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Strategic Goals

* Goal 1: To build infrastructure and governance needed for
prioritization and support of the Pragmatic EHR-Embedded
Trials (PEET) Program throughout the UCHealth system.

* Goal 2: To engage stakeholders in co-design of user guidance
materials and protocols for implementation of PEET
infrastructure and designing for dissemination across the CTSA
consortium.

* Goal 3: To conduct pragmatic EHR-embedded triasl and use
lessons learned to inform user guidance for a broad range of
subsequent pragmatic EHR-embedded trials (up to 2 ongoing
per yr to be funded over the 7 years of the UM1 award).
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Innovation

« PEET innovations will increase efficiency, reduce cost, and enhance diverse
participation in clinical trials, providing more generalizable evidence to inform
real-world care.

*Build, test, and disseminate an innovative model for scalable, sustainable
infrastructure and governance for pragmatic EHR-embedded trial
prioritization and conduct in the context of usual care processes that will
reduce health system and participant burden

*Co-design and implement patient-centered user guidance materials and
protocols, including recommended e-consent adaptations and alternatives,
that will enhance diversity in trial participation.

* Development of an automated real-time study dashboard directly from
the EHR data to monitor accrual, demographics, balance of randomization,
special safety labs, to monitor diversity in real time.
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Impact
ELEMENT E addresses the following Translational Science Roadblocks:

1) The high participant and provider burden and costs associated with randomized,
controlled clinical trials (RCTs)

2) The current inability to harness an entire health system, such as University of
Colorado Health (UCHealth), for research beyond the central academic hospital

3) Limited stakeholder engagement and access to studies for those living outside of
major urban areas, which limits participation by rural and minority populations and,
thereby, limits broad translation of such research

4) The lack of clinical trial expertise within hospital IT departments, making it difficult to
appropriately review and prioritize requests for EHR embedded trials

5) The high cost and intense resource needs of RCTs.
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Approach:
Goal 1 Build Program Infrastructure

« Structure, Governance, Integration

Gy |

* Dr. Ginde and Dr. Kwan, Co-leads
* Dr. Flaig, Pl of Goal E3 Demonstration Study

* Implementation Team: Bennett (Element
D3), Nease (CEHE), Hess (UCHealth CIO)

« Steering Committee: Campbell (UCHealth CCRO),
Sokol, Bennett, Brooks (Health Data Compass
Director), Mimnall (UCHealth IT), Holtrop (pragmatic
research), Gonzalez-Fisher (CEHE), Walden (e-
consent)

» Request for Applications (RFA)

» 1-2 ongoing PEET-supported projects/year (trials up to
Phase 2B only; $150k/year)

« Element E Start-Up Package
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Figure E1. Workflow and timeline for PEET Research Project
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Approach: Goal 3

A Randomized, Pragmatic, Adaptive trial of Metformin for Glucose
Intolerance or Increased Body Mass Index in Prostate Cancer
Patients (Pl: Thomas Flaig, MD)

« Primary Objective: To assess the feasibility of a randomized, pragmatic,

adaptive, interventional trial in a multi-center hospital system with a goal
accrual of 200 evaluable patients in 2 years

« Study Enrollment: 200 patients signing consent to enroll in the

metformin/lifestyle study (consent #2 or #3) in My Health Connection (MHC)
or otherwise in Epic

» Adaptive with ability to increase subject number after initial 200 enrollees
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Trial Background and Rationale

» Metformin is used widely in the treatment of type 2 diabetes.

> It has off-label indications for use in the prevention of diabetes and in hyper-insulinar
obesity.

» Multiple retrospective investigations have also shown a clinical benefit in men
with prostate cancer who are incidentally treated with metformin.

» This pragmatic study will test the feasibility of enrolling patients who have
glucose intolerance and/or who have increased BMI (BMI > 25 kg/m?) to a
randomized study of metformin plus lifestyle modification information versus
lifestyle modification information only.

