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Welcome and Introduction

Harry Selker, MD, MSPH
Dean and Principal Investigator
Tufts Clinical and Translational Science Institute
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Tufté CTSI's GIESdn érsd PMposes i 0 r

Established in 2008 with a CTSA grant from the NIH

A Our mission is to stimulate innovative
broadly-engaged team science across the
translational research spectrum to improve
clinical care and health.

We strive to achieve these goals by providing
N Tufts CTSI  cwee education, consultation, services, and direct
support.

The entire spectrum of clinical and
translational research is critical to meeting

t he promise and the pu
biomedical science.

Tufts CTSI

Tufts Clinical and Tra nstitute

INDUSTRY
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Event Agenda

Overview of Broadly-Engaged Team Science
Scientific Talks from Handbook

Lunch, Digital Poster Session, and Networking

Tufts Medical Center Grand Rounds Keynote Address
Afternoon Breakout Workshops

Networking and Refreshments

Tufts CTSI
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Cultivating Broadly-Engaged Team Science
(from T.5 to T4)

A @he meaningful involvement of relevant stakeholders
Including patients, caregivers, clinicians, and other health
care stakeholders from both the nonprofit and for-profit
sectors in the research processd from topic selection
through design and conduct of research to dissemination of
resul tso*

Authentic collaborations among diverse stakeholders
throughout the research process

*Selker and Wilkins, JCTS, 2017
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Rationale for Broadly-Engaged Team Science

A Transparency in research

A Ethical, moral, and practical obligation to include those
who are affected by the outcomes of the research

A Complexity of research questions requires team-based
approaches

A Reducing obstacles that slow health improvement means
better patient recruitment, more appropriate care and
outcome measures, and expediting implementation of
research findings
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Challenges of Broadly-Engaged Team Science

A The body of knowledge and evidence-based practices
In broadly-engaged team science are emerging

A The research infrastructure and organizations may
need to change

A Individual scientists and non-scientist collaborators will
need to acquire new skill sets to achieve authentic
collaboration
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Event Objectives

A Acquaint audience members with broadly-engaged team
science

A Provide practical examples of this concept

A ldentify approaches to achieving authentic engagement
of diverse stakeholders on research teams

A ldentify challenges facing basic and clinical scientists
who are considering multi-stakeholder involvement

A Disseminate guidance on planning, implementing, and
evaluating a broadly-engaged team research

Tufts CTSI
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Opening Remarks

Joyce Sackey, MD
Associate Provost and Chief Diversity Officer
Tufts University
Dean for Multicultural Affairs and Global Health
Associate Professor
Tufts University School of Medicine

Tufts CTSI
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Overview

Taming the Wild Beast: Fueling the Power of
Collaborative Innovation

Moderator: Harry Selker, MD, MSPH, Tufts CTSI

Gigi Hirsch, MD, MIT
Center for Biomedical Innovation

Tufts CTSI
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AGENDA

Overview: MIT NEWDIGS & Team Science

NEWDIGS Projects
LEAPS Project
FoCUS Project

Final Thoughts: Team Science in NEWDIGS

MITQCEI



What is MIT NEWDIGS?

A Safehavenfit hi nk & far cobaborative $ystem innovation

A Mission: Deliver more value faster to patients, in ways that work for all
stakeholders.

A SUSTAINABLE, PATIENT-CENTERED biomedical innovation

A Track record of real world impact
A Collaborators: all stakeholder groups & global

A Self-sustaining for ten (10) years on bold, system transformation

12
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Critical Success Drivers of

A Precision engagement: right person, right place, right time
A Communications: timely, targeted, coordinated
A Enable impact: make it easy for people to help

A Align incentives: w h a ind ®r them?

MITQCEI



Guiding Principles for Collaborative Innovation in NEWDIGS

A Project selection requires
A Interest by three or more stakeholders
A Resources from three or more sponsors

ASignature fADesign Labo events
A Invitation only i guided by stakeholder mapping, tailored to agenda
A Case-based approach i grounded in facts
A Candid discussion fostered
A Chatham House rule
A No binding decisions made

A People represent views of stakeholders, not their employer
organization

A Multi-stakeholder working teams prepare inputs & advance outputs




NEWDI GS nAnAdaptive Licensingo Project

March 2012:
NEWDIGS Concept Prototyping

in Europe from regulatory science innovation

March 2014:
EMA Pilot Program

STATE ART ishi
@ nature publishing group
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Adaptive Licensing: Taking the Next Step in the
Evolution of Drug Approval
H-G Eichler'?, K Oye®™ E Abadie®, | Brown®, CL Drum?, | Ferguson’, $ Garner®?,

P Honig'', M Hukkelhoven'', JCW Lim'?, B Lim'*, MM Lumpkin'#, G Neil'*, B O’ Rourke'®, E Pezalla',
D Shoda'®, V Seyfert-Margolis'?, EV Sigal'®, ] Sobotka®, D Tan'?, TF Unger'* and G Hirsch*

Traditlonal drug licensing approaches are based on binary declslons. At the moment of licensing, an experimental
therapy Is presumptively transformed Into a fully vetted, safe, efficaclous therapy. By contrast, adaptive licensing [AL)
approaches are based on stepwise learning under conditions of acknowledged uncertainty, with iterative phases of data
gathering and regulatory evaluation, This approach allows approval to align more closely with patient needs for timely
access to new technologies and for data to inform medical decisions. The concept of AL embraces a range of perspectives.
Some see AL as an evolutionary step, extending elements that are now in place. Others envision a transformative
framework that may require legislative action before implementation. This article summarizes recent AL proposals;
discusses how proposals might be translated into practice, with il ions in different therapeutic areas; and id
unresolved Issues to Inform declslons on the deslgn and Implementation of AL

-

Clinical Pharmacology & Therapeutics (2012);
91 3, 4261 437. doi:10.1038/clpt.2011.345

» Home P Mews and Events P News and press release archive

European Medicines Agency launches adaptive
licensing pilot project

Press release

19/03/2014

European Medicines Agency launches adaptive licensing pilot
project

Improving timely access for patients to new medicines: pilot explores adaptive
licensing approach with real medicines in development

The European Medicines Agency (EMA) is inviting companies to participate in its
adaptive licensing pilot project. Companies who are interested in participating in the
pilot are requested to submit ongoing medicine development programmes for
consideration as prospective pilot cases.

A framework to guide discussions of individual pilot studies has been published.

The adaptive licensing approach, sometimes called staggered approval or progressive
licensing, is part of the Agency’s efforts to improve timely access for patients to new
medicines. It is a prospectively planned process, starting with the early authorisation of
a medicine in a restricted patient population, followed by iterative phases of evidence
gathering and adaptations of the marketing authorisation to expand access to the
medicine to broader patient popu

Massachusetts
Institute af
Technology
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ARnAdapti ve

Li censingo

in Europe from regulatory science innovation

March 29, 2019

STATE ART
o

EUROPEAN MEDICINES AGENCY

See COMMENTARY pa
Adaptive
Evolution

H-G Eichler'?, KO
P Honig'', M Hukks

Review Time

Posted 29 March 2019 | By Zachary Brennan

EMA's CHMP Recommends Gene Therapy With Record RAE

ng pilot

D Shoda'®, V Seyfert=m:

Traditlonal drug licensing approaches are based on binary declslons. At the moment of licensing, an experimental
therapy Is presumptively transformed Into a fully vetted, safe, efficaclous therapy. By contrast, adaptive licensing [AL)
approaches are based on stepwise learning under conditions of acknowledged uncertainty, with iterative phases of data
gathering and regulatory evaluation, This approach allows approval to align more closely with patient needs for timely

Some see AL as an evolutionary step, extending elements that are now in place. Others envision a transformative
framework that may require legislative action before implementation. This article summarizes recent AL proposals;
discusses how proposals might be translated into practice, with illustrations in different therapeutic areas; and identifies
unresolved lssues to Inform declslons on the deslgn and Implementation of AL.

access to new technologies and for data to inform medical decisions. The concept of AL embraces a range of perspectives.

project

Improving timely access for patients to new medicines: pilot explores adaptive
licensing approach with real medicines in development

The European Medicines Agency (EMA) is inviting companies to participate in its
adaptive licensing pilot project. Companies who are interested in participating in the
pilot are requested to submit ongoing medicine development programmes for
consideration as prospective pilot cases.

A framework to guide discussions of individual pilot studies has been published.

The adaptive licensing approach, sometimes called staggered approval or progressive
licensing, is part of the Agency’'s efforts to improve timely access for patients to new
medicines. It is a prospectively planned process, starting with the early authorisation of
a medicine in a restricted patient population, followed by iterative phases of evidence
gathering and adaptations of the ting authorisati o expand access to the
medicine to broader patient popu

Project
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NEWDIGS Activities Catalyzed by Adaptive Licensing

@ Adaptive
Biomedical
J Innovation




Overview:
NEWDIGS
LEAPS

Project




LEAPS

LEAPS: 2 Year Design & Feasibility Assessment Phase
Launched January 2018

I III l Maasachuaetts Inatitute of
Technalogy

Strategic Advisory Network

MIT News

ON CAMPUS AND AROUND THE W

Massachusetts to Pioneer Next Generation Healthcare Innovation Anna Barker, PhD Peter Szolovits, PhD

EcosyStem to Better Serve Patients ~ December 2017 Director, National Biomarker Development Allianc®rofessor, Department of Electrical Engineering arnj
Former Deputy Director, National Cancer Institute  Computer Science (EECS), Institute for Medical
Arizona State University Engineering and Science (IMES), MIT

I f SE d&Rentlsghe BhD Sue WindharBannister, PhD
Toshiba Prof. of Media Arts & Sciences Managing Partner, Biomedical Innovation Advisorg
MIT Media Lab LLC
Former CEO, MA Life Sciences Center

Richard Platt, MD, MSc
Executive Director, Harvard Pilgrim Health care  Marylou Sudders, MS, Hon. DSc
Institute; Dept. of Population Medicine, Harvard Secretary of Health & Human Services
Medical School Commonwealth of Massachusetts

Michael Sherman, MD, MBA, MS, CPE Janet Woodcock, MD

Senior VP and CMO Director, Center for Drug Evaluation & Research
Harvard Pilgrim Health Care US Food & Drug Administration

NEWDIGS Initiative at MIT leads multi-stakeholder collaboration to design and pilot a sustainable, Others TBX & &
patient-centered innovation ecosystem for a target disease




LEAPS

Rapidly Growing LEAPS Collaborator Community*
FOA o 10 & Arthritis | FusteCures
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LEAPS

LEAPS Addresses Inter -dependent Challenges for
Biomedical Innovation Within Disease Ecosystems

A Change Driver

A Pay for value, not volume

A Critical New Capability
A Right treatment, right patient, right time
(ARegi men Optimizat:i
A Barriers
A Massive, complex knowledge gaps
A How we fill knowledge gaps

A Flawed & misaligned incentives

This Photo by Unknown Author is licensed under CC BY-SA-
NC


https://www.limsforum.com/what-does-a-lims-do/63813/
https://creativecommons.org/licenses/by-nc-sa/3.0/

LEAPS

LEAPS Approach, Piloted First for Rheumatoid
Arthritis in Statewide MA Testbed

N

AGoal: Regimen Optimization
AApproach i 3 leverage points in RWE

A Define collaborative space for RWE production

A Disease-focused learning, without proprietary risks Dl ssem | nate
Adl ndustrialized RWE production & learning
A Scalable platforms, Fit-for-Purpose evidence T &
A Incentives
A Innovate, align Generalize
Almpact i Enhance Value of: for other disease & geographies

A Therapeutics
A Real-World Data

) NEWDIGS ¢ 22




LEAPS

LEAPS Vi sion: Pil ot a Scal able, Sust a
Using Massachusetts as Statewide Testbed

STAKEHOLDERS DATA DECISIONS & OUTCOMES
r )
Deliver medicines
INDUSTRY h RPro_dus:t . Rg\l\é\'/orld . -
- — : LEAPS Multi-Platform | TomElE
ALearning Engine
r )
PAYER Pay for medicines
\ S
Integrate
PROVIDER . M'f)f]mﬁg Adaptive Point of Care medicines into care
Platform L (regimens) )
4 N
Patient Use prescribed
PATIENT 8 Reported medicