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0.0 Abstract

[Note: The current Central IRB application refers to Phase 2. Grey shaded elements refer
to Phase 1 which was approved by the Institutional Review Board for Baylor College of
Medicine and Affiliated Hospitals (IRB of record for the Michael E. DeBakey VA Medical
Center, Houston, TX) and the Houston VA Research & Development Committee. See
Protocol Number H-33772 approval letter (Attachment 1)]

0.0.1. Background: Diabetes mellitus is a highly prevalent chronic condition, affecting one in
five Veterans who use the Veterans Affairs (VA) health care system. Self-management skills
are critical for controlling diabetes and reducing its cardiovascular sequela. Providing diabetic
patients with effective self-management training and support can be challenging due to time
constraints at primary care encounters and limited clinician training with behavior change. We
have previously demonstrated that a group-based, VA primary care intervention to help patients
set highly effective, evidence-based diabetes goals had a positive impact on both diabetes self-
efficacy and hemoglobin (Hb) A1c levels. This study aims to evaluate the process of
implementing a collaborative goal-setting intervention personalized to patient activation and
health literacy levels (i.e. Empowering Patients in Chronic Care [EPIC]) into routine PACT care
and to evaluate the effectiveness this intervention relative to usual care.

0.0.2. Objectives: Specific Aim 1: Assess effective processes for and costs associated with
implementing a collaborative diabetes goal-setting intervention personalized to patient activation
and FHL (i.e., EPIC) into the routine workflows of PACTs. H1: Formative measures within the
PARIHS framework (evidence, context, facilitation) will be associated with implementation of
EPIC (defined by reach, adoption, cost effectiveness, and fidelity measures) into routine PACT
care. Specific Aim 2: Evaluate the effectiveness of delivering collaborative goal-setting
personalized to patient activation and FHL on clinical (HbA1c) and patient-centered (Diabetes
Distress Scale) outcomes among enrolled eligible patients. H2: Patients receiving collaborative
goal-setting personalized to activation and FHL levels will have significant improvements in a)
HbA1c and b) Diabetes Distress Scale levels, respectively, post-intervention (4-months)
compared with patients receiving enhanced usual care. H3: Patients receiving collaborative
goal-setting personalized to activation and FHL levels will maintain significant improvements
after a maintenance period in a) HbA1c and b) Diabetes Distress Scale levels at 10 month
follow-up, respectively, compared with patients receiving enhanced usual care.

0.0.3. Methods: In Phase 1 of the study, we will conduct a formative evaluation that includes
33-48 key informant interviews with VISN 12 and Houston-based leadership, clinicians, and
staff. This evaluation will identify how group and one-on-one sessions of EPIC can best be
implemented into routine workflows of PACT. In Phase 2, we will conduct a randomized clinical
trial enrolling Veterans with poorly controlled diabetes defined by average hemoglobin A1c of =
8% to receive EPIC or enhanced usual care. To meet a minimum target of 284 Veterans to be
randomized for analysis, an estimated population of 428 Veterans will be enrolled, including
screen failures, from across participating facilities (approximately 160 from Hines, 200 from
Jesse Brown, and 68 between Houston and Lovell). Randomized subjects will be allocated
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evenly between EPIC and enhanced usual care (EUC). EPIC consists of six 1-hour group
sessions focusing on 1Your Health, Your Values, 2) Diabetes ABCs, 3) Setting Goals and
Making Action Plans, 4) Communication with Your Health Care Provider, 5) Staying Committed
to Your Goals, and 6) Reviewing and Planning for the Future. After each group session, a one-
on-one session between a designated PACT member and patient participants will focus on
collaborative goal-setting. Designated PACT members will be trained to personalize goal-
setting using patient-reported activation and health literacy data. We will collect laboratory and
survey data at baseline, post-intervention, and post-maintenance phase. We will evaluate the
effectiveness of personalized goal-setting compared to enhanced usual care on clinical (e.g.,
hemoglobin A1c) and patient-centered (e.g., Diabetes Distress Scale) outcomes.
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List of Abbreviations

AHRQ
ANCOVA
Ask Me 3

Atlas-ti
BCM
CBOC
CBT
CERT
CREATE

CSQ-8
DDS
Ccbw
Delphi
Deyo
DSME
DSM-IV
EPIC
EQ-5D
EUC
FHCC
FHL
GET-D
HbA1c
HPDP
HSR&D
ICC
ICD-9-CM

ICER

IR

IRB

ISO
IQUEST
JBVAMC
MEDVAMC

Agency for Healthcare Research and Quality

Analysis of Covariance

Patient education program designed to improve communication between patients
and health care

Qualitative data analysis software

Baylor College of Medicine

Community- Based Outpatient Clinic

Cognitive Behavioral Therapy

Center for Education and Research on Therapeutics
Collaborative Research and Enhance and Advance Transformation an Excellence
Initiative

Client Satisfaction Questionnaire

Diabetes Distress Scale

Corporate Data Warehouse

Structured communication technique created by RAND
Comparative studies of comorbidity and multimorbidity measures
Diabetes Self-Management Education

Diagnostic and Statistical Manual of Mental Disorders
Empowering Patients in Chronic Care

Standardized instrument for use as a measure of health outcome
Enhanced Usual Care

Federal Health Care Center

Functional Health Literacy

Goal-Setting Evaluation Tool for Diabetes

Gylcated hemoglobin

Health Promotion and Disease Prevention

Health Services Research and Development

Intra-class correlation

International Statistical Classification of Disease and Related Health Problems, 9th
Revision

Incremental cost-effectiveness ratio

Investigator Initiated Research

Institutional Review Board

Information Security Officer

Center for Innovations in Quality, Effectiveness and Safety
Jesse Brown VA Medical Center

Michael E DeBakey VA Medical Center
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MINANALYZE
MINI
MIRECC
MPlus
ORCA
P.AR.T.
PACTs
PAM
PARIHS
PCP
PEPPI
PHI

Pl

Pl

Proc Mi
Proc Mixed
QUERI
RAND
RCS
RCT
RE-AIM
REALM
SAS
SKILLD
S-TOFLA
SQL
UNIX
VA
VAMC
VINCI
VISN

Analyze imputations and generates valid statistical inferences
Short structured interview used to identify mental health conditions
Mental lliness Research, an Clinical Center

Statistical Software

Organizational Readiness to Change Assessment

Prepared, Ask, Repeat, Take Action

Patient-Aligned Care Teams

Patient Activation Measure

Promoting Action on Research in Health Services

Primary Care Provider

Perceived Efficacy in Patient-Physician Interactions Questionnaire
Protected Health Information

Principal Investigator

Personally Identifiable Information

Performs multiple imputation of missing data

Enables use of fitted models to make statistical inferences about the data
Veteran Affairs Diabetes- Quality and Enhancement Research Initiative
Research and Development

Records Control Schedule

Randomized Control Trial

Dimensions of Reach, Efficacy, Adoption, Implementation, and Maintenance
Rapid Estimate of Adult Literacy in Medicine

Statistical Analysis Systems

Spoken Knowledge In Low Literacy in Diabetes Scale

Test of Functional Health Literacy in Adults

Structured Query Language

Multi-user computer operating system

Veterans Affairs

Veteran Affairs Medical Center

VA Informatics and Computing Infrastructure

Veterans Integrated Service Network
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2.0 Introduction

Diabetes mellitus affects one in five Veterans who use the Veterans Affairs (VA)
healthcare system.! Serious cardiovascular diseases, like stroke and myocardial infarction, arise
in many diabetic patients and account for most of the mortality attributed to diabetes.? Self-
management skills are critical for controlling diabetes and reducing its cardiovascular sequela.®*
Providing diabetic patients with effective self-management training and support can be
challenging due to time constraints at primary care encounters and limited clinician training with
behavior change.® We have previously demonstrated that a group-based, VA primary care
intervention to help patients set highly effective, evidence-based diabetes goals had a positive
impact on both diabetes self-efficacy and hemoglobin (Hb) A1c levels.® This study applied
collaborative goal-setting theory.”° to empower patients to make diabetes self-management
goals and to facilitate goal attainment at subsequent group visits.%'° Unlike most educational
programs that demonstrate regression to the mean at 4-months, participants in the goal-setting
treatment arm sustained HbA1c improvements for nine months after the active intervention."
However, ongoing improvements in goal-setting quality were not seen when participants
returned to routine primary care and the maintenance of goal-setting activities remained modest
at 1-year among intervention participants, suggesting the need to further refine the collaborative
goal-setting program.

The effectiveness and maintenance of goal-setting interventions may be enhanced by
incorporating VA staff into the collaborative goal-setting process. With appropriate training,
existing VA personnel can enhance diabetes outcomes by integrating personalized information
about patients’ reported self-care capacity (i.e., functional health literacy [FHL]) and motivation
(i.e., patient activation measure) into the collaborative goal-setting process.'?'® In an HSR&D-
funded pilot study, we demonstrated that brief measures of FHL and patient activation
synergistically predicted HbA1c levels.™ Thus, assessing patients’ FHL and level of activation
within the VA PACT context may allow PACTs to better personalize goal-setting among
Veterans with diabetes. While validated, practical measures of FHL and activation levels exist;
they have not been effectively integrated into routine PACT practice and shown to impact
patient outcomes. If such measures were integrated at the point of care (i.e., when primary care
providers and patients are developing collaborative diabetes goals), PACT clinicians could
personalize goals and action plans within patients’ particular limitations and preferences for
involvement.

2.A. Background and Conceptual Model

2.A.i. Self-management training and support are key to improving the health outcomes
of Veterans with treated but uncontrolled diabetes. At any given time, over one million
Veterans are receiving health care services for diabetes, and many suffer adverse vascular
outcomes, such as myocardial infarction, blindness and peripheral artery disease." Diabetes
control, characterized by reductions in hemoglobin (Hb)A1c, blood pressure, and cholesterol
levels, is directly associated with lower morbidity and mortality.'> Because diabetes is a self-
managed condition, achieving diabetes control requires patient involvement in most aspects of
treatment planning and management.'® As a result, self-management training and support is a
cornerstone of evidence-based treatment for diabetes in primary care; this practice is endorsed
by national standards from the American Diabetes Association,!” the VA-Department of Defense
Management of Diabetes Mellitus Clinical Practice Guidelines,'® and the VA Diabetes-Quality
Enhancement Research Initiative (QUERI)."
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2.A.ii. Delivering self-management training and support in routine primary care can be
difficult, and traditional education programs are handicapped by outdated methods. Most
prior self-management interventions have focused on didactic education rather than
personalized treatment-planning and development of problem-solving skills.?° The traditional
primary care visit is not an ideal setting to develop or support self-management skills due to
time constraints and the need for team-based approaches.?' The move towards patient-
centered medical homes (referred to as Patient-Aligned Care Teams [PACT] within VA primary
care)? provides an excellent opportunity to efficiently and effectively integrate diabetes self-
management training and support into primary care.?® The goal of VA PACTs is to provide
integrated, comprehensive, Veteran-centered primary care tailored to individual characteristics,
values, and goals.??

2.A.iii. Empirically supported, theory-driven methods of diabetes self-management exist,
but more data are needed on wide-spread dissemination and integration into primary
care. Collaborative Goal-Setting (Figure 1) is an empirically-supported theory for enhancing
human effort, motivation, and persistence toward an outcome. It encourages development of
skills and problem-solving strategies for overcoming obstacles when challenges arise.”24
When adapted to a chronic illness context (main pathway in Figure 1), collaborative goal-setting
between patients and clinicians results in greater performance of self-management action plans
and improved clinical and patient-centered outcomes.%'"2526 Recent clinical trials have firmly
established the clinical effectiveness of diabetes self-management training and support based
on goal-setting theory.627-2° However, there is considerable variability across studies, and an
Implementation Science approach is needed to resolve gaps in our understanding of how large-
scale goal-setting interventions can be effectively implemented into routine workflows and
processes of busy health care providers."’

One of these critical gaps is how best to integrate self-management training and support
into the routine structure of VA PACTs. We have developed and tested a collaborative goal-
setting intervention in a trial of two diabetes group clinic interventions: 1) standard diabetes and
nutrition education and 2) our collaborative goal-setting approach.® The goal-setting approach
focused on setting high quality self-management goals and action plans linked to diabetes
clinical outcomes (Figure 1). Participants were also taught communication skills to elicit
feedback and support about their action plans. The methods used in this study evolved from
prior work developing our model of patient empowerment and goal-setting.3%-3* The intervention
provided patients with training (group sessions) and support (one-on-one sessions) with
diabetes goal-setting. Participants randomized to collaborative goal-setting had clinically
significant improvements in HbA1c levels post-intervention and at 1-year follow-up compared to
those randomized to the education group. These outcomes were mediated by improvements in
self-efficacy related to diabetes self-management tasks.®
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Predisposing Factors Figure 1. Theory of Collaborative Goal-Setting

M . . Setting Collaborative Goals:
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v
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- Capacity (i.e., Literacy)
- Diabetes Knowledge and

Understanding
- Self Efficacy

Mechanisms:
- Self-efficacy - Problem Solving Strategies
- Effort & Persistence (i.e. Adherence)
- Feedback & Support (i.e. Working Alliance Inventory)

2.A.iii.a Despite these important successes, our prior collaborative goal-setting
intervention had limitations. First, ongoing improvements in diabetes self-efficacy and
outcomes were not seen when participants returned to routine primary care after the
intervention. Second, the maintenance of goal-setting behaviors remained modest at 1-year
among participants. These limitations may reflect the fact that we relied on trained research
staff to conduct the full intervention and patients’ primary care providers had little involvement in
the goal-setting process. In additon, the prior study occurred prior to the widespread rollout of
PACTs across VA. The proposed study addresses these limitations by implementing the
intervention into routine PACT care and using a PACT members to set personalized goals.

2.A.iv. VA PACT realignment creates an opportune setting for involving primary care
providers in collaborative goal-setting. The core team or “teamlets” within PACT consist of
the Veteran patient, a primary care provider, a nurse care manager, a clinical associate (e.g.,
licensed practical nurse or health technician) and a clerk.?? Several teamlets work closely with a
larger multidisciplinary team that includes pharmacists, social workers, nutritionists, specialist
providers, and staff, including behavioral health specialists. These specialists assist patients
with self-management goals and developing problem-solving action plans (i.e., health
coaching). Goal-setting and action plans are key elements of effective diabetes self-
management.2%313435 |ndeed, the objectives of diabetes goal-setting are completely consistent
with the patient-centered mission of PACT. Given realignment of VA primary care towards
PACT, dissemination of an evidence-based method for delivering collaborative goal-setting is
the right intervention at the right time to improve patient-centered and clinical outcomes for
diabetes care.

2.A.v. Further enhancements of collaborative goal-setting can be achieved by integrating
personalized information about patients’ activation and health literacy levels. The success
of goal-setting (see predisposing patient factors in Figure 1) is influenced by patient’s motivation
(possessing the skills, beliefs, activation and confidence to manage one’s health), and capacity
(the ability to process and understand basic health information and carry out health decisions).
From a conceptual perspective, motivation and capacity can be measured using scales of
patient activation and functional health literacy (FHL), respectively.'%13

Both FHL and activation play critical roles in achieving diabetes control. Patients with
uncontrolled diabetes tend to be passive (low activation levels)*® and have limited FHL.%"
Studies show that diabetic patients with inadequate FHL are less likely to achieve glycemic
control¥” and experience greater difficulty with self-management tasks necessary for diabetes
control.® Similarly, patients with lower levels of activation also have poorer diabetes self-
management and medication adherence.'? In a prior study, a literacy-focused diabetes
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intervention was effective in improving glycemic control and self-efficacy in patients with
uncontrolled diabetes.*® Another study found that tailoring self-management coaching to
activation levels in diabetic patients was associated with improvements in activation, blood
pressure, and low density lipoprotein control.?

In an HSR&D-funded pilot study (Woodard, Pl), we demonstrated that brief measures of
FHL and patient activation can be elicited among diabetic patients, and those with high scores
on both measures had significantly lower HbA1c levels (p<.005).™ In another study, our team
explored how FHL and activation impact preferences for collaborative decision making among
chronically ill Veterans and demonstrated that these preferences are potentially mutable when
clinicians consider FHL.*° Given these findings, personalizing diabetes goal-setting using both
activation and FHL is an important next step in improving collaborative goal-setting between
patients and PACT members. We anticipate that addressing both activation and FHL will have a
synergistic effect, leading to higher quality goals, action plans and ultimately, better diabetes
outcomes.

