and preferences, as well as

those of their caregivers. During the role-playing and discussion, participants are required

to consider a patient’s emotions and concerns caused by bad news, recognition of their

disease, social situations, and information that they would want to know, and to empathize

with the patient. Role-play also includes dealing with patients who bring QPLs.

Facilitators provide a lecture, lead the role-play, and discuss patients’ potential

emotions and communication-related preferences. Facilitators include psychiatrists,
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psychologists, and oncologists, all of whom have had 3 years or more of clinical

experience in oncology and participated in specialized 30-hour training workshops

facilitating communication skills in oncology. The SPs have also participated in train-the-

trainer workshops and 15 hours of SP training.

Patient and Caregiver

Communication coaching for patients was developed to facilitate

communication with physicians using a 63-question QPL based on in-depth focus-group

interviews with 18 participants (5 pancreatic cancer patients, 3 caregivers patients with

pancreatic cancer, 4 bereaved people who had lost a family with pancreatic cancer, and 6

pancreatic oncologists), and previous QPL studies.[23,24,31] The QPL is a 10-page A4

sheet containing 63 questions grouped into 8 topics (diagnosis and stage of the disease,

current and future treatments, management of current/possible future symptoms, daily life

activities, care and prognosis post standard treatment, caregivers’ needs, psychological

distress and management, and values) and a space for free questions. Patient

communication coaching using the QPL is a half-hour program, conducted individually

or with a caregiver, consisting of reading the list to select personally relevant questions,

prioritizing selected questions, discussing difficulties in asking the questions to their one's
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oncologist at their next oncology visit, and practicing asking their one’s oncologist these

10 questions. The intervention is to be provided to patients individually or with caregivers

13 by clinical psychologists and nurses who have participated in a 10-hour intensive training

16 workshop using an intervention manual. The intervention providers note and summarize

19 the content of all intervention sessions, that is, the information that the patient want to

22 know and their preferences of treatment and care. Before patients’ visits, the oncologist

25 is told which the questions the patient chose to ask from the QPL and the summary of the

28 intervention. Intervention providers hold weekly conferences to review their coaching

31 sessions.

37 Control condition

40 CG oncologists are provided neither training nor educational materials.

43 Patients/caregivers in the CG are provided TAU.

49 Participants

52 Oncologists

55 Enrolled oncologists must (1) be mainly engaged in anticancer drug treatment of

58 pancreatic cancer patients; (2) have provided written informed consent for trial
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participation.

Patients in baseline phase and intervention and long-term follow-up phase

Enrolled patients must (1) have a diagnosis of pancreatic cancer

(adenocarcinoma); (2) have unresectable pancreatic cancer (UICC stage III or IV) or

postoperative recurrence; (3) receive a first-line chemotherapy and be scheduled for a

second course; (4) be aged 20 years or older; (5) have a ECOG performance status score

of 0 or 1; (6) regularly visit an enrolled oncologist; (7) provide written informed consent

for trial participation; and (8) be able to read, write, understand, and speak Japanese.

Patients are excluded if they are (1) judged by their oncologist to have cognitive

impairment; (2) unable to complete an electronic Patient Reported Outcome (e-PRO)

Questionnaire; or (3) judged unsuitable for participation by their oncologist.

Caregivers in baseline phase and intervention and long-term follow-up phase

If an enrolled patient is accompanied by a caregiver, the caregiver is also

approached. Enrolled caregivers must (1) be aged 20 years or older; (2) regularly

accompany an enrolled patient as primary caregiver; (3) provide written informed consent

to trial participation; (4) be able to read, write, understand, and speak Japanese.
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Caregivers are excluded if they are unable to complete an electronic Patient

Reported Outcome (e-PRO) Questionnaire.

Procedures

This study consists of 3 phases: a baseline phase, an intervention phase, and a

follow-up phase (Figure 1). The schedule for outcome measurement is shown in Table 2.

After completing the intervention phase, data analysis will ensue. After this study has

closed, oncologists in the control group will be provided with the intervention on demand.

Baseline phase

This phase involves oncologist and patient/caregiver recruitment as well as pre-

randomization data collection on oncologists’ communication behaviors as baseline data

for use as a covariate in the RCT analysis. In this phase, 3 to 5 patients and their caregivers

(if available) will be recruited for each oncologist. Participants will be asked to allow

themselves to be audio-recorded at one oncology visit and to provide the evaluation of

consultation for primary and secondary outcomes as covariates in the analyses (Table 2).

Intervention phase
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This phase involves oncologist randomization, intervention for participants in IG,

and follow-up assessment. After oncologists are randomly assigned to the IG or CG, those

in the IG receive an individual intervention.