» For purposes of the scope of this project and the study’s feasibility, this will be
implemented in a group of prostate cancer patients, who may have additional
benefits from metformin.
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Rationale for Selection for Element E

We have institutional Novel clinical trial . .
. : ] Chance to disseminate
strengths in this area design

e Health system EMR e Less impact on e Plan to use this
integration providers and project as a model

e Past e-consent patients e Assess patient
efforts (biobank) e Imbedded in EMR engagement

e Health Data Compass e Less data e Assess provider

e |nstitutional transcription experience
engagement
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The Operations
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Initial consent to all Prostate No additional
cancer patients: No study contact

Stu d y S C h ema ~Can we collectinformation about | EESEESSSSNEEE) | -Reouestwaiver

prostate cancer course and of consent for
-Contact about future studies high level data

Yes
‘ No Observational
Screen for Pragmatic/Metformin — information
Study eligibility —Potential future
d studies
‘ Yes e
‘

Randomize to Metformin versus
lifestyle modification information Follow for endpoints (passive):
Consent #2 or #3 offered -PSA and imaging

Y -Alc and metabolic parameters
es -Chart review for CV endpoints

With signed consent #2: With signed consent #3:

Notification of provider
with pended orders to
start metformin

Lifestyle modification information
and notification of provider

Participating providers Collection of all study data and
confirm key enrollment endpoints in Health Data Compass
criteria and order
metformin as appropriate ‘
Follow for endpoints:

Collection of all study _PSA and imaging

data and endpoints in -Alc and metabolic parameters
Health Data Compass -Chart review for CV endpoints
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BestPractice Advisory - Pragmaticone, Ashley
Suggestion FYI (1) A
@ Consider Pragmatic Trial RSH 19-1536 (BPA#13720) |®

- Your patient has signed consent to enter the metformin study:
e s p ra c I ‘ :e COMIRB 19-1536 - A Randomized, Pragmatic, Adaptive trial of Metformin for Glucose

Intolerance or Increased Body Mass Index in Prostate Cancer Patients.
- - To complete the enrollment process please take the following actions. If you have any
a V I s o rl e s questions, please contact Dr. Thomas Flaig (720-810-7375) or Dr. Cecilia Low Wang
(secure chat).

Please confirm the patient remembers consenting to the trial and signing consent, and understands the study
procedures.

Confirm that you have no medical concerns with enrolling the patient on the trial and that this represents good

* Working closely with

Review the eligibility labs

. A1C:
hospital IT
Component Value Date
A1C Glycohemoglobin 6.1 10/10/2022
PSA:
. . 111 Lab Results
[ J I t t d I I Component Value Date
n eg ra e C I n I Ca O PSA Total ORTHO 10 10/10/2022
BMP:
” Lab Resuits
u p S Component Value Date
Sodium Serum/Plasma 115 10/10/2022
Potassium Serum/Plasma 45 10/10/2022
. Chloride Serum/Plasma 110 10/10/2022
° C t d t d d Carbon Dioxide 21 10/10/2022
u S O m I Ze O n e e e Glucose Random Serum/Plasma 98 10/10/2022
Blood Urea Nitrogen 13 10/10/2022
: Creatinine Serum/Plasma 0.96 10/10/2022
a S S C re e n I n g Calcium Serum/Plasma 10.0 10/10/2022
Anion Gap 2 10/10/2022

i nfO rm ati O n Tip sheets and eligibility critenia

This patient has been randomized to the metformin arm. Please click enroll patient first, then click order to add the
metformin prescription

° Custom |Zed Study DoNotOrder | 1 Study 19-1536 Metformin Panel
Acknowledge Reason
dashboard ] [ [

Debug " Accept Dismiss
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Study Dashboard development

ETH Al Reminders | Il Treatment/Therapy Plans | @1 38 ~ - X

E Hyperspace - AMC URD ONC MED OP - UCH PRD - THOMAS F.

-§- Dragon Login -§- Dragon Logout §J LeamingAssist §&dInBasket g Chart [ Schedule { Patient Station {§i Todays Pis i House Census - Hii UpToDate Provider Calendar o SmartPhra y e HHH Epich 0 A o =] & Secure [ LogOut

THOMASF. Beacon

Study 19-1536 +

Consented patients requiring provider review (enter consent in OnCore)

Last Refresh: 06:55:40 AM
@ Report completed: Mon 1/ 06:55 AM

Study Branch

Total Patients

Patients requiring review in OnCore (update on/off study)

Last Refresh: 06:55:40 AM
(@ Report completed: Mon 1/9 06:55 AM

Provider Review Status

Total Patients

» 1 Lifestyle

> 1.Metformin

Active Participants

ast Refresh: 06:55:41 AM
@ Report completed: Mon 1/9 06:55 AM

Patient

1

Total Patients

» Ineligible

1

» 1 Lifestyle
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Stagnant Patients

ast Refresh: 06:55:30 AM
You do not have access to this report.

Study 19-1536 Reports
Last Refresh: 06:57:32 AM
Report Name
Study 19-1536 1st consent signed
Study 19-1536 Census List
Study 19-1536 Consented Awaiting Provider Review
Study 19-1536 Prostate Cancer Population, pass trial inclusion
Study 19-1536 Prostate Cancer Registry
Study 19-1536 Require Update in OnCore

Finished At
1/9 06:57 AM
1/9 06:55 AM
1/9 06:55 AM
1/9 06:57 AM
1/9 06:57 AM
1/9 06:55 AM

Results
338

6

2
6,238
17,476

Status

Ready to view
Viewed
Viewed
Ready to view
Ready to view

Viewed




Goal 2 Co-Design User Guidance Materials

 Establish a Multi-Stakeholder Panel, including researchers, providers,
patients, and health system leaders.

« Conduct Community Engagement Studios (CE Studios)
 PEET investigator user guidance materials and protocols
« Strategies for promoting trust and equitable participation among diverse communities

» User testing with think aloud techniques

« Conduct Customer Discovery & Value Proposition Design
» Messaging about value of PEET program incorporated into RFA

» Package and distribute PEET infrastructure and user guidance materials
across the CTSA Consortium
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DEIA and Health Equity

* Enhanced equitable access to participation in clinical research
« Minimize selection bias occurring with in-person consent
» Leverage trusted relationship between patient and provider

« Ease of access for patients living in areas farther from UCHealth physical
sites

« Addressing potential concerns regarding the "digital divide"

« Engage communities in co-design of adaptations and alternative strategies for
e-consent

 Enhance community and other stakeholder engagement in research

* Integrate guidance on engaging stakeholders in planning, conduct, and
dissemination of research into PEET user guidance materials
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Expected Outcomes

BIAVETfoTo gy (1 e M = o 800 I n Lo 1o b [ = 5 (T[S {018 Date of first PEET demonstration study launch
for PEET

(T EVN Rl I i B el S o s8R o[ 0103 [ aunch date for each integrated change
R {58 Number of changes/yr
S EL [ [ i e S CRS CET R e R ede 01 (1112 Date of first full meeting to work on Element E

(e N B GRS SR Telol ([Tl g Belelg =l =14 (e B Policy ratification by CCTSI and UCHealth
oJo)[[41-13 Date of portal activation

DIV oo N TR S RTEETRG [T B (-8 PEET SC approval of each module and lessons
uEICEELS] learned

{08 ARG R S S S R To o =1 (e 5 Number of protocols reviewed per year
Number of protocols approved, sent to UCHealth
Time from application to SC approval
Number of new PEET studies launched per year

@) lelollge el o lfilola YA ) (ol IR N S 4B Number of changes recommended by SC/yr
LIV Number of changes launched per yr
FTENENG R EH LG8 Enroliment of 200 patients in 2 yrs

E Patient demographics > state averages l




Metrics and Evaluation

 Trial Dashboard in Epic

» Accrual and participant demographics
« Goal E3 Demonstration Study: 200 patients in 2 years

* Representative of Colorado demographics

* Feedback from participants
« Acceptability and Usability of User Guidance Materials
 Number and Quality of PEET Proposals/Year
« Adoption and Use of PEET Model across CTSA Consortium
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Integration and Collaboration

« Element E integrates across multiple CCTSI cores
* Informatics
« Dissemination & Implementation
« Community Engagement & Health Equity

« Resources & Services: Pragmatic Trials, TIN, Dissemination Service

* Element E leverages and fosters collaboration across the
UCHealth system
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Dissemination and National CTSA Involvement

* Plans to package and disseminate the PEET model across the
CTSA consortium

* Collaborate and share experiences with other CTSA programs
iImplementing pragmatic EHR-embedded trials

* Leverage the expertise, methods, and resources of the CCTSI
D&l core
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