2.A.vi. Delivering FHL and activation information and training PACT members to
personalize goal-setting using this information can improve diabetes outcomes. Health
care providers frequently have difficulty identifying patients with limited FHL;*'*? therefore,
delivering information about FHL to providers during patient-provider encounters may enhance
communication and decision-making. However, work in this area is limited. In a study by
Seligman et al.,*® physicians who were notified of their diabetic patients' limited FHL prior to a
visit reported greater use of strategies to improve communication about disease management,
but were less satisfied with encounters due to feelings of inadequacy about using FHL
information. Importantly, participating physicians received little education about how to use FHL
information to guide interactions.** Our team has experience training research and PACT
members in the process of collaborative goal-setting," and we are currently testing a telephone
delivered intervention with PACT members trained to use goal-setting in Veterans with diabetes
and depression (Naik, IR 10-135). We posit that personalized FHL and activation information
provided at the point of care (i.e., when PACT members evaluate the data and have goal-setting
discussions) can improve the effectiveness of goal-setting if PACT members are appropriately
trained on how to best integrate this personalized data into the collaborative goal-setting
process. Further research is needed to explore the impact of personalized, collaborative goal-
setting on clinical and patient-centered outcomes.

2.B. Significance and Relevance to Veterans’ Health and the VA PACT Initiative

This study will provide patient-reported FHL and patient activation information to PACT
members to improve collaborative goal-setting in patients with treated but uncontrolled diabetes
and ultimately, improve clinical and patient-centered outcomes.

2.B.i. We will use an innovative strategy that brings together three elements to improve
the quality and responsiveness of VA PACT care to the needs of over 1,000,000 Veterans
with diabetes. First, the study seeks PACT clinical team members’ input on barriers and
facilitators to the delivery of patient-reported FHL and activation measures to PACTs and then
evaluates processes for implementing an innovative diabetes goal-setting intervention
personalized to patients’ activation and FHL levels across PACTs. Second, the study trains
PACT members to use FHL and activation information to better personalize collaborative goal-
setting. Most importantly, the study evaluates the clinical effectiveness of this personalized,
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collaborative goal-setting intervention on clinical and patient-centered diabetes outcomes,
relative to enhanced usual care (EUC).

2.B.ii. Our protocol delivers FHL and activation measures at the point of care to
personalize collaborative diabetes goal-setting-consistent with the PACT mission. When
delivered at the point of care,* measures of FHL and activation can influence how PACT
members engage in collaborative goal-setting. Considering patient-reported levels of FHL and
activation allows for a personalized process of goal-setting, resulting in:

¢ more specific, personalized feedback shaped by their awareness of patients’ activation
and FHL,

¢ higher quality self-management goals and action plans, which in turn promote greater
self-efficacy, and

o ultimately, better diabetes clinical and patient-centered outcomes.

This study uses a hybrid type 1 design in which the primary focus is on testing the
effectiveness of personalized goal-setting versus enhanced usual care on diabetes outcomes
(aim 2), while also collecting some implementation data. Our objective is to test the
personalized collaborative goal-setting intervention with a randomized controlled trial (Phase 2)
within the constraints of PACT workflows using real-world PACT members instead of research
staff. The implementation aim (Phase 1) includes a formative evaluation intended to faciliate
integration of the personalized goal-setting intervention within routine PACT workflows and a
summative evaluation that measures aspects of implementation. Work on Phase 1 is already
underway and is approved under the auspices of the Baylor College of Medicine IRB, the local
IRB of record for the Michael E. DeBakey VA Medical Center in Houston, TX.

3.0 Objectives

The overall goals of this hybrid type | effectiveness/implementation trial are to 1)
evaluate the process of implementing a collaborative (i.e., patient and PACT member) goal-
setting intervention personalized to patient activation and FHL (i.e., Empowering Patients in
Chronic Care [EPIC]) into routine PACT care; and 2) test the effectiveness of this intervention
relative to enhanced usual care. In Phase 1(Aim 1), we used the Promoting Action on Research
in Health Services (PARIHS) framework to evaluate the feasibility of potential implementation
processes into routine PACT care . In Phase 2 (Aim 2), we will assess the effect of delivering
personalized goal-setting on clinical (e.g., HbA1c) and patient-centered (e.g., diabetes-related
distress) outcomes among Veterans with uncontrolled diabetes. We anticipate that delivering
personalized goal-setting involving patients and their PACTs will lead to improvements in
diabetes care.

3.B. Specific Aim 1: Assessed effective processes for and costs associated with
implementation of a collaborative diabetes goal-setting intervention personalized to patient
activation and FHL (i.e., EPIC) into the routine workflows of PACTs.
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H1: Formative measures within the PARIHS framework (evidence, context, facilitation) will be
associated with implementation of EPIC (defined by reach, adoption, cost effectiveness,
and fidelity measures) into routine PACT care.

3.C. Specific Aim 2: Evaluate the effectiveness of delivering collaborative goal-setting
personalized to patient activation and FHL on clinical (HbA1c) and patient-centered (Diabetes
Distress Scale) outcomes among eligible patients.

H2: Patients receiving collaborative goal-setting personalized to activation and FHL levels will
have significant improvements in a) HbA1c and b) Diabetes Distress Scale levels,
respectively, post-intervention compared with patients receiving enhanced usual care.

H3: Patients receiving collaborative goal-setting personalized to activation and FHL levels will
maintain significant improvements in a) HbA1c and b) Diabetes Distress Scale levels at
1-year follow-up, respectively, compared with patients receiving enhanced usual care.

4.0 Resources and Personnel

4.A. Location of Research, Phase 1 and Phase 2

All data analysis for Phase 1 and Phase 2 will occur at the Houston VA IQUEST (see § D 5.6
Data analysis)

4.A.i. Study Team Roles, Phase 1 and Phase 2

Houston, TX Personnel

e LeChauncy Woodard, MD, MPH: (Principal Investigator). Dr. Woodard is a staff Physician at
the Houston VA Medical Center and an Assistant Professor of Medicine at Baylor College of
Medicine, Houston, TX. She is a core investigator at the Houston VA IQUEST. Dr. Woodard
has particular expertise in the design of facility and clinician performance measures as well
as methods for enhancing the precision and clinical relevance of performance
measurement. This expertise has a strong practical as well as theoretical grounding with Dr.
Woodard'’s twelve-year partnership with VISN 12. She has used those skills in a VA HSR&D
pilot study to identify high-risk primary care patients with co-existing diabetes, hypertension,
and ischemic heart disease as well as in her ongoing quality measurement contract work
with VISN 12. As PI of the study, Dr. Woodard will provide primary oversight on all aspects
of the project. She will be responsible for the overall research design and implementation,
overall project management, lead preparation of project deliverables, assist with the data
analysis and interpretation of findings. She will monitor subject recruitment and retention,
human subjects’ protections and provide intervention and analysis oversight. Dr. Woodard
will provide oversight for all aspects of training and supervision of research personnel,
conduct project meetings, and be responsible for the scientific progress of the research
including manuscripts and reporting of study results. She will have access to protected
health information.
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Aanand Naik, MD, MS (Co- Investigator): Dr. Naik is a staff Physician specializing in
Geriatrics at the Houston VA Medical Center and an Assistant Professor of Medicine at
Baylor College of Medicine. He is a core investigator at the Houston VA IQUEST. Drs.
Woodard and Naik have collaborated extensively over the past years evaluating quality of
care in chronic diseases. Dr. Naik is currently conducting a hybrid effectiveness-
implementation study of a diabetes and depression telehealth intervention also using goal-
setting methodology funded by VA HSR&D (IR 10-135). Dr. Naik also has expertise in
applied qualitative research methods. As Co-PI of this study, Dr. Naik will ensure the
scientific integrity and overall progress of the goal-setting intervention. Specifically, he will
assist Dr. Woodard in all aspects of the study, including recruitment and retention of
participants, human subject protections, and intervention and assessment related to
diabetes constructs. He provided more direct oversight on the applied qualitative methods
and implementation elements in Phase 1. He worked closely with Drs. Woodard, Arney and
Amspoker on the data analysis and interpretation of findings for Phase 1. He will provide
oversight on the analysis for the summative evaluation of implementation. He will also
assist Drs. Woodard and Hundt with training the research staff to conduct the EPIC group
sessions.

Amber Amspoker, PhD (Co-Investigator): Dr. Amspoker is a social psychologist and a
member of the Methodology and Statistics Core at the Houston VA IQUEST. She has
experience with and knowledge of VA databases and statistical methods. She is highly
skilled in using SAS and specializes in database management and analyses. She will be
responsible for data management, all analyses, and will materially contribute to manuscript,
presentation, and deliverable preparation. She will be responsible for leading the analytical
work evaluating the study intervention. She will also assist with the writing of final reports
and manuscripts describing the methodological approaches used in this study.

Natalie Hundt, PhD (Co-Investigator): Dr. Hundt is a clinical psychologist with expertise in
behavioral health interventions. She serves as a Co-investigator on a hybrid effectiveness-
implementation study of a diabetes and depression telehealth intervention also using goal-
setting methodology funded by VA HSR&D (IR 10-135; PI: Naik). For that project, Dr. Hundt
co-developed the patient education materials and the coach training program. She delivers
the training, mentors coaches and provides fidelity ratings for the intervention sessions. On
this project, Dr. Hundt will use her expertise in behavioral health change to develop the
intervention materials, training, and fidelity programs.

Jennifer Arney, PhD (Qualitative Methodologist): Dr. Arney is an Assistant Professor of
Sociology at the University of Houston Clear Lake and has an adjunct appointment with
Baylor College of Medicine in the Health Services Research Section. Her primary expertise
is in qualitative methods. She teaches qualitative research methods at University of Houston
Clear Lake and a mini-course in qualitative research as part of the Education and Training
Core’s Foundations in HSR curriculum at the Houston VA IQUEST. She provided
consultation on qualitative methods (study design, participant sampling, interview guide
development, coding and thematic analysis, and reporting of study results) for Phase 1.

She also conducted training of project staff to serve as interviewers and secondary coders
on Phase 1 data analysis.
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Lea Kiefer, MPH (Research Coordinator): Ms. Kiefer will be responsible for coordination
among the research team, updating research findings, and assisting in the development of
materials for presentations, manuscripts or publications. She has a long-standing
relationship working with Dr. Woodard as a project manager. She will conduct weekly
project meetings and serve as the point of contact for all project-related correspondence. In
addition, with Dr. Woodard, she will be responsible for ensuring that the project follows the
proposed timeline. Ms. Kiefer will meet weekly with the study team to discuss oversight of
the project and as needed with Dr. Woodard between team meetings to discuss other
project issues. Ms. Kiefer will be located at the Houston VA IQUEST and supervised by Dr.
Woodard. She will have access to the data, including protected health information, and will
be involved in recruiting subjects, obtaining informed consent, administering
surveyl/interview procedures, and will be directly involved in the data analysis.

Sha'Tia Safford, MPH, BA (Research Assistant): Ms. Safford will be sited at the Houston VA
IQUEST and will fulfill the local site regulatory responsibilities. Ms. Safford will work directly
with Ms. Kiefer to assist with day-to-day recruitment of patients, coordination of phone
conferences and meetings, preparation of the adapted EPIC training material for research
staff and PACT members, and data collection/entry. Ms. Safford will have access to PHI
data during all phases of the study. She will be responsible for developing and implementing
an overall recruitment plan for study subjects in the clinical trial as well as recruiting
subjects, obtaining informed consent and administering survey/interview procedures. She
may assist with dissemination of products.

Suzette Stine, MBA (Research Assurance & Data Security (RADS) Coordinator): The cost of
a research compliance coordinator is shared by all investigators at the Houston VA IQUEST.
The coordinator directs, coordinates, and supervises the administrative functions of
research compliance at IQUEST. The coordinator audits and monitors all IQUEST research,
and aids in the reporting of compliance issues. The coordinator also provides education to
investigators and staff regarding regulations, policies, and other VA and federal
requirements related to research compliance.

Alex Chau, BS (Data Management Specialist): Mr. Chau will manage the computing
resources needed for timely completion of the project. His duties include hardware and
software maintenance and upgrades on Windows servers and UNIX servers, performing
backups, and restoring data including disaster recovery on a daily basis on all project
folders, and management of user/project accounts, including providing secure accesses to
team members. This is a non-2210 IT employee.

Charnetta Brown, MA, BA (Research Assistant) Ms. Brown will be sited at the Hines VA and
will fulfill the local site regulatory responsibilities. Ms. Brown will be supervised by Houston
staff and work directly with Ms. Kiefer to assist with day-to-day recruitment of patients,
coordination of phone conferences and meetings, preparation of the adapted EPIC training
material for research staff and PACT members, and data collection/entry. Ms. Brown will
have access to PHI data during all phases of the study. She will be responsible for
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developing and implementing an overall recruitment plan for study subjects in the clinical
trial as well as recruiting subjects, obtaining informed consent and administering
survey/interview procedures. She may assist with dissemination of products.

o TBD (Research Assistant): The research assistant to be named will be sited at one of the
Chicago-area facilities and will fulfill the local site regulatory responsibilities. The Research
Assistant will work directly with Ms. Kiefer to assist with day-to-day recruitment of patients,
coordination of phone conferences and meetings, preparation of the adapted EPIC training
material for research staff and PACT members, and data collection/entry. The Research
Assistant will have access to PHI data during all phases of the study. S/he will be
responsible for developing and implementing an overall recruitment plan for study subjects
in the clinical trial as well as recruiting subjects, obtaining informed consent and
administering survey/interview procedures. S/he may assist with dissemination of products.

o TBD (Research Assistant): The research assistant to be named will be sited at one of the
Chicago-area facilities and will fulfill the local site regulatory responsibilities. The Research
Assistant will work directly with Ms. Kiefer to assist with day-to-day recruitment of patients,
coordination of phone conferences and meetings, preparation of the adapted EPIC training
material for research staff and PACT members, and data collection/entry. The Research
Assistant will have access to PHI data during all phases of the study. S/he will be
responsible for developing and implementing an overall recruitment plan for study subjects
in the clinical trial as well as recruiting subjects, obtaining informed consent and
administering survey/interview procedures. S/he may assist with dissemination of products.

Jesse Brown VAMC, Chicago, IL Personnel

¢ Howard Gordon, MD (Co-Investigator): Dr. Gordon is a medical internist and clinician
researcher at the Jesse Brown VAMC. He is also Associate Professor of Medicine at the
University of lllinois at Chicago and a core investigator at Hines VA HSR&D Center of
Excellence. Dr. Gordon has extensive research experience in doctor-patient communication
and produced the video that we will use in the EPIC session “How to Talk to Your Doctor”.
Dr. Gordon will assist the research team with study coordination at the Chicago VA sites and
will provide clinical insight during the study related to VISN 12 and study procedures.

Hines VAMC, Hines, IL Personnel

e Brian Hertz, MD (Co-Investigator) Dr. Hertz is the Associate Chief of Staff for Ambulatory
Care and a primary care physician at the Edward Hines VA in Hines, IL. He has worked
closely with Dr. Woodard for several years on projects examining quality of care in VISN 12.
In addition, he has worked closely with Dr. Woodard throughout the development of this
project, providing clinical and practical insight on implementing the study in the VISN 12
PACT setting. Dr. Hertz will assist the research team with study coordination at the Hines
VA and will continue to provide clinical and implementation insight during the study.
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James A. Lovell FHCC, North Chicago, IL

o Commander David Damstra, MD (Co-Investigator): Commander Damstra_is a DOD Family

Practitioner_at James A. Lovell FHCC. He has a WOC appointment with the VA as part of

the integrated James A. Lovell FHCC. He has worked closely with Dr. Woodard through
development of this project, providing clinical and practical insight on implementing the

study in a unique VISN 12 PACT setting (VA/DOD patients). Commander Damstra will assist
the research team with study coordination at James A. Lovell FHCC and will provide clinical

insight during the study related to VISN 12 and study procedures.

Table 4.A.i.: Summary of Study Team Roles for Phase 2

Name Location Role Access | Subject Surveyl/interview | Perform data
to PHI? | Recruitment Procedures analysis?
and Consent

KEY

PERSONNEL

Woodard, L. MEDVAMC | PI Yes No No Yes

Naik, A. MEDVAMC | Co-I Yes No No Yes

Amspoker, A. MEDVAMC | Co-l, Yes No No Yes
Biostatistician

Arney,J. MEDVAMC | Co-l No No Yes Yes

Hundt, N. MEDVAMC | Co-l No Yes No Yes

Gordon, H. JBVAMC Co-l Yes No No Yes

Hertz, B. Hines MVA | Co-l Yes No No Yes

Damstra, D. Lovell Co-l Yes No No Yes

FHCC

STUDY STAFF

Kiefer, L. MEDVAMC | Research Yes Yes Yes Yes
Coordinator

Safford, S. MEDVAMC | Research Yes Yes Yes No
Assistant

Stine, S. MEDVAMC | Assur. Coor. No No No No

Chau, A. MEDVAMC | Data Manager | No No No No

Brown, C Hines MVA | Research Yes Yes Yes No
Assistant

TBD Clinical Res. Yes Yes No
Staff

4. A.ii. Services Provided by Contractors
Not applicable: no contractors were involved in Phase 1 or will be involved in Phase 2.