Next, 10 patients and their caregivers (if available) who regularly visit the

oncologist are recruited and assigned to the IG or CG. After the IG patients and their

caregivers receive an intervention, or 2 weeks to 1 month after baseline in the CG, the

conversation between the patient/caregiver and the oncologist at their next consultation

is audio-recorded. After the consultation, patients/caregivers and the oncologists rate the

consultation using a follow-up assessment.

Long-term follow-up phase

Patients and their caregivers will be encouraged to provide long-term follow-up

assessments at 3, 6, 12, 24, and 36 months after the first follow-up assessment to evaluate

effects on patient’s physical and psychological condition and medical utilization at end

of life. Caregivers are also asked to provide another assessment at 2 to 6 months post—

patient death.

Data management, central monitoring, data monitoring, and auditing
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We will collect all data, except for audio-recorded data, through electronic data

capture (EDC) and electronic patient reported outcomes (ePRO) systems or paper-based

PRO questionnaires (pPRO) if patients are prevented from using the electronic approach.

If participants fail to respond to ePRO or pPRO, a CRC blinded to the assignment will

elicit their answers to avoid missing data. Data management and central monitoring will

be performed using EDC VIEDOC 4 (PCG Solutions, Uppsala, Sweden) by the J-

SUPPORT Data Science Team. Auditing is not planned for this study.

Concomitant treatments

There is no restriction on concomitant treatments.

Stopping rules for participants

If a participant meets any of the following conditions, the research team can

discontinue the intervention; however, the participant will not be considered to have

dropped out of the trial at that stage and will still receive the assessments: (1) the

participant wishes to stop the intervention; (2) the research team judges that the risk of

the intervention is greater than the benefit for any reason; (3) the research team judges

that it is difficult to continue the intervention because of clinical deterioration; and (4) the

21| 47

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml



oNOYTULT D WN =

BMJ Open
INTEGRATED COMMUNICATION PROGRAM FOR ADVANCED CANCER PATIENTS

AND ONCOLOGISTS

research team judges that it is inappropriate to continue the intervention for any reason.

Stopping assessment

If a participant withdraws consent for assessment, he or she will not be followed

up. Subjects will be excluded from the intention-to-treat (ITT) cohort of the trial only if

they are found to meet any exclusion criteria at baseline after participation.

Assessment measures

Table 2 shows the schedule for outcome measurement.

Primary outcome measure

Oncologist’s patient-centered communication behaviors

The audio-recorded oncology visits for all participants will be coded for each of

the four factors of communication behaviors based on patient preference, referred to as

SHARE: setting, delivery of information, additional information, and reassurance and

emotional support (see Table 1).[19] The SHARE-RE factor is used as a primary outcome

to measure empathic communication between patient/caregiver and oncologist after

intervention for both.

Following previous study methods,[19] impressions of conversations between
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patient/caregiver and oncologist from consultations will be assessed using the SHARE-

RE factor score, consisting of 8 categories for analysis, in a random order, by two blinded

coders who have been trained for 30 hours or more on two occasions with a rating manual.

Secondary outcome measure

Oncologist’s Patient-preferred communication behavior

Patient-preferred communication will be analyzed using impression ratings from

two blinded coders, as described above. The analysis will include the audio-recorded

oncology visits for all participants using the total SHARE score, for all 27

categories.[18,19] Following previous study methods,[19] the 40 categories of the Roter

Intention Analysis System (RIAS) will also be used in assessing patient-preferred

communications.[32]

Patient’s and caregiver’s communication behavior

Following previous study methods,[19] the 40 categories of the Roter Intention

Analysis System (RIAS) will also be used in assessing patient’s and caregiver’s

communications behavior, for example question-asking.[32]
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Patient-reported outcome measures

Several scales will be used to produce a comprehensive profile of each patient

participant. These include the Hospital Anxiety and Depression Scale (HADS);[33] the

Physical and Functional Well-being subscales of the Functional Assessment of Cancer

Therapy (FACT-Physical & Functional);[34] the Short version of the Comprehensive

Quality of Life Outcome inventory (CoQoLo);[35] the Trust in Oncologists Scale

(TiOS);[36] the Client Satisfaction Questionnaire (CSQ);[37] the Peace, Equanimity, and

Acceptance in the Cancer Experience (PEACE) questionnaire;[38] and the Prognosis and

Treatment Perceptions Questionnaire (PTPQ).[39]

Patients’ relevant medical and sociological background information includes

stage, diagnosis date, treatment status, treatment history, comorbidities, sex, age, job

status, household income, household size, social support, marital status, educational

experience, treatment, and care preference at the end of life. Medical utilization at the end

of life will be determined by the date of death, any chemotherapy agent given within 14

days of death, any new chemotherapeutic regimen started within 30 days of death, and

involvement of hospice and palliative care services; all of this information is obtained

from medical fee information and the caregivers post—patient death.[27]

A patients’ assessment of the intervention’s usefulness includes “Did you
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understand how to use the QPL and did you actually use it?” “Do you think you will

oNOYTULT D WN =

10 continue the intervention?” and “Was the intervention useful to you?” Their assessment

13 of oncologists includes “Did the oncologist talk about the QPL?" and “How did the

16 oncologist respond to your questions?” Their assessment of QPL includes “Did the QPL

19 help you ask the oncologist questions?” “Is the QPL useful?” “Did you read the QPL

22 before the visit?” and “Do you think you will read the QPL in the future?” as well as

25 whether they asked selected questions to oncologist after the consultation, which

28 questions they selected, and “How much you have discussed with the oncologist in the

31 visit?” in the intervention phase.

37 Caregiver survey measures

40 Several scales will also be used to gain a comprehensive view of caregivers,

43 including the K6 nonspecific psychological distress scale (K6);[40] the 5 Dimension

46 EuroQol (EQ-5D);[41] and the CSQ.[37] After the patient’s death, the caregiver’s QOL

49 as the bereaved is measured with the Short version of the Good Death Inventory

52 (GDI).[42]

55 Caregivers’ relevant sociological background information includes sex, age,

58 relationship with the patient, job status, household income, household size, social support,
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marital status, educational experience, and treatment and care preferences at end of life.

After the first post-intervention visit, caregivers in the IG will evaluate the

intervention, the oncologist, and the QPL and report any selected questions used with the

oncologist.

Oncologist survey measures

The relevant data concerning the oncologists include their sociological

background (sex, age, and clinical experience). The oncologists’ evaluation of medical

utilization by the patient will be set by their recollection of the dates.

The usefulness of intervention will also be measured using evaluations provided

by the oncologists in the IG.

Harms

No specific and serious adverse events are presumed for participants in this study.

However, by participating in the interventions, some participants may potentially

experience psychological distress from imagining their situation after standard treatment.

The patients/ caregivers and oncologists will also be subjected to time burdens of a half-

hour and 2.5 hours for the intervention, and 10-30 minutes for each baseline and follow-
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up assessment. Therefore, we will give patients/caregivers a reward of 500 Japanese yen

for each participant assessment. There are no reward for the intervention and no financial

risks associated with study participation.

Compensation

If participants develop unexpected health issues due to study participation during

or after completion of this study, treatment will be adequately provided per standard

medical care, covered by the National Health Insurance.

Sample size estimation

Our previous study revealed that the effect size of SHARE-RE score was 1.9 at

post-intervention.[12] For a sample size based on 80% power to detect a significant

difference at a significance level of 0.05 (two-sided), 10 oncologists and 70-100

participants (7-10 per oncologist) would be required for each arm in the follow-up phase,

assuming some participant drop out and data loss. Assuming that 80% of patients will be

accompanied by caregivers at doctor visits, a total of 112-160 participants would be

required. Based on previous studies, a total of 60—150 patients (3 to 5 per oncologist) are

then needed in the baseline phase.[27]
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Although the total time devoted to CST for the oncologists in this study is

reduced from the original SHARE-CST program, the role-plays for individual

participants are performed the same time, and communication coaching with QPL for the

patients is added. Therefore the effect size from the previous study was adopted for

sample size calculation, and 20 oncologists, 3 patients per oncologist, a total of 60 patients

in the baseline phase, and 10 patients per oncologist, for a total of 200 patients, are

enrolled in the follow-up phase (Figure 1).

Patient and public involvement statement

This study protocol was co-designed by a patient with pancreatic cancer and a

family member of a pancreatic cancer patient who participated as researchers. They spoke

with other patients to help develop recommendations for when patients’ preferences

and/or opinions should be considered. They will play a similar role in the implementation

of the study. Thus, patients were and will continue to be involved in the study. The results

of this study will be available via a study website.

Data analysis

Primary analyses
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To examine the intervention effect parameters of all randomly assigned subjects

in the primary analysis set according to the ITT principle, we will analyze the primary

outcome with SHARE-RE as an indicator of enhanced empathic communication using a

generalized linear model. The primary outcome of interest is the difference in SHARE-

RE scores between the two groups after intervention. A two-sided p value < 0.05 will be

used to indicate statistical significance.

