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The trial will be conducted 1n accordance with International Council on Harmonisation Good Clinical
Practice (ICH GCP). applicable United States (US) Code of Federal Regulations (CFR), and the National
Cancer Institute (NCI) Terms and Conditions of Award. The Principal Investigator (PI) will assure that no
deviation from, or changes to the protocol will take place without prior agreement from the funding agency
and documented approval from the Institutional Review Board (IRB). and the Investigational New Dmug
(IND) or Investigational Device Exemption (IDE) sponsor, if applicable, except where necessary to
eliminate an immediate hazard(s) to the trial participants. All personnel involved in the conduct of this
study have completed Human Subjects Protection and ICH GCP Training.

The protocol, Informed consent form(s), recruttment matenials, and all participant materials will be
submutted to the IRB for review and approval. Approval of both the protocol and the consent form(s) must
be obtained before any participant 1s consented. Any amendment to the protocol will require review and
approval by the IRB before the changes are implemented to the study. All changes to the consent form(s)
will be IRB approved; a determination will be made regarding whether a new consent needs to be obtained
from participants who provided consent, using a previously approved consent form.
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The signature below constitutes the approval of this protocol and provides the necessary assurances that
this study will be conducted according to all stipulations of the protocol. including all statements
regarding confidentiality, and according to local legal and regulatory requirements and applicable US
federal regulations and ICH guidelines, as described in the Statement of Compliance above.

Pnincipal Investigator:
%lim\ }&M\[@b} Date:  5/13/2022

Name: Evan Grabovyes

Signed:

Title: A Single-Site, Parallel-Group, Randomized-Controlled Trial of Navigation Versus
Usual Care for The Management of Delays and Racial Disparities Starting Postoperative
Radiation Therapy in Adults with Surgically-Managed, Locally Advanced Head and Neck
Squamous Cell Carcinoma (NDURE 2.0}

Investigator Contact Information

Affihation: Medical University of South Carolina

Address: 135 Rutledge Avenue, MSC 550, Charleston, SC 29425
Telephone: (843)-792-0719

Email: graboyes@musc.edu
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1.1 SYNOPSIS

Title: A Single-Site, Parallel-Group. Randomized-Controlled Trial of Navigation Versus
Usual Care for The Management of Delays and Racial Disparities Starting
Postoperative Radiation Therapy in Adults with Surgically-Managed. Locally
Advanced Head and Neck Squamous Cell Carcinoma (NDURE 2.0)

Grant #: K08 CA237858

Study In this study, we evaluate the feasibility, acceptability, preliminary clinical impact, and
Description: preliminary behavioral impact of NDURE (Navigation for Disparities and Untimely
Radiation thErapy), a navigation-based., multilevel intervention (MLI) targeting
barniers to timely, guideline-adherent PORT at the patient-, healthcare team-. and
orgamzation-levels to mmprove timely, equitable post-operative radiation treatment
(PORT) among patients with Head and Neck Squamous Cell Carcinoma (HNSCC).
We hypothesize that NDURE will be feasible, acceptable, improve the timeliness of
PORT for white and African American (AA) HNSCC patients and decrease dispanities
in delay between the two groups by improving multi-level health behavior constructs.

Ohbjectives: 1 Objective URE feasibility s X
To assess the feasibility of NDURE among white and AA HNSCC patients with respect
to accrual

Secondary Objectives (NDURE feasibility study):

1. To assess the feasibility of NDURE among white and AA HNSCC patients with
respect to NDURE completion.

2. To assess the acceptability of NDURE among HNSCC patients and providers

3. To characterize navigator caseload and time allocation delivenng the NDURE
intervention.

4. To describe the preliminary clinical efficacy of NDURE on delays starting PORT
among white and AA patients with HNSCC.

Primary Objective (RCT of NDURE vs Usual Care):
To evaluate the preliminary clinical impact of NDURE compared with usual care (UC)
on delays starting PORT among white and AA HNSCC patients.

Select Secon Objectives (RCT of NDURE vs Usual Care):

1. To evaluate the preliminary climcal impact of NDURE compared with UC on time-
to-PORT among white and AA HNSCC patients.

2. To evaluate the preliminary chinical impact of NDURE compared with UC on racial
disparities in delays starting PORT among white and AA HNSCC patients

3. To evaluate the preliminary impact of NDURE compared with UC on cancer care
delivery processes.

Exploratory Objectives (RCT of NDURE vs Usual Care);
1. To explore the preliminary chnical impact of NDURE compared with UC on

decreasing barriers to imely PORT.
2. To explore the preliminary behavioral mechanism of action of NDURE.

Based on the NIH Protocol Template for Behavioral and Social Sciences Research 8
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Endpoints: Primary Endpoint (NDURE feasibility study):
NDURE Accrual Rate
Secon Endpoints URE feasibility stud
MNawvigator Caseload
MNavigator Time Allocation (Direct)
MNavigator Time Allocation (Indirect)
Patient Satisfaction with the Interpersonal Relationship with the Navigator Scale
PORT delay
Primary Endpoint (RCT of NDURE vs Usual Care):
PORT delay
Select Secondary Endpoints (RCT of NDURE wvs Usual Care):
Time-to-PORT Initiation
Treatment Package Time
Pre-Surgical radiation consultation
Pre-Radiation therapy dental extractions
Time from surgery to PORT referral
Time from surgery to postoperative appointment with radiation oncology
Study The study population will consist of patients 18 years of age or older, male and
Population: female sex, and self-identified white and AA race, with locally advanced HNSCC
undergoing curative intent surgery followed by PORT with or without concurrent
chemotherapy.
Phase/Stage: | N/A
Description of | The study will be conducted, and participants enrolled, at the Medical University of
Sites: South Carolina (MUSC) Hollings Cancer Center (HCC) Head and Neck Tumor Center.
Description of | NDURE is a navigation-based, MLI targeting barniers to timely, guideline-adherent
Study PORT at the patient-, healthcare team-, and organization-levels to decrease delays and
Intervention: | racial dispanties starting guideline-adherent PORT. NDURE will be delivered from
surgical consultation to PORT initiation (~3 months). The three NDURE navigation
sessions, which are expected to take 30-60 minutes each, will coincide with the
presurgical consult, hospital discharge, and 1* postoperative clinic visit, time points
chosen to facilitate case identification and coordination across key care transitions.
Study NDURE Feasibility: 7 months
Duration: NDURE vs Usual Care RCT: 42 months
Participant 3 months
Duration:
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1.2 SCHEMA
1.2.1 NDUEE FEASIBILITY STUDY
Baseline Intervention (3 months) Post-intervention
Cohort Characteristics — NDURE (n=15)* | Acceptability
-Sociodemographics = -Satisfaction with NDURE
-Oncologic Feasibility -Program Evaluation
o -NDURE Completion Rate  -Semi-Structured Interviews with
Feasibility -Navigator Caseload Patients and Providers
-Accrual Rate -Navigator Time Allocation !
*consecutive patients; enroliment stratified by race (n=10 white; n=5 black) 1o M
over-sample black |:|al1iants ' -DG|E‘3|’S Startlng PF}RT (= 6 wks)
NCT04098458 -Racial Disparities in PORT Delay

Figure 1. Feasibility Study Schema. Following completion of baseline questionnaires, partictpants (n=15)
will be enrolled into NDURE. Measures of feasibility will be assessed durnng mtervention delivery.
Following completion of the NDURE intervention, acceptability will be assessed via validated measures
satisfaction with patient navigation, a study-specific program evaluation, and semi-structured interviews
with patients and providers. Preliminary clinical efficacy of NDURE on delays starting PORT will be
described.

1.2.2 RCT OF NDURE VERSUS USUAL CARE

Baseline R Intervention (3 months) Post-intervention
- A -
Cohort Characteristics /1 NDURE (n=75) Clinical Efficacy
-gmiﬂ;;'ﬂﬂﬂrﬂph'm D -Delays starting PORT (> 6 weeks)
-Oncologic -Racial disparities in PORT del
Behavioral Constructs 1 \{ Usual Care (n=75) " -
M Mechanistic Evaluation
P— | Barriers to Timely PORT -Health behavior constructs
z Z  Cancer Caéa Delive Implementation Outcomes
E  Navigator Gaseload -Feasibility & Acceptability Evaluation
Intervention Fideli -Semi-Structured Interviews

*Stratify: Race; Radiation Facility

Figure 2. RCT Schema. HNSCC patients undergoing surgery and PORT will be enrolled into a pilot RCT
comparing NDURE to usual care to evaluate the prelimmary clinical impact of NDURE on delays and
racial disparities starting PORT after HNSCC surgery.
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1.3 SCHEDULE OF ACTIVITIES

Table 1. Schedule of Activities for NDURE and Usunal Care: Screening, Treatment, and Follow-
up
- . Follow-
Study Period 2 | = Treatment Up
2|2 Pre
- "
Visit Label = (S| Ee |- | Sflf“ End of
= || -0p | D/ oc | porr | PORT
C
Visit # 1 - 2 30 4° 54 6°
Study Activity
Eligibility Screen X
Enrollment Informed Consent X
Study
Intervention
Study Assessments
Demographics X
Baseline Oncologic X
Characteristics
Baseline Charlson-Deyo Comorbidity X
Index
PORT Delay Nomogram X
Lukwago Cultural X
glﬂsﬁﬂﬂﬂﬂﬁﬂ
Safetv Adverse Events S - -
: wa
Surgical Details X
Effi 7
1eacy PORT Start Date X
Fidelity NDURE Fidelity X
NDURE Accrual X
NDURE Completion X X X X
Feasibility |Navigator Caseload < - —
>
Navigator Time Allocation X X X X
PSN-1 Questionnaire X
Acceptability Semi-Structured Intenuﬂw X
Program Evaluation X
Questionnaire
[Barriers  to] PBQ-Patient Questionnaire X X X X
Timely PORT] PBQ—Na‘ViEamr X X X X
Presurgical RT Consult X
Pre-RT Dental Extractions X
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Table 1. Schedule of Activities for NDURE and Usunal Care: Screening, Treatment, and Follow-
up

Study Period p | = Treatment FUI]J]_;W_
& | =
2|8 Pre | post | start
Visit Label S5 Pre | - - of End of
B ]3:’ pic | port | FORT
Visit # 1| — 2 | 3P 4° 54 6
Study Activity
ancer Care | Date Pathology Report X
E:]iver}' Returned
0Cesses Date of Postoperative Referral X
to Radiation Oncology
Date of Postop Apppointment X
with Radiation Oncology
Date of CT Simulation X
Adjuvant Type of Adjuvant Therapy X
Therapy PORT Completion Date X
[Details Radiation and Medical X
GncolnE( Facility
ealth CTM-15 Questionnaire X X
E@haviol‘ ISEL-12 Questionnaire X X
onstructs | PSQ Questionnaire X X X
IPQ-E Consequences X X X
Questionnaire
CASE-Cancer stionnaire | X X

Abbreviations; CASE: Communication & Attitudinal Self-Efficacy Scale; CT: Computed Tomography;
TM-15: Care Transition Measures-15; d: days; IPQ-R: lllness Perception Questionnaire-Revised;
SEL-12: Interpersonal Support Evaluation List-12; NDURE: Navigation for Disparities and Untimely
1ation ThErapy; PBQ: Percerved Barriers Questionnaire; PORT: Postoperative Radiation Therapy;
SN-I: Patient Satisfaction with the Interpersonal Relationship with the Navigator Scale; PSQ: Perceived
Susceptibility; IQu:3st:i-::nmm.:i.re; Rad Onc: Radiation therapy RT: Radiation therapy

F If the discharge date 15 expected to be > 21 days after surgery, then complete all Study Visit 3
assessments (except CTM-15) on postoperative day 21. If the patient 1s unable to complete the
assessments on postoperative day 21 (due to mental status), then complete on the 1% day after
postoperative day 21 m which the mental status allows completion of the assessments. If the patient 1s
subsequently discharged after postoperative day 21, then the CTM-15 can be completed on the time of
discharge. If the patient 1s never discharged prior to PORT, then the CTM-15 1s omatted.

[P For patients undergoing transoral robotic surgery and staged neck dissection, Study Visit 3 assessments
should be completed after the second hospitalization (regardless of the order of transoral robotic surgery

and the neck dissection).

F If the participant 1s never discharged from the hospatal postoperatively prior to starting PORT, Study
Visit 4 intervention and assessments are omitted.

Based on the NIH Protocol Template for Behavioral and Social Sciences Research 12
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Table 1. Schedule of Activities for NDURE and Usunal Care: Screening, Treatment, and Follow-
up

Study Period o | > Treatment FUI]J]';W_
E g ~[P"® | Post | start
Visit Label g |5 Pre | - _ of End of
B ].?;f pic | port | FORT
1| -] 2 [3** ]| « 5° 6

Visit #

Study Activity | |
f Study Visit 5 assessments are to be administered after the start of PORT. For the purposes of
determining when to admnister Study Visit 5 assessments. the study coordinator will determine that a
patient has started PORT either by verifying m the EME. (for patients undergoing PORT at MUSC) or by
contacting the patient no sooner than 8 weeks after surgery (for patients undergoing PORT outside of
IMUSC). If PORT is indicated but never mnitiated, Study Visit 5 assessments are to be completed 12

weeks after surgery.

F Following completion of PORT, the study coordinator will gather all of the required source
documentation to ascertain efficacy and cancer care delivery endpoints as well as adjuvant therapy details

Based on the NIH Protocol Template for Behavioral and Social Sciences Research 13
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2.1 STUDY RATIONALE

Head and neck squamous cell carcinoma (HNSCC) 1s responsible for 14,000 deaths annually in the US and
has poor survival (50% at 5 years) despite intense treatment includmng surgery, radiation, and
chemotherapy'. HNSCC 1s also a disease with significant racial dispanities in mortality; African Americans
(AAs) have a 51% relative decrease in survival compared with whites®. Delays starting postoperative
radiation therapy (PORT) after HNSCC surgery are a key driver of high mortality for all HNSCC patients
and racial disparities in survival for AAs. As such, the delivery of timely PORT 1s an appealing therapeutic
target to address both issues™*. We have shown that delayed, non-guideline-adherent PORT initiation (= 6
weeks after surgery”) affects 56% of HNSCC patients®, is 31% more common in AA HNSCC patients than
whites®, is associated with an 11% absolute decrease in 5-year survival’, and is a key driver of racial
differences in mortality’. Our pilot qualitative data suggest that treatment toxicity. travel distance, care
coordination, finances, support, knowledge, and commumication are barners to timely, equitable PORT.
Delivering timely PORT to all HNSCC patients is critical to prevent excess mortality and racial disparnities
in survival. Unfortunately, effective interventions to decrease delays and racial dispanties starting PORT
are unknown®®, due in part to the lack of understanding of the relevant barriers in this clinical setting. One
potential strategy to improve timely, equitable PORT 1s patient navigation (PN), a barner-focused
intervention that improves the timeliness and racial equity of mitial cancer care (screeming, treatment
initiation)!®!!. However, the impact of PN on delays and racial disparities starting PORT. a different point
on the cancer care continuum than screening and treatment initiation, is unknown'. In this proposal, we
extend our work to develop and evaluate the feasibility, acceptability, and preliminary clinical impact of
NDURE (Navigation for Dispanities and Untimely Radiation thErapy). our multi-level, theory-based PN
intervention to improve timely, equitable PORT among HNSCC patients.

2.2 BACKGROUND

2.2.1 HEAD AND NECK SQUAMOUS CELL CARCINOMA

HNSCC, which affects the tongue, pharynx, larynx, and neck, 1s diagnosed i 65,000 patients in the US
annually and causes 14,000 deaths per year'. No screening tests exist for HNSCC, and as a result, more
than two-thirds of patients present with locally advanced disease!. Despite aggressive multimodal therapy
consisting of surgery followed by PORT and concurrent chemotherapy”, outcomes remain poor with only
50% of patients with locally-advanced HNSCC surviving 5 years'. HNSCC is also a disease with significant
racial disparities in mortality; AAs with HNSCC have a 19% absolute decrease in 5-year survival relative
to white HNSCC patients' and a 51% relative decrease in survival®.

2.2.2 DELAYS IN CANCER CARE DELIVERY FOR PATIENTS WITH HNSCC

Delays startmg PORT contribute to high mortality in HNSCC and racial dispanties in survival. Delays in
cancer care delivery are a key driver of mortality for HNSCC patients'* and a source of racial disparities in
survival for AAs®. The critical time period for HNSCC patients is the time from surgery to the start of
PORT®E, the only aspect of imely HNSCC care incorporated in National Comprehensive Cancer Network
(NCCN) Guidelines (= 6 weeks after surgery)’. Delays starting PORT are associated with increased
recurrence and decreased survival™'%!”. The 11% improved 5-year survival seen with timely PORT 1s large,
comparable in magnitude to the benefit seen from adding Cisplatin to PORT in landmark HNSCC trials!®!°.
Unfortunately, delays starting PORT affect 56% of HNSCC patients®. Delays starting PORT also
disproportionately affect AAs, who are 31% more likely to experience delays than whites after adjusting

Based on the NIH Protocol Template for Behavioral and Social Sciences Research 14
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for msurance, income, education, and stage®. The high rate of delayed PORT among AA HNSCC patients
1s a source of preventable mortality and contributes to racial disparities in survival’.

2.2.3 BARRIERS TO TIMELY, EQUITABLE PORT AFTER SURGERY FOR HNSCC

The barriers that contribute to delays and racial disparities starting PORT after HNSCC surgery are
unknown. AA race, insurance status, prolonged travel distance, and care fragmentation are associated with
delayed PORT®**®_ However, the bamriers to timely care delivery at the patient-, provider-, and system-
level remain unknown. As a result, the development of targeted, multi-level interventions to address barriers
and improve the delivery of timely, equitable PORT for HNSCC patients has been impeded. To prevent
continued treatment delays, it 1s critically important to identify the barmers to delivermg timely, equitable
PORT.

224 INTERVENTIONS TO IMPROVE TIMELY. EQUITABLE PORT FOR PATIENTS
WITH HNSCC

The care delivery pathway for PORT, which 15 potentially modifiable through a multi-level intervention,
represents an appealing target to decrease mortality and racial dispanties i survival for HNSCC
patients™*®. Unfortunately, despite the large clinical impact of delayed PORT on mortality and racial
disparities in survival, no effective interventions have been described®®”. A prior study using an
atheoretical, provider-centric approach did not find a decrease in the rate of PORT delay®*. Improving the
timelmess of PORT for white and AA HNSCC patients 1s crucial to improving survival for all HNSCC
patients and decreasmg racial dispanties 1n mortality.

225 RATIONALE FOR PATIENT NAVIGATION TO IMPROVE TIMELY .
EQUITABLE PORT

PN 1s a patient-centered intervention that addresses barmmers to cancer care, thereby improving the delivery
of timely, equitable cancer screening, decreasing racial differences m post-screening diagnostic resolution,
and decreasing care fragmentation'®'***". However, the efficacy of PN in the sequential multimodal cancer
care setting (e.g. surgery then PORT) 1s unknown'?; care transitions following surgery involve unique care
barriers and care coordination challenges™. To address the lack of effective interventions to decrease delays
and racial disparities starting PORT after HNSCC surgery®, we will develop and test NDURE, our multi-
level, theory-based PN intervention to mmprove fimely, equitable PORT among HNSCC patients. The
underlying scientific premise 1s that our NDURE PN intervention has the potential to decrease delays
starting PORT among HNSCC patients because PN 1s most effective 1 1) populations with low adherence
rates’? (timely PORT adherence is < 50% overall and =40% among AAs®: 2) racial minority
populations'®* (delays starting PORT are 31% more common 1n AAs%); and 3) the setting of fragmented
care'® (PORT delivery involves coordinating consults with seven medical specialties™, care transitions
from inpatient to outpatient, and care transitions across healthcare systems [in 51% of cases®]).

2.3 RISK/BENEFIT ASSESSMENT

|2.3.1 ENOWN POTENTIAL RISKS

Overall, this research study poses no more than munimal nisks to participants. There are no physical,
fmancial, legal. social, or cultural. risks to the study participants by joining this study. There are slight
psychological risks, as described below. There 1s a shght nisk that subjects may experience adverse

Based on the NIH Protocol Template for Behavioral and Social Sciences Research 15
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psychological reactions such as anxiety or stress as a result of discussing 1ssues related to cancer or barriers
to cancer care. We believe that this risk 1s munimal. We are using survey items that are commonly used 1
clinical settings and subjects are likely to have had prior exposure to similar types of questions as part of
their medical care. Furthermore, in our past studies with white and AA men and women with HNSCC, the
overwhelming majornity of respondents have said they found the questions that we have asked related to
care have not been upsetting.

There 1s also a slight nisk that confidential information about the participant may be accidentally disclosed
as study participants may be asked to provide mformation considered confidential or private during study
interviews. The likelihood of this nisk 1s low as all the mnvestigators have been mvolved in similar research
in the past and have not experienced this problem before due to adequate safeguards.

The decision to participate in this research will be voluntary and individuals may refuse to take part or
choose to stop taking part at any time. Participants will also be encouraged to take their time when
answering questions and may decline to answer any question at any time. If patients become upset talking
about their cancer and the barniers that they faced, they will be offered a referral to the Hollings Cancer
Center (HCC) Behavioral Medicine program (which 1s covered by most health msurance programs) or the
HCC Social Worker who will offer links to other HCC and community resources.

| 232 ENOWN POTENTIAL BENEFITS

Extrapolating from data about PN in other settings, NDURE may improve the timelmmess of PORT after
HNSCC surgery and decrease racial disparities in timely HNSCC care. However, although we hypothesize
a direct benefit to participants in the NDURE study (in terms of titmely HNSCC care), it 1s unknown whether
patients will experience a direct benefit. Data generated from this study are expected to provide benefits to
society by providing new knowledge about a practical and scalable strategy for addressing racial disparities
in the timeliness of PORT in HNSCC patients. Because timely PORT 1s associated with decreased rates of
recurrence and improved survival, 1t 1s expected that 1f we decrease racial disparities in delays starting
PORT, we will improve survival and racial equity in outcomes.

| 233 ASSESSMENT OF POTENTIAL RISKS AND BENEFITS

The decision to participate in this research will be voluntary. Participants will be informed that they can
stop participating at any time and/or refrain from answerning any questions that make them uncomfortable.
The interviewers are trained researchers with expenience conducting interviews related to cancer. By using
survey items that are commonly used m clinical settings (to which subjects have likely had prior exposure
as part of their medical care) we will mimimize psychological risk. If a participant has a psychological
adverse event (AE) talking about his/her cancer and/or the bamiers that he/she faced during treatment, the
participant will be offered a referral to the HCC Behavioral Medicine program (which 1s covered by most
health insurance programs) or the HCC Social Worker who will offer links to other HCC and community
resources as detailed in the Data and Safety Monttoring Plan. Immediate backup and support will be
available.

To help ensure and protect pnvacy of participants and confidentiality of research data for the study, we will
assign a unique study ID number to each subject’s information in place of his'her name and will label data
collection forms with the ID number. All hard copy and electronic files will be stored appropriately using
double-locked methods and password-protection. Only the study team members will have access to study
records. Participant data will be collected and recorded on either a password-protected electromic data
capture format (REDCap) or paper-based forms depending upon patient preference. For the paper collection
data method, the data collection form will be labeled only with the participant™s umique study ID number,
and then stored within locked drawers in a locked office.

Based on the NIH Protocol Template for Behavioral and Social Sciences Research 16



NDURE 2.0 Version 7.0
30 December 2023

The Information on these paper forms will be transferred to a password-protected REDCap database. Any
exported data for analysis will be de-identified with all privately identifiable mformation automatically
removed. The key lnking subject ID number to an individual will be stored in the password protected
REDCap database. The audio recordings from the qualitative interviews will be labeled only with the
patient’s unique study ID and stored using password-protected files only accessible by the study team
through password-protected servers. Once data have been collected, only de-1dentified data will be exported
for analysis. All study personnel will participate 1 training on protecting the privacy of study participants
and personal mnformation will not be disclosed to anyone outside of the research team. Only the principal
investigator and study staff participating in data collection or analysis will have access to the data. We have
no plan to use laptops. jump drives, CDs/DVDs to transport data.

On the whole, given the minimal risks to the study participants and the potential benefit of the research to

participants and society, we believe that the potential reward to participants and society substantially
outweighs the nisks to the participants.
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NDURE FEASIBILITY STUDY

Primary

To assess the feasibility of NDURE among white and AA
HNSCC patients with respect to accrual.

Percent of eligible participants who accrue to NDURE (Primary Endpoint)

Secondary

To assess the feasibility of NDURE among white and AA HNSCC
patients with respect to NDURE completion.

Percent of accrued participants who complete NDURE

Percent of accrued participants who complete NDURE study assessments

To assess the acceptability of NDURE to white and AA HNSCC
patients and HNSCC providers.

PSN-I scale score

NDURE Program Evaluation scale score

To characterize navigator caseload and time allocation delivering
the NDURE intervention.

Navigator caseload

Navigator time allocation (direct)

Navigator time allocation (indirect)

Navigator time allocation (total)

To describe the preliminary clinical efficacy of NDURE on delays
starting PORT among white and AA patients with HNSCC.

PORT delay

Racial differences in PORT delay

RCT of NDURE VERSUS USUAL CARE
Primary

To evaluate the preliminary climcal impact of NDURE compared
with UC on delays starting PORT among white and AA HNSCC
patients.

PORT delay. defined per National Comprehensive Cancer Network
Guidelines as the mitiation of PORT = 6 weeks (42 days) following definitive
surgery for HNSCC.

Secondary

To evaluate the preliminary clinical impact of NDURE compared
with UC on time-to-PORT among white and AA HNSCC
patients.

Time-to-PORT mmitiation, defined as the number of days from the date of
defimtive surgery for HNSCC to the date of imtiation of PORT.

Treatment package time, defined as the number of days from the date of
defimtive surgery for HNSCC to the date of PORT completion.

To evaluate the preliminary clinical impact of NDURE compared
with UC on racial disparities in delays starting PORT among
white and AA HNSCC patients.

PORT delay. defined per National Comprehensive Cancer Network
Guidelines as the imitiation of PORT = 6 weeks (42 days) following
defimtive surgery for HNSCC.

Time-to-PORT mmitiation, defined as the number of days from the date of
defimtive surgery for HNSCC to the date of imtiation of PORT.
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Table 2. Study Objectives and Endpoints

Treatment package time, defined as the number of days from the date of
defimtive surgery for HNSCC to the date of PORT completion.

To evaluate the preliminary impact of NDURE compared with
UC on cancer care delivery processes.

Pre-surgical radiation consultation, defined as the attendance by the patient
at a consultation with the treating radiation oncologist prior to surgery to
discuss radiation therapy in the definitive or adjuvant setting.

Pre-RT dental extractions, defined as the extraction of indicated
carious/non-restorable teeth prior to or during definitive surgery.

Time from surgery to PORT referral, defined as the time, in days, from the
date of the definitive surgical procedure to the date the referral (or
postoperative appointment) 1s placed to discuss adjuvant therapy with the
treating radiation oncologist.

Time from surgery to postoperative appoimntment with radiation oncology,
defined as the time, 1n days, from the date of the definitive surgical
procedure to the date that the patient attends a postoperative appointment
with radiation oncology

Exploratory

To explore the preliminary impact of NDURE compared with UC
on completion of adjuvant therapy

PORT duration, defined as the number of days from the initiation of PORT
to the completion of PORT among patients who complete the intended
course of adjuvant therapy.

Completion of intended course of PORT, defined as receipt of the planned
PORT dose (total Gy)

To explore the preliminary chinical impact of NDURE compared
with UC on decreasing bamiers to timely PORT.

Percent of total barners on PBQ) that are resolved

Number of unresolved barriers on PBQ

Reason for PORT delay

To explore the preliminary behavioral mechanism of action of
NDURE.

CTM-15 scale score

Change from baseline in
e ISEL-12 scale score
Perceived Susceptibility scale score
IPQ-R Consequences scale score
e CASE-Cancer scale score
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4.1 NDURE FEASIBILITY STUDY

|4.1.1 OVERALL DESIGN
We will conduct a single-site, single-arm. non-blinded trial of NDURE to assess its feasibility, evaluate its
acceptability and characterize the preliminary clinical efficacy of NDURE as an intervention to decrease
delays and racial dispanties staring PORT in adults with surgically-managed, locally advanced HNSCC
(n=15; AA n=5; white n=10).

|4.1.2 SCIENTIFIC EATIONALE FOR STUDY DESIGN

The single-arm study design was chosen to evaluate the feasibility and acceptability of the NDURE
intervention. Questionnaires to be used in the RCT will be collected as descnbed in the Schedule of
Activities (SOA; Section 1.3) to assess the feasibility of data collection procedures and monitor completion
rates. Post-intervention, patients will complete validated measures of PN acceptability. Qualitative work
with patients and providers will help refine NDURE. Our mterdisciplinary team will consult with our
scientific advisory board and community advocacy group to interpret the data about the feasibility and
acceptability of NDURE to refine recruitment, retention, and the content, format, ttnung, and delivery of
NDURE for the planned RCT. We considered other study designs that involve randomization. Although
such a study design would allow us to evaluate feasibility of enrollment when there 1s a control group option
(and thus reasons for study decline), it would dilute the sample size thereby munimizing the amount of
information gamed about feasibility of accrual to the mtervention necessary before proceeding to the RCT.
In addition, since the control group in the RCT 1s UC, randomizing patients to UC in the feasibility and
acceptability study would not add useful information about the acceptability of the control to the control
group beyond what 1s already known from recent clinical experience in this setting.

|4.1.3 END-OF-STUDY DEFINITION
The end of the study 1s defined relative to completion of the end of study assessments following the start of
PORT as shown in the SoA (Section 1.3).

4.2 RCT OF NDURE VERSUS USUAL CARE

421 OVERALL DESIGN

We will conduct a single-site, non-blinded, parallel-group. RCT of NDURE versus usual care for the
management of delays and racial disparities starting PORT in adults with surgically-managed, locally
advanced HNSCC. The study 1s designed to test the followmg hypotheses: 1) NDURE will result in a lower
rate of delayed PORT relative to usual care (primary objective) and 2) NDURE will result in a smaller
difference in PORT delay between AA and whites relative to usual care (secondary objective). The
statistical plan for this between-group design analyzes the superionity of NDURE relative to usual care,
although our power analysis 1s calculated with @ = 0.1 and 1 — p = 0.8 based on the desire to emphasize
power over type I emror at this early stage of development (single-site pilot RCT) to ensure follow-up on
promising interventions.

4.2.2 SCIENTIFIC RATIONALE FOR STUDY DESIGN
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We considered alternative study designs such as a smgle-arm pilot study with comparison to local and
national historical control data. However, we consider the RCT a supernior approach to a single-arm trial
comparing to historical control’® because the RCT will allow us to demonstrate and precisely measure the
control group, thereby avoiding sample error and case-mix differences between the single-arm and
historical control*!. As a result, the RCT design will provide us with more precise estimates of the effect
size and sample size of the NDURE intervention relative to usual care in preparation for the definttive phase
III RCT*. Although methodological challenges (e.g. contamination)®, will exist from running a single-site
RCT (because providers will have patients in both NDURE and usual care concurrently), our group has
expenence successfully conducting single-site pilot RCTs**°. Other groups testing PN have similarly
reported successful study completion and avoidance of significant contamination when studying PN in the
single-arm setting!?.

We also considered alternative comparison groups, including a form of active control against which to
compare NDURE. Usual care 1s a more appropriate comparison group than active control because usual
care represents the current standard for the management of this clinical scenano in population under study.
Limitations of comparing NDURE to usual care (instead of active control) include the potential that
improvements seen with NDURE (relative to usual care) are due to nonspecific effects instead of key “active
ingredients” within the NDURE intervention. However, a secondary objective of the trial is to evaluate the
preliminary behavioral mechanism of action of NDURE. As such, the data that we will analyze regarding
underlying behavioral mechanisms will help to limit the concern about non-specific effects of the NDURE
intervention. In addition, grven the pilot nature of this trial, our goal 1s to achieve superior outcomes for
patients over and above standard of care; therefore, usual care 1s a reasonable and appropriate comparison
condition®®. In the future, as we continue to assess and establish the efficacy of NDURE in larger trials, we
will explore the ‘active mgredients’ relative to active control to better i1solate the mechanisms underlying
its efficacy.

|4.2.3 JUSTIFICATION FOR INTERVENTION

| 4231 JUSTIFICATION FOR THE MODE OF DELIVERY

PN 1s a patient-centered mntervention that addresses barners to cancer care, thereby improving the delivery
of timely, equitable cancer screening, decreasing racial differences m post-screening diagnostic resolution,
and decreasing care fragmentation'®*?" Although technology-enhanced interventions are increasingly
common fo facilitate care coordmation, PN at its heart 1s still a patient-centered mtervention and 1s delivered
in person via face to face interactions. Face to face interactions can unduly burden patients and result
decreased intervention adherence. In addition, face to face mnteractions are being mmimmzed to promote
patient and healthcare worker safety during the COVID-19 pandemic.

The preferred method for delivering NDURE 1s face to face. However, due to changes in healthcare delivery
necessitated by COVID-19 pandemic, it 1s permissible for the NDURE navigator to use a telemedicine
videoconferencing platform for NDURE sessions 1 or 3 (study visit 2 or 4). The number, frequency, and
timing of intervention contacts (see details in Section 4.2.3.2, Justification for Number, Frequency, and
Timing of Intervention Contacts) were carefully chosen to minimize potential concerns that may arise
from face to face mteractions. In addition, supplemental contact beyond the three prescribed sessions will
occur with a frequency and modality (e.g. text message, email, etc.) dictated by patient and navigator need.

4232 JUSTIFICATION FOR NUMBER. FREQUENCY, AND TIMING OF
[ INTERVENTION CONTACTS
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The three NDURE sessions, which are expected to take 30-60 minutes each, will comcide with the
presurgical consult, hospital discharge, and 1* postoperative clinic visit. These time points were chosen to
facilitate case identification (preoperatively; Visit 2) and coordination across key care transitions from
inpatient to outpatient status at the time of hospital discharge (mpatient; Visit 3) and from surgical to
radiation and medical oncology specialties (post-discharge; Visit 4). These timepoints also promote the
feasibility of NDURE delivery as nearly 100% of patients attend these three visits (despite travel distance-
related barners®”) since patients 1) cannot have surgery without their presurgical consult; 2) are hospitalized
postoperatively: and 3) return for the 1% postoperative visit for dramn/tube removal. The number of
intervention contacts 15 justified by the need to focus the mtervention to key transitions of care as described
above.

|4.2.4 END-OF-STUDY DEFINITION

Patients will be followed for collection of primary (PORT delay) and secondary (e.g.. TTP, PORT duration,
and treatment package time) for one year (365 days) from the date of surgery.

5.1 INCLUSION CRITERIA
In order to be eligible to participate 1n this study, an individual must meet all of the following criteria:

Patient and disease characteristics
1. Age = 18 years at the time of screening
2. Self-identified white or AA race
3. Cytologically or pathologically confirmed SCC (or histologic vanant) of the oral cavity,
oropharynx (pl6 positive, negative, or unknown), hypopharynx, laryox, unknown primary,
paranasal sinuses, or nasal cavity.

a. In situations in which the patient fulfills all other inclusion criteria, but the biopsy shows
SCC in-situ or moderate/severe dysplasia (without defimtive evidence of mvasive SCC),
but the patient 1s scheduled to undergo curative mtent surgery by the treating oncologic
surgeon due to clinical suspicion of mmwvasive SCC, the diagnosis of SCC-in situ or
moderate/severe dysplasia 1s sufficient to full the pathologic diagnosis enrollment criterion.

4. American Joint Committee on Cancer (AJCC) clmical stage grouping III-IV (8% edition) for
patients with SCC of the oral cavity, pl6-negative oropharynx, hypopharynx, larynx, paranasal
sinuses, and nasal cavity; or AJCC clinical stage groupmg III-TV (7% edition) for patients with p16-
positive SCC of the oropharynx or unknown primary.

a. Atscreeming, AJCC clinical stage grouping should be determined based on a combination
of physical exam, diagnostic evaluation with cross sectional imaging of the neck
(computerized tomography (CT) and/or magnetic resonance imagmg (MRI)) and/or 18-F-
fluoro-deoxyglucose positron emission tomography (FDG PET) CT withun 60 days

b. In situations m which the patient fulfills all other inclusion criteria but the biopsy shows
SCC in-situ or moderate/severe dysplasia (without definitive evidence of invasive SCC),
but would otherwise have an appropriate clinical stage grouping as defined i cniterion 5,
the diagnosis of SCC-1n situ or moderate/severe dysplasia 1s sufficient to full the staging
enrollment criterion.

5. No pnor exposure to radiation therapy, with or without concurrent chemotherapy, for treatment of
HNSCC 1n the definitive or adjuvant therapy settings

Surgery and adjuvant therapy eligibality
6. Plan for curative mntent surgery at MUSC
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a. At screeming, plan for curative mtent surgical resection of the HNSCC at MUSC must be
deemed likely by the treating surgeon and/or multidisciplinary tumor board, which must
include a fellowship-trained head and neck oncologic surgeon.

7. Plan for PORT (at MUSC or non-MUSC) with or without concument chemotherapy following
curative mtent surgery

a. At screeming, plan for adjuvant therapy following curative intent surgical resection of the
HNSCC at MUSC must be deemed likely by the treating surgeon and/or multidisciplinary
tumor board, which must include a fellowship-trained head and neck oncologic surgeon,
based on the clinical expectation of at least one of the following adverse features on final
pathologic evaluation: extranodal extension (ENE). pT3 or pT4 primary, N1 or greater
nodal disease, nodal disease in levels IV or V, permeural mvasion (PNI), or
lymphovascular invasion (LVI).

5.2 EXCLUSION CERITERIA
An individual who meets any of the following criteria will be excluded from participation m this study:
1. Self-identified Hispanic ethmicity
2. Presence of cognitive impairment that precludes participation
3. Synchronous untreated mahgnancy
a. Patients with known untreated indolent malignancies (e.g. non-melanoma skin cancer,
untreated CLL, microPTC, untreated prostate cancer) at the time of diagnosis or that develop
during the study period would not exclude a patient from the study

5.3 LIFESTYLE CONSIDERATIONS

N/A

5.4 SCREEN FAILURES

Screen failures are defined as participants who consent to participate in this study but are not subsequently
assigned to the study mtervention or entered in the study. Individuals who do not meet the criteria for
participation in this trial (screen failure) because of meeting one or more exclusion criteria will not be
rescreened.

5.5 STRATEGIES FOR RECRUITMENT AND RETENTION

Recruitment for the NDURE 2.0 trial will occur using a chinic-based approach from the MUSC Head and
Neck Tumor Center, a high-volume academic HNSCC program at the NCI-designated Hollings Cancer
Center. Research staff will use cancer center registry data, discussion with the HNSCC clinical team, and
the electronic medical record (EMR) to identify patients who meet study inclusion criteria. Research staff
will then review clinic rosters to identify eligible patients who are scheduled for an appointment in the Head
and Neck Tumor Center. Study recruitment will be facilitated through the use of tested, structured protocols.
Chanita Hughes-Halbert, PhD has evidenced-based strategies that have been successfully employed to
recruit AA cancer patients to therapeutic trials. We will also use structured protocols from the principal
investigator (Evan Graboyes, MD, MPH) and co-mentor Katherine Sterba, PhD, MPH. These protocols
have been successfully employed and refined for clinic-based recruitment of patients with HNSCC to
participate in behavioral research during treatment periods. Recruitment i1s expected to be enhanced by the
active clinical practice of the PI. The study participants may include patients of the PT's, but will not be
exclusively patients of the PI. For potential participants where the PI 1s not the attending physician and the
potential participant has not consented to participate in research per EPIC, the attending physician for the
patient will introduce the study to the potential participant. Other than the notification of the study by the
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attending physician for potential trial participants, the research team will not ask other climicians to be
involved in recruitment. All of the recruitment will be handled by the study coordinator and team.

For the feasibility study, we propose to accrue 15 patients (white, n=10 and AA. n=5) to the study over 4
months. Based on data from MUSC/HCC for 2018, it 1s expected that 125 patients/year will be eligible for
the study. of whom 22% are expected to be AA and 78% are expected to be white. During the 4-month
accrual period, we would expect to screen 41 patients, of whom 9 would be AA and 32 would be whate.
Based on the PI and study team’s prior expenience recruiting and enrolling for similar studies embedded
into clinical care, we anticipate that 60% of eligible patients will accrue to this study. Based on this 60%
expected accrual rate, over the course of 4 months, we would expect to accrue our target of n=5 AA patients
(and over-accrue white patients, n=20). Thus. by conservative estimates with over-sampling of AA, our
accrual target for the AA subgroup (n=5) and overall (n=15) appear highly feasible.

For the RCT comparing NDURE to usual care, we note that our accrual rate target of 60%, by which we
establish the feasibility of recrustment for this RCT, will have been tested in the pilot single-arm feasibility
study. Refinements to the recruitment strategies and study timeline, as described below, will occur as
needed to ensure that we achieve our accrual targets descnibed below. We propose to accrue 75 patients to
each arm (white, n=50 and AA, n=25) to the study over 36 months. Based on data from MUSC/HCC for
2018, 1t 1s expected that 125 patients/year will be eligible for the study, of whom 28 (22%3) are expected to
be AA and 97 (78%) are expected to be white. During the 36-month accrual period, we would expect to
screen 375 patients, of whom 83 would be AA and 292 would be white. Based on the PI and study team’s
prior experience recruiting and enrolling for similar studies embedded mnto climical care and the feasibility
data gathered from the smgle-arm pilot of NDURE, we anticipate that 60% of eligible patients will accrue
to this study. Based on this 60% accrual rate, over the course of 36 months, we would expect to accrue 225
patients (50 AAs and 175 white). Thus, by conservative estimates with appropriate over-sampling of AAs,
our overall accrual target (n=150) and for the AA racial subgroup (n=50) appear highly feasible. If
continued optimization of enrollment and recruitment strategies fails to yield an accrual rate of 60%, we
will extend the duration of the study accrual beyond the planned 36 months by an additional 6 months (and
remain within the grant funding period). If we extend the study timeline for accrual by 6 months to 42
months mstead of 36 months (and thus screen 437 patients [96 AAs] instead of 375 [83 AAs]). we would
only need an accrual rate of 52% among AAs to achieve our racial subgroup distnbution of n=50 (and an
accrual rate of 29% among white HNSCC patients). For all of the above reasons (PI and team expenence,
feasibility testing, refinement of recruitment protocols, and extension of recruttment period), we are highly
confident that we can accrue our overall and racial subgroup targets for the RCT.

Because we plan to enroll consecutive patients for this clinic-based intervention, one potential concem
relates to systematic, non-random differences between patients who participate in NDURE and patients
who decline to participate. Enthusiastic, health-motivated patients may enroll while marginalized. burdened
patients who distrust the medical system may preferentially decline. Alternatively, patients with few/no
perceived barriers may disproportionately decline the intervention due to perceived lack of need while
burdened patients participate because of the perceived need. Whichever, if any, situation occurs, our
approach ensure that we will still be well positioned because we will collect information about which
patients enroll/decline and their reasons for enrolling/dechining to help refine NDURE for future
dissemination.

Three strategies will be used to ensure retention of enrolled patients i the study. First, supportive and
frequent interactions between the participant and navigator are expected to occur throughout NDURE,
which should help mitigate against retention problems (for those in the NDURE arm). Second, we have
accounted for the burden of surveys/questionnaires while patients are on treatment to ensure that the
expected time commitment from surveys is reasonable and that the study mteractions will be scheduled at
a convemient time for patients (usually while at MUSC for clinical care already). Finally, remuneration will
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also occur on a schedule that 1s weighted towards providing the majornity of the compensation at the end of
the study time period.

As a result of the aforementioned three strategies, retention of subjects is expected to be highly feasible.
The scheduled timepoints of navigator-participant interaction (initial surgical consultation, prior to hospital
discharge, first clinic visit after hospital discharge) were chosen because these are sttuations in which the
likelihood of contact 1s ~100%. Although challenges with retention for cancer studies due to mortality
(overall and disease-specific) and treatment toxicity are potentially problematic, we do not think that they
will limit retention in this feasibility study of NDURE. The rate of on-treatment mortality (dunng surgery
or adjuvant therapy) 1s quite low (<5%) and the study follow-up does not extend past the completion of
therapy. Thus, lack of retention due to mortality is not expected to be significant. Treatment toxicity is
potentially a problem, as patients may not want to answer surveys while undergoing treatment or choose to
withdraw due to competing treatment demands. We do not expect this to be a problem, however, because
NDURE will be integrated into routine clinical care and thus should not create an excess time burden for
patients. In fact, 1t 15 likely that participation in the intervention, which 1s expected to improve care
coordination and decrease barners to care, will make this potential source of dropout less likely than other
intervention trials. Using NDURE to address mdividualized barriers to timely HNSCC treatment 1s a
significant strength and mnovation of the study and will likely also improve retention relative to historical
rates.

6.1 STUDY INTERVENTION ADMINISTRATION

| 6.1.1 STUDY INTERVENTION DESCRIPTION

16.1.1.1 NDURE
NDURE 1s a navigation-based, MLI targeting barriers to timely, guideline-adherent PORT at the patient-,
healthcare team-, and orgamization-levels (Figure 3). Consistent with best practices for the development
and evaluation of complex interventions,*®*° key NDURE functions (the intervention’s basic purposes; in
bold) and selected forms (specific intervention components/strategies customized to local context necessary
to carry out each function) are descnibed below.

Function 1: Navigate along the cancer care continuum.

PORT-focused navigation encounters linked to care transitions. There are three manualized navigation
encounters with the NDURE navigator. Encounters occur along the cancer care continuum and are hinked
to key care transitions (presurgical consult, hospital discharge, postoperative chinic visit). Duning each
encounter, the NDURE navigator delivers patient education about timely PORT, addresses challenges with
transportation, assesses barriers to timely PORT, and creates or updates and implements the PORT Care
Plan. Direct contact between the NDURE navigator and patient occurs via three climic/hospital-based, face-
to-face NDURE navigation encounters lasting 30-60 minutes each.

Function 2: Improve patient knowledge about Guidelines for fimely PORT and associated care
processes.

Form: NDURE Patient Resource Guide. During each of the three NDURE navigation encounters, the
NDURE navigator uses the NDURE Patient Resource Guide to (a) educate patients +/- caregivers about
NCCN Guidelines for timely PORT; (b) provide a personalized nsk-estimate of PORT delay using a
validated nomogram*'; (c) explain the oncologic consequences of PORT delay; and (d) describe the
healthcare utilization steps necessary to start PORT (e g. dental evaluation +/- extractions, CT simulation,
etc) 41
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Function 3: Minimize the burden of travel for HNSCC care.

Form: Travel Support Aleng the Continuum. The nawvigator provides patients +- caregivers with
information about travel resources, offers travel assistance through community-based programs, and
provides travel-associated financial support. Travel assistance may also take the form of provision of
temporary housing (e.g. Amernican Cancer Society Hope Lodge) for patients desining care at MUSC who
cannot travel back and forth daily for 6 weeks of radiation therapy.

Function 4: Improve communication between patient and providers regarding intentions and goals
for timely, guideline-adherent PORT.

Form: Standardized discussion af expected indication for PORT and choice of radiation facility at initial
consultation. At the mitial surgical consultation, the clinician informs the patient that based on his’her
climical stage, it 1s expected that treatment will include a package of surgery and PORT. At this same clinical
encounter, the NDURE navigator facilitates a discussion with the patient and clinician to help the patient
decide at which facility he/she will receive PORT.

Function 5: Enhance coordination of care between healthcare teams during care transitions and
about treatment sequelae.

Form: NDURE PORT Care Plan. At each navigation encounter, the NDURE navigator meets with the
patient, caregiver, and clinicians to generate (and update) a PORT Care Plan. The NDURE PORT Care
Plan 1s an EMR-based document that (a) captures clinical factors and the care delivery processes necessary
to start PORT; (b) describes the patient’s barriers to timely PORT; and (c) documents the patient’s
personalized Barrier Reduction Plan.

Function 6: Restructure the organization to clarify roles and responsibilities for care processes
associated with PORT delivery to aveid duplication and gaps in care.
Form: NDURE Navigator makes referrals and schedules appointments to optimize adherence with key
PORT care delivery process. The NDURE navigator 1s assigned sole responsibility for making all PORT-
related referrals (and scheduling appointments) with radiation and medical oncology, dentistry, and oral
surgery in a manner that optimizes adherence to the following care delivery processes associated with
timely PORT.
(1) Prior to surgical resection, the patient has consultation with a radiation oncologist at the facility
where the patient intends to receive PORT.

(2) Prior to surgical resection, the patient has a consultation with a dentist and oral surgeon (if
indicated) and subsequently undergoes extraction of indicated teeth at the time of surgical resection.

(3) Engaging with the pathologist if the pathology report 1s not issued by postoperative day 8. Upon
receipt of the pathology report, promptly commumicating key pathologic findings to the HN team
to facilitate formation of a plan for pathology-directed adjuvant therapy.

(4) Scheduling appointments with radiation oncology +/- medical oncology within 10 days of
surgery as directed by the HN team.

(5) Ensunng that the postoperative appointment with radiation oncology i1s scheduled withun 10
days of when the referral was placed.

Function 7: Track referrals to ensure timely scheduling of appointments and patient attendance
across fragmented healthcare systems.
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Form: Referral and appointment tracking to ensure timely scheduling of appointments and patient
attendance. The NDURE navigator systematically tracks referrals or appointments to ensure that clinical
encounters necessary for PORT are scheduled 1 a timely fashion by providers and attended by patients.
The NDURE navigator will attempt to adjust appointments to enhance timely PORT and reschedule
appointments that are missed by patients or need to be altered to reflect changes in the treatment timeline
(e.g. hospital readmission). Referral tracking is documented 1n an EMR-based patient timeline.

NDURE isa Navigation-Based, Multilevel Infervention Tarpeting Bamiersto Timely, Guideline-Adherent

Postoperative Radiation Therapy Following Surgery for Head and Meck Squamous Cell Carcinoma
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Figure 3: NDURE 1s a navigation-based, muliilevel intervention targeting determinants of timely,
guideline-adherent PORT following surgery for head and neck squamous cell carcinoma with intervention
components at the patient (light green), healthcare team (light blue), and orgamizational-levels (dark blue)

The NDURE intervention components described above are summarnized and contrasted with Usual Care in
Table 3. NDURE 1s delivered by a single dedicated navigator according to the NDURE Manual, which
outlines the duties necessary for optimal delivery. Following structured. evidence-based training*>*, the
NDURE navigator 15 embedded within the HNSCC surgery team, participates i weekly multidisciplinary
tumor board. and coordinates with other teams involved in PORT delivery.

16.1.1.2 USUAL CARE

The processes of care that define usual care for the inttiation of PORT are described (and contrasted with
NDURE) i Table 3. Usual care consists of clinic-based, clinician-led discussion about the healthcare
utilization steps necessary to start PORT. Usual care 1s not formally theory-based. The HNSCC nurse
navigator, a person distinct from the dedicated NDURE navigator, plays a role in delivering usual care (see
Table 3). As part of usual care, the head and neck nurse navigator identifies and address treatment barriers
prior to/up to the initial surgical consultation. Following the mitial surgical consultation, the head and neck
nurse navigator does not continue providing navigation services along the treatment contmuum. Stmilar to
the NDURE navigator, the head and neck nurse navigator 1s embedded within the head and neck surgery
team and participates in weekly multidisciplinary tumor board. Direct contact between the head and neck
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nurse navigator and the patient occurs only at the time of imitial intake/pre-surgical consultation at the
MUSC Head and Neck Oncology clinic. These contacts may be on the telephone prior to (and in preparation
for the initial consultation) and/or face-to-face at the time of the mitial surgical consultation. The time for
these navigation encounters 1s not proscribed but 1s noted 1s generally recorded 1 the EMR. Duning the
intake head and neck nurse navigator conducts a detailed and comprehensive assessment of patient barrers
upon referral to the MUSC clinic.
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Table 3. NDURE vs Usual Care

Clinical Tool

Navigation PORT-focused navigation encounters linked to care transitions. One generic encounter upon intake. There is one navigation

Encounters There are three mamalized navigation encounters with the NDURE encounter with the head and neck mwrse navigator. The encounter
navigator. Encounters occur along the cancer care continim and are occurs upon referral to the MUSC Head and Neck Clinic. Dunng
linked to key care transitions (presurgical consult, hospital discharge, the navigation encounter, the head and neck nurse navigator
postoperative clinic visif). Dunng each encounter, the NDURE navigator | assesses barmiers to treatment and makes appropriate referrals.
delivers patient education about timely PORT, addresses challenges with
transportation, assesses barmmiers to fimely PORT, and creates or updates
and implements the PORT Care Plan

Patient NDURE Patient Resource Guide. During each of the three NDURE N/A. Throughout the course of treatment, the head and neck nurse

Education navigation encounters, the NDURE navigator uses the NDURE Patient navigator does not provide any specific education about (a) NCCN
Resource Guide to (3) educate patients +/- caregivers about NCCN Guidelines for timely PORT; (b) the prevalence of PORT delays;
Guidelines for imely PORT; (b) provide a personalized risk-estimate of | (c) the oncologic consequences of PORT delay; or (d) the
PORT delay using a validated nomogram*’; (c) explain the oncologic healthcare ufilization steps necessary to start PORT (e g. dental
consequences of PORT delay; and (d) describe the healthcare utilization | evaluation +/- extractions, CT simmlation). Head and Neck
steps necessary to start PORT (e g dental evaluation +/- extractions, CT | clinicians (surgeons, radiation oncologists, medical oncologists,
simulation, etc).*! etc) may address (a) through (d) per their persomal practice

patterns.

Travel Support | Travel support along the continuum. From mitial surgical consultation | Travel support at intake for the surgical consultation. During
through initiation of PORT (and at each care transition), the NDURE the intake navigation encounter, the head and neck nurse navigator
navigator provides patients +/- caregivers with information about travel provides pafients +/- caregivers with information about travel
resources, offers travel assistance through commumity-based programs, resources, offers travel assistance through commmumity-based
and provides travel-associated financial support. Travel assistance may programs, and provides fravel-associated financial support
also take the form of provision of temporary housing (e g. American specifically to facilitate aftendance at the imifial surgical
Cancer Society Hope Lodge) for patients desiring care at MUSC who consultation.
cannot travel back and forth daily for 6 weeks of radiation therapy.

Process for | Standardized discussion of expected indication for PORT and choice | Variable discussion of expected indication for PORT without

Discussing of radiation facility at initial consultation. At the imitial surgical discussion of choice of radiation facility at initial consultation.

Need for | consultation, the clinician informs the patient that based on his'her At the mifial surgical consultation, the clinician may inform the

PORT clinical stage, it is expected that treatment will include a package of patient that based on his/her clinical stage, it is expected that
surgery and PORT. At this same clinical encounter, the NDURE treatment will include a package of surgery and PORT. The head
navigator facilitates a discussion with the patient and clinician to help the | and neck team does not discuss with the patient the choice of the
patient decide at which facility he/she will receive PORT. facility at which the patient will receive PORT prior to surgery.

EMR NDURE PORT Care Plan. At each navigation encounter, the NDURE | N/A. Throughout the course of treatment, there is no dedicated

documentation | navigator meets with the patient, caregiver, and clinicians to generate (and | documentation in the EMR about (a) clinical factors and care
update) a PORT Care Plan. The NDUEE PORT Care Plan is an EMR-
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based document that (a) captures clinical factors and the care delivery
processes necessary to start PORT; (b) describes the patient’s bamiers to
timely PORT, and (c) documents the patient’s personalized Barmer
Reduction Plan.

delivery processes necessary to start PORT; (b) barriers to timely
PORT; or (c) plans to address bamiers to timely PORT.

Care delivery
pIoCesses

NDURE Navigator is assigned sole responsibility for making referrals
and scheduling appointments to optimize adherence with care
delivery processes associated with timely PORT. The NDURE
navigator is assigned sole responsibility for making all PORT-related
referrals (and scheduling appointments) with radiation and medical
oncology, dentistry, and oral surgery in a manner that optimizes adherence
to the following care delivery processes associated with timely PORT.

(1) Prior to surgery, the patient has consultation with a radiation
oncologist at the facility where the patient intends to receive PORT.

(2) Prior to surgical resection, the patient has a consultation with a dentist
and oral surgeon (if indicated) and subsequently undergoes extraction of
indicated teeth at the time of surgical resection

(3) Engaging with the pathologist if the pathology report is not issued by
postoperative day 8. Upon receipt of the pathology report, promptly
commumnicating key pathologic findings to the HN team fo facilitate
formation of a plan for pathology-directed adjuvant therapy.

{4) Scheduling appointments with radiation oncology +/- medical
oncology within 10 days of surgery as directed by the HN team

(5) Ensuning that the postoperative appointment with radiation oncology
15 scheduled within 10 days of when the referral was placed.

Variable roles and responsibilities of Head and Neck care team
members to optimize adherence with care delivery processes
associated with timely PORT. A vanable combination of
residents on the inpatient head and neck service and outpatient
advanced practice providers and murses (but not the head and neck
murse navigator) are responsible for making referrals and
scheduling appointments for radiation oncology, medical
oncology, dental oncology, and oral surgery without specific
attention fo optimizing adherence to the following care delivery
processes associated with timely PORT.

Referral and
Appointment
Tracking

Referral and appoiniment tracking to ensure timely scheduling of
appointments and patient attendance. The NDURE navigator
systematically tracks refemrals or appointments to ensure that clinical
encounters necessary for PORT (e g radiation and medical oncology,
dentistry, and oral surgery) are scheduled in a fimely fashion by
providers and attended by patients. The NDURE nawvigator contacts
patients prior to PORT-related appointments to promote attendance,
confirms attendance at PORT-related appointments, adjusts the timing of
appointments to enhance timely PORT, and reschedules appomtments
that are missed by patients or need to be altered to reflect changes in the
treatment imeline (e g. hospital readmission). Referral tracking is
documented in an FMR-based patient timeline.

N/A. Members of the head and neck oncology team (including the
murse navigator) do not systematically frack refemrals or
appointments to ensure that the clinical encounters necessary for
PORT are scheduled in a fimely fashion by providers, attended by
patients, adjusted to enhance timely PORT, or re-scheduled to
reflect changes in the treatment timeline.
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|ﬁ.1.2 ADMINISTRATION AND/OR DOSING

'6.12.1 NDURE

NDURE will be delivered in one-on-one, face-to-face sessions between the navigator and the participant in
a clinic- or hospital-based setting. The NDURE intervention consists of three navigation encounters (Study
Visits 2-4), which are expected to take 30-60 minutes each. The NDURE navigation encounters (Study
Visits 2-4) will coincide with the presurgical consult, hospital discharge, and 1¥ postoperative clinic visit
(see Section 1.3, Schedule of Activities). These time points were chosen to facilitate case identification
and coordination across key care transitions. Contact beyond the three prescribed sessions will occur with
a frequency and modality (e.g text message, email, etc.) dictated by patient and navigator need. The
NDURE intervention will delivered in the following settings: the MUSC Head and Neck Tumor Center and
MUSC hospital. A single dedicated navigator with no competing clinical or administrative responsibilities
outside of this trial will deliver the NDURE intervention. Full dose of the NDURE ntervention will consist
of completing all three navigation sessions. Because the administration schedule and dose of usual care 1s
highly vanable, the NDURE intervention will not be dose-matched to usual care on intensity, duration,
and/or frequency. Participants in the tmal are permatted to interact with other participants after
randomization, regardless of treatment allocation. Such encounters may occur in waiting rooms before or
after clinic appomtments given the single-site design of the trial

|6.1.2.2 USUAL CARE

UC consists of discussions about the indications, nisks/benefits/alternative, Guidelines, timing, and
logistical details of adjuvant therapy. These discussions will be admimistered according to practice patterns
of the involved providers. As such, usual care 1s expected to be vaniable i the number, frequency, mtensity,
and duration of visits and discussions dedicated to planning adpuvant therapy, depending upon the patient,
provider, caregiver, tumor board, and clinical scenario. Usual care will be delivered in the following
settings: the MUSC Head and Neck Tumor Center and MUSC hospital. No dedicated mterventionist will
deliver usual care; instead a combination of physicians (attendings and residents), nurse practitioners, and
nurses from the relevant multidisciplinary specialties (surgical, medical, radiation oncology) at MUSC or
an outside facility will all contribute to these discussions. Administration of usual care will consist of direct
face-to-face communication and other methods (e g. telephone call, e-mail correspondence). The face-to-
face conversations can occur during a structured clinical setting (e.g. clinic visit) or more informal, non-
appoimntment-based manner (e.g. mpatient rounds). Given the variability m expected delivery of usual care,
there 15 no number of sessions that constitute “full-dose™. Because the administration schedule and dose of
usual care 1s highly vanable, usual care will not be dose-matched to NDURE on intensity, duration, and/or
frequency. However, the three clinical encounters at which NDURE will be delivered are clinical in nature
and thus will likely correlate highly with usual care. Partictpants in the trial are permitted to interact with
other participants after randomization, regardless of treatment allocation. Such encounters may occur in
watting rooms before or after clinic appomntments given the single-site design of the trial.

6.2 FIDELITY

6.2.1 INTERVENTIONIST TRAINING AND TRACKING

Because the objectives of the protocol depend upon consistent administration of the NDURE intervention,
the fidelity of delivery will be momitored closely. The specific duties necessary to ensure optimal
administration of NDURE are detailed in the NDURE Navigator Standard Operating Procedure (SOP). The
navigator, supervised by Dr. Graboyes, will keep a tracking log with encounters (number, modality of each
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session), time (direct with patient, indirect to complete the Barnier Reduction Plan), barniers (number, type),
and Barrier Reduction Plan activity (action, outcome)® NDURE sessions will be audio-recorded and
randomly selected sessions (20%) will be reviewed by Dr. Graboyes to ensure fidelity. Bi-monthly case
conferences with the navigator, Dr. Graboyes, and Dr. Hughes-Halbert will further ensure continued high-
quality PN.

6.3 MEASURES TO MINIMIZE BIAS: RANDOMIZATION AND BLINDING

Bias will be minimized through stratified sampling and a stratified randomized permuted block design. We
will use a stratified sampling approach to achieve a fixed sample size for AA patients (n=25 m each arm)
to ensure that we 1) achieve racial balance between the NDURE and UC arms, and 2) oversample AA
relative to their frequency 1n the study population. Oversampling AAs 1s key for the study design because
of the prognostic significance of AA race with delayed PORT mitiation®*. We will then use a stratified
randomization scheme, with randomization at the mdividual patient level using a 1:1 allocation ratio. Strata
will be defined by predicted location of radiation facility (MUSC, non-MUSC) because of the known
association of this vaniable with PORT delay®*. As such, our design balances by key potential confounders
across trial arms. Patients will be randomized 1:1 to NDURE or usual care using a permuted block
randomization method, with randomly selected block sizes of 2 or 4. Given the impossibility of delivering
the NDURE intervention in a non-blinded fashion, allocation concealment will be non-blinded. The study
statistician will generate and mmplement the randomization schema and randomization list. The study
coordinator will implement the randomization.

6.4 STUDY INTERVENTION/EXPERIMENTAL MANIPULATION ADHERENCE

Participants’ adherence with study procedures will be tracked by attendance at intervention visits. All study
visits are mandatory to remain an active participant. Adherence to attendance at Visits 2-4 will be
ascertained from the NDURE visit note authored by the navigator that 1s available in the EME. Adherence
to attendance at Visits 1 and 5 will be ascertained from the REDCap data collection form. Adherence to
attendance at visits 1-5 will be documented 1n the electronic Case Report Form (eCEF).

6.5 CONCOMITANT THERAPY
N/A

|ﬁ.5.1 RESCUE THERAPY
N/A

7.1 DISCONTINUATION OF STUDY INTERVENTION/EXPERIMENTAL
MANIPULATION

At subject, PL or study team member request.

7.2 PARTICIPANT DISCONTINUATION/WITHDRAWAL FROM THE STUDY
Participants are free to withdraw from participation in the study at any time upon request. The investigators
will seek to mimimize participant discontinuation/withdrawal from the study (see Section 7.3, Lost to
Follow-Up) except for safety reasons.

The investigator may discontinue a participant from the study for the following reasons:
» Sigmificant study intervention non-comphance
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* Lost-to-follow up; unable to contact subject (see Section 7.3, Lost to Follow-Up)

* Any event or medical condition or situation occurs such that continued collection of follow-up
study data would not be in the best interest of the participant or mught require an additional
treatment that would confound the mterpretation of the study

# The partictpant is expected to have surgery and then decides to pursue (1) nonsurgical treatment
or (2) surgical treatment at a site not participating in the clinical trial

* PORT is expected based on the clinical TNM classification, but analysis of the pathology
specimen after surgery demonstrates no indication for PORT per NCCN Guidelines (1.e., all of
the following adverse features are absent: extranodal extension, positive margin, pT3 or pT4
primary, N2 or N3 nodal disease, nodal disease i levels TV or V. PNI and L'VI)

The date and reason for participant discontinuation or withdrawal from the study will be recorded in the
eCRF.

The reason for participant discontinuation or withdrawal from the study will be recorded on the eCRF.

7.3 LOST TO FOLLOW-UP

A participant will be considered lost to follow-up if he or she fails to retum for two scheduled visits and
study staff are unable to contact the participant after at least 3 attempts.

The following actions must be taken 1f a participant fails to return to the chnic for a required study visit:

* The site will attempt to contact the participant, reschedule the missed visit within 2 weeks, counsel
the participant on the importance of mamtaiming the assigned visit schedule and ascertain if the
participant wishes to and/or should continue m the study

» Before a participant is deemed lost to follow-up, the mvestigator or designee will make every effort
to regain contact with the participant (where possible, 3 telephone calls and, if necessary, a certified
letter to the participant’s last known mailing address or local equivalent methods). These contact
attempts will be documented m the participant’s medical record or study file.

* Should the participant continue to be unreachable, he or she will be considered to have withdrawn
from the study with a primary reason of lost to follow-up.

8.1 SCREENING PROCEDURES

Once a subject has signed the ICF, an identification number will be assigned to him'her and the study
related screening procedures will start. A subject will be randomized into the study after he/she has signed
the ICF and all eligibility criteria have been met.

8.2 BASELINE ASSESSMENTS

| 821 DEMOGRAPHIC
Demographic information 1s gathered as patient self-report using the Behavioral Risk Factor Surveillance
Survey (BRFSS) Demographics.

BRF55 Demographics 1s the nation’s premier health-related survey that collects data about health-related
risk behaviors from US residents. The demographic section from the BRFSS will be used (in-person) to
ascertain participant sex, age, race, mantal status, msurance, educational attamnment, living situation,

zipcode, phones for personal use, employment, and annual household income™.
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8§22 CLINICAL AND ONCOLOGIC
Clinical and oncologic characteristics are assessed using clinical documentation within the EMR unless
otherwise indicated.

Baseline oncologic characteristics include date of diagnosis, head and neck tumor subsite, tumor histology,
pl6/human papillomavirus (HPV) tumor status, AJCC 8% edition clinical TNM Class, AJCC 8% edition
overall clinical stage grouping, and predicted facility delivering adjuvant therapy. In subjects with OPC or
carcinoma of unknown primary, HPV status will be determined by pl6 IHC. as determined by the
participant’s cytology or pathology report. Tumor staging i1s established using the AJCC/TNM Staging
system. 82 edition based on clinical staging information from the treating provider (which includes history.
physical exam, fiberoptic endoscopy [as mdicated] and radiologic imaging (including CT or MRI and
PET/CT). The predicted PORT facility. a stratification variable for randomization, 1s ascertained by the
program coordinator based on discussions by the program coordinator with a treating clinician and potential
participant.

8§.2.3 ERISK OF PORT DELAY

The risk of PORT delay is assessed using the Presurgical Nomograms for Predicting Delayed Postoperative
Radiotherapy Initiation in Head and Neck Squamous Cell Carcinoma*. The nomogram is a validated risk-
prediction tool to estimate a personalized pre-treatment risk of PORT delay that i1s calculated based on the
following baseline information available in the EMR: AJCC overall clinical stage grouping, head and neck
subsite, insurance coverage, race and ethnicity, and Charlson/Deyo comorbidity score.

|E.2.4 CULTUERATL ASSESSMENT
Culture 1s assessed at baseline using the Cultural Factor Survey, a validated, psychometrically sound
questionnaire consisting of three subscales: temporal onentation (5 items), collectivism (6 ttems). and
religiosity (9 items)*’. Prior PN studies have used these scales to measure cultural factors*. Items are scored
on a 4-point Likert scale from “Strongly Disagree’ (1) to ‘Strongly Agree’ (4). Scores on each sub-scale
range from 5-20 (temporal onentation), 6-24 (collectivism), and 9-36 (religiosity). Higher scores on each
subscale indicate greater amounts of each of the measured construct. Scores as reported as the total score
for each of the three individual subscales.

83 NON-BASELINE CLINICAL CHARACTERISTICS
Additional oncologic details related to the course of clinical care will be collected from the EMRE.. For

patients receiving portions of their care outside of MUSC, appropnate clinical records will need to be
collected.

Additional non-baseline oncologic characteristics include date of defimtive surgery, type of ablative
surgery, type of surgical reconstruction, AJCC 8% edition pathologic TNM Class, AJCC 8% edition overall
pathologic stage grouping, adverse pathologic features (margin status, penineural invasion, extranodal
extension), facility delivermng the adjuvant therapy, planned radiation dose (Gy). delivered radiation dose
(Gy). presence (and type) of chemotherapy, date of completion of radiation therapy.

8.4 ENDPOINT AND OTHER NON-SAFETY ASSESSMENTS

841 FEASIBILITY ASSESSMENTS
NDURE Accrual Rate is defined as the proportion of eligible patients who enroll in NDURE
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NDURE Completion Rate is defined as the proportion of enrolled patients who complete the baseline
assessment, at least two NDURE intervention sessions, and the final follow-up assessment

| 842 ACCEPTABILITY ASSESSMENTS
Satisfaction with the In sonal Relationship with the Navigator (PSN-T) Scale: The PSN-I1sa 9-item
measure of the satisfaction of the mterpersonal relationship with the patient navigator. This reliable and
validated measure®~? has been widely used in prior studies of PN. The total score of the measure ranges
from 9 (minimum) to 45 (maximum}); higher scores represent a better outcome (greater satisfaction with
the interpersonal relationship with the navigator).

|B.4.3 NAVIGATOR CASELOAD
Information about navigator caseload is self-reported by the Navigator into the eCRF.

Navigator Caseload is the number of simultaneous cases (on-trial participants) being navigated by the
NDURE navigator

Navigator Time Allocation (Direct) is the time (m munutes), that the NDURE navigator spends directly
interacting with the patient to identify and address barriers to timely, equitable PORT

Navigator Time Allocation (Indirect) 1s the time (in minutes), that the navigator spends generating and
documenting the NDURE PORT Care Plan or performing other forms of documentation 1n the EMR

Navigator Time Allocation (Asynchronous) is the time (in mnutes), that the NDURE navigator spends
enacting the NDURE PORT Care Plan to decrease barners to care that 15 neither face-to-face with the
patient nor time documenting in the EMR. Examples of asynchronous time include making phone calls to
schedule appomtments, faxing referrals. reviewing the path report, and making phone calls to patient for
referral tracking.

Navi Time Allocation (Total) 1s the sum of the time, in minutes, of the direct, indirect, and
asynchronous navigator time.

| 844 EFFICACY ASSESSMENTS
Data for the efficacy assessments described below are gathered from the EME.. For participants who receive
care at a non-MUSC facility (and thus whose information 15 not in the MUSC EMR), records will be
requested for the treating facility at the conclusion of adjuvant therapy and scanned into MUSC EME.

PORT Delay: The imtiation of PORT more than 6 weeks (42 calendar days) from the date of the definttive
surgical resection.

s Ifthe surgical management of the prnmary tumor and the neck are staged (1.e. occur on two different
calendar days), the date of the definitive surgery for the primary tumor will be used.

» If additional surgical resection 1s required (e.g. re-resection of positive margins to clear residual
disease), the date of the earlier (1e. attempted definitive) surgical procedure will be used to
determine the date of definitive surgical resection.

* Patients who suffer a mortality prior to inttiating PORT and > 6 weeks after surgery will be assessed
as having a PORT delay.
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* Patients who suffer a mortality prior to imtiating PORT and < 6 weeks after surgery will be non-
evaluable for evaluation of the primary endpoint of PORT delay.
* Patients who recur prior to imtiating PORT, regardless of the timing of the recurrence relative to 6

weeks postoperatively, will be assessed equivalently to patients who do not recur for the purposes
of this endpoint.

Time-to-PORT (TTP): The time, 1n days. between the date of definitive surgical resection to the mitiation
of PORT. All of the cnteria used to adjudicate the date of the definitive surgical procedure described for
the primary outcome measure will be applied to this measure.

» For patients who are alive and have not imitiated PORT by 18 weeks ( 126 days) from surgery, TTP
will be censored at this imepoint.

» For patients who suffer a mortality prior to initiating PORT and < 18 weeks after surgery, TTP will
be censored at the date of death. (A sensitivity analysis treating death as a competing nisk will be
performed, as descnibed in Section 9.4)

» For patients who recur prior to imtiating PORT, regardless of the timing of the recurrence relative
to 18 weeks postoperatively, TTP will be assessed equivalently to patients who do not recur.

845 BARRIER TO TIMELY PORT ASSESSMENTS

Percerved Barrier Questionnaire-Patient (PBQ-P): The PBQ-P is a 17-item self-report measure of barmers
to timely imitiation of PORT, as assessed by the patient. Each item 1s scored as yes/no. Versions of this
questionnaire have been used extensively to assess percerved barriers in prior PN studies!-*-~%"2 Each item
1s scored as ves/no. The total score 1s calculated by summing the individual responses. PBQ-N scores range
from 0-17; higher scores reflect greater barriers to timely PORT.

Perceived Bamiers Questionnaire-Navigator (PBQ-N): PBQ-N is a 17-item measure of barriers to timely
initiation of PORT, as assessed by the PN. Each 1tem 15 scored as yes/no. Versions of this questionnaire
have been used extensively to assess perceived barriers in prior PN studies!"****2. Each item is scored as
yes/no. The total score 1s calculated by summing the mdividual responses. PBQ-P scores range from 0-17;
higher scores reflect greater barriers to timely PORT.

| 846 CANCER CARE DELIVERY PROCESS ASSESSMENTS
A Cancer Care Delivery Process form 1s included as the eCRF and will be completed by the program
coordinator using information from the EMR.

Pre-Surgical Radiation Consultation is defined as the attendance by the patient at a consultation with the
treating radiation oncologist (at MUSC or elsewhere) prior to surgery to discuss RT in the definttive or
adjuvant setting. Patients who see a radiation oncologist at one facility prior to surgery but recerve PORT
at a different facility are evaluated as “no” for this measure.

Pre-Radiation Therapy Dental Evaluation i1s defined as the evaluation by a dentist for pre-radiation dental
extractions. Edentulous patients are non-evaluable for this measure. Dentulous patients who do not have a
pre-surgical dental evaluation are evaluated as ‘no’.

Pre-Radiation Extractions of Indicated Teeth with Defimtive Surgery is defined as the extraction of
indicated carious/non-restorable teeth either prior to or duning defimtive surgery. Patients who have a dental
evaluation that indicates the need for extractions, but for whom teeth are not extracted prior to or during
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surgery are evaluated as ‘no” for this measure. Edentulous patients and dentulous patients who have a dental
evaluation and extractions are not recommended are not evaluable for this measure.

Time from Surgery to Pathology Report is defined as the production of the pathology report from the
definitive surgical procedure within the EMR. Addenda to the pathology report at the request of the HNSCC

team (e.g. tumor pl6 status) are not counted in this measure.

Time from Surgery to PORT Referral is defined as the time, in days, from the date of the definitive
surgical procedure to the date the referral (or postoperative appointment) 1s placed to discuss adjuvant
therapy with the treating radiation oncologist. For patients who have seen a radiation oncologist prior to
surgery, this metric refers to the scheduling of the post-operative follow-up appomtment with the
radiation oncologist. In situations 1n which a patient 1s re-referred postoperatively (1.e.. a patient 1s
referred to a radiation oncologist at one facility and then decides to get treatment at a different facility),
the measure 1s evaluated using the time to the second referral.

Time from Surgery to Postoperative Appointment with Radiation Oncology 1s defined as the time_ 1n
days, from the date of definitive surgery to the date that the patient attends a postoperative appointment
with radiation oncology. For patients who have seen a radiation oncologist prior to surgery, this measure
refers to the scheduling of the post-operative follow-up appointment with the radiation oncologist. In
situations in which a patient 1s re-referred postoperatively (1.e., a patient 1s referred to a radiation
oncologist at one facility and then decides to get treatment at a different facility), the measure 1s evaluated
using the time to the second referral. In situations in which an appointment 1s scheduled but the patient
does not attend the appointment. the measure 1s evaluated using the date for which the appomtment was
actually attended.

PORT Duration, defined as the number of days from the imtiation of PORT to the completion of PORT
among patients who complete the intended course of adjuvant therapy.

Completion of intended course of PORT, defined as receipt of the planned PORT dose (total Gy).

847 HEALTH BEHAVIOR CONSTRUCT ASSESSMENTS
Health behavior construct data will be collected using validated measures of each construct to explore the
potential behavioral mechanisms underlying NDURE.

Modified Care Transition Measure-15 (CTM-15): The CTM-15 1s a validated, psychometrically sound 15-
item, umidimensional measure of care transitions across the healthcare system that 1s consistent with the
concept of patient-centeredness and useful from an organization perspective for the purpose of performance
measurement and quality improvement™. The CTM-15 was modified to evaluate care transitions around
PORT delay. 3 questions related to medications at time of hospital discharge were removed to create a 12-
item measure. Items are rated on a 4-point Likert scale from “Strongly Disagree’ (1) to “Strongly Agree’
(4). Total score, reported out of 100, 1s calculated as the mean score (the summed score from each question
divided by the total number of questions) with a linear transformation to 100; higher scores reflect more
care integration and better care transitions.

Interpersonal Support Evaluation List-12 (ISEL-12): The ISEL-12 1s a validated, 12-item assessment of
interpersonal support across three domains (appraisal. belonging. and tangible)™ that has been used to
assess support in prior PN studies™. Items are rated on a 4-point Likert scale from ‘Definitely False™ (1) to
‘Definitely True’ (4). The score 1s calculated by summing scores across all items (with reverse coding for
items 1.2, 7. 8, 11, 12). Scores range from 12-48 higher scores indicate greater interpersonal support.
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Perceived Susceptibility Questionnaire; The Percerved Susceptibility Questionnaire 1s a validated 3-item
perceived susceptibility subscale for mammography screening® that has been modified to assess percerved
susceptibality for delays starting PORT after HNSCC surgery. It consists of two subscales. The first subscale
consists of two questions, one assessing absolute perceived susceptibility to delays starting PORT and the
other assessing relative perceived susceptibility to delays starting PORT. Items are rated on a 5-point Likert
scale from ‘Strongly Disagree’ (1) to “Strongly Agree’ (5). The score of the subscale 1s calculated by
summing scores across all items. Total scores for the subscale range from 2-10. Higher scores indicate
greater perceived susceptibility to delays starting PORT. The second subscale is a single item assessing the
cognitive evaluation of absolute perceived susceptibility to PORT delay. The item 1s measured as a
continuous measure from 0 (no chance of delay) to 100 (guaranteed delay). Scores on this subscale range
from 0-100 with higher scores indicating a greater percetved susceptibility to PORT delays.

Hiness Perception stionnaire-Revised -R} Consequences Subscale (HNSCC Modification): The
IPQ-R 1s a validated assessment of a patient’s self-representation of the health consequences of their 1llness
that consists of § separate subscales”. The IPQ-R Consequences Subscale is easily modifiable to asses
disease-specific perceived sevenity™® The HNSCC Modification of the IPQ-R Consequences Subscale
consists of 6 questions. Items are rated using a 5-point Likert scale from “Strongly Disagree’ (1) to “Strongly
Agree’ (5). The score 1s calculated by summing across all items (with reverse coding for item 3). Scores
range from 5 to 30. Higher scores indicate a greater degree of perceived severity of the illness.

Communication & Attitudinal Self-Efficacy Scale (CASE)}-Cancer; The CASE-Cancer 15 a validated,
psychometrically sound 12-tem scale that addresses three domaimns of self-efficacy in cancer care
(understanding and participating in care, maintaining a positive attitude, and seeking and obtaining
information)™. The CASE-Cancer scale has been used extensively in PN studies to measure perceived self-
efficacy'®*~2. Responses are on a 4-point Likert scale from “Strongly disagree’ (1) to “Strongly Agree” (4).
Scores range from 12-48; lugher scores mndicate greater levels of self-efficacy in cancer care.

8.5 ADVERSE EVENTS AND SERIOUS ADVERSE EVENTS

8.5.1 DEFINITION OF ADVERSE EVENTS

This trial 1s considered to carry a low nisk to subjects (Le. has a “no more than minimal risk™ designation).
As such, this protocol defines an adverse event (AE) as any undesirable sign, symptom, medical
psychological, social, or emotional reaction that 1s defimitely, probably, or possibly related to the study
intervention (as described m 8.5.3). Post-surgical treatment toxicity (wound complications, hospital
readmissions, etc) 1s expected for the NDURE and UC care groups and known to be associated with the
primary endpoint (PORT delay).® Although it is not hypothesized that the NDURE intervention will
decrease the nisk of treatment toxicity, 1t 15 hypothesized that NDURE will improve patient-provider
communication and care coordination about treatment toxicity, thereby decreasing the nisk of PORT delay.
As a result, data about expected post-surgical treatment toxicity (wound-healing complications, need for
additional surgery, unplanned visits to the emergency room, and unplanned hospital readmissions) are
assessed in the PBQ-P and PBQ-N (Section 8.4.5) to allow for specific comparison of these types of events
between the NDURE and UC arms and their relationship with the primary endpomt (PORT delay).

|3.5.2 DEFINITION OF SERIOUS ADVERSE EVENTS

A senious adverse event (SAE) will be considered any undesirable sign, symptom, or medical condition
which is fatal is life-threatening. requires or prolongs inpatient hospitalization, results in persistent or
significant disability/incapacity, constitutes a congenital anomaly or birth defect, 1s medically significant
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and which the investigator regards as serious based on appropriate medical judgment. An important medical
event 15 any AE that may not result 1n death, be life-threatening, or require hospitalization but may be
considered an SAE when, based upon appropriate medical judgment, it may jeopardize the patient and may
require medical or surgical intervention to prevent one of the outcomes listed 1n the definttions of SAEs.
As with the definition of AEs provided in 8.5.1, this protocol defines a SAE as an SAE that 15 defimitely,
probably, or possibly related to the study intervention (see 8.5.3).

| 8.5.3 CLASSIFICATION OF AN ADVERSE EVENT

| 8.53.1 SEVERITY OF EVENT
The following guidelines will be used to describe AE severnty.

Mild — Events require minimal or no treatment and do not mterfere with the participant’s daily
activities.

Moderate — Events result in a low level of inconvenience or concern with the therapeutic measures.
Moderate events may cause some interference with functioning.

Severe — Events interrupt a participant’s usual daily activity and may require systemic drug therapy
or other treatment. Severe events are usually potentially hife-threatemng or incapacitating. Of note,
the term “severe™ does not necessarily equate to “serious”.

8532 RELATIONSHIP TO STUDY INTERVENTION

All AEs will have their relationship to study procedures, including the intervention, assessed by the PI
based on temporal relationship and his clinical judgment. The degree of certamty about causality will be
graded using the categories below.

Definitely Related — There 1s clear evidence to suggest a causal relationship, and other possible
contributing factors can be ruled out. The clinical event, including an abnormal laboratory test
result, occurs 1n a plausible time relationship to study procedures administration and cannot be
explained by concurrent disease or other drugs or chemicals. The response to withdrawal of the
study procedures should be chmnically plausible. The event must be pharmacologically or
phenomenologically defimitive.

Probably Related — There is evidence to suggest a causal relationship, and the mfluence of other
factors 1s unlikely. The clinical event, including an abnormal laboratory test result. occurs within a
reasonable ttime after admimistration of the study procedures, 1s unlikely to be attmbuted to
concurrent disease or other drugs or chemicals. and follows a clinically reasonable response on
withdrawal.

Possibly Related — There 1s some evidence to suggest a causal relationship (e.g., the event occurred
within a reasonable time after administration of study procedures). However, other factors may
have contributed to the event (e.g_, the partictpant’s clinical condition, other concomitant events).
Although an AE may rate only as “possibly related” soon after discovery, it can be flagged as
requiring more information and later be upgraded to “probably related” or “definitely related”, as
appropriate.

8533 TIME PERIOD AND FREQUENCY FOR EVENT ASSESSMENT AND FOLLOW-UP
Recording/reporting of AEs will begin after the subject signs informed consent and end after the subject
completes the mtervention and follow up period as defined 1n the protocol.
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| 8534 ADVERSE EVENT REPORTING
All AEs, as defined above, will be collected and reported. Data collection will occur via electromic
spreadsheet. The information will be saved m REDCap and managed by the study team. In consultation
with the PL a trained member of the study team will be responsible for conducting an evaluation of a SAE
and shall report the results of such evaluation to the NIH and the reviewing Institutional Review Board
(IRB) as soon as possible and in accordance with the reviewing IRB policy

| 8.53.5 SERIOUS ADVERSE EVENT REPORTING
In consultation with the PL a trained member of the study team will be responsible for conducting an
evaluation of a SAE and shall report the results of such evaluation to the NIH and the reviewing IRB as
soon as possible and i accordance with the reviewing IRB policy.

| 8.53.6 REPORTING EVENTS TO PARTICIPANT
N/A

i 8.5.3.7 EVENTS OF SPECIAL INTEREST
N/A

| 8.53.8 REPORTING OF PREGNANCY
N/A

8.6 UNANTICIPATED PROELEMS

8.6.1 DEFINITION OF UNANTICIPATED PROBLEMS

This protocol uses the defimition of Unanticipated Problems (UP) as defined by the Office for Human
Research Protections (OHRP). OHRP considers unanticipated problems involving nisks to participants or
others to include. in general. any incident, experience, or outcome that meets all of the following critera:

* Unexpected in terms of nature, severnity, or frequency given (a) the research procedures that are
described in the protocol-related documents, such as the IRB-approved research protocol and
informed consent document; and (b) the characteristics of the participant population being studied;

* Related or possibly related to participation in the research (“possibly related” means there i1s a
reasonable possibility that the incident, experience, or outcome may have been caused by the
procedures involved in the research); and

* Suggests that the research places participants or others at a greater risk of hamm (including physical,
psychological, economic, or soctal harm) than was previously known or recognized.

8§62 UNANTICIPATED PROBLEMS REPORTING
The mnvestigator will report UPs to the reviewing IRB and to the lead PI. The UP report will include the
following mformation:

* Protocol identifying information: protocol title and number, PT's name. and the IRB project number
» A detailed description of the event, incident, expenience, or outcome
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* An explanation of the basis for determining that the event, incident, experience, or ouicome
represents an UP

* A description of any changes to the protocol or other corrective actions that have been taken or are
proposed in response to the UP

To satisfy the requirement for prompt reporting, UPs will be reported using the following timeline:
* Ups will be reported to the IRB and to the NCI in accordance with policy regarding timeliness of
reporting
* All UPs should be reported to appropriate institutional officials (as required by an imstitution’s
written reporting procedures), the supporting agency head (or designee), and the OHRP in
accordance with policy regarding timeliness

9.1 STATISTICAL HYPOTHESES

|9.1.1 SINGLE ARM FEASIBILITY STUDY
NDURE Accrual (Primary Endpoint)
We hypothesize that at least 60% of eligible subjects for the NDURE study will accrue to the study.
Alternatively, our null hypothesis 1s that less than 60% of eligible subjects for the NDURE study will
accrue to the study.

The preliminary feasibility analysis will be calculated for the secondary endpoint using the first 25
patients eligible to accrue to the study, which 1s expected to occur over 4 months.

NDURE Completion (Secondary Endpoint)
We hypothesize that at least 85% of subjects who enroll in the NDURE study (at least 13 of 15 subjects)
will complete all 3 NDURE sessions. Alternatively, our null hypothesis 1s that less than 13 of the 15
subjects who enroll 1n the NDURE study will complete all 3 NDURE sessions

The preliminary feasibility analysis will be calculated for the secondary endpoint using the first 15
patients who accrue to the study, which 1s expected to occur over 6 months.

|9.1.2 RCT OF NDURE VERSUS USUAL CARE

PORT Dela 1 E; it
We hypothesize that, compared with patients who receive usual care, patients who receive NDURE
will have a decreased rate of PORT delay (initiation of PORT > 6 weeks after surgery). Alternatively,

our null hypothesis 1s that there will be no difference in the rate of PORT delay between NDURE and
usual care.

PORT Delay (Secondary Endpoint)
We hypothesize that, compared with usual care, NDURE will result in a smaller difference in the rate
of PORT delay (initiation of PORT > 6 weeks after surgery) between AA and white patients.
Alternatively, our null hypothesis 1s that there will be no difference in the rate of PORT delay between
AA and white patients between NDURE and usual care.

TTP (Secondarv Endpoint)
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We hypothesize that, compared with patients who receive usual care, patients who receive NDURE
will have a shorter median TTP (time. in days, between the date of definitive surgical resection to the
initiation of PORT). Alternatively, our null hypothesis is that there will be no difference in median TTP
between NDURE and usual care.

TTP (Sec Endpoint
We hypothesize that, compared with usual care, NDURE will result in a smaller difference in the
median TTP between AA and white patients. Alternatively, our null hypothesis 1s that there will be no
difference in the median TTP between AA and white patients between NDURE and usual care.

9.2 SAMPLE 5IZE DETERMINATION

921 NDURE FEASIBILITY STUDY

Power and sample size calculations were performed using the University of Iowa Binomial Distnbution
applet. The sample size justification for this single-arm study 1s based on the primary feasibility endpoints
of NDURE accrual and completion. In the RCT of NDURE, we plan to enroll 60% of eligible patients. We
expect similar accrual in this feasibility study. Therefore, we hypothesize that at least 60% of eligible
subjects for the NDURE study will accrue to the study. Altematively, our null hypothesis is that less than
60% of eligible subjects for the NDURE study will accrue to the study. Accruing to NDURE will be
considered feasible if at least 15 of 25 eligible subjects enroll. Our sample size for the feasibility study was
selected to provide a small probability of having an observed accrual rate of at least 60% when the true
accrual probability 1s actually less than 60%. For example, if the true accrual probability for our proposed
design 15 45% (35%). the probability of enrolling 15 or more of 25 eligible subjects 15 only 10% (1%3).
Additionally, we hypothesize that at least 85% of subjects who enroll in the NDURE study will complete
all 3 NDURE sessions. Alternatively, our null hypothesis 1s that less than 85% of subjects who enroll in the
NDURE study will complete all 3 NDURE sessions. That 1s to say, NDURE will be considered feasible if
at least 13 of the 15 subjects enrolled complete all three NDURE sessions. Accordingly, our sample size
for the single-arm study was selected to provide a small probability of having an observed completion rate
of at least 85% when the true completion probability of the intervention 1s actually less than 85%. For
example, if the true completion probability for our proposed design 15 70% (60%), the probability that 13
or more of the 15 enrolled patients complete all three NDURE sessions 15 13% (3%). Therefore, the
probability of falsely declaring NDURE feasible 1s reasonably controlled based on this sample size.

|9.2.2 RCT OF NDURE VERSUS USUAL CARE
Power and sample size calculations were performed using PASS v08.0.13, “Inequality Tests for Two
Independent Proportions.” The primary endpoint for this pilot RCT 1s the rate of PORT delay, defined as
starting PORT = 6 weeks after surgery. Our primary objective is to compare PORT delay rates between the
NDURE and usual care arms. We hypothesize that, compared with patients who receive usual care, patients
who recetve NDURE will have a decreased rate of PORT delay (imtiation of PORT = 6 weeks after
surgery). Alternatively, our null hypothesis is that there will be no difference in the rate of PORT delay
between NDURE and usual care. We assume the rate of PORT delay in the usual care arm will be 45%*
and target an absolute reduction m PORT delay of 20% (rate of PORT delay m the NDURE arm = 25%)**
This effect size 1s clinically significant and realistic given results in similar (non-randommzed)
interventions®*. Seventy-five patients in each arm yields 83% power to detect a 20% reduction m PORT
delay (45% versus 25%) based on a two-sided Z-test with pooled vaniance of two independent proportions
assuming a two-sided @ = 0.1. Our selection of a = 0.1 and 1 — P = 0.8 is based on the desire to emphasize
power over type I error at this early stage of development (single-site pilot RCT) to ensure follow-up on
promising interventions. Furthermore, given the trial’s design, comparison of PORT delay rates between
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trial arms will be analyzed using a model-based approach (discussed in Section 9.4.3.2) with inclusion of
randomization stratification variables as model covanates, an analytic approach which preserves the type I
error rate at nominal a, and increases power relative to an unadjusted model ® Therefore, our power analysis
based on a Z-test 15 conservative, and we anticipate even greater power based on our analytic plan. We
therefore consider our RCT to be appropnately and rigorously designed to detect a clinically meaningful
reduction in PORT delay. In order to have 150 patients eligible for the PORT delay analysis set (see Section
9.3, Population for Analyses), we plan to enroll 170 patients. Our sample size 1s inflated by 17% based on
historical data. If at 170 patient accruals we have not achieved 75 patients evaluable for the primary
endpoint in each arm, we will continue to enroll until we have achieved etther accrual of a minimum of 75
evaluable patients in each arm or have accrued a maximum of 180 total patients.

9.3 POPULATIONS FOR ANALYSES

The safety analysis set (SAS) 1s composed of all patients enrolled who recetve any part of either the
NDURE or UC mntervention. The SAS will be used to conduct all safety analyses. Patients will be
analyzed based on the mtervention received regardless of the assignment at randomization.

The PORT delay analysis set 1s composed of all patients enrolled in the trial who are:

1. Randomized to NDURE or UC

2. Recewve curative mtent surgery at MUSC

3. Have an mdication for PORT per NCCN Guidelines based on the presence of at least one of the
following adverse features on final pathologic evaluation: ENE, positive margin, pT3 or pT4
primary. at least pN1 nodal disease (per AJCC 8™ edition for p16-ve non-oropharyngeal SCC or
AJCC 7% edition for p16+ve oropharyngeal SCC), nodal disease m levels IV or V, PNI or LVI

4. Are alive for = 6 weeks postoperatively.

Analysis will be performed based on assignment at randommzation regardless of the intervention received
(modified intent to treat). This analysis set will be used for analysis of the primary endpomt. The rationale
for this defimition of the PORT delay evaluable set 15 that eligibality, randomization, and delivery of a
portion of the intervention occur prior to definttive treatment of the HNSCC. However, the primary
endpoint 1s evaluable only for patients who undergo surgery for HNSCC, have an mdication for adjuvant
PORT (which can only be defimtively known following surgical resection), and are alive for at least 6
weeks postoperatively. Therefore, we expect that a subset of patients who meet all eligibility criteria will
be enrolled in the study, randommzed to NDURE or UC, receive a portion of the intervention, but
subsequently be non-evaluable for the primary endpoint when information becomes available later in the
clinical course that cannot be known at the time of study enrollment and randomization (e.g., they (1)
elect a non-surgical treatment option; (2) have no mdication for PORT per NCCN Guidelines on final
pathologic assessment; (3) have a mortality prior to 6 weeks postoperatively).

Time-to-PORT (TTP) analysis set 1s composed of all patients enrolled 1n the tnal who are:
1. Randomized to NDURE or UC
2. Recewve curative mtent surgery at MUSC
3. Have an mdication for PORT per NCCN Guidelines based on the presence of at least one of the
following adverse features on final pathologic evaluation: ENE, positive margin, pT3 or pT4
primary. at least pN1 nodal disease (per AJCC 8™ edition for p16-ve non-oropharyngeal SCC or
AJCC 7™ edition for pl6+ve oropharyngeal SCC), nodal disease in levels IV or V, PNI or LVI
Analysis will be performed based on assignment at randommzation regardless of the intervention received
(modified intent to treat). This analysis set will be used for analysis of the secondary endpoint TTP
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The treatment package time (TPT) analysis set 1s the TTP analysis set restricted to patients who have
initiated PORT.

The full analysis set (FAS) 1s the set of all trial participants who enroll and are eligible for the study.
Patients who enroll but subsequently drop out prior to receiving any of the assigned mtervention will be
replaced. The FAS will be used for evaluation of the pre-surgical radiation consultation, and for
secondary analyses of both the primary endpomt and secondary endpoints.

The dental evaluation prior to surgery analysis set will be the FAS restricted to patients who receive
curative intent surgery at MUSC and are mndicated for dental evaluation.

The extraction of indicated teeth analysis set 15 the subset of patients 1n the dental evaluation prior to
surgery analysis set who are indicated for dental extractions prior to surgery.

The time from surgery to PORT referral scheduling analysis set and time from surgery to
appointment with radiation oncology analysis set are equivalent to the TTP analysis set.

Per protocol set 1s composed of all patients enrolled 1n the trial who have completed all 3 of the
ENDURE intervention sessions as described in the protocol. This analysis set will be used for secondary

analyses of both the primary endpoint and secondary endpoints.

94 STATISTICAL ANALYSES

|9.4.1 GENERAL APPROACH

We will construct graphical displays and calculate descriptive statistics (e.g. frequencies and percent for
categorical variables, and mean, median, standard deviation, and range for continuous vanables). For
inferential tests. we will use a p-value of 0.05, two-sided, and 90% confidence intervals (CIs) to assess
statistical significance (Type I error), unless otherwise noted. Covanates included in the analysis plan will
be pre-specified as described below. Normality of the data will be assessed before statistical procedures
will be performed. We will evaluate variable transformations as needed to satisfy assumptions and consider
transformations of wvanables to mduce approximate normality and stabilize variance as needed.
Nonparametric tests will be applied when appropniate.

942 MISSING DATA

* PORT delay status (delay or timely PORT) will be considered “delayed’ for any evaluable patient
with missing PORT delay status.

* TTP will be nght-censored for evaluable patients who die prior to PORT imitiation, are lost to
follow-up prior to PORT mmitiation, or who haven't recerved PORT by the end of follow-up (18
weeks postoperatively).

* TPT will be night-censored for evaluable patients who die or are lost to follow-up prior to the
conclusion of PORT, or who prematurely discontinue their intended course of PORT. TPT will
also be nght-censored for patients who have not completed PORT by the end of follow-up (18
weeks postoperatively).

* Time from surgery to PORT referral scheduling will be night-censored for evaluable patients who
die prior to PORT mitiation, are lost to follow-up prior to PORT initiation, or who haven’t
recerved PORT by the end of follow-up (18 weeks postoperatively).

* Time from surgery to appointment with radiation oncology will be right-censored for evaluable
patients who die prior to PORT initiation, are lost to follow-up prior to PORT initiation, or who
haven’t received PORT by the end of follow-up (18 weeks postoperatively).
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*  Analyses of exploratory endpoints will be conducted using complete case analysis.

|9.4.3 ANALYSIS OF THE PRIMARY ENDPOINT

| 9431 NDURE FEASIBILITY STUDY
For the pnmary endpoint (NDURE Accrual Rate), we will calculate the proportion and frequency of eligible
patients who accrue (overall, white, and African American). Given 1its pilot nature, the study is not designed
to evaluate racial differences 1 accrual, although reasons for study decline will be collected, analyzed for
each racial subgroup, and used to refine recruitment.

9432 RCT OF NDURE VERSUS USUAL CARE

For the primary endpomt (delays starting PORT as defined i Section 8.4, Endpoint and Other Non-
Safety Assessments), the difference in PORT delay companng NDURE to UC will be evaluated using a
model-based approach to accommeodate adjustment for randomization stratification variables. Specifically,
we will use a bmary regression generalized linear model (GLM) with identity link to model the probability
of PORT delay as a function of treatment arm and randomization stratification vanables (race and predicted
location of radiation facility). We adopt this approach as opposed to a logit model or Mantel-Haenzel (MH)
type approach since the estimand 1s the population average treatment effect, whereas the odds ratio 1s not
collapsable and therefore inference based on logistic regression or MH estimation would be limited to a
conditional treatment effect. (Additional details can be found 1n the FDA Guidance Document on Adjusting
for Covanates m Randomized Clinical Trials.) The nisk difference (PORT delay rate mn UC — PORT delay
rate in NDURE) will be estimated based on the treatment effect slope parameter. We will report the
corresponding model-based 90% CI and two-sided p-value. We will additionally report model-based PORT
delay rates for each trial arm with comresponding 90% Cls. Should GLM convergence be an 1ssue, we will
adopt an alternative approach based on subject-level predicted probabilities of PORT delay from a logistic
model as outlined by Freedman® and by Steingrimsson.® Analysis will be performed using the PORT
delay analysis set.

|9.4.4 ANATLYSIS OF THE SECONDARY ENDPOINTS

| 9441 NDURE FEASIBILITY STUDY
NDURE completion rate will be analyzed as 1) the percentage of enrolled patients who attend all three
NDURE sessions and 2) the proportion of three NDURE sessions that are completed. For navigator
caseload. we will consider the frequency of stmultaneous cases navigated. Navigator time allocation for
direct and mdirect time, as well as patient-report measures of satisfaction with navigation will be
summarized as described above for continuous data. Study questionnaire completion rate will be calculated
as the proportion of pre- and post-intervention questionnaires (n=>5 each) completed. Qualitative data will
be analyzed using established team codebooks and focus on the content, format, delivery, and timing of
NDURE. Qualitative analysis of semi-structured interviews with patients and providers following the pilot
will be analyzed using established codebooks from the study team for evaluating the feasibility and
acceptability of climc-based HNSCC mterventions with a focus on the content, format, delivery, and timing
of NDURE.

| 9442 RCT OF NDURE VERSUS USUAL CARE
PORT delay disparity (Black vs White) in NDURE vs UC: The companson of PORT delay dispanty
(PORT delay in Black patients vs PORT delay in White patients) in NDURE versus UC will be evaluated
using a similar GLM as described for the primary endpoint, but the model will include a race-by-treatment

Based on the NIH Protocol Template for Behavioral and Social Sciences Research 45



NDURE 2.0 Version 7.0
30 December 2023

arm interaction term. Model-based estimates of PORT delay disparity will be constructed for each arm with
corresponding 90% Cls. The model-based difference in disparity between trial arms will be reported along
with corresponding 90% CIs. Analysis will be performed using the PORT delay analysis set.

Time-to-PORT initiation, NDURE vs UC: TTP will be analyzed using cumulative incidence plots (1 —
Kaplan-Meier plots) with Greenwood variance estimation to construct comesponding 90% Cls. Treatment
group comparisons will be conducted using a stratified log-rank test adjusting for randomization
stratification variables. As noted, TTP will be night-censored for evaluable patients who die or are lost to
follow-up prior to PORT mitiation, or who haven’t recerved PORT by the end of follow-up (18 weeks
post-operatively). The hazard ratio comparing the two arms will be estimated using Cox proportional
hazards regression controlling for stratification variables. A sensitivity analysis will be conducted treating
deaths prior to PORT initiation as a competing risk to evaluate the bias incurred in cummulative mcidence
estimation by right-censoring deaths. Analyses will be performed using the TTP analysis set.

Time-to-PORT initiation (Black vs White) in NDURE vs UC: TTP cumulative incidence plots (1 —
Kaplan-Meier plots) will be constructed for Black and Whate patients randomized to NDURE and for
Black and White patients randomized to UC as described. Group comparisons will be conducted using a
stratified log-rank test, but controlling only for predicted radiation facility as a randomization
stratification variable since a race-by-trial arm interaction term 1s used to evaluate this hypothesis. A Cox
proportional hazards regression model will be fit as described with appropnate race-by-trial arm
interaction. Censoring rules will be as described 1n Section 9.4.2. A sensttivity analysis will be performed
treating deaths prior to PORT initiation as a competing nisk. Analyses will be conducted using the TTP

analysis set.

Treatment package time, NDURE vs UC: TPT is defined as the number of days between the date of
definitive surgery and the date of PORT completion. Analysis will be conducted usmg cumulative
incidence plots (1 — Kaplan-Meier plots) with Greenwood variance estimation to construct corresponding
90% CIs. Treatment group comparisons will be conducted using a stratified log-rank test adjusting for
randomization stratification variables. TPT will be right-censored as described 1 Section 9.4.2. The
hazard ratio comparing the two arms will be estimated using Cox proportional hazards regression
controlling for stratification variables. A sensitivity analysis will be conducted treating deaths after PORT
initiation but prior to the completion of PORT as a competing risk to evaluate the bias incurred 1n
cumulative mmcidence estimation by night-censoring deaths. Analyses will be performed using the TPT
analysis set.

Treatment package time (Black vs White) in NDURE vs UC: TPT cumulative mncidence plots (1 —
Kaplan-Meier plots) will be constructed for Black and White patients randomized to NDURE and for
Black and White patients randomized to UC as described. Group comparisons will be conducted using a
stratified log-rank test, but controlling only for predicted radiation facility as a randomization
stratification variable since a race-by-trial arm interaction term 1s used to evaluate this hypothesis. A Cox
proportional hazards regression model will be fit as described with appropriate race-by-trial arm
interaction. Censoring rules will be as described m Section 9.4.2. A sensitivity analysis will be performed
treating deaths after PORT initiation but prior to the completion of PORT as a competing risk. Analyses
will be conducted using the TPT analysis set.

Time from surgery to PORT referral scheduling, NDURE vs UC: Time from surgery to PORT
referral scheduling will be analyzed using the approach descnibed for all time-to-event endpoints.
Censoring rules will be as described in Section 9.4.2. Analyses will be performed using the time from
surgery to PORT referral scheduling analysis set.
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Time from surgery to appointment with radiation oncology, NDURE vs UC: Time from surgery
to appomntment with radiation oncology will be analyzed using the approach described for all time-to-
event endpoints. Censoring rules will be as described in Section 9.4.2. Analyses will be performed using
the time from surgery to appointment with radiation oncology analysis set.

Pre-surgical radiation consultation, NDURE vs UC will be analyzed using a binary regression GLM
with identity link as described. If the GLM fails to converge, then unadjusted (empirical) rates and
corresponding 90% Cls will be constructed, with trial-arm compansons conducted using a z-test of two
independent proportions. Analyses will be performed using the FAS.

Dental evaluation prior to surgery, NDURE vs UC will be analyzed using a binary regression GLM
with identity link as described. If the GLM fails to converge, then unadjusted (empirical) rates and
corresponding 90% Cls will be constructed, with trial-arm compansons conducted using a z-test of two
independent proportions. Analyses will be performed using the dental evaluation prior to surgery
analysis set.

Extraction of indicated teeth, NDURE vs UC will be analyzed using a binary regression GLM with
identity link as descnbed. If the GLM fails to converge, then unadjusted (empirical) rates and
corresponding 90% Cls will be constructed, with trial-arm compansons conducted using a z-test of two
independent proportions. Analyses will be performed using the extraction of indicated teeth analysis
set.

| 945 BASELINE DESCRIPTIVE STATISTICS
Baseline characteristics (e.g.. demographics, oncologic details, behavioral characteristics) for the NDURE
and Usual Care arms will be summanzed, and descniptive statistics calculated. Median follow-up overall
and by trial arm will be calculated using a reverse Kaplan-Meier estimator.

|9.4.ﬁ PLANNED INTERIM ANALYSES
N/A

|9.4.? SUB-GROUP ANALYSES

Planned sub-group analyses of the primary endpoint will occur based on age and sex to evaluate the impact
of mnclusion across the lifespan and sex as biologic varnables. Historical data have not established an
association between either age or sex with the primary endpoint®. Given the importance of race to the study
objectives, analysis of the primary endpomt by race is evaluated as a secondary objective mstead of planned
subset analysis. Additional planned subset analyses will evaluate the impact of the NDURE intervention on
the primary endpoint based on mmsurance status and fragmentation of care between the surgical facility and
radiation facility, both of which have been described as nisk factors for delayed PORT®. As such, both of
these variables have the potential to confound the effect of the mtervention were they to be imbalanced m
a future RCT. As such, evaluating their impact on the primary endpoimnt in this study would allow for rational
stratification m planned future RCTs.

| 948 TABULATION OF INDIVIDUAL PARTICIPANT DATA
Indvidual participant data will not be listed by measure and time point.

|9.4.9 EXPLORATORY ANALYSES
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For other exploratory endpoints (e_g_, health behavior constructs), data will be summanzed usmg frequency
and percent for categorical vanables and using mean, median, standard deviation, IQR. and range for
continuous variables. We will construct 90% CIs to provide a measure of uncertamty in estimated
proportions and means. Comparisons between trial arms of other exploratory endpoints will be performed
using f-tests and chi-square tests, or Wilcoxon rank sum and Fisher’s exact tests as appropnate. Pre- and
post-intervention values of vaniables measuring the theoretical constructs underlying NDURE (1e. care
coordination, self-efficacy in cancer care, support, and knowledge) will be compared using Wilcoxon sign
rank tests. Comparisons between arms of the change in scores will be conducted using Wilcoxon rank sum
tests.

For the exploratory endpoints of barrier reduction and unresolved barners, we will calculate the proportion
of unresolved bammers and the frequency of unresolved barmers (respectively) at the end of NDURE,
consistent with prior PN studies’’. We will use logistic regression to assess the association between
unresolved barriers and the rate of PORT delay (primary endpoint), controlling for randomization
stratification variables.

10.1 REGULATORY, ETHICAL, AND 5TUDY OVERSIGHT CONSIDERATIONS

| 10.1.1 INFORMED CONSENT PROCESS

We will obtamn full wrtten Informed consent from patients enrolling mn the study. Informed consent will
occur via face-face discussion between one of the study team members designated to perform informed
consent and the potential study participant After describing the study and allowing the potential
participants to ask any questions, we will schedule interviews with those who are eligible and interested 1n
participating in the study. Participant will have time to read the mformed consent form and HIPAA
document on their own. Consents will be written 1n simple, easy-to-understand language and obtained on
the day of enrollment by the trained study coordinator. A study team member will answer any questions
about the study and participants will be asked to sign the consent and HIPAA forms. All participants will
sign informed consent forms before the interview. All participants will receive a copy of their informed
consent and HIPAA forms for their records. The informed consent process will take place m a private room
in the Rutledge Tower Head and Neck Cancer Clinic or in a private room in the HCC. Only the study
participant will provide informed consent. Subjects will be allowed up to one week to decide whether to
participate in the study.

| 10.1.2 STUDY DISCONTINUATION AND CLOSURE

This study may be temporarily suspended or prematurely terminated if there 1s sufficient reasonable cause.
Written notification, documenting the reason for study suspension or termination, will be provided by the
suspending or terminating party to study participants, mvestigator, funding agency, and regulatory
authorities. If the study is prematurely terminated or suspended, the PI will promptly inform study
participants, the IRB, and sponsor/funding agency and will provide the reason(s) for the termination or
suspension. Study participants will be contacted, as applicable, and be informed of changes to study visit
schedule.

Circumstances that may warrant termination or suspension include, but are not limited to:
* Determination of unexpected, significant. or unacceptable nisk to participants
» [Insufficient compliance of study staff to the protocol (e.g. significant protocol violations)
* Data that are not sufficiently complete and/or evaluable
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The study may resume once concerns about safety, protocol compliance, and data quality are addressed,
and satisfy the funding agency. sponsor, IRB, Food and Drug Administration (FDA), or other relevant
regulatory or oversight bodies (OHRP, DSMB).

| 10.1.3 CONFIDENTIALITY AND PRIVACY

Participant confidentiality and privacy is strictly held in trust by the participating investigators, their staff,
the safety and oversight monitor(s). and the sponsor(s) and funding agency. This confidentiality 1s extended
to the data bemng collected as part of this study. Data that could be used to identify a specific study
participant will be held in strict confidence within the research team. No personally identifiable information
from the study will be released to any unauthorized third party without prior written approval of the
sponsor/funding agency. To help protect participant confidentiality, we will assign a unique study ID
number to each subject’s information in place of his/her name and will label data collection forms only with
the ID number. All hard copy and electronic files will be stored appropriately using double-locked methods
and password-protection. Only the study team member will have access to study records. Participant data
will be collected and recorded on erther a password-protected electronic data capture format (Research
Electronic Data Capture; REDCap) or paper-based forms depending upon patient preference. For the paper
collection data method, the data collection form will be labeled only with the participant’s unique study ID
number, and then stored within locked drawers in a locked office. The mformation on these paper forms
will be transferred to a password-protected REDCap database such that all data will be stored in the
password-protected REDCap Database. Only members of the study team will have access to the data. We
have no plan to use laptops, jump drives, CDs/DVDs to transport data.

All research activities will be conducted m as private a setting as possible.

The study monitor, other authorized representatives of the sponsor or funding agency, representatives of
the IRB, regulatory agencies or representatives from compamies or organizations supplying the product,
may mspect all documents and records required to be maintamned by the investigator, including but not
limited to, medical records (office, clinic, or hospital) and pharmacy records for the participants m this
study. The clinical study site will permit access to such records.

The study participant’s contact information will be securely stored at each clinical site for internal use
during the study. At the end of the study, all records will continue to be kept in a secure location for as long
a period as dictated by the reviewing IRB, Institutional policies, or sponsor/funding agency requirements.

It 1s NIH policy that the results and accomplishments of the activities that it funds should be made available
to the public (see https:/'grants. nih govipolicy/sharing htm). The PI will ensure all mechanisms used to
share data will mclude proper plans and safeguards for the protection of privacy, confidentiality, and
security for data dissemination and reuse (e.g.. all data will be thoroughly de-identified and will not be
traceable to a specific study partictpant). Plans for archiving and long-term preservation of the data will be
implemented, as appropnate.

To further protect the privacy of study participants, the Secretary, Health and Human Services (HHS), has
1ssued a Certificate of Confidentiality (CoC) to all researchers engaged in biomedical, behavioral, clinical
or other human subjects research funded wholly or i part by the federal government. Recipients of NIH
funding for human subjects research are required to protect identifiable research information from forced
disclosure per the terms of the NIH Policy (see https:/humansubjects. nih govi/coc/index). As set forth in 45
CFR. Part 75.303(a) and NIHGPS Chapter 8.3, recipients conducting NIH-supported research covered by
this Policy are required to establish and maintain effective internal controls (e.g., policies and procedures)
that provide reasonable assurance that the award is managed in compliance with Federal statutes,
regulations, and the terms and conditions of award. It is the NIH policy that mvestigators and others who
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have access to research records will not disclose identifying information except when the participant
consents of in certain mstances when federal, state, or local law or regulation requires disclosure. NIH
expects investigators to inform research participants of the protections and the limits to protections provided
by a Certificate 1ssued by this Policy.

| 10.1.4 FUTURE USE OF STORED SPECIMENS AND DATA
Data collected for this study will be analyzed and stored with the study team. After the study 1s completed,
the de-identified. archived data will be transmitted to and stored with the study team. for use by other
researchers including those outside of the study.

10.1.5 EEY ROLES AND STUDY GOVERNANCE
Principal Investigator
Evan Graboyes, MD, MPH, FACS
Medical Umiversity of South Carolina
135 Rutledge Ave, MSC 550
Charleston, SC 29425
843-792-0719

graboyes{@musc.edu

| 10.1.6 SAFETY OVERSIGHT
Safety oversight will be under the direction of a PI. Aggregate reviews will occur by the PI for all AEs,
UPs. protocol violations, audit results, early withdrawals, whether the study accrual pattern warrants
continuation/action, and endpoint data. Aggregate reviews will occur monthly.

| 10.1.7 CLINICAL MONITORING
N/A

|10.1.8 QUALITY ASSURANCE (QA) AND QUALITY CONTROL (QC)
Each clinical site will perform internal quality management of study conduct, data and biological specimen
collection, documentation and completion.

Quality control (QC) procedures will be implemented as follows:

Informed consent — Study staff will review both the documentation of the consenting process as well as
a percentage of the completed consent documents. This review will evaluate comphance with GCP,
accuracy, and completeness. Feedback will be provided to the study team to ensure proper consenting
procedures are followed.

Source documents and the electronic data — Data will be mitially captured on source documents (see
Section 10.1.9, Data Handling and Record Keeping) and will ultimately be entered into the study
database. To ensure accuracy site staff will compare a representative sample of source data against the
database, targeting key data points in that review.

Intervention Fidelity — Consistent delivery of the study interventions will be momitored throughout the

intervention phase of the study. Procedures for ensuring fidelity of intervention delivery are described 1n
Section 6.2.1, Interventionist Training and Tracking.
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Should independent monitoring become necessary, the PI will provide direct access to all trial related sites,
source data/documents, and reports for the purpose of monitoring and auditing by the sponsor/funding
agency, and inspection by local and regulatory authorities.

| 10.1.9 DATA HANDLING AND RECORD KEEPING

i 10.1.9.1 DATA COLLECTION AND MANAGEMENT RESPONSIBILITIES
Data collection will be the responsibility of the clinical trial staff at the site under the supervision of the site
investigator. The investigator will be responsible for ensuring the accuracy, completeness, legibility, and
timeliness of the data reported. All source documents will be completed 1n a neat, legible manner to ensure
accurate mterpretation of data.

Hardcopies of the study visit worksheets will be provided for use as source document worksheets for
recording data for each participant consented/enrolled in the study. Data recorded in the eCRF denived
from source documents will be consistent with the data recorded on the source documents.

Clinical data will be entered into REDCap. The data system includes password protection and internal
quality checks, such as automatic range checks. to identify data that appear inconsistent, mcomplete, or
inaccurate. Clinical data will be entered directly from the source documenis.

i 10.1.9.2 STUDY RECORDS RETENTION
In accordance with Health and Human Services regulation at 45 CFR 46.115(b), we will retain IRB records
for at least three years. At the end of three years, records will be boxed. labeled, and sent to central storage
for another three years. Research records will be retained for six years to allow evaluation and repetition
by others of the results and to investigate an allegation of research misconduct.

| 10.1.10 PROTOCOL DEVIATIONS
A protocol deviation 15 any variance from the protocol involving a subject or subjects that 1s not approved
by the IRB prior to its initiation or implementation, and occurs when a member of the study team departs
from the IRB-approved protocol in any way without the mvestigator first obtamning IRB approval (See
MUSC IRB Policy HRPP 4.14).

| 10.1.11 PUBLICATION AND DATA SHARING POLICY
This study will be conducted 1n accordance with the following publication and data shaning policies and

regulations:

National Institutes of Health (NIH) Public Access Policy, which ensures that the public has access to the
published results of NIH funded research. It requires scientists to submit final peer-reviewed journal
manuscrpts that anse from NIH funds to the digital archive PubMed Central upon acceptance for
publication.

This study will comply with the NTH Data Sharing Policy and Policy on the Dissemmation of NIH-Funded
Clinical Trial Information and the Clinical Trials Registration and Results Information Submission rule. As
such, this trial will be registered at ClimicalTrials gov, and results information from this trial will be
submitted to ClinicalTrials gov. In addition, every attempt will be made to publish results in peer-reviewed
journals. Data from this study may be requested from other researchers 2 years after the completion of the
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primary endpoint by contacting Evan Graboyes, MD, MPH. Considerations for ensuning confidentiality of
these shared data are described in Section 10.1.3.

10.1.12 CONFLICT OF INTEREST POLICY

The mndependence of this study from any actual or perceived influence 1s critical. Therefore, any actual
conflict of interest of persons who have a role m the design. conduct, analysis, publication, or any aspect
of this tnial will be disclosed and managed. Furthermore, persons who have a percetved conflict of mterest
will be required to have such conflicts managed in a way that 15 appropnate to their participation in the
design and conduct of this trial The study leadership in conjunction with the NCI has established policies
and procedures for all study group members to disclose all conflicts of mterest and will establish a
mechanism for the management of all reported dualities of interest.

10.2 ADDITIONAL CONSIDERATIONS
N/A

10.3 ABBREVIATIONS AND SPECIAL TERMS

Table 4. Abbreviations and Special Terms

AA AA
AE Adverse Event
AJCC American Joint Commuittee on Cancer

BRF55 | Behavioral Risk Factor Surveillance Survey
CASE Communication & Attitudinal Self-Efficacy
CFR Code of Federal Regulations

CI Confidence Interval
eCRF Electronic Case Report Form
CT Computed Tomography

CTM-15 | Care Transition Method-15

DCC Data Coordmnating Center

DSMBE | Data Safety Monitoring Board

eCRF Electronic Case Report Forms

EME Electronic Medical Record

ENE Extranodal Extension

FDA Food and Drug Administration

FDG Fluoro-deoxyglicose

GCP Good Clinical Practice

HBM Health Belief Model

HCC Hollings Cancer Center

HIPAA | Health Insurance Portability and Accountability Act
HNSCC | Head and Neck Squamous Cell Carcinoma

ICH International Council on Harmonisation
IDE Investigational Device Exemption

IND Investigational New Drug

IPQ-R Illness Perception Questionnaire-Revised
IEB Institutional Review Board

ISEL-12 | Interpersonal Support Evaluation List-12
ITT Intention-To-Treat
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LVI Lymphovascular Invasion

MOP Manual of Procedures

MRI Magnetic Resonance Imaging

MUSC | Medical University of South Carolina
NCI National Cancer Institute

NCCN | National Comprehensive Cancer Network
NCT National Clinical Trial

NDURE | Navigation for Disparities and Untimely Radiation thErapy
NIH National Institutes of Health

OHEP Office for Human Research Protections
PET Positron Emission Tomography

PI Principal Investigator

PN Patient Navigation

PNI Perineural Invasion

PORT Postoperative Radiation Therapy

QA Quality Assurance

QC Quality Control

RCT Randomized Controlled Trial

REDCap | Research Electronic Data Capture

RT Radiation Therapy

sSCC Squamous Cell Carcinoma

SAE Serious Adverse Event

SoA Schedule of Activities

SOP Standard Operating Procedure

TTP Time-to-PORT

UP Unanticipated Problem

us United States
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10.4 PROTOCOL AMENDMENT HISTORY
Table 5. Protocol Amendment History
Version Date Description of Change Brief Rationale
1.1 7/26/19 -Removed 102 floor from location of | -changes requested by MUSC
ICF process IRB
-removed language about ability to
provide mnformed consent and adhere
to study regimen from inclusion
criteria
20 9/27/19 -updated objectives to specify -enhance clanty of objectives
companson of NDURE with UC
-created more comprehensive and -more transparent SoA
specific SoA
-removed neoadjuvant therapy; -improve clinical relevance of
added synchronous malignancy to target population
exclusion criteria
-removed MDASI-HN -improve chinical workflow
-added NIH confidentiality vocab -NTH compliance
3.0 12/16/19 -replaced Elizabeth Hill with Hong -Elizabeth Hall left MUSC/HCC
Li on study team
-updated SOA -more precision; address
accidental overlap between visit
land 2
-added white or AA race to inclusion | -internally harmomize protocol
criteria
-clarified stratified sampling and -previously mis-reported as
stratified randomization stratified randomization across
two strata
-rename barrier load survey -clarity for study assessment
-harmomzed stagmg information in -internally harmomze protocol
mnclusion criteria with mod ITT
population
4.0 2/26/20 -allowed use of telemedicine for -COVID-19
NDURE sessions 1 or 3
-added NDURE nomogram -assess pre-treatment nisk of
PORT delay
-clarified that comorbidity will be -previously not specified
measured using ACE-27
50 06/09/22 -revised SOA -improve clarity and provide
additional guidance
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-re-classified some secondary -error 1n original protocol

endpoints as exploratory

-provided more detail on description | -reflect published work; ensure

of NDURE and Usual Care consistent delivery of Usual
Care

-added subsections and details to -enhance usability of protocol

clarify study assessment for program coordinator

6.0 10/15/23 -Added new secondary (treatment -Address concern that shorter

package time) and exploratory time-to-PORT could lead to

(PORT duration, completion of unintended breaks during PORT

mtended PORT, reason for PORT

delay) endpoints

-Added detail about definitions of -Address ambiguity 1n

secondary and exploratory endpoints | definitions of endpoints

-Deleted unnecessary text from -Text was in wrong section of

overall design protocol and duplicative with
text in proper section of
protocol

-Clarified relationship between -Address inconsistencies

eligibality criteria, criteria for regarding best way to define

participant discontinuation, and criteria in question

evaluable populations for analysis

-Clanified prioritization between -Address ambiguity about target

mflated sample size and sample size | sample size

for PORT delay analysis set if

mflated sample size was not

sufficiently conservative

-Added section on missing data and | -Address deficiencies m prior

corresponding analyses for new protocol and harmonize

secondary and exploratory endpoints | statistical analysis section with
protocol changes described
above

7.0 12/15/31 -Harmonized end-of-study definttion | -Failed to harmonize end-of-

with secondary endpoint of treatment | study definition with endpomt

package time of treatment package time at
time of prior amendment adding
treatment package time

Updated definition of time-to-PORT | -Failure to consider longer time-

to ensure that lengthy delays in to-PORT options in original

mitiating PORT would be captured definition of the endpoint

within the data
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-refined cancer care delivery process
assessment definitions

-clarified CTM-15 1s modified

Provided explicit details about
evaluable populations for secondary

endpoints that were not previously
defined

-Refined missing data to harmonize
with updated definition of time-to-
PORT

-Address ambiguity, fix typos

-Failure to explicitly state that
only 12 of 15 items 1 CTM-15
were being used

-Address inconsistencies

regarding best way to define
criteria in question

-Harmonize with other changes

-Describe model-based approach to -Align with FDA guidance and

analyzing primary endpoint data structure

-Provide explicit and detailed -Harmonize with definitions of

analysis plan for secondary evaluable populations for
secondary endpoints
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