4.A.iii. Memoranda of Understanding (MOU) or Data Use Agreements (DUA)
Phase 1 required no DUA or MOU. For any databases used in Phase 2 that require Data Use
Agreements or Memoranda of Understanding, we will complete all required DUA or MOU
paperwork.
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Databases that require a DUA include:
e Corporate Data Warehouse (CDW): we will complete DUA to access VINCI

In addition, if a DUA or MOU is needed for use of other databases controlled by VA partners, we
will complete that paperwork as well, prior to using the database for research.

5.0 Study Procedures
5.1 Study Design
5.1.A. Overall Study Design

The study will be conducted over four years in two phases. In Phase 1, we implemented
our personalized collaborative goal-setting intervention into routine VISN 12 PACT care. To
facilitate implementation, we conducted a formative evaluation of VISN 12 PACTs guided by the
PARIHS framework. This method of evaluation consisted of key informant interviews with
providers, staff, and facility leadership to identify: a) how well PACT members embrace our
training/fidelity program for personalized goal-setting (PARIHS evidence), b) how the
intervention sessions can be best embedded into routine workflows of PACT at a local level
(PARIHS context), and c) local PACT members to assist with recruitment (PARIHS facilitation)
of VA staff to conduct the intervention. Phase 1 began during the first year of the study. In the
final year of the study, we will also conduct a summative evaluation of overall intervention
implementation success based on the RE-AIM measures (see table 5 below) of reach, adoption,
and implementation (i.e., cost-effectiveness and fidelity to intervention).

In Phase 2, (see Figure 2) we will conduct a randomized controlled clinical trial to assess the
effectiveness of personalized goal-setting in improving clinical and patient-centered outcomes
compared with EUC. The unit of randomization will be at the patient level with patients enrolled
into the personalized goal-setting intervention (EPIC) versus EUC. Outcome assessments will
be conducted at baseline, immediately post-intervention (4 months), and 10 months post-
randomization after a maintenance phase.

Figure 2: Empowering Patients in Chronic Care (EPIC) Study Design
(Effectiveness Phase)

Patients Randomized Enroll Eligible
7 to EPIC Intervention —  Ppatients in EPIC
Recruit TR E ~ Post Intervention Post Maintenance
Outcome Outcome
- LN
™ Patients Randomized Enrol.l Ellg!ble 7 Assessment Assessment
to Enhanced Usual —> Patients in
Care Enhanced Usual
10 month
Assessment
Identify Eligible Baseline 4 month
Patients Assessment Assessment
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With the assistance of PACT members and using strategies identified in Phase 1 (formative
evaluation), we recruited VA staff who regularly participate in diabetes care to serve as group
leaders and individual session providers for the intervention. In Phase 2, we will also recruit and
randomize Veterans across eligible facilities to participate in our trial.

Patient-participants will be recruited from PACT patient panels. Patient panels will be screened
for eligibility criteria, and all eligible patients will be approached for informed consent to
participate in the study using an opt-out approach and a structured telephone screening and
recruitment process.

The study intervention, EPIC (see Figure 3), will consist of six sessions conducted over
a maximum of 6 months. Each session will include a group visit followed by a one-on-one
personalized goal-setting visit. The personalized goal-setting sessions will incorporate FHL and
activation information, allowing the designated study team member to collaborate with patients
at their desired levels of engagement to develop diabetes self-management goals.

Patients enrolled in the EPIC intervention will participate in a group session, followed by
an individual, collaborative goal setting session. Group sessions will be run by a group leader, a
VA staff member who is a regular provider of diabetes care in VISN12. The group leader will be
trained to use the EPIC protocol to empower patients in diabetes goal-setting, action planning,
and proactive communication with PACT members."

Figure 3. Organization of Personalized G oal-Setting Intervention

Group Sessions Led by Research Staff

Session 5:
Session 3: Session 4: Staying
Session 1: Session 2: Setting Communicatin Commitfed Session 6:
Your health, Diabetes Goals & with YourH ealt to Your Reviewand Plan
your values ABCs Action Plans Care Provider Goals for the Future

| |
| | I ] I I I I I I I l Maintenance I
1

Baseline Session 1 Session 2 Session 3 Session 4 Session 5 Session 6 6 Month 1Year

Assessment Personalized One-on-One Sessions Led by Designated PACT Members Assessment Assessment
Following the group sessions, participants will receive individual, collaborative goal-

setting sessions with an individual session provider, another VA staff member who is a regular
provider of diabetes care in VISN12, who is trained by the study staff to lead these goal-setting
sessions. Individual sessions will follow the group sessions at a mutually convenient time. The
individual session provider will be trained to a) conduct collaborative goal-setting for diabetes
self-management and b) understand how to use measures of patient activation and FHL
personalized to each patient-participant to enhance the collaborative goal-setting process.
Designated VISN12 staffers undergoing EPIC training will be consented as research subjects
and must complete an intervention fidelity assessment prior to qualification for the active
intervention (§ 5.1.F.).

Patients enrolled in the EUC arm will receive routine PACT visits and “enhanced usual
care” (EUC). Patients randomized to EUC will be referred to the PACT RN Care Manager for
diabetes management , and will also receive a packet of educational materials regarding
diabetes management, including a letter delineating the diabetes management resources
available at their facility. The PACT RN will be directed to provide care as usual. Patients
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enrolled in EUC will not receive group or individual goal-setting information defined by the EPIC
protocol and their PACT teamlets will not receive personalized information about patient
activation or FHL.

5.1.B. Phase 2 design overview Table 6: VISN 12 facilities

In Phase 2, we will conduct a cluster
randomized controlled trial with patients serving as Facility | - Number of patients
the unit of randomization to compare the with HbA1c > 8%
personalized EPIC intervention with EUC. The EPIC Jesse Brown VAMC 1133
intervention will be delivered by VA staff members Chicago, IL
who regularly deliver diabetes care, but who are
consented as research subjects specifically to collect Lovell FHCC 515
implementation data on the EPIC intervention. North Chicago, IL

Using data generated in Phase 1, we have Hines VA Hospital 1353
recruited a group of VA staff who regularly participate Hines, IL
in diabetes care to serve as the group leaders of the
EPIC intervention, as well as the individual session Adam Benjamin, Jr. CBOC, 785
providers., In Phase 2, we will consent and enroll Crown Point, IN
them as research subjects. Following consent, we
will train staff on a rolling basis to lead the EPIC Total 3176
group sessions and to perform the personalized,

collaborative goal-setting aspects of the intervention. In Phase 2, we will also recruit interested
patients to participate in the EPIC trial. Simultaneous with training, we will use the Corporate
Data Warehouse to screen VISN 12 patient panels to identify eligible patients using the criteria
below (§ 5.1.E.ii.). We anticipate enrolling 428 patients for the intervention (including screen
failures who do not participate) and 34 VA staff members as group leaders and/or individual
session providers. This number is highly feasible given the number of eligible PACTs and
patients in our targeted VISN 12 & Houston facilities (see Table 6). A blinded research staff
member will collect baseline laboratory, clinical, and survey data at the time of enrollment. An
un-blinded research staff member with assistance from PACT staff will schedule patients
randomized to the EPIC arm to attend six group clinic sessions. These EPIC group sessions will
be conducted by a trained group leader over no more than a six month period. Individual
session providers will receive information on FHL and activation for patients assigned to the
EPIC group. These providers, who have received training in collaborative goal setting, will then
conduct individual personalized goal-setting sessions following each of the EPIC group
sessions. The goals and action plans generated during goal-setting sessions as well as any
medication-related or other issues raised by patient participants will be communicated to the
rest of the PACT team using the preferred methods elaborated in study Phase 1. Providers
conducting the individual goal-setting session will work with patients to resolve common issues
regarding medications, communicate those issues to the prescribing PACT clinician, and
subsequently ensure that modifications to medication regimens are implemented by patients.
For subjects randomized to the EUC arm, an un-blinded research staff member with assistance
from PACT staff will provide a referral to the PACT RN Care Manager for diabetes
management. The un-blinded research staff member will also mail to the patient the EUC
materials. A blinded staff member will obtain all clinical and survey data at baseline, post-
intervention (4 month follow up assessment) and post-maintenance phase (10 month follow-up
assessment) for all enrolled patient-participants.
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5.1.C. PACT Setting.
VISN 12 PACT Setting. We will conduct this study in facilities in VISN 12: the Lovell Federal

Health Care Center in North Chicago, IL, the Edward Hines VA Hospital in Hines, IL, and the
Jesse Brown VAMC in Chicago, IL, including a satellite clinic of the Jesse Brown VAMC, the
Adam Benjamin, Jr. clinic in Crown Point, IN. The facilities are located within 50 miles. All
facilities have fully implemented PACT. We have targeted two geographic regions (the greater
Chicago area and the region of Crown Point, IN) to cluster the organization of our research staff
and local PACT members who conduct the EPIC intervention to better ensure implementation
success. In addition, we will leverage available resources from our Houston CREATE-VISN 12
partnership, i.e. shared research staff, to facilitate implementation. We will target PACTs with
the largest number of eligible patients to maximize recruitment potential.

Houston PACT Setting. Given concern with the availability of staff participants to run the
intervention at the approved VISN 12 sites, Houston will serve as an additional enroliment site
to ensure that we meet the approved Veteran sample recruitment size requirement. The
Houston VA has fully implemented PACT as well and, because the site serves as the PI/SC
site, a supporting research staff is in place.

5.1.D. Study Population

5.1.D.i. EPIC group leaders. The six EPIC group sessions will be delivered by a group
leader, a VA staff member who regularly delivers diabetes care. Specifically, the group leaders
will be responsible for introducing the concepts in each of the six sessions and for facilitating
group discussion; both responsibilities will fall within their normal job duties. These EPIC group
leaders will undergo a standardized training program specific to EPIC conducted by the
research staff (§ 5.1.F.). Each staff member will have time dedicated to complete our training
program for the EPIC intervention. Group leaders will participate in fidelity assessments to
ensure internal validity (§ 5.1.F.). The leaders of the EPIC group sessions at each facility were
identified during Phase 1. Diabetes educators and health promotion disease prevention (HPDP)
specialists were identified by network PACT leadership as being ideally suited to conduct the
intervention. They routinely conduct diabetes self-management classes and are trained in
motivational interviewing, which will enhance their effectiveness as leaders of the EPIC group
sessions. Given the implementation focus of the research and shifting staffing patterns at each
facility, all interested VA staff members at participating facilities who provide diabetes care as
part of their regular job duties will be eligible to participate as group leaders.

Prior to training in Phase 2, we will consent and enroll the group leaders as research
subjects. Group leaders will be consented as research subjects specifically to collect
implementation data on the EPIC intervention. We expect to enroll 3-7 group leaders at each
facility, for a maximum total of 34 subjects.

5.1.D.ii. EPIC individual session providers. The collaborative goal-setting sessions
designed to follow the EPIC group sessions will be delivered by an individual session provider, a
VA staff member who regularly delivers diabetes care. In these individual meetings, staff will
assist the Veteran to develop and personalize a self-management goal and an action plan to
reach that goal. Individual session providers will be drawn from the local population of staff who
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have experience with goal-setting and action-planning as a part of the standard diabetes care
that they provide. These EPIC individual session providers will undergo a standardized training
program specific to EPIC conducted by the research staff (§ 5.1.F.). Each staff member will
have time dedicated to complete our training program for the EPIC intervention. Individual
session providers will participate in fidelity assessments to ensure internal validity (§ 5.1.F.).The
individual session providers of the EPIC goal-setting intervention were identified during Phase 1
at each facility. Dietitians, pharmacists, diabetes educators and health promotion disease
prevention (HPDP) specialists were identified by network PACT leadership as being ideally
suited to conduct the intervention. They routinely conduct individual counseling sessions and
are trained in motivational interviewing, which will enhance their effectiveness as participants in
the EPIC intervention. Given the implementation focus of the research and shifting staffing
patterns at each facility, all interested VA staff members who provide diabetes counseling as
part of their regular job duties will be eligible to participate as individual session providers.

Prior to training in Phase 2, we will consent and enroll the individual session providers as
research subjects. Individual session providers will be consented as research subjects
specifically to collect implementation data on the EPIC intervention. We expect to enroll 3-7
individual session providers at each facility, for a maximum total of 34 subjects.

5.1.D.iii. Patient-participants. Inclusion criteria: Using the Corporate Data Warehouse,
we will identify active patients at participating facilities meeting the study inclusion criteria: 1)
ICD-9-CM codes indicating diabetes, and 2) average HbA1c level > 8% in the prior 6 months.
From data preparatory to research, we found a total of 3,776 patients who met those inclusion
criteria. All of those records will be screened for the following exclusion criteria to determine
eligibility. Exclusion criteria: We will use a medical record review to exclude potential
participants with the following clinical conditions that would render participation in a group clinic
inappropriate: 1) metastatic cancer or receiving hospice care, 2) limited life expectancy (as
identified using a validated algorithm developed in our prior work [see Attachment 2]),4” 3)
clinician recommendations to not titrate therapy due to prior history of significant hypoglycemic
events, 4) age <18 years, 5) active bipolar or psychotic disorder, 6) documented active
substance abuse, or 7) documented dementia. We estimate that 20% of records will be
excluded at chart review, resulting in approximately 3,020 letters sent to Veterans. We will
exclude participants at the time of screening who report to study staff that they 6) cannot attend
bi-weekly group clinic sessions due to transportation or availability barriers, 7) have significant
cognitive impairment (three or more errors on an established six-item screening exam), % 8)
have active substance-abuse disorders, or 9) are not comfortable discussing their health and
health care in a peer-group setting.

Patients will be secondarily excluded if their HbDA1C level falls below 7.5% at baseline.
Patients whose baseline levels fall below 7.5% may have limited ability for meaningful HbA1c
change without significant concerns for hypoglycemia.

5.1.D.iv._Protocol for Randomization into Intervention Groups. Enrolled Veterans will be
randomly assigned to EPIC or EUC using random numbers generated in SAS PROC PLAN. We
estimate that half of the expected sample of 284 veterans will be randomized to the intervention
and half will be randomized to the enhanced usual care arm. We will utilize the steps described
below in §5.2 and § 5.3 to identify, recruit, consent, and enroll patient participants. With the
assistance of PACT staff, un-blinded research staff will coordinate the scheduling of participants
to EPIC group intervention sessions and EUC referrals.

5.1.E. Study Procedures
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5.1.E.i. EPIC Group leader roles and responsibilities. The EPIC collaborative goal-
setting intervention consists of six, one-hour group clinic sessions followed by one-on-one,
collaborative goal-setting sessions. The intervention is structured to provide patients with
training (group sessions) and support (one-on-one sessions) with diabetes goal-setting. Group
leaders will be trained by the research staff according to the standardized training program
(85.1.G), but will have experience with group diabetes education and/or goal-setting and action
planning as a part of the standard diabetes care that they provide. With the aid of the clinician
manual (Attachment 3) , group leaders will be responsible for conducting all 6 of the group
training sessions over the course of 3 months, but no more than 6 months. When necessary
and appropriate, group leaders may also assist Veterans with the development of collaborative
diabetes-management goals.

5.1.E.ii. EPIC Individual Session Providers roles and responsibilities. The EPIC
collaborative goal-setting intervention consists of six, one-hour group clinic sessions followed by
one-on-one, collaborative goal-setting sessions. The intervention is structured to_provide
patients with training (group sessions) and support (one-on-one sessions) with diabetes goal-
setting. Individual session providers will be trained by the research staff according to the
standardized training program (§5.1.G), but will have prior experience with goal-setting and
action-planning as a part of the standard diabetes care that they provide. Individual session
providers will be responsible for conducting the one-on-one, personalized goal-setting sessions
that will follow each group session at a time of mutual convenience to patient and provider.

Table 7 describes the VA staff involved in conducting the EPIC intervention and their
specific roles and responsibilities.