Secondary analyses

We will perform secondary analyses to supplement our primary analysis and

obtain a clearer understanding of our clinical questions. The secondary analyses will use

models similar to that of the primary analysis and will examine data for the secondary

outcome measures. These analyses will be conducted for exploratory purposes.

Interim analyses

No interim analysis is planned.

Publication policy

The protocol and study results will be submitted to peer-reviewed journals. The
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first author of the main paper will be a member of the steering committee (the authors of

the protocol paper). Another person could be the first author if approved by the steering

committee. The list of coauthors will be determined before submitting each paper.

Study period

This study period of this trial is April 2017 to March 2023; the registration period

is August 2018 to July 2020.

Ethics and dissemination

The present study is subject to ethical guidelines for clinical studies published

by Japan’s Ministry of Education, Science and Technology and Ministry of Health,

Labour, and Welfare and the modified Act on the Protection of Personal Information as

well as the ethical principles established for research on humans stipulated in the

Declaration of Helsinki and further amendments thereto. If important protocol

modifications are needed, the investigators will discuss them and report to the review

board for approval. Regarding dissemination, the results obtained will be submitted for

publication in peer-reviewed journals. The main and/or relevant findings will be

presented at conferences.
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DISCUSSION

This study is a multi-site randomized controlled trial to evaluate the efficacy of

an integrated communication support program for rapidly progressive advanced cancer

patients, caregivers, and oncologists to promote patient-centered communication. The

intervention program is unique in intervening with both oncologists and

patients/caregivers for a brief time at the point of first-line chemotherapy, before they are

critically ill.

In clinical oncology, the introduction of personalized precision medicine has

allowed great therapeutic progress. Patient-oncologist communication is uncertain and

complex, and busy oncologists often find it difficult to take extra time with their patients.

As aresult, personalized and precise communication between a patient and an oncologist

may not be achieved. If empathic communication between patients and oncologists can

be improved, including shared decision making based on patient values and preferences

about the use of evidence-based medicine, the result can be an effective integration of

best practices and patient values, allowing for better use of clinical expertise and available

resources.

In this study, it is essential that intervention facilitators and SPs be well trained
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to maintain the quality of the intervention. In the future, it may be possible to reduce costs

by developing internet-based programs. Regarding QPL, clinical benefits may increase

when it is possible to link medical records with data from wearable devices. Above all,

the use of electronic media is expected to make implementation of the intervention

program easier.

Strengths and limitations

This study has two methodological limitations. First, the intervention program

for both oncologists and patients/caregivers is complex, consisting of multiple factorial

components. Thus, if the interventions prove superior to usual care, we will not be able

to determine which interventions and components are most efficacious or beneficial in

promoting communication. Second, patient intervention will be applied only to patients

with pancreatic cancer. The generalization potential of the approach for other cancers is

thus unknown. However, as pancreatic cancer is one of the most rapidly progressing

cancers, if the intervention is effective for patients with pancreatic cancer who have

severe physical and psychological conditions, it may be applied to patients with other

cancers as well.

32| 47

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

Page 34 of 58



Page 35 of 58 BMJ Open

INTEGRATED COMMUNICATION PROGRAM FOR ADVANCED CANCER PATIENTS
AND ONCOLOGISTS

Figure 1 caption
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10 Participant flow diagram

13 Abbreviation: CST, communication skills training
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Table 1. Components of CST Program Based on SHARE Model

Description

Conceptual communication skills model:
SHARE

Setting up supportive environment for interview, including fundamental communication

s skills (e.g., greeting patient cordially, looking at patient’s eyes and face
g,8 g p y g atp: y

H Considering how to deliver bad news (e.g., not beginning bad news without preamble,
checking to see whether talk is fast paced)

A Discussing additional information that patient would like to know (e.g., answering
patient’s questions fully, explaining second opinion)
Providing reassurance and addressing patient’s emotions with empathic responses (e.g.,

RE remaining silent out of concern for patient’s feelings, accepting patient’s expression of
emotions)

Component

Lecture Introduction, communication skills model, evidence on preferences of patients with
cancer regarding communication

Role playing Simurated consultation with simurated patient using communication skills with

scenarios, discussing with facilitator, summary

Scenarios on communication in advanced care

Discontinuing chemotherapy
Dealing with patient asking questions

Setting 1 participant
1 facilitator
1 simulated patient
Schedule Orientation and lecture (30 minutes)

Role playing with immediate feedback (60 minutes X 2)

Abbreviation: CST, communication skills training.
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Table 2. Schedule for outcome measurement

oNOYTULT D WN =

Outcome Measurement Baseline Phase Intervention Phase Follow-up Phase
Day 28 of Ist Day 42 of Ist Day 28 of Ist Day 42 of Ist 3,6, 12, After
line line line line 24,36 post-
1 T i T herapy I i months mortem
after of the
patient
Patient Patient’s RIAS o
in communication
baseline behavior
phase Patient’s medical and Cancer stage, diagnosis date, treatment status, o
sociological treatment history, comorbidities, sex, age, work
background status, household income, household size, social
support, marital status, educational experience,
treatment, and care preference at the end of life
Patient’s evaluation of “How did the oncologist respond to your O
consultation questions?” “Did you ask selected questions
during consultation?” “How much have you
discussed with the oncologist t in the visit?”
Patient Patient’s RIAS o]
in communication
interven behavior
tion and Patient’s HADS [e) o o
follow- psychological distress
up
phase Patient’s physical and FACT-Physical & Functional [@) [@®) @)
functional QOL
Patient’s Short version of CoQOLo [e] o] o
comprehensive QOL
Patient’s trust in TiOS o] o] o
oncologist
Patient’s satisfaction CSQ O O O
with oncologist
Patient’s acceptance in PEACE O O O
cancer experience
Patient’s prognosis PTPQ O O O
and treatment
perception
Patient’s evaluation of “How did the oncologist respond to your O
consultation questions?” “Did you ask selected questions
during consultation?” “How much have you
discussed with the oncologist in the visit?”
Patient’s evaluation of “Did you understand how to use the QPL and did O
intervention in the IG you actually use it?” “Do you think you will
continue the intervention?” “Was the intervention
useful to you?” “Did the oncologist talk about the
QPL?” “Did the QPL helped you ask the
oncologist questions?” “Is the QPL useful?” “Did
you read the QPL before the visit?” “Do you think
you will read the QPL in the future?”
Patient's medical and Cancer stage, diagnosis date, treatment status, (@]
sociological treatment history, comorbidities, sex, age, job
background status, household income, household size, social
support, marital status, educational experience,
treatment, and care preference at the end of life
Patient's medical The date of death, any chemotherapy agent given ]
utilization at the end within 14 days of death, any new
of life chemotherapeutic regimen started within 30 days
of death, and involvement of hospice and palliative
care services
Caregiv Caregiver's RIAS o
erin communication
bascline behavior
phase Caregiver's Sex, age, relationship with the patient, job status, ¢}
characteristics household income, household size, social support,
marital status, educational experience, and
preferences on treatment and care for the patient at
the end of life
Caregiver's evaluation “How did the oncologist respond to your (]
of consultation questions?” “Did you ask selected questions
during consultation?” “How much have you
discussed with your oncologist in the visit?”
Caregiv Caregiver's RIAS O
erin communication
interven behavior
tion and Caregiver's K6 O O O O
follow- psychological distress
up
phase Caregiver's QOL EQ-5D O O O O
Caregiver's CsSQ O O O
satisfaction with
oncologist
Caregiver's Sex, age, relationship with the patient, job status,
sociological household income, household size, social support,
background marital status, educational experience, and
preferences on treatment and care for the patient at
the end of life
Caregiver's prognosis PTPQ [e] O o
and treatment
perception
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Caregiver's evaluation “How did the oncologist respond to your (@]
of consultation questions?” “Did you ask selected questions
during consultation?” “How much have you

discussed with the oncologist in the visit?”

oNOYTULT D WN =

Caregiver's evaluation “Did you understand how to use the QPL and did O
of intervention in the you actually use it?” “Do you think you will
9 1G continue the intervention?” “Was the intervention
useful to you?” “Did the oncologist talk about the
‘I O QPL?” “Did the QPL help you ask the oncologist
questions?” “Is the QPL useful?” “Did you read
‘I 'I the QPL before the visit?” “Do you think you will
read the QPL in the future?”
‘I 2 Patient’s Short version of GDI O
comprehensive end-
‘I 3 of-life QOL
Oncolog Oncologist’s Patient- SHARE-RE (] (@]
14 ist centered
communication
15 behaviors
Oncologist’s Patient- SHARE-total o o
16 preferred
communication
17 behavior
Oncologist’s Patient- RIAS o o

18 preferred
communication
19 behavior

Oncologist's Sex, age, clinical experience o
20 sociological

background

2 1 Oncologist's The date of management O (@]
2 2 evaluation of medical

utilization by patient
23 Oncologist's The usefulness of intervention O

evaluation of

2 4 intervention

Abbreviation: RIAS, Roter intention analysis system

25 HADS, Hospital Anxiety and Depression Scale
QOL, quality of life

26 FACT-Physical & Functional, Physical well-being and Functional well-being of the Functional A of Cancer Therapy
CoQOLo, Comprehensive Quality of Life Outcome inventory

27 TiOS, Trust in Oncologists Scale
CSQ, Client Satisfaction Questionnaire

28 PEACE, Peace, Equanimity, and Acceptance in the Cancer Experience questionnaire
PTPQ, Prognosis and Treatment Perceptions Questionnaire

29 K6, K6 nonspecific psychological distress scale
EQ-5D, 5 Dimension EuroQol

30 GDI, Good Death Inventory

IG, intervention group
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Intervention and
long-term follow-
up phase

BMJ Open

Approach to Oncologist, N=

Decline to participate, N= (%)

Reasons

v

1.

Registration of Oncologist, N=20 (%)

2.

Approach to P

atient, N= (%)

Decline to participate, N= (%)

Reasons

A 4

1.

Registration of P
Registration of Caregiver, N=48 (%)

atient, N=60 (%)

2.

Dropout

Baseline phase

Oncologist, N= (%)

Patient, N= (%)
Caregiver, N= (%)

Baseline assessment of Oncologist, N= (%)
Baseline assessment of Patient, N= (%)
Baseline assessment of Caregiver, N= (%)

Dropout

»| Oncologist, N= (%)

Randomization of
Oncologists, N=20 (%)

Patient, N= (%)
Caregiver, N= (%)

v

CST for Oncologist Oncologists, N=10 (%)

v

Non-intervention
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Oncologist, N=10 (%)
A A 4
Approach to Patient, N= ( %) Decline to participate, Approach to Patient, N=(1%) Decline to participate,
N= (%) N= (%)
Reasons Reasons
1. v 1.
Registration of Patient, N=200 (%) 2 Registration of Patient, N=200 (%) 2.
Registration of Caregiver, N=160 (%) Registration of Caregiver, N=160 (%)
Dropout ) Dropout
Onf:OIOngt’ N=(%) » Oncologist, N= (%)
Patient, N= (%) T| Patient, N= (%)
Caregiver, N= (%) \ 4 Caregiver, N= (%)
Coaching for Patient, N= (%) Trea@ent a_s usual
. . Patient, N= (%)
Coaching for Caregiver , N= (%) . =
Dropout Caregiver, N= (%) Dropout
Oncologist, N= (%) o| Oncologist, N= (%)
Patient, N= (%) T|  Patient, N= (%)
Caregiver, N= (%) Caregiver, N= (%)
A 4
Follow-up assessment of Oncologist, Follow-up assessment of Oncologist,
N=(%) N= (%)
Follow-up assessment of Patient, Follow-up assessment of Patient, N=
N=(%) (%)
Follow-up assessment of Caregiver, Follow-up assessment of Caregiver,
N=(%) N= (%)
Dropout Dropout
Oncologist, N= (%) o | Oncologist, N= (%)
Patient, N= (%) | Patient, N= (%)
Caregiver, N= (%) v Caregiver, N= (%)
Follow-up assessment at 3, 6, 12, 24, Follow-up assessment at 3, 6, 12, 24,
and 36 months after follow-up and 36 months after follow-up
assessment of Patient, N= (%) assessment of Patient, N= (%)
Follow-up assessment at 3, 6, 12, 24, Follow-up assessment at 3, 6, 12, 24,
and 36 months after follow-up and 36 months after follow-up
assessment of Caregiver, N= (%) assessment of Caregiver, N= (%)

Abbreviation: CST, communication skills training

Figure 1. Participant flow diagram
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Reporting checklist for protocol of a clinical trial.
Based on the SPIRIT guidelines.

Instructions to authors

Complete this checklist by entering the page numbers from your manuscript where readers will find

each of the items listed below.

Your article may not currently address all the items on the checklist. Please modify your text to
include the missing information. If you are certain that an item does not apply, please write "n/a" and

provide a short explanation.
Upload your completed checklist as an extra file when you submit to a journal.
In your methods section, say that you used the SPIRITreporting guidelines, and cite them as:

Chan A-W, Tetzlaff JM, Altman DG, Laupacis A, Ggtzsche PC, Krleza-Jeri¢ K, Hrébjartsson A, Mann
H, Dickersin K, Berlin J, Doré C, Parulekar W, Summerskill W, Groves T, Schulz K, Sox H, Rockhold
FW, Rennie D, Moher D. SPIRIT 2013 Statement: Defining standard protocol items for clinical trials.

Ann Intern Med. 2013;158(3):200-207

Page
Reporting Item Number
Administrative
information
Title #1 Descriptive title identifying the study design, population, 1

interventions, and, if applicable, trial acronym
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Trial registration

Trial registration:

data set

Protocol version

Funding

Roles and
responsibilities:

contributorship

Roles and
responsibilities:
sponsor contact

information

Roles and
responsibilities:

sponsor and funder

Roles and
responsibilities:

committees

#2a

#2b

#5a

#5b

#5¢

#5d

BMJ Open

Trial identifier and registry name. If not yet registered,

name of intended registry

All items from the World Health Organization Trial

Registration Data Set

Date and version identifier

Sources and types of financial, material, and other

support

Names, affiliations, and roles of protocol contributors

Name and contact information for the trial sponsor

Role of study sponsor and funders, if any, in study
design; collection, management, analysis, and
interpretation of data; writing of the report; and the
decision to submit the report for publication, including
whether they will have ultimate authority over any of

these activities

Composition, roles, and responsibilities of the
coordinating centre, steering committee, endpoint

adjudication committee, data management team, and
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Introduction

Background and

rationale

Background and
rationale: choice of

comparators

Objectives

Trial design

Methods:
Participants,
interventions, and

outcomes

Study setting

#6a

#6b

BMJ Open

other individuals or groups overseeing the trial, if

applicable (see Item 21a for data monitoring committee)

Description of research question and justification for
undertaking the trial, including summary of relevant
studies (published and unpublished) examining benefits

and harms for each intervention

Explanation for choice of comparators

Specific objectives or hypotheses

Description of trial design including type of trial (eg,
parallel group, crossover, factorial, single group),
allocation ratio, and framework (eg, superiority,

equivalence, non-inferiority, exploratory)

Description of study settings (eg, community clinic,
academic hospital) and list of countries where data will be
collected. Reference to where list of study sites can be

obtained
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Eligibility criteria #10 Inclusion and exclusion criteria for participants. If 16
applicable, eligibility criteria for study centres and
individuals who will perform the interventions (eg,
surgeons, psychotherapists)
Interventions: #11a Interventions for each group with sufficient detail to allow 13
description replication, including how and when they will be
administered
Interventions: #11b Criteria for discontinuing or modifying allocated 13
modifications interventions for a given trial participant (eg, drug dose
change in response to harms, participant request, or
improving / worsening disease)
Interventions: #11c Strategies to improve adherence to intervention protocols, 13
adherance and any procedures for monitoring adherence (eg, drug
tablet return; laboratory tests)
Interventions: #11d Relevant concomitant care and interventions that are 20
concomitant care permitted or prohibited during the trial
Outcomes #12 Primary, secondary, and other outcomes, including the 21

specific measurement variable (eg, systolic blood
pressure), analysis metric (eg, change from baseline, final
value, time to event), method of aggregation (eg, median,
proportion), and time point for each outcome. Explanation
of the clinical relevance of chosen efficacy and harm

outcomes is strongly recommended
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H*
N
w

Participant timeline Time schedule of enrolment, interventions (including any

run-ins and washouts), assessments, and visits for

participants. A schematic diagram is highly recommended

oNOYTULT D WN =

(see Figure)

=
N
AN

Sample size Estimated number of participants needed to achieve

14 study objectives and how it was determined, including
16 clinical and statistical assumptions supporting any sample

18 size calculations

H*
N
(@)]

Recruitment Strategies for achieving adequate participant enrolment to

N
N

reach target sample size

57 Methods:
29 Assignment of
31 interventions (for

controlled trials)

Allocation: sequence #16a Method of generating the allocation sequence (eg,

39 generation computer-generated random numbers), and list of any

41 factors for stratification. To reduce predictability of a
random sequence, details of any planned restriction (eg,
46 blocking) should be provided in a separate document that
48 is unavailable to those who enrol participants or assign

50 interventions

I+
N
(@]
(o

Allocation Mechanism of implementing the allocation sequence (eg,

concealment central telephone; sequentially numbered, opaque,

58 mechanism
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Allocation:

implementation

Blinding (masking)

Blinding (masking):
emergency

unblinding

Methods: Data
collection,
management, and

analysis

Data collection plan

BMJ Open

sealed envelopes), describing any steps to conceal the

sequence until interventions are assigned

B~ S
kN
(@]
(@]

Who will generate the allocation sequence, who will enrol

participants, and who will assign participants to

interventions

N
~
Q

Who will be blinded after assignment to interventions (eg,
trial participants, care providers, outcome assessors, data

analysts), and how

N
~
(o

If blinded, circumstances under which unblinding is
permissible, and procedure for revealing a participant’s

allocated intervention during the trial

#18a Plans for assessment and collection of outcome,
baseline, and other trial data, including any related
processes to promote data quality (eg, duplicate
measurements, training of assessors) and a description
of study instruments (eg, questionnaires, laboratory tests)
along with their reliability and validity, if known. Reference

to where data collection forms can be found, if not in the

protocol
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; Data collection plan: 18b Plans to promote participant retention and complete

3

4 retention follow-up, including list of any outcome data to be

5

6 collected for participants who discontinue or deviate from
7

g intervention protocols

10

:; Data management #19 Plans for data entry, coding, security, and storage,

13

14 including any related processes to promote data quality
15

16 (eg, double data entry; range checks for data values).

17

12 Reference to where details of data management

;? procedures can be found, if not in the protocol

22

;i Statistics: outcomes  #20a Statistical methods for analysing primary and secondary
25

26 outcomes. Reference to where other details of the

27

28 statistical analysis plan can be found, if not in the protocol
29

30

:; Statistics: additional ~ #20b Methods for any additional analyses (eg, subgroup and
2431 analyses adjusted analyses)

35

g? Statistics: analysis #20c Definition of analysis population relating to protocol non-
38

39 population and adherence (eg, as randomised analysis), and any

40

41 missing data statistical methods to handle missing data (eg, multiple
42

43 : -

4 imputation)

45

2? Methods: Monitoring

48

gg Data monitoring: #21a Composition of data monitoring committee (DMC);

51

52 formal committee summary of its role and reporting structure; statement of
53

54 whether it is independent from the sponsor and

55

g? competing interests; and reference to where further

58

59
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Data monitoring:

interim analysis

Harms

Auditing

Ethics and

dissemination

Research ethics

approval

Protocol

amendments

#24

O

BMJ Open

details about its charter can be found, if not in the
protocol. Alternatively, an explanation of why a DMC is

not needed

Description of any interim analyses and stopping
guidelines, including who will have access to these
interim results and make the final decision to terminate

the trial

Plans for collecting, assessing, reporting, and managing
solicited and spontaneously reported adverse events and
other unintended effects of trial interventions or trial

conduct

Frequency and procedures for auditing trial conduct, if
any, and whether the process will be independent from

investigators and the sponsor

Plans for seeking research ethics committee / institutional

review board (REC / IRB) approval

Plans for communicating important protocol modifications
(eg, changes to eligibility criteria, outcomes, analyses) to
relevant parties (eg, investigators, REC / IRBs, trial

participants, trial registries, journals, regulators)
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Consent or assent

Consent or assent:

ancillary studies

Confidentiality

Declaration of

interests

Data access

Ancillary and post

trial care

#26a

#27

#30

Dissemination policy: #31a

trial results

BMJ Open

Who will obtain informed consent or assent from potential
trial participants or authorised surrogates, and how (see

ltem 32)

Additional consent provisions for collection and use of
participant data and biological specimens in ancillary

studies, if applicable

How personal information about potential and enrolled
participants will be collected, shared, and maintained in
order to protect confidentiality before, during, and after

the trial

Financial and other competing interests for principal

investigators for the overall trial and each study site

Statement of who will have access to the final trial
dataset, and disclosure of contractual agreements that

limit such access for investigators

Provisions, if any, for ancillary and post-trial care, and for
compensation to those who suffer harm from trial

participation

Plans for investigators and sponsor to communicate trial
results to participants, healthcare professionals, the
public, and other relevant groups (eg, via publication,
reporting in results databases, or other data sharing

arrangements), including any publication restrictions
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Dissemination policy: #31b Authorship eligibility guidelines and any intended use of

authorship professional writers

Dissemination policy: #31c Plans, if any, for granting public access to the full

reproducible protocol, participant-level dataset, and statistical code
research

Appendices

Informed consent #32 Model consent form and other related documentation
materials given to participants and authorised surrogates

Biological specimens #33  Plans for collection, laboratory evaluation, and storage of
biological specimens for genetic or molecular analysis in
the current trial and for future use in ancillary studies, if

applicable
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28

n/a

The SPIRIT checklist is distributed under the terms of the Creative Commons Attribution License CC-

BY-ND 3.0. This checklist was completed on 20. December 2019 using https://www.goodreports.org/,

a tool made by the EQUATOR Network in collaboration with Penelope.ai
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