Table 7. PACT personnel roles and responsibilities for EPIC interventions

Personnel Roles and responsibilities

_ * Participate in EPIC training to cover: 1) review of individual and group EPIC
Group Leaders (with background |  session content and objectives, 2) theory-driven health coaching

in diabetes education or health techniques, 3) setting collaborative goals and action plans, and 4)
promotion/ disease prevention) personalizing goal-setting and action planning based on FHL and activation
levels

» Conduct the regular group clinic sessions at VA primary care facilities

* Participate in EPIC training to a) improve collaborative goal-setting skills, b)

Individual session provider review patient-reported activation and FHL measures, c) use these
measures to personalize goal-setting with patients
(e.g., dietitian or pharmacist) « Participate in one-on-one collaborative goal-setting sessions with patients

randomized to EPIC intervention

PACT teamlet (e.g. physician,

NPIPA, nurse) « Will play important role in working with EPIC interventionists to integrate

patients’ goals/action plans with their diabetes treatment plan

PACT clerical staff » Work with study team to schedule individual and group sessions and order
HbA1c tests at 6- and12-months
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5.1.E.iii._Procedures for conducting the EPIC intervention. A blinded research staff
member will call subjects prior to randomization to collect verbal health literacy and activation
information, as well as a short personal history of prior exposure to diabetes management
resources. Following that data collection, the randomization status will be revealed to both the
Veteran and the research assistant. The research assistant will then explain the next steps for
continued participation. Working with VISN 12 PACT clerical staff, un-blinded research
personnel will then schedule subjects randomized to the EPIC intervention to attend six group
clinic sessions. The groups will consist of 5-8 individuals. The goal is to keep members of a
group consistent over the full length of the intervention period to promote peer-to-peer support.5®
Participants in the EPIC intervention will arrive at the facility at the designated group meeting
time. They will receive a patient workbook (Attachment 4) at the first session.

Setting Goals and Making\
Action Plans

Session 3

= Introduce: Principles of Goal -
Setting and Action Planning

= Group Exercise: Veterans

differentiate high versus low

quality goals and action plans

Individual Work: Veterans

Figure 4. Empowering Patients in Chronic Care Program Structure

EPIC group sessions consist of 6 one-hour group sessions (see Figure 3) occurring
over no more than a 6-month period. The group sessions cover the topics described in Figure 4
below (see also Attachments 3 and 4). Group sessions have a consistent structure involving
didactic discussion on the topic of interest (20 minutes), a problem-based group discussion (20
minutes), and a group discussion about applying the topic into the patients’ lives (20 minutes).
Each patient will receive an EPIC manual that guides the content of the group sessions (see
Attachment 4). Manuals are designed to ensure that the materials are easily understandable for
all participants, including those with limited health literacy.

EPIC one-on-one support sessions will follow each group session. Patient-
participants will meet with an individual session provider for 10-15 minutes to personalize goals
and action plans. In Phase 1, we developed a menu of 2-3 options that providers can select for
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conducting the one-on-one sessions (e.g., in-person right after group sessions, in-person at
another time, telephone based). Each individual session provider will have the freedom to
choose the option that best fits their usual workflow and scheduling process. In preparation for
one-on-one sessions, the session provider will receive information on their patients’ activation
and FHL levels at the start of the intervention. We used the key informant interviews from
Phase 1 to inform our process for delivering these patient-reported measures to participating VA
staff. In particular, we developed a succinct and actionable format for presenting these data
and will train the individual session providers on how to integrate the information into goal-
setting (§ 5.1.F.)The individual session provider will use this information to better personalize
the development of high quality, collaborative goals and action plans. At the conclusion of the
individual session, the provider will convey the specified goals and action plans discussed, as
well as any medication-related or other issues raised by patient participants to the PACT
teamlet via a CPRS note. Given the importance of medication management in the original EPIC
study, we developed standardized procedures in Phase 1 for medication management,
including medication reconciliation, dose titration, and addition/initiation of alternate
medications. The goal is for the individual session provider to work with the Veteran in the
course of the individual goal-setting session to resolve common issues regarding medications,
communicate those issues to the prescribing PACT clinician, and subsequently ensure that
modifications to medication regimens are implemented by patients.

Research staff will contact EPIC patient-participants to schedule post-intervention and
post-maintenance follow up assessments and HbA1c collection.

5.1.E.iv. Procedures for handling EUC. The full EUC intervention includes:1) a referral
to the PACT RN Care Manager,2) a packet of educational materials about diabetes
management (Attachment 5), and 3) a letter from the research staff delineating the diabetes
management resources available at their facility and encouraging them to speak to their PACT
teamlet about these resources (Attachment 6).

Patient-participants randomized to the EUC intervention will be notified by telephone. A
blinded research staff member will call subjects and prior to randomization will collect verbal
health literacy and activation information, as well as a short personal history of prior exposure to
diabetes management resources. Following that data collection, the randomization status will be
revealed to both the Veteran and the research assistant. The research assistant will then
explain the next steps for continued participation. After randomization, a mailing to include the
educational materials and letter from the research staff will be sent to the EUC patients.
Working with PACT clerical staff, unblinded research staff will then refer patients randomized to
EUC to the PACT RN care manager for diabetes care management. Research staff will also
encourage patients to schedule routine visits with their PACT provider during the six-month
active intervention. PACT RN Care managers treating those subjects randomized to EUC will
not receive personalized information about activation and FHL levels for their patients.

Research staff will contact EUC patient-participants to schedule post-intervention and
post-maintenance follow up assessments and HbA1c collection.

5.1.F. Training of staff personnel to conduct the EPIC intervention

5.1.F.i._Overview of training of EPIC group session leaders and individual session
providers. To ensure internal validity, we will train group session leaders and individual session
providers to conduct the EPIC intervention. They will be selected from a pool of diabetes care
professionals, including education experts and health promotion/disease prevention (HPDP)
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specialists. We will train each group leader and individual session providers following our
established training protocol.® The training will cover: 1) intervention objectives; 2) basic clinical
skills in motivational interviewing and goal setting; 3) overview of the EPIC protocol; and 3)
listening to audiotaped examples of the skills used and participating in role plays and interactive
exercises followed by feedback from the study team. At the initial workshop, manuals to guide
them through the EPIC intervention (see Attachment 3) will be provided. The manual was
designed by our study team and was used successfully in our previous collaborative goal-
setting intervention. It contains the contents of the patient manual with specific notations and
instructions for leading patients through the group session manual. Following the initial training
workshop, the study team will conduct ongoing consultation teleconferences with the group
session leaders and individual session providers. The sessions will be led by members of the
research team and will focus on reinforcing workshop content and addressing other issues
encountered during group sessions and one-on-one goal setting sessions.

5.1.F.ii.Training components The training will include four components: 1) Review of
individual and group EPIC session content and objectives; 2) Theory-driven health coaching
techniques; 3) Setting collaborative goals and action plans; and 4) Personalizing goal-setting
and action planning based on FHL and activation levels. The formal training will last a maximum
of 4 hours.

The first component provides an overview of EPIC including the overall structure, roles
and responsibilities of the group session leaders and the individual session providers , the
intervention materials (i.e., patient-participant and clinician manuals), and session objectives.
During this session, we will also review the fidelity items on which the designated PACT
member will be expected to demonstrate familiarity following the training (§ 5.1.F.) and prior to
conducting an actual patient session.

The second component emphasizes the collaborative coaching nature of goal-setting,
including techniques to build rapport and establish trust (e.g., reflective listening, motivational
interviewing techniques to resolve ambivalence about change). When combined with goal-
setting and action planning (see component three below), use of these techniques is associated
with improvements in clinical parameters including HbA1c, lipid control, and weight loss among
diabetic patients.®®*7! Further, this training will capitalize on the motivational interviewing training
that is standard for PACTs. We will use the stages of change model to discuss readiness to
change and techniques to move patient-participants from one stage of readiness to change to
the next stage (e.g., contemplation to preparation or preparation to action) during this
component of training.””3 To reinforce learning in the context of coaching, trainees will hear
audiotapes of brief, scripted vignettes created by our research team and practice these
techniques through brief provider-patient role plays.”*”5 Group discussion following role plays
will focus on identifying clinical skills appropriate to use in each situation.

The third component will focus on how to set high quality collaborative goals and action
plans. After participants learn the aspects of high quality goals (i.e., specific, realistic, deadline
oriented), they will proceed through goal-setting and action planning role plays with a fellow
trainee or local research staff. Following this exercise, the trainer will lead the group in a
discussion to clarify the lessons from the role play; this discussion will incorporate the health
coaching techniques discussed in training component two. This training sequence has been
developed, tested, and modified by Bodenheimer and colleagues’ to train health professionals
in goal-setting and action planning to facilitate diabetes-related behavioral change.
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With this foundation, participants will learn strategies to personalize goal-setting and
action planning in the fourth component of the training session. First, we will introduce the
concepts of patient activation, (i.e., possessing the knowledge, skills, beliefs, and confidence to
manage one’s health) and health literacy (use of “conversational language” (e.g., “sugar” for
glucose). We will emphasize how these constructs relate to the patient’s motivation to
participate in diabetes self-management activities and how to improve communication strategies
for patients with low literacy levels. (see Table 8). We will discuss characteristics associated
with the spectrum of activation levels ranging from low to high.'? Patients with low activation are
often overwhelmed and not prepared to actively participate in their health care. Conversely,
patients with high activation are goal-oriented and have developed effective self-management
and problem-solving skills. However, despite high levels of activation, these patients may have

difficulty maintaining healthy behaviors when faced with life stressors. Next, participants will
learn specific strategies to assist patient-participants at different levels of activation. For
example, with lower activation levels, we will instruct participants to focus on single goals that
are important to the patient while providing extra encouragement to help build self-confidence,
and reinforce the importance of participation. With patients at high activation levels, we will train
employee participants to center their interactions with patients on maintaining self-management
behaviors, effective problem-solving to prevent relapse, and adding to existing action plans.

Table 8: Patient Activation and Health Literacy Goal Setting Tool

Activation — Having the knowledge, skill, and confidence for chronic disease self-i

Low Activation

High Activation

Low
Literacy

Health Literacy - The ability to perform basic reading and
numerical tasks required to function in a health environment

Description of Veteran:

Believes someone else will manage
diabetes

Has limited knowledge and skills
regarding self-care and diabetes
management

Lacks confidence in ability to manage
diabetes

Focused on the present more than long
term consequences

May have difficulty understanding
complex health messages

May suffer from depression

Provider Actions to Take:

Ask about what motivates Veteran

Set smaller, specific goals, walk through
steps to achieve goals and reinforce
each achievement

Description of Veteran:

e Ready to work on making changes, b
unsure about what changes to make

e May have difficulty understanding cc
messages

Provider Actions to Take:

e Ask about what is currently motivati
Veteran and reinforce positive actior

o Help Veteran identify and overcome
challenges that are preventing self-n

e Evaluate knowledge gaps by asking |
his or her understanding of diet and

e Present essential information first if
format

e Ensure understanding by asking Vet
back information
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e Ensure understanding by asking
Veteran to repeat back information

e Present essential information first if in
written format

e Consider referral for depression
screening

e Help patient create tools with visual
diabetes management (ex: medicatic
specific times and pictures instead o
twice daily)

High
Literacy

Description of Veterans:

e Overwhelmed and lacking in self-
efficacy to make changes

e Not empowered to gain or use
knowledge and skills for self-care and
diabetes management

e Focused on the present more than long
term consequences

e May suffer from depression

Provider Actions to Take:

e Ask about what motivates Veteran

e Set smaller, specific goals and reinforce
each achievement

e Ask Veteran how he/she will find new
information or develop new skills for
care

e Emphasize how diabetes can improve
the patient’s life now (i.e. more energy,
etc)

e Consider referral for depression
screening

Description of Veteran:

e May have experienced an event or ir
convinced him or her to take action

e Believes diabetes is important and t
has the ability to manage it

e Has the background to help learn sk
diabetes

e Veteran may be ready for challengin
his/her expectations may not be real

Provider Actions to Take:

e Ask about what is currently motivati
Veteran and reinforce positive actior

e Help set realistic goals

e Ask the Veteran how they will maint
times of stress

e Focus on “relapse prevention” effort
has a setback, normalize this and hel
restore his or her source of motivatic

To personalize goal-setting and action planning around levels of health literacy (see
Table 8), participants will learn widely advocated interactive communication strategies for
patients with low literacy levels.”” Strategies will include the use of “conversational language”
(e.g., “sugar” for glucose) and simple techniques such as making eye contact to promote patient
understanding. Participants will also learn and practice the “teach back” technique to verify
patients’ understanding of the information discussed in the one-on-one sessions.”” They will be
instructed to assess and re-assess understanding until the patient demonstrates comprehension
by correctly repeating the content back to the PACT member each time a new topic is
introduced or a new goal is set. Using “teach back” has been shown to improve glycemic control
among diabetes patients with low literacy levels.”” To personalize goal-setting based on literacy,
participants will learn how to simplify specific goals (e.g., using the plate method vs. reading
food labels) within a general category (e.g., diet) for patients with limited FHL (Table 8).
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5.1.F.iii. Fidelity measures. We will use three strategies to assess fidelity to the conduct of the
EPIC intervention. We used these strategies in our previous trials’®®° to ensure that the
intervention is conducted as intended:

1) Number of treatment sessions: We will track the number of treatment sessions that
each patient-participant actually receives compared to the prescribed number of sessions (i.e.,
six group sessions and six one-on-one sessions). This is the only measure that will be applied
to both individual and group sessions.

2) Objective ratings of fidelity along two dimensions: intervention adherence and
intervention proficiency. Members of our study team have previously developed and tested a
fidelity measure’ ® to objectively rate how well an individual has followed a behavioral or self-
management support protocol during a one-on-one encounter with a patient. For the current
study, the fidelity measure assesses adherence of the participant to the prescribed personalized
goal-setting intervention protocol and the participant’s proficiency, or rather, their skillfulness
(e.g., building rapport and creating a therapeutic environment) in conducting the group sessions
and/or the personalized goal-setting. These ratings are for the purpose of ensuring internal
validity to the research. They will not be shared with participants’ supervisors or negatively
affect their job in any way.  3) We will also ask patient-participants to provide a self-report of
their relationship with the PACT-member conducting their collaborative goal-setting sessions.
We will use an Exit Interview survey (modified Client Satisfaction Questionnaire CSQ-8) (see
Attachment 7)%':82to determine patient-participants’ perceptions of satisfaction with the service
received from the study provider at the last EPIC session. Fidelity ratings of adherence and
proficiency have been used in our previous trials along with the CSQ.8" 8 Greater description of
our fidelity ratings and CSQ measurements are provided below (§5.1.G.a.).

5.1.G. Study Variables

5.1.G.a. Fidelity Measures. We will also measure, as described in § 5.1.F.iii., fidelity to the
intervention in the domains of adherence and proficiency. 1. Objective ratings for individual
session providers. For individual session provider, adherence and proficiency will be rated after
providers have completed the training, prior to the first personalized goal-setting session, in the
form of a role-play assessment. Providers who fall below an acceptable level of adherence and
proficiency will receive consultation by the study team to address concerns and will be asked to
repeat the role-play exercise until an acceptable level is achieved. 2. Objective ratings for group
leaders. For group leaders, we will determine adherence ratings based on how closely they
adhere to the manual structure and whether or not they cover specific session content.
Adherence items will clearly delineate the objectives for each session discussed in the second
training component above. Proficiency scores will be based on group leaders’ skillfulness in
building rapport with the patient-participant and establishing a therapeutic environment
conducive to the development of collaborative goals and action plans (e.g., used language that
the patients could follow and understand, answered patient’s questions and concerns). The
measure also assesses skillfulness in the use of procedural techniques that are consistent with
the objectives of the intervention (e.g., identified examples and assignments that matched the
patient’s needs. Group sessions will be audio-recorded when patient-participants agree to allow
for fidelity ratings. Research staff will listen live via telephone to those group sessions where
consent for audio-recording was not attained by all group participants. Group leaders who fall
below an acceptable level will receive consultation by the study team to address areas of
concern. No further patients will be assigned to these providers until these individual providers
improve. We will provide verbal feedback to staff participants based on performance3.
Perceptions of client satisfaction with treatment. Patient-participants will rate their perceptions of
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client satisfaction with their group leader following the last group session using an exit interview
survey, The self-reported paper survey will ask all of the CSQ-8 items (rated on a 4-point Likert
scale designed to measure client satisfaction with the services received), as well as additional
questions about the EPIC experience. The exit interview survey also asks about interest in
future follow up about satisfaction with the EPIC experience to identify a potential sample for
future study (see Attachment 7). In addition to overall perceptions of client satisfaction, the exit
interview provides a perception of the perceived value of service received; agreement between
patient and provider about treatment goals and tasks; and the effective quality of their bond. The
CSQ-8 measure has adequate internal consistency and overall scores (Cronbach’s a = .92-.93)
for 8-item scale.?’: &

5.1.H. Data Collection Strategy

Blinded research staff will collect data from patient-participants after all assessments
(baseline, post-intervention, and post-maintenance follow-ups). Data to be collected include
self-reported measures (see Table 10) and an HbA1c level. Participants will receive $25 for
completing the assessment at each time period, for a total of $75 throughout the course of the
study.

5.1.H.i. Baseline Data Collection and Assessment. Baseline data collection will occur in
person following informed consent at the introductory meeting. A research assistant will be
present to distribute the self-reported measures and to answer any questions that participants
may have. The self-reported measures will be completed on paper following consent and
collected by the research staff. The research staff will review for incomplete measures to guard
against missing data. Paper data will be entered by research staff into an Access database for
analysis.

Following the introductory meeting, participants will visit the lab to have blood drawn for
a baseline HbA1c level. Blinded research staff will coordinate HbA1c collection with PACT team
assistance.

Additional verbal baseline measures of functional health literacy, activation and prior
exposure to diabetes management resources will be collected by research staff via telephone.
These measures will be collected verbally during the randomization call because subjects with
limited health literacy may not be able to read or fully comprehend a written measure. % %

5.1.H.ii. Data Collection at Follow Up Assessments. Post-intervention follow up
assessments will be targeted for collection at 5-months after the date of randomization, with
assessments occurring no earlier than 4 months after randomization and no later than 6 months
after randomization. The assessment following the maintenance phase (Figure 3) will be
targeted for collection at 10-months after the date of randomization. Self-reported measures at
follow up assessments will be collected by central research staff via telephone using a
structured data collection tool. To guide completion of the telephone interview, participants will
be mailed blank assessment packets for reference. Blinded research staff will be trained to
administer questionnaires by telephone at follow-up assessments and to instruct participants on
how to accurately respond to questionnaires. A structured guide will steer participants through
response options. We have implemented these procedures in previous studies to improve data
collection and reduce missing data. Patient assessments will not be audio-recorded during the
study.
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Study staff, working with PACT clerical staff, will schedule a lab visit for HbA1c within 2
weeks of the target data collection time. When a clinical HbA1c lab value is available within the
data collection window, it will be used for the research analysis.

Study staff will also perform chart abstraction of patient-level characteristics and clinical
or PACT/facility variables that may account for confounding. The patient-level characteristics will
include: weight, body mass index, Deyo comorbidity score, receipt of other related treatments
(e.g. diabetes education), and primary care visits in the last 12 months.

5.1.H.iii._Attrition/Retention Estimates. Given the benefits of the computerized patient
record and our prior experience with VA participants, we expect that rates of missing data for
primary outcomes will be <15%. While we may experience a lower adherence with EPIC group
sessions, it is reasonable to anticipate having primary outcomes data for >85% of participants,
as reflected in our sample size and power estimates. To handle missing data, we will conduct
sensitivity analyses using tests for data missing completely at random and tests for nonrandom
missing-ness. These analyses will allow us to evaluate whether the reasons for loss to follow-up
at the various time periods are related to the observed values of the outcome variables.
Additionally, we will plot the data over time to visually assess changes in outcomes from
baseline to 1-year and to indicate whether additional terms are needed in the models to account
for nonlinearity over time.

5.1.1. Study Variables

5.1.l.a. Screening Interview. The screening interview will be conducted over the phone
and will identify exclusionary variables by self-report that would render participation in a group
clinic inappropriate: 1. Substantial hearing or vision loss, such that participation with the
materials and group exercises would not be possible. 2. Transportation or availability barriers,
such that would prevent the participant from presenting in person on a regular basis. 3.
Unwillingness to discuss their health and health care in a peer-group setting. 4. Cognitive
functioning. Cognitive functioning will be assessed using a six-item screening tool that has been
validated for telephone use.?® 5. Current active substance abuse. We will administer modules
from the MINI, a short structured interview used to identify mental health conditions including
substance abuse according to DSM-IV.8* It is appropriate for telephone screening (Attachment 9
and 10).85

5.1.1.b. Primary Outcomes. 1. Diabetes Control Measure. HbA1c is an established
measure of diabetes control and a strong predictor of subsequent health outcomes related to
diabetes. There is consensus that levels >7% should be treated because of their association
with both cardiovascular risk and microvascular end-organ damage (e.g., kidney failure).# Our
eligibility criteria of HbA1c of 28% at baseline allows for detection of a clinically significant
change without limiting enrollment to only those with very poor control or other selective groups.
2. Diabetes-related Distress Scale (DDS). DDS, a17-item instrument that assesses
psychological burden specific to diabetes care (see Attachments 7, 8, and 11),%" has high
internal consistency, reliability (a = 0.93) and validity with self-care behaviors (r = .30, P <.001)
and physical activity (r= .13, P <.01). DDS scores correlate with HbA1c levels and are a robust
measure of other clinically significant diabetes self-management endpoints.® Phase 2 study
measures and the data collection timeline are outlined in Table 10.

5.1.l.c. Baseline Covariates. 1. Patient-Level Characteristics (Self-report): We will
collect date of birth, gender, race, education, living situation [alone or not], social support, VA
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copay status, employment status, and prior receipt of related treatments. 2. Patient-Level
characteristics will be obtained by chart review and from the Corporate Data Warehouse. (Chart
review) A trained research assistant will conduct a structured chart review to extract data on
relevant weight, body mass index, Deyo comorbidity score, receipt of other related treatments
(e.g., diabetes education), and primary care visits in the prior 12 months. (Corporate Data
Warehouse) We will ascertain adherence to refills of prescribed medications (medication
possession ratios for all diabetic medications including insulin) for enrolled patients. 3. Health
System / Clinic Characteristics: We will collect facility, primary care, and PACT characteristics
from the Corporate Data Warehouse to account for potential confounding. 4. Patient self-
management knowledge and understanding of diabetes will be assessed using a validated 13-
item measure that has demonstrated adequate internal consistency (a = 0.68) and correlation
with HbA1c values.?® 5. Patient-reported measures: We will assess levels of FHL and patient
activation at baseline. These measures will be collected verbally during the randomization call
because subjects with limited health literacy may not be able to read or fully comprehend a
written measure. %% °° These measures will be reported to the EPIC interventionists and blinded
for those in the EUC arm. A) Functional Health Literacy: We will use three questions
developed by Chew et al and the eight question SKILLD survey, developed by Rothman et
al(see Attachment 12).%% %91 They have been validated across multiple VA samples to correlate
with expanded measures of health literacy including the Rapid Estimate of Adult Literacy in
Medicine (REALM) and Test of Functional Health Literacy in Adults, short form (S-TOFLA).50°1
These items require less than three minutes to complete and have been validated among
patients with diabetes.®? B) Patient Activation: The Patient Activation Measure (PAM)
assesses patients’ skill, confidence, and knowledge in managing issues related to their
healthcare (see Attachment 12).'? This 13 item scale can be completed in less than ten minutes.
PAM scores have been associated with diabetes outcomes in primary care samples.3®

5.1.1.d._Predictors and Mediators of Intervention Outcomes. 1. Self-Efficacy for Diabetes
Self-Management is an eight-item instrument (Cronbach’s a = 0.83) that measures confidence
in performing specific diabetes management tasks with a per item mean of 6.87+1.8. It has
demonstrated correlation with HbA1c levels.® 2. Medication Adherence. We will measure
adherence to prescribed diabetes medications using pharmacy refill records from the Corporate
Data Warehouse. For each identified medication we will calculate medication possession ratios
and refill gaps (See Attachment 7, 8, and 11). We will also capture by self-report the Morisky
Medication Adherence scale. This scale allows for identification of patients at highest risk for
poor outcomes due to non-adherence as well as recognition of barriers to medication
compliance. Responses are scored using a dichotomous scale (yes = 0; no = 1) with higher
scores reflecting better medication adherence. The scale has been shown to have good
concurrent and predictive validity as well as high internal consistency, indicating good reliability
(Cronbach’s a = 0.83).%% 3. Depression Symptoms. The PHQ-8 is an eight-item instrument
(Cronbach’s a = 0.83) that measures depressive symptoms.®*® 4. Exercise. The Lorig Exercise
scale is a six item instrument that measures exercise behavior during a typical week. No
Internal reliability reported; test re-test for stretching and strengthening r =.56; test-retest for
aerobic exercise r =.72.9 5. Diet. The Diet scale is a ten-item (Cronbach’s a = 0.73) instrument
developed as part of the Diabetes Self-Care Activities survey, a 25- item instrument that
measures perceived adherence to diabetes self-care recommendations.®” 6. Goal-Setting
Evaluation Tool for diabetes (GET-D) is an objective rater scale developed and validated for
scoring the quality of goals and action plans articulated by patients in our prior goal-setting
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studies (see Attachment 7, 8, and 11). 5. Treatment Fidelity. We will also use a measure,
described in § 5.1.F.iii., to objectively rate staff member fidelity to the intervention.

Table 10. Measures Screen | Baseline | 4M | 10 M | Measure Baseline | 4M | 10M
Screening protocol X Intervention Mediators and Moderators
PHQ-8
Primary outcome variables X X X
Diabetes Self-Care Self-Efficacy
Diet/Exercise
HbA1c levels X X X X X X X
Diabetes Distress Scale X X X Pharmacy refills (database) X X X
Baseline Covariates Goal-Setting Evaluation Tool X X X
Patient Activation Measure X X X Attendance in group visits X X
Functional Health Literacy measure X Post-intervention Implementation variables
The Spoken Knowledge in Low Literacy
in Diabetes (SKILLD) Knowledge X Patient exit interviews (Attachment 7) X
Assessment Scale
Patient Socio-demographics X Clinician exit interviews (Attachment 13) X
Baseline clinical characteristics X Summative implementation variables
PACT and facility characteristics X Reach and Adoption measures X X X
Patient knowledge & understanding of Fidelity measures X X X
DM
X X X
EQ-5D
X X X

5.1.J. Potential Risks

The potential risks of harm to study participants are low for all phases of this study. In Phase 1,
the key informant interviews solicited information on how best a) to adapt EPIC to include point-

of-care information on patient activation and functional health literacy; and b) to integrate the
intervention into routine work flows. The primary risk to clinician and staff participants was loss
of time and potential breach of confidentiality.
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The risks for staff participating in Phase 2 of the study are also considered minimal for this
project because diabetes care is part of their regular clinical duties. There is a small possibility
for loss of confidentiality, although participants will be assigned unique, study ID#s, and all
analyses will be blinded.

For patient-participants in Phase 2, this trial poses minimal risk; however, there are still some
potential risks associated with the proposed tests to assess the impact of the intervention, as
well as the intervention itself. Risks associated with the assessments are low given that the
items assessed are normal daily activities including blood draws that are conducted as part of
the standard of care. There is also a small risk for breach of confidentiality, but patient-
participants will also be assigned unique, study ID#s for analysis and all results will be reported
in aggregate. With our eligibility criteria and multi-gated recruitment approach, we should be
able to effectively screen-out any individuals for whom this intervention is contraindicated.
However, because this intervention aims to improve patients’ management of their health
through assisting in the implementation of self-management changes, a small risk remains that
some patients may experience hypoglycemia after successfully making these modifications. We
will closely monitor these potential symptoms and have developed a protocol for interceding
whenever hypoglycemia symptoms manifest. We have successfully utilized this protocol in prior
studies.

5.1.K. Protection Against Risk

To ensure protection against potential risks, Phase 1 was approved by the Baylor College of
Medicine Institutional Review Board and the Michael E. DeBakey VA Medical Center Research
and Development Committee. The protocol for Phase 2 will be approved by, the VA Central
IRB. In addition, we will obtain approval from the appropriate local VISN 12 and Houston-based
VA R&D committees.

The following precautions will be taken with both staff and patient-participants to address
possible apprehension with disclosing health care related information. Study participants will be
assured that:

o Participation is voluntary;

e They do not have to answer any questions with which they are uncomfortable;

e They can discontinue study participation at any time; and

e Participation will in no way affect the care that patients receive at the VA or employment

status for VISN12 or Houston staff members.

In addition, the following precautions will be taken to minimize the risk of loss of confidentiality
for all participants in the study:

e All paper patient data will be coded by study ID without identifying information, and any
personal identifiable data will be stored separately behind two locks in a cabinet within
the PI’s office. Access to these files will be restricted to study personnel.

¢ All electronic data will be maintained on IQUEST’s secure and fully backed up UNIX data
server, with appropriate ID, password, and data access restrictions.

e All study results and accompanying publications will be anonymous, and will not contain
identifiable information.

Some patients may experience clinically significant symptoms of hyper or hypoglycemia during
the course of the intervention. We will have protocols for addressing this risk by:
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a) First alerting study Pls and then participants’ PACT provider when symptoms are
more than minor,

b) Assisting participants to develop communication action plans with clinicians when
symptoms are mild but warrant discussion with clinicians, and the

c¢) Reporting significant adverse events to the Institutional Review Board (IRB) when
emergent care is required.

Each step will have a protocol specific to each facility’s workflows and regulation, and we will
then train local study staff, group leaders and individual session providers on the
implementation of the protocols accordingly.

Our protocols for hypoglycemia were developed from the original EPIC study as well as
adaptations from a current VA MERIT study (PI: Naik) involving behavioral coaching for
Veterans with diabetes and depression. These protocols were approved by the PACT
leadership at the Michael E. DeBakey VA and the Houston R&D committee and we will develop
a similar procedure for the EPIC study at each participating facility.

5.1.L. Potential Benefits of the Proposed Research and Importance of the Knowledge to
be Gained

This study will provide valuable information regarding use of patient-reported measures and a
goal-setting intervention integrated into routine care to guide treatment goals and development
of action plans to improve care in high risk patients. The use of patient-reported measures of
activation and functional health literacy to inform treatment decisions in routine care has not
been previously assessed. Further, although the goal-setting intervention that will be adapted
for this study has been demonstrated to improve outcomes in a clinical trial setting, it has not
been assessed when incorporated into routine care. Thus, we anticipate that the information
garnered from this work will not only improve outcomes, but will also inform more patient-
centered approaches to chronic illness care.

The study will also generate important data on the readiness, process, and success of
implementation of a widely disseminated diabetes collaborative goal-setting intervention and its
impact on diabetes outcomes. In addition to facilitating the local implementation of study
protocols, we believe important generalizable knowledge will be generated from this work that
can be applied to future intervention dissemination and implementation.

As a benefit of participation, patient-participants may also develop skills to set high-quality
treatment goals and action plans targeting diabetes self-care. This intervention may potentially
improve participants' overall health, and self-management behaviors for diabetes.

Staff participants will be trained in providing effective behavioral health coaching, which will
contribute to their professional development and may provide benefit for their clinical practice
outside of this intervention.

5.1.M. Protections for vulnerable populations

No potential participant will be excluded based on gender or minority status. Prior work has
shown a 2% to 5% recruitment rate for women in this age group. We expect to have a
comparable female population for this study. The racial ethnic composition of patients with the
study conditions receiving care within VISN 12 is approximately 77% non-Hispanic white, 14%
non-Hispanic black, and 9% other. Our goal is to achieve a similar racial ethnic distribution in
our study cohort of patient participants.
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To guard against any undue influence or coercion by the study on the administrating institution’s
employee participants, the consent process will emphasize the voluntary nature of the research
by including the following statements in the consent form: Participation in this study is voluntary
and will not affect your current or future employment status. There is no penalty for refusing to
participate and you may withdraw your participation in the study at any time. Additionally, your
identifying information and any opinions, insights or information you share will be kept strictly
confidential.

Given that our study focuses on diabetes and risk factors for cardiovascular disease in
Veterans, children, adolescents and pregnant women will not be included.

5.1.N. Data and Safety Monitoring

The project’s data and safety monitoring board will be chaired by Dr. Drew Helmer, Director of
War-Related lliness and Injury Study Center at the East Orange VA Medical Center in New
Jersey. Dr. Helmer has experience directing PACT teams and will be responsible, along with Dr.
Woodard, for directing the data safety and monitoring for the proposed project. Dr Amspoker will
serve as project statistician and methodologist. She will have primary responsibility for preparing
the data and safety monitoring plan, ensuring that monitoring is timely and effective, and
responding to recommendations and findings that emanate from monitoring activities.
Monitoring will be performed throughout the proposed study via quarterly in-person meetings or
teleconferences. At each of these meetings, the team will review the status of data collection
and monitoring, as well as the clinical status/progress of research participants.

At each quarterly meeting, the project coordinator will provide the following information: number
of participants entering the study, status with respect to meeting recruitment targets, percentage
of patients assessed who enter the study, number of drop-outs, reasons for dropping out,
percentage of patients at each stage of the project, and percentage of assessments completed
at each assessment point. Information about any adverse events (including IRB reporting of
short- and long-term remedies) also will be presented. By examining this information, the data
and safety monitoring team will keep abreast of critical issues regarding recruitment and data
integrity.

On a weekly basis, Dr. Woodard will meet with study staff to provide supervision and review the
clinical status of all participants. Study staff also will notify at least one supervisor immediately if
at any point a patient shows the need for urgent treatment (e.g., hypoglycemic symptoms). This
type of information will be communicated immediately, with timely consultation about an
appropriate course of action.

Annual feedback will also be provided to the VA Central IRB Data Safety and Monitoring Board,
as well as the local Research and Development Committees of participating facilities, including
the Michael E. DeBakey VA Medical Center Research and Development Committee.

All unanticipated serious adverse events (U-SAEs) will be reported to the VA Central IRB within
five business days. U-SAEs will be reported to VA Central IRB regardless of their relationship to
the research. Additionally, all hospitalizations related to a hypoglycemic event (SAE) will be
reported to the VA Central IRB within five business days (§ 6.0) . All protocol deviations,
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violations,_and/or noncompliance will be reported to the VA Central IRB within five business
days of the reporting individual becoming aware of the occurrence.

5.2 Recruitment Methods

5.2.A. Staff participants’ eligibility criteria. The leaders of the EPIC group sessions at each
facility, as well as individual session providers were initially identified and recruited during
Phase 1 which was approved by the local Institutional Review Board for Baylor College of
Medicine and Affiliated Hospitals (Protocol Number H-33772). In the event we need to identify
and recruit additional interventionalists after Phase 1, we will reach out to recruit eligible
providers in VISN 12 and in Houston with an opt-out email (Attachment 17).

Diabetes educators and health promotion disease prevention (HPDP) specialists were
identified by network PACT leadership as being ideally suited to lead the group intervention.
They routinely conduct diabetes self-management classes and are trained in motivational
interviewing, which will enhance their effectiveness as leaders of the EPIC group sessions.
These two classes of employees, along with dietitians and clinical pharmacists, were identified
as being ideally suited as providers of the collaborative, individual goal-setting sessions. These
employees routinely conduct individual counseling and sometimes goal-setting with diabetic
patients. Given the implementation focus of the research and shifting staffing patterns at each
facility, all interested employees at participating facilities who provide diabetes care as part of
their regular job duties will be eligible to participate as group leaders. Prior to training in Phase
2, we will consent and enroll the staff members as research subjects identified during Phase 1.
Group leaders and individual session providers will be consented as research subjects
specifically to collect implementation data on the EPIC intervention. We expect to enroll 2-4
group leaders at each facility and 3-6 individual session providers at each facility, for a
maximum total of 40 subjects.

5.2.B. Patients’ eligibility criteria. Inclusion criteria: Using the Corporate Data
Warehouse, we will identify active patients at participating facilities meeting the study inclusion
criteria: 1) ICD-9-CM codes indicating diabetes, and 2) average HbA1c level > 8% in the prior 6
months. We will not use preparatory to research data. We will conduct a data search under
approved waivers to identify eligible patients. Exclusion criteria: We will use a medical record
review to exclude potential participants with the following clinical conditions that would render
participation in a group clinic inappropriate: 1) metastatic cancer or receiving hospice care, 2)
limited life expectancy (as identified using a validated algorithm developed in our prior work [see
Attachment 1]),4” 3) clinician recommendations to not titrate therapy due to prior history of
significant hypoglycemic events, 4) age <18 years, 5) active bipolar or psychotic disorder, 6)
documented active substance abuse, or 7) documented dementia. We estimate that 20% of
records will be excluded at chart review, resulting in approximately 3,020 letters sent to
Veterans. We will exclude participants at the time of screening who report to study staff that
they 8) have substantial hearing or vision loss, such that participation with the materials and
group exercises would not be possible,9) cannot attend bi-weekly group clinic sessions due to
transportation or availability barriers, 10) have significant cognitive impairment (three or more
errors on an established six-item screening exam), ® 11 ) have active substance-abuse
disorders, or 12) are not comfortable discussing their health and health care in a peer-group
setting.
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Patients will be secondarily excluded if their HbA1C level falls below 7.5% at baseline.

Patients whose baseline levels fall below 7.5% may have limited ability for meaningful HbA1c
change without significant concerns for hypoglycemia.

We will notify all participants identified as having uncontrolled diabetes but who do not meet the
final eligibility criteria (i.e., whose HbA1c drops below 7.5% at baseline) of their results. A note
will be placed in their medical record indicating this finding and they will be withdrawn from the
research.

1)

5.2.B.i. Identification of Patient- Participants and Recruitment Strategies.

Identify potentially eligible patient-participants in VISN 12 and Houston using data from the
Corporate Data Warehouse. To ensure accurate ascertainment of diabetes diagnosis, we
will identify patients with at least 2 outpatient or 1 inpatient ICD-9 code for diabetes mellitus.
We will extract HbA1c values from the prior 6 months. Patients with mean HbA1c > 8.0% will
be eligible for Step 2.

We will perform a standardized medical-record review to verify the diagnosis of diabetes and
evidence of any exclusion criteria. We will use a step-wise approach to the medical-record
review, adapted from our prior work, in blocks of 100 patients. Patient blocks will be
organized by PACT team. We will send opt-out letters (Attachment 15) to patients that
remain eligible for study participation. To ensure timely responses to patients and realistic
work load, opt-out letters will not be sent until we have attempted to contact 3/4ths of the
prior block sample.

We will then recruit all potentially eligible patients via an opt-out letter sent on behalf of the
PACT team mailed to their home address. Letters written at a sixth-grade reading level will
direct patients to call an opt-out number if they do not wish to be contacted about the study.
A toll-free telephone number answered by voice mail will be available for those with
questions or who want to leave an opt-out message. Unless the patient requests that he/she
not be contacted, research personnel will contact the patient after ten days or after the first
telephone response from the same batch of letters is received, whichever comes sooner.
This protocol was previously approved by VA Institutional Review Boards.

We will then call potential subjects to introduce the study objectives and procedures and to
obtain verbal consent to administer a screening protocol. All potential participants who
express interest in the study and who do not meet the exclusion criteria will be invited to a
group introductory meeting. Time permitting, a letter detailing the date, time and location of
the introductory meeting will be mailed to the patient (Attachment 16).Research staff will
provide a reminder call to invited patients before the introductory meeting to ensure
adequate group numbers and to answer any remaining questions or concerns in a private
conversation.

The full informed consent process will be performed at the introductory meeting. Following
consent, the baseline paper surveys will be completed by participants.

Baseline HbA1c lab draws will be ordered for immediately following the introductory
meeting. If the values for the baseline HbA1c level fall below 7.5%, patients will no longer be
eligible for randomization and will be withdrawn. Patients who still meet eligibility criteria
(i.e., their HbA1c level did not drop below 7.5% at baseline) will be randomized in the study.
We will then randomize eligible consented participants to either the EPIC or EUC arm. Staff
members will inform participants by phone to which arm they have been assigned. During
this call, research staff will also verbally collect information on activation, health literacy and
prior exposure to related diabetes treatment (e.g. diabetes education).
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B.2.B. ii.. Patient-participant Compensation.

Participants will receive $25 after the completion of each assessment, for a total of $75 if the
patient completes all assessments.

5.3 Informed Consent Procedures

To address the potential risks to participation and utilize data for the purpose of creating
generalizable knowledge, we obtained informed consent for all participants in Phase 1. In Phase
2, we will consent both staff participants (group leaders and individual session providers) and
patient-participants.

Study participants will be recruited for the study in collaboration with VISN 12 and Houston-
based and facility-level PACT leadership. We will use two recruitment approaches
corresponding to our two subject populations.

5.3.A. Staff participants.
Prior to training, local research staff will consent all staff-participants (group leaders and
individual session providers) using a written consent form for participation in Phase 2 All staff
participants will be given an opportunity ask and have questions answered before agreeing to
participate. The voluntary nature of the research will be clearly stated, including specific
provisions that job status will be unaffected by the decision to participate. The confidential
nature of the research will also be emphasized. Research data, including fidelity measures, will
not be shared with supervisors or anyone outside the research team. All data generated by the
research will be de-identified at publication.

5.3.B. Patient-Participants.

Patient-participants will be identified using the structured recruitment protocol (§5.2.B.i.).
Eligible patients who do not opt out of study participation will be contacted by study personnel to
introduce the study objectives/procedures, and to obtain verbal consent to administer a
screening protocol. Research staff conducting the telephone screening will give the patient an
opportunity to ask and engage in a discussion on the merits of participation. If the initial screen
indicates the patient may be interested and eligible for the study, the patient will be invited to
attend a face-to-face introductory meeting, where a written consent to participate in the study
will be offered. The patient will be encouraged to discuss participation with family and/or friends
before the introductory meeting. The full consent process will be undertaken at the introductory
meeting. Patients will be given another opportunity to ask and have questions answered.
Attendance at the introductory meeting will not require participation in the study. Patients will be
free to leave the introductory meeting without enrolling in the research. Patients may also take
the unsigned informed consent document home with them for further consideration (but should
they return with a signed consent form desiring to participate, baseline data collection may be
delayed depending on the availability of an EPIC group). After all questions have been
addressed, patients will have the option to sign the informed consent document at the meeting.

Eligible patients will also be notified that they may be asked to sign form 10-3203 in the future to
allow for voice recordings of a group session for the purpose of conducting fidelity assessment.
Form 10-3203 will be presented to subjects at a later date when the need for a fidelity
assessment is certain. Consent to voice recording will not be required to participate in the EPIC
intervention. Should a subject not agree, the group session will not be recorded.
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5.4 Inclusion/Exclusion Criteria
5.4 A. Staff Participants

Inclusion criteria: We will recruit VA staff who regularly provide diabetes care as group
leaders and/or individual session providers.

Exclusion criteria: We will exclude staff who: 1) do not have a VA appointment, and 2) do
not regularly provide diabetes-related care.

5.4.B. Patient Participants

Inclusion criteria: Using the Corporate Data Warehouse, we will identify diabetic VISN
12 and Houston-based patients meeting the study inclusion criteria: 1) ICD-9-CM codes
indicating diabetes and 2) average HbA1c level > 8% in the prior 6 months.

Exclusion criteria: We will use a medical record review to exclude potential participants
with the following clinical conditions that would render participation in a group clinic
inappropriate: 1) metastatic cancer or receiving hospice care, 2) limited life expectancy (as
identified using a validated algorithm developed in our prior work [see Attachment 1]),4” 3)
clinician recommendations to not titrate therapy due to prior history of significant hypoglycemic
events, 4) age <18 years, 5) active bipolar or psychotic disorder, 6) documented active
substance abuse, or 7) documented dementia.

We will exclude participants at the time of screening who report to study staff that they 8)
have substantial hearing or vision loss, such that participation with the materials and group
exercises would not be possible,9) cannot attend bi-weekly group clinic sessions due to
transportation or availability barriers, 10) have significant cognitive impairment (three or more
errors on an established six-item screening exam), ®® 11 ) have active substance-abuse
disorders, or 12) are not comfortable discussing their health and health care in a peer-group
setting.

Patients will be secondarily excluded if their HbA1C level falls below 7.5% at baseline.
Patients whose baseline levels fall below 7.5% may have limited ability for meaningful HbA1c
change without significant concerns for hypoglycemia. We will notify all participants identified as
having uncontrolled diabetes but who do not meet the final eligibility criteria (i.e., whose HbA1c
drops below 7.5% at baseline) of their results. A note will be placed in their medical record
indicating this finding and they will be withdrawn from the research.

5.5 Study Evaluations

5.5.A. Summative Evaluation of Implementation

We will conduct a summative evaluation of EPIC implementation after completing study
Phase 2. We will characterize successful implementation along three (dependent) variables
related to elements of the RE-AIM framework (reach, adoption, and implementation). The aims
of Phase 2 will address the remaining two elements of RE-AIM (effectiveness and
maintenance). We will evaluate RE-AIM along the measurement model described in Table 5
below.
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5.5.A.i. RE-AIM Measures for the Summative Evaluation. We will assess reach by

comparing the characteristics of enrolled study participants to those of all eligible patients
participating. We will evaluate adoption among PACTs at the facility level by evaluating PACT
team-level characteristics that differ among those with members who agree to participate versus
others in a given facility. We will also calculate the total number of personalized goal-setting
sessions that occur following a scheduled EPIC group session divided by the total number of
EPIC group sessions patient-participants attended. Finally, we will collect descriptive
information about adoption such as frequency and percentage of different types of professional
disciplines of PACT members who participate in the personalized goal-setting. For
implementation, we will evaluate the proportion of group sessions attended per patient, with the

total possible number of group

sessions (i.e., six) as the denominator and the proportion of individual sessions attended per
patient (i.e., 0-6) as the numerator. We will also examine fidelity ratings of all VA staff

Table 5. RE-AIM Elements and Corresponding Measures

RE-AIM Elements (Phase 2)

Proposal’s Corresponding Measures

Reach: Representativeness of patients who are willing to
participate in the intervention

Characteristics of enrolled study participants from a given PACT patient panel
compared to those of all PACT patients meeting eligibility criteria from that panel

Effectiveness: Intervention’s impact on important
outcomes, including negative effects like diabetes distress

Differences in HbA1c¢ and DDS between EPIC and EUC study arms at 4 months
(post-intervention)

Adoption: Representativeness of settings & intervention
agents willing to initiate a program and their actual use of
program or intervention components

1) Characteristics of PACT teams with participating members

2) Timing and frequency of one-on-one sessions following each group sessions

Implementation: The intervention agents' fidelity to the
various elements of an intervention's protocol; patients’
use of the intervention strategies; and the costs and cost-
effectiveness of the intervention

1) Proportion of group sessions attended (out of six) for each enrolled patient
2) Proportion of individual sessions attended (out of six) for each enrolled patient

3) Objective ratings of individual session providers’ fidelity to the collaborative goal-
setting methodology using a structured fidelity rating process completed by a
behavioral coaching expert on the study team

4) Patients’ perceptions of goal-setting engagement by providers in both the
intervention and EUC arms

5) Objective ratings of goal and action plan quality using our validated GET-D tool
by trained research staff blinded to random assignment

6) Cost-utilization and cost-effectiveness of EPIC compared with EUC arms.

Maintenance: Long-term effects of a program on
outcomes 6 or more months after the most recent
intervention contact

Differences in HbA1c¢ and DDS between EPIC and EUC study arms to measure
intervention persistence at 10 months

trained to lead the EPIC group sessions and those trained as individual session providers, who
conduct personalized, collaborative goal-setting; these ratings will be performed after training by
a behavioral coaching expert on the study team. The study team will then measure patient-
participants’ self-reported ratings of how much their group leader and individual session
provider(s) engaged them in goal-setting using a validated measure, 8': ¢ and objective ratings
of goal and action plan quality using our previously validated rating GET-D tool.*® We will assess
cost-effectiveness of this study from a perspective of the VA health care system using a
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comprehensive cost-based database system. We will use a micro-costing approach to track
and record all expenses related to the EPIC and EUC components and non-research related
resource consumptions such as the educational materials and staff time spent on both study
arms. We will retrieve medical utilization and cost data from the National Patient Care
Database and the Decision Support System. We have experience working with each of these
data sources in our prior HSR&D funded work. The National Patient Care Database includes
outpatient and inpatient clinical, demographic, and utilization data (e.g., patient age, race,
diagnosis and procedure codes, clinic location where care is provided, and the provider of care).
The Decision Support System, a managerial cost accounting system, produces National Data
Extracts that provide cost and utilization information for a range of health care activities,
including laboratory, pharmacy, radiology, outpatient services, and inpatient treating specialty
units. Unit cost of personnel time will be based upon the actual salary rate and fringe. Unit cost
of other resources such as supplies and facilities will be derived from the VA accounting system.
Total costs for each patient will be the summed products of quantities of resources used
multiplied by the unit cost for those resources. All costs will be adjusted to constant US dollars
in 2016. For cost-effectiveness, we will use two measures: 1) number of study patients with
clinically significant improvements in HbA1c; and 2) number of quality adjusted life-years using
the validated EQ-5D instrument to derive health utility weights.®® The utility score (weight) of
each individual patient at each observational interval over the trial period (baseline to 4 months
to 10 months) will be calculated according to the scoring algorithms provided by the EQ-5D
developers.®* The primary end-point measures of cost-effectiveness are: 1) the incremental
cost per additional number of study patients whose HbA1C are significantly improved and 2) the
incremental cost per additional quality adjusted life-year gained, of the intervention relative to
the control group.

5.5.B. Data Collection Strategy § 5.1.H.
5.5.C. Study Variables § 5.1.1.

5.6 Data Analysis

5.6.A. Sample Size Calculation/Sample size determination

Sample size is calculated according to the estimated intervention effect size at post-
intervention. We then estimate power to detect treatment effects at the post-maintenance (10-
month) follow-up as well as power to detect treatment differences in linear change across the
three time points for a 3-level cluster-randomized trial with repeated assessments. We will
adjust models for baseline covariates of study patients. All tests will be two-sided with an alpha
of 0.05. In our recent RCT, differences in HbA1c change between EPIC versus enhanced
group education indicated medium treatment effects at post-treatment and at 1-year (Cohen’s d
= 0.48 and 0.42, respectively). A similar trial ®° revealed a treatment difference between a
glucose self-monitoring protocol and an active control group in DDS scores that correspond to
large effects of treatment at 1—year (all pre-post ds > 0.80). To capture treatment effects for
both clinical and patient centered outcomes in this implementation trial, a conservative small-to-
medium effect size of d = 0.40 (which is 16.67% smaller than the effect found for HbA1c in the
prior trial) was used to calculate sample size. Assuming no intra-class correlation (ICC) within
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PACTs, 100 patients in each treatment arm (i.e., EPIC and EUC) will allow for 80% power to
detect small-to-medium effects and 98% power to detect medium effects (d = 0.50). To account
for the dependency among patients within a PACT, the Design Effect (Deff) was applied,
following the approach of Schnurr et al.®® The sample size was inflated using the formula, Deff =
1 + (n-1)p, where n is the average number of patients per PACT and p is the ICC for PACTs. In
our preliminary work, we identified an ICC for PACTs of 0.0183, an average of 27 eligible
patients per PACT, and expect that an average of 12 patients per PACT will participate, which
yields Deff =1 + (12-1) * 0.0183 = 1.2013. Applying this adjustment, the minimum number of
patients in the clustered design is 100 x 1.2013 = 120 in each treatment group. Further
adjusting for a maximum of 15% attrition, 142 patients will be recruited for each treatment group
(total N = 284). Therefore, the minimum number of PACTSs to be sampled for this nested
analysis is technically 11.8, (i.e., 142/12), which will be rounded up to 24 PACTS. This is highly
feasible, representing just 32.5% of the total number of PACTs (75) at all study sites. Treatment
group effect sizes as small as d = .40 can be detected with 80% power at 1-year given a total of
284 patients (an average of approximately 12 patients randomized to either EPIC or EUC from
within 24 PACTs sampled), even after accounting for maximum attrition and estimated
dependency within PACTs. A sample size of 284 participants is adequate for repeated
measures analyses as well. Optimal design software estimated power to detect treatment group
differences in linear change across all three assessments.®” Prior data indicated a main effect of
treatment (EPIC versus enhanced group education) for linear change in HbA1c of 0.20, and
between — and within — PACT variance in linear change of 0.018 and 0.206, respectively. These
values indicate a small-to-medium between-groups effect size of 0.42. A total of 284 participants
allows for 80% power to detect a slightly larger effect size (& = .53) for repeated measures
analyses of linear change over time. Furthermore, there is 98% power to detect a medium
effect size of & = .75.

5.6.B. Data Collection Strategy § 5.1.H.

5.6.C. Data Analysis

Specific Aim 1: H1 Analysis (Summative Evaluation). We will first calculate descriptive statistics
such as frequencies, proportions, means, and standard deviations for reach, adoption, and
implementation measures for the overall sample (i.e., VISN 12 and Houston) and for each
specific facility. We will determine cost-utilization of resources within both study arms and the
incremental cost-effectiveness ratio (ICER), which is the difference in the estimated mean cost
between the intervention and control groups divided by the difference in the estimated mean
effectiveness between the two study arms. The base-case will be the control group. We will
estimate two ICERs: 1) the incremental cost per additional number of study patients with
clinically significant HbA1C reductions, and 2) the incremental cost per additional quality
adjusted life-year gained, of the intervention arm over the study period respectively. We will
calculate ICER as a ratio of the difference in the estimated mean total cost between the EPIC
and EUC groups divided by the difference in the estimated mean number of patients whose
HbA1c levels are significantly improved between the two study arms. Similarly, we will calculate
ICER of the intervention in terms of the quality adjusted life-year as a ratio of the difference in
the estimated mean total cost between the intervention and control groups divided by the
difference in the estimated mean total number of quality adjusted life-year between the two
study arms. We will use a commonly used threshold, $50,000 per quality adjusted life-year
gained, as a reference point to determine if the intervention is cost effective.
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Because cost data are typically right-skewed and also subject to bias due to death
and/or attrition, we will directly model the logarithm of costs using generalized linear modeling
with a logarithmic link function and inverse probability weight to adjust for these potential biases.
We will control any baseline imbalance between groups with respect to the cluster and study
population characteristics in the calculations of expected mean cost and effectiveness. The
estimated value of cost and quality adjusted life-year will not be discounted given a relatively
short follow-up period in the study.

We will conduct exploratory analyses to examine associations between implementation
measures (RE-AIM elements in table 5) and study outcomes following the conclusion of Phase
2. For example, for all eligible patients, within each PACT demographic characteristics will be
compared between enrolled and non-enrolled patients using chi-square tests and independent
samples t-tests. Fisher’'s Exact Test and the Wilcoxon Mann-Whitney tests will be used where
appropriate. An index of reach representativeness will be calculated for each PACT which will
then be correlated with post-intervention outcomes, controlling for respective baseline values.
Similarly, for all PACTs sampled, PACT characteristics (e.g., panel size) will be compared
between sampled and non-sampled PACTs using chi-square tests and independent samples t-
tests. An index of adoption representativeness will be calculated for each PACT which will then
be correlated with post-intervention outcomes, controlling for respective baseline values.
Additionally, for patients receiving the EPIC intervention within each PACT, post-intervention
HbA1c will be separately regressed on 1) the proportion of group sessions attended, 2) the
proportion of individual sessions attended, and 3) baseline objective ratings of the group
leader’s fidelity. These models will control for baseline HbA1c and will be conducted using
ANCOVA methods. Predictors that are significant at p < 0.25 will be included in a multiple linear
regression to examine both collective and unique predictors of post-intervention HbA1c levels
(once again controlling for baseline HbA1c). Similar univariate and multivariate models will be
formed to predict post-intervention DDS.

Specific Aim 2: The distributional nature of all variables will be assessed, and nonparametric
tests (e.g., Fisher's Exact Test; Mann-Whitney test), data transformations (e.g., log linear), or
other alternate methods (e.g., weighted least squares regressions) will be conducted where
appropriate. First, we will compare baseline demographic, clinical, and patient-centered
variables (including medication use) between EPIC and EUC with chi-square and independent
samples t-tests. Variables with p-values < 0.25 will be included as control variables or
propensity scores in subsequent models'®"-We will then compare baseline demographic,
clinical, and patient-centered variables between those who complete the study and those who
do not using chi-square and independent samples t-tests. Outcome analyses at both post-
intervention and post-maintenance will be intention-to-treat and will use the multiple imputation
procedures Proc Ml and MINANALYZE in SAS Version 9.3 to estimate missing observations'"
We will evaluate the degree of dependency between patients within a given group session,
between patients in a given PACT, and between PACTs within each of the five sites (by
examining Intra Class Coefficients). It is likely that significant dependency will exist, and if so,
we will accordingly take these into account in analyses (i.e., patients will be nested within
PACTSs which will in turn be nested within sites). Random regression methods using SAS Proc
Mixed will be employed to account for clustering of data.

5.6.C.i. H2 Analyses (Effectiveness) We will employ Analysis of Covariance (ANCOVA)
to examine treatment differences in outcomes immediately post-intervention (at 4 months). We
will conduct two models: one with HbA1c at post-intervention as the outcome and one with DDS
at post-intervention as the outcome. Models will include treatment group (i.e., EPIC versus
EUC) as a predictor and respective HbA1c and DDS baseline scores and any demographic,
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clinical, or patient-centered variables that differed between the study arms at baseline as
covariates. We will calculate treatment effect sizes immediately post-intervention.

5.6.C.ii. H3 Analyses (Maintenance) Analyses for examination of maintenance of
treatment effects will be similar to those for immediate treatment effects post-intervention. We
will again employ ANCOVA to examine treatment differences in outcomes at the post-
maintenance (10-month) assessment. We will conduct two models: one with HbA1c at 10-
months as the outcome and one with DDS at 10-months as the outcome. Models will include
treatment group (EPIC versus EUC) as a predictor and respective HbA1c and DDS post-
intervention scores and any demographic, clinical, or patient-centered variables that differed
between the study arms at baseline as covariates. We will calculate treatment effect sizes at the
10-month assessment.

5.6.C.iii. Exploratory Analyses (Implementation and Effectiveness) We will use a mixed-
model approach to conduct separate repeated-measures analyses for HbA1c and DDS
simultaneously using all three assessment time points. We will employ growth curve analyses
using SAS Proc Mixed to examine overall group differences in improvements or decrements in
outcomes over the year, maximize participant data, and account for dependency between
patients within a given group session, PACT, and site. Conditional models will contain fixed
terms for the intercept, treatment (EPIC or EUC), assessment time period, treatment by time
period interaction, and previously identified variables that differ between treatment groups.
Modeled random effects will include between-patient variation in baseline scores (i.e., the
intercept where baseline assessments are scored 0) and variation in the slopes for time. With
three assessments, the focus will initially be on linear patterns of change, although we will
evaluate the relative fit of a quadratic pattern of change using the likelihood ratio test. These
analyses will allow us to examine the immediate impact of treatment at post-intervention as well
as retention, improvement, or decay in outcomes post-maintenance period. The treatment
effect will assess differences between the two groups at baseline, the fixed effect of time will
measure the average change over time in the outcome (collapsing across the two treatment
groups), and the time by treatment interaction will indicate whether change over time (in slopes)
differs between EPIC and EUC.

Several variables will be examined as separate mediators of the relationship between
intervention group (EPIC versus EUC) and post-intervention outcome variables: 1) patients’
perceptions of goal-setting engagement by the designated PACT member (CSQ), 2) objective
ratings of goal and action plan quality (GET-D), 3) self-efficacy for diabetes self-management, 4)
diabetes self-management adherence, and 5) mediation adherence. For each mediator, we will
conduct three separate models to test for mediation between intervention group and each
outcome: 1) the first model will regress post-intervention HbA1c levels on treatment group and
baseline HbA1c levels, 2) the second model will regress the mediator on treatment group and
baseline HbA1c levels, 3) the third model will regress post-interventionHbA1c levels on
treatment group, baseline HbA1c levels, and the mediator. Parallel analyses will be conducted
to predict change in DDS. We will use bootstrapping methods to calculate the unstandardized
estimate of the indirect effects as well as unbiased confidence intervals.* Significance will be
established if the 95% confidence interval of the indirect effect does not include zero.
Bootstrapped analyses will be performed using MPlus Version 6. 1%

5.6.D Data Analysis Logistics
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Phase 2: VA administrative data will be accessed and stored on the VA's centralized and secure
Information and Computing Infrastructure (VINCI). VINCI is a major informatics initiative of the
Department of Veterans Affairs (VA) that provides a secure, central analytic platform for
performing research and supporting clinical operations activities. It is a partnership between the
VA Office of Information Technology (OI&T) and the Veterans Health Administration Office of
Research and Development (VHA ORD). VINCI includes a cluster of servers for securely
hosting suites of databases integrated from select national VA data sources. VINCI servers for
data, applications, and virtual sessions are physically located at the VA Austin Information
Technology Center (AITC), located in Austin, Texas. This secure data storage enclave has
multiple layers of security and disaster recovery to prevent data loss. To ensure the protection
of Veteran data, VINCI maintains compliance with the guidelines set forth by Veterans Health
Administration (VHA) Handbook 1200.12. Accesses to VINCI resources are approved in
accordance with the requirements of National Data Systems (NDS), “VHA Handbook 1200.12,
Use of Data and Data Repositories in VHA Research”, and all other applicable VA and VHA
policies and regulations. Study data stored on VINCI servers are located at the Austin
Information Technology Center, 1615 Woodward St., Austin, TX 78772-0001.

Data necessary for recruitment will be imported into a study database stored on the local drive.
Recent experience has shown that, at the moment on the VINCI platform, access and
computing is very slow compared to the local servers. Storing the database locally will provide
broader, faster access to research staff who are delegated to use the database. Accordingly, we
will house the MS Access database for recruitment and data collection on the local server. As
MS Access is not feasible to use on VINCI, research staff will prepare a limited data set which
meets HIPAA standards which can then be downloaded via secure FTP from VINCI to a local
VA secure server located at the Houston VA HSR&D IQUEST. This limited data set will then be
imported to the MS Access database stored on the Houston VA HSR&D IQUEST secure server.
Preparation of the limited data set to be downloaded to the Houston VA IQUEST shared drive
will occur only within the VINCI secure platform. Copies of other data sources will be uploaded
to the Project folder within VINCI from the location of current storage after appropriate approvals
with the data custodians are established.

Data analyses will take place with a number of statistical programs including SAS, and
potentially Microsoft SQL Server (T-SQL), Stata, and/or R. All these resources are available to
research staff on the VINCI secure computing platform, reducing the need for large data
transfers to local VA secure servers. However, one resource that is lacking at the moment on
the VINCI platform is the software which will be used to statistically analyze the constructed
cohort files. Mplus is a versatile and commonly used structural equation modeling software
application which has been approved and tested by VA OI&T for use within the VA. This
software will be used to complete the final inferential statistical analyses in this protocol. Current
software applications on the VINCI system (e.g., SAS, Stata, R) do not yet contain
procedures/packages which can accommodate the inferential statistical analyses outlined in this
protocol. As Mplus is not available on VINCI yet, research staff will prepare a limited data set
which meets HIPAA standards which can then be downloaded via secure FTP from VINCI to a
local VA secure server located at the Houston VA HSR&D IQUEST. This limited data set will
then be analyzed from the Houston VA HSR&D IQUEST secure server.

Preparation of the limited data set to be downloaded to the Houston VA IQUEST shared drive
will occur only within the VINCI secure platform. Analyses with VA data that do not involve the
structural equation models described in this protocol will be completed in the VINCI workspace
and secure computing resources provided by VINCI staff (e.g., SAS, MS SQL Server, Stata, or
R). However, once the cohort files have been constructed and are suitable for structural
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equation modeling, preparation of the limited data set will then involve removing all patient
identifiers. For this protocol, patient identifiers include the VA’s scrambled SSN (SCRSSN), real
SSN, dates, and zip codes. The limited data set will then be stripped of these patient identifiers
in the following process before transfer from the VA’s VINCI platform to the Houston IQUEST
local secure server:

1) Real SSN will be completely deleted immediately from the limited data set.

2) PatientSID and PatientICN variables from CDW will be completely deleted from the limited
dataset,

3) SCRSSN will first be sorted randomly in the dataset and then encoded to anonymous
numbering (i.e., 1, 2, 3, 4...N) unique to this limited data set. This procedure anonymizes the
records with respect to individual VA patient identification, but preserves the essential nesting
structure of multiple non-independent records nested within participant in the limited dataset.
SCRSSN will then be completely removed from the limited date set prior to download from
VINCI FTP to the local Houston VA IQUEST secure server.

4) Similar to SCRSSN, dates will be encoded such that the same dates in the limited data set
retain the same ordering, but values will not be identified as dates. For example, SEP272013
might be codes as 74 with SEP282013 coded as a 75, and so on. This approach preserves the
order and parametric qualities of former date variables, but does not allow any identification of
actual dates of care in the limited data set. Actual date values in the entire limited data set will
then be deleted prior to download from VINCI FTP to the local Houston VA IQUEST secure
server.

5) As with the process of anonymizing SCRSSN and deleting this variable, zip codes will be
encoded such that the zip code variable will first be sorted randomly and then encoded to non-
identifying numbers unique to this limited dataset. For example, zip code 55555 might be codes
as 1, 72468 might be coded as 2, 56912 might be coded as 3, etcetera. This step will again be
completed in VINCI prior to secure FTP download to the Houston VA IQUEST’s secure server.
After encoding zip code, zip code will be deleted from the limited dataset.

6) Final checks that all identifying information has been removed from the dataset will be made,
and

7) The limited data set will be transferred from VINCI to Houston VA’s IQUEST secure server for
analysis with VA approved Mplus software (once again, as this software is not available on the
VINCI platform, but approved by VA OI&T).

8) No means of linking VA data stored in the VINCI project workspace with values in the limited
data set will be available outside of VINCI.

It is important to note that VINCI has an audit function built in such that review of FTP
downloaded data does not violate HIPAA or VA policies. The 8 step approach outlined above,
along with this audit/data download monitoring function that VINCI maintains will ensure that
P1I/PHI remain securely protected and confidential.

The primary person(s) processing and analyzing data will be the Houston Data
Analyst(s). The Houston-based investigators (Woodard, Naik, Amspoker, Arney, and Hundt) will
assist with data analysis when needed. Dr. Woodard will have primary responsibility for
oversight of all data analysis work.

5.7 Withdrawal of Subjects

5.7.A. Group Leaders and Individual Session Providers.
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5.7.A.i. Investigator termination of subject participation: The investigator does not
anticipate any circumstances under which subjects will be withdrawn from the research without
their consent.

5.7.A.ii. Consequences of withdrawal: If a participant decides to withdraw, there are
no foreseeable consequences. A replacement will need to be identified, consented and trained
to complete study enroliment.

5.7.A.iii. Procedure for orderly termination of participation by the subject: The
subject must notify the investigator, or Research Coordinator, by telephone or written
correspondence of their desire to withdraw from the study. When possible, the subject will finish
working with the current cohort of subjects before terminating participation.

5.7.B. Patient Participants

5.7.B.i. Investigator termination of subject participation: The investigator does not
anticipate any circumstances under which subjects will be withdrawn from the research without
their consent unless the participant develops a condition on the exclusion criteria that will put
them at risk.

5.7.B.ii. Consequences of withdrawal: If a participant decides to withdraw prior to the
completion of the baseline assessment, the only consequence to the subject would be not
receiving study compensation (because they would not have completed baseline assessment
as required). If a participant decides to withdraw at any point after baseline, there are no
foreseeable consequences.

5.7.B.iii. Procedure for orderly termination of participation by the subject: The
subject must notify the investigator, or Research Coordinator, by telephone or written
correspondence of their desire to withdraw from the study.

6.0 Reporting

All unanticipated serious adverse events (U-SAEs) and unanticipated serious problems (UAPs)
will be reported to the VA Central IRB within five business days. U-SAEs will be reported to VA
Central IRB regardless of their relationship to the research. All protocol deviations, violations,
and/or noncompliance will be reported to the VA Central IRB within five business days of the
reporting individual becoming aware of the occurrence.

Safety information, including SAEs,that will be collected:

Occurrences of events resulting in a participants’ death, life threatening experience,
hospitalization, prolonged hospitalization, or persistent or significant disability related to
hypoglycemia will be defined as a Serious Adverse Event and documented. Any occurrence of
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an event that results in the need for medical or other interventions to prevent any of the above
listed outcomes will be documented as well. As such, any participants identified as having an
immediate physical health issue will be referred to care as appropriate.

Frequency/methods of safety-related data collection:_

Collection of safety information will commence when the first participant is enrolled in the study;
this is anticipated to occur during Spring 2015. Safety information may be collected either 1)
during baseline and follow up assessments, 2) during EPIC sessions, or 3) during telephone
contacts with participants made for purposes of scheduling assessments and/or treatment
sessions. Also, the Research Coordinator or RA will periodically contact patients to schedule
study-related safety appointments. The participants or other informants may report information
related to their safety at those times.

Conditions that would trigger an immediate suspension of the research:

This intervention will compare a brief, structured goal-setting intervention with usual care
practices in VA facilities. The active treatment (EPIC) utilizes an empirically-supported theory to
enhance patients’ self-management of diabetes. No invasive procedures or untested techniques
will be used. As such, this protocol is judged to be of low risk. We do not anticipate the
occurrence of events that would necessitate the immediate suspension of research because of
1) the low probability of adverse events from the intervention in either arm of the study, 2) all
participants will continue to receive usual care services within the VA, and 3) treatment for any
VA services will not be withheld from any participants.

Specify procedures to determine when and how to notify individual participants or their health
care providers of findings that may affect the participant’s health or welfare:

The decision to contact a patient and/or their health care provider regarding patient welfare can
be made in two ways. First, the Project Coordinator or research staff will conduct routine checks
on participants’ safety and well-being during baseline and follow up assessments. The study
personnel will notify the patient and/or their healthcare provider as necessary.

Second, data and safety monitoring is expected to be conducted at both the local and national
levels. At the local level, the study Pl (Woodard), site Pls (Damstra, Hertz, Ryan), co-
investigators (Naik, Amspoker, Hundt, Arney) will work with the study programmer and
statistician to review data and safety issues regularly during monthly investigator meetings or
more immediately as needed. Data and safety monitoring will occur for any identified adverse
events as well as including a regular monitoring schedule of participant longitudinal data. Any
participants identified as having an immediate physical health issue will be referred to care as
appropriate. All participants, regardless of treatment, with a 20% increase in symptoms (relative
to baseline) will be called to ensure safety and encourage the participant to obtain care if
desired.
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At the national level, we anticipate participating in the VA's Data and Safety Monitoring Board
(DSMB). We will provide the national DSMB with comprehensive annual and semi-annual
reports, as directed, for formal independent review of study safety and recruitment practices.

7.0 Privacy and Confidentiality

7.0.A. Privacy and Confidentiality

To minimize the risk of unintentional disclosure of personal information, all electronic and paper
data collected for this study will be kept in secure storage. Access to data with individual
identifiers will be restricted. Data for all participants will be identified by study ID number only.
Links between the study ID and personal identifying information will be maintained separately.
Neither the participant’s name nor any other identifying information will be connected to any
information they provide. Extensive measures are taken to maximize privacy and confidentiality
of data, as described next. A Certificate of Confidentiality will not be obtained.

7.0.B. Data security protocols for Houston VA HSR&D IQUEST Computing Center users
All project staff is required to have undergone significant training on the protection of human
subjects, research methods and the importance of integrity in the research process. Houston VA
HSR&D IQUEST Computing Center also requires all project staff to review the Data Security
Compliance Agreement which describes the center’s data security protocol. Each project staff
member must sign an acknowledgement that they have reviewed the policy and agree to follow
the policy before accessing data. The Houston VA HSR&D IQUEST Computing Center data
security policy conforms to current VA policies and has been reviewed and approved by the
MEDVAMC Chief Information Officer, Information Security Officer, and Privacy Officer.

No individual-specific data from the secondary data analyses will be released to anyone except
the VA research team members with data access privileges (§5.6.). All findings will be
presented as aggregated results. No individual-specific data from the qualitative data interviews
or data analysis will be released to anyone except the approved qualitative interview study team
members. All findings will be presented as aggregated results.

The main risk of this project is unauthorized access to the patient data. We have a multi-layered
system in place to prevent unauthorized access to the data.
1. The computer system at the Houston VA HSR&D IQUEST is behind the VA firewall.
The system servers are behind a locked door with access limited to IT personnel. During
non-business hours, the servers are behind 3 locked doors. IQUEST has restricted
physical access and is not a patient-care facility. The servers are backed up
automatically each night.
2. The physical address of the servers is Houston VA Medical Center, HSR&D Center
for Innovation in Quality, Effectiveness and Safety, 2450 Holcombe Blvd, Suite 01Y,
Houston, TX 77021, Room 166.
3. The computer server that this project will use for data analysis is configured to limit
access. Users must be logged on to the VA internal network to access the server.
4. All HSR&D IQUEST research projects that use confidential data have project-specific
directories configured so that project staffs are the only system users that can access
the directory.
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5. The data files for this project will be encrypted and will reside in password-protected
electronic folders that will be maintained by the HSR&D IQUEST Computing Center in
accordance with all VA data security measures.

6. VA HSR&D IQUEST issues login accounts only to VA research staff who can
demonstrate need to use the secure server. The Principal Investigator must sign a
Delegation of Authority form for each study team member who is requesting access to
the secure project directory. The Delegation of Authority form must be approved by the
HSR&D IQUEST Research Assurance and Data Security (RADS) Coordinator, who will
in turn submit a request to the center’s IT Manager to add the individual study team
member to the approved access list for the project’s electronic directory.

7. Within 24 hours of an individual leaving the study team, the Pl or the Research
Coordinator will submit a request to the IT Manager (with a copy to the RADS
Coordinator) to remove the individual from electronic access to the project directory on
the VA server.

8. A “shared drive” will be established on the Houston VA HSR&D IQUEST secure server
behind the national VA firewall for the purpose of providing access to approved study
team members or investigators at other VA locations. Those individuals must be logged
in to the VA internal network to access the server.

7.0.C. Data security during transfer of data between VA facilities (data with Real SSNs
and Scrambled SSNs as identifiers)

This study, which involves analyses of databases, requires data transfers between the Houston
VA HSR&D IQUEST and other VA facilities which are pulling data for us on subjects in the VA
cohort finder file that we send to them (e.g., for CDW data from VINCI).

Scrambled SSN will be used as the patient identifier for linkage with VA databases residing at
other VA facilities wherever possible; however, real SSN/names will be required for some finder
files. Any needed transfers of data between VA facilities will occur via one of the following VA-
approved mechanisms for secure transfer (in password-protected files encrypted with VA-
approved standard of encryption):
1. Direct file transfer over VA server behind the national VA firewall.
2. Direct file transfer using SFTP (secure FTP) to move file from server at one VA to
server at another VA (this will require a VA data analyst at the recipient VA to remotely
log onto the Houston VA HSR&D secure server to download the data to his/her VA
server, and vice versa).

We will work with our Houston VA HSR&D IQUEST IT Manager and with the VA entity that
serves as the data owner (e.g., VINCI) to assure that our data transmission approach meets the
most up-to-date national and local VA standards.

No data access will be provided to anyone outside the study team, except that a finder file of
either scrambled SSNs or Real SSNs of patients in our cohort (along with any other data
elements necessary for matching, including sex and date of birth) will be sent to the centralized
VA repositories (e.g., VINCI) so that they can pull necessary data elements for us. Only study
staff that needs access to the data to perform their research functions will have access to PHI.
Paper data containing baseline patient-level data will be stored securely within the office space
of the local site investigator behind 2 locked doors. Any temporary print-out copies of record-
level data elements printed to facilitate inspection of the data will not contain scrambled SSNs,
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Real SSNs, or provider identification numbers. Any data printouts will be stored in a locked
cabinet in a locked research room when not in use, and will be securely shredded as soon as
inspection is complete. Individual-level PHI will never be reported in any presentation of the
data; data will only be presented in aggregate. The data will be kept on secure, password-
protected VA servers.

7.0.D. Data destruction

We will maintain the data files and all datasets created from the data files on the local, secure
server at least as long as data analysis is ongoing, and for the period of time as required in the
Record Control Schedule (RCS) for VA research records per the VA directives regarding
retention of study data. At this time, VA research records do not have RCS - therefore all VA
research records will be stored until disposition instructions are approved by the National
Archives and Records Administration are published in VHA’s Records Control Schedule (RCS
10- -1). When it is time to destroy the data, we will follow data disposition instructions approved
by the RCS.

8.0 Communication Plan

8.0.A. Plan for ensuring all required local site approvals are obtained and notifying the
Director of any facility where the research is being conducted but the facility is not
engaged.

8.0.A.i. Plan for engaged facilities:

Upon approval of the PI/SC application Form 108, each local site will submit VA Central IRB
Form 104 (Local Site Investigator Application), which must be signed by the Local Site
Investigator, his/her supervisor, and the local site ACOS/R&D or Chief of Staff.

Upon VA Central IRB approval of the Form 104 Local Site Investigator Application, the local site
R&D Committee must provide written approval for the research to be conducted at the local site
before the research begins.

The Research Coordinator will maintain copies of the local site R&D Committee approvals in the
main site regulatory binder.

Local site Investigators or their designated study team member Research Assistants (RAs) will
maintain copies of the main site approval, as well as the local site R&D Committee approvals in
their respective local site regulatory binders.

8.0.A.ii. Plan for non-engaged facilities:
Upon VA Central IRB approval of the PI/SC New Project Application, the Principal Investigator
will notify the VISN 12 sites, to submit a request for approval to conduct research on this study
to the local VA Facility Director and to the local site Research & Development Committee.
This research study will not take place at any other facility not engaged in the research (i.e.,
without a Local Site Investigator Project Application approval).

8.0.A.iii. Plan for notifying and obtaining local site approval of amendments and
other administrative changes:
Upon VA Central IRB approval of all PI/SC Amendments and Local Site Amendments (including
modifications to the protocol, the informed consent form, and the HIPAA authorization), the
Research Coordinator will send an electronic copy of the approval and all attachments via email
to the Local Site Investigator to submit to the local site R&D Committee for approval.
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The Research Coordinator will maintain copies of all local site R&D Committee approvals in the
main site study binder

The local site Investigator or local site RA will maintain copies of their respective local site R&D
Committee approvals in their local site study binder.

8.0.B. Plan for keeping all engaged sites informed of changes to the protocol, informed
consent, and HIPAA authorization
See 8.0.A.iii

8.0.B.i. Regular meetings and conference calls The PI will lead regular conference
calls and meetings that will include discussions of changes to the protocol, informed consent
process and the HIPAA authorization. Study team members will be notified through these
conference calls and meetings of upcoming changes, as well as when the Pl receives
notification from the VA Central IRB of final approval of such changes. The PI will lead weekly
meetings to discuss the study status with the study leadership team (select co-Investigators,
Research Coordinator, Data Analysts, Biostatistician, and other study team members). Initial
weekly meetings will be devoted to training local site investigators and staff on informed consent
procedures. The Pl will also lead quarterly conference calls to host status
update/discussions with all co-Investigators, Local Site Investigators, and all local site
study team members.

8.0.B.ii. Shared drive The Research Coordinator will maintain a shared drive on the
Houston VA HSR&D IQUEST secure server (that resides behind the VA firewall) that is
accessible to local site study team members (see §7.0.B.). The Research Coordinator will
maintain the most current version of all IRB approved documents on this shared drive.
When new or revised documents are submitted for approval, the Research Coordinator will
notify the Local Site Investigator and his/her study team that changes have been submitted for
approval and are under review by the VA Central IRB.
Upon VA Central IRB approval of a new or revised form, the Research Coordinator will notify by
telephone and by email each Local Site Investigator and his/her study team that the new form
has been approved.
All local site personnel will be asked to do the following:
* File a printed copy of the VA Central IRB approval, and all newly approved
documents, in the local site study binder.
* Destroy all copies of previously approved versions of ICF, HIPAA, or other
study forms.
* Begin using the new form, or applying the newly approved procedure,
immediately.

The PI or the Research Coordinator will provide training on newly approved procedures to all
local site study team members.

8.0.C. Plan for informing local sites of any Serious Adverse Events (SAEs), Unanticipated
Problems, Protocol Deviations, or interim results that may impact conduct of the study
The Research Coordinator will notify all participating sites immediately of any SAEs,
Unanticipated problems, or interim results that have the potential to affect implementation of the
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study. A copy of the SAE report or Protocol Deviation report that is submitted to the VA Central
IRB will be sent to the Local Site Investigator, as well as their local site study team members via
encrypted email. Additional copies will be sent to the local site R&D Committees.

o The PI will discuss SAEs, Unanticipated Problems, Protocol Deviations, and interim
results that may affect the conduct of the study on the regular conference calls.

8.0.D. Plan for ensuring the study is conducted according to the IRB-approved protocol.
o The importance of conducting the study according to the IRB-approved protocol is
emphasized by the Pl to all study team members on a regular basis. In particular, all
research team members are required to read the IRB-approved protocol (and any
subsequent amendments), and research staff will receive specific training from the Pl or
Research Coordinator regarding protocol elements relevant to their study role before
their involvement in the study begins. This study-specific training is over and above the
mandatory trainings that all research staff receives.

o During weekly and monthly conference calls, the PI will follow-up with the LSIs to

ensure that they continue to adhere to the protocol and to standard research compliance

procedures as required by the VA.

o The PI will require the LSIs to hold weekly or bi-weekly meetings with their respective
local site study teams

8.0.E. Plan for notifying all local facility directors and LSIs when a multi-site study
reaches the point that it no longer requires engagement of the local facility (e.g., all
subsequent follow-up of subjects will be performed by the Pl from another facility).

o The PI will notify the LSIs when the study reaches the point at which it no longer
requires engagement of the local facility.

o The LSIs will notify their respective local site Facility Directors and R&D Committees
that their facilities will no longer be engaged in the research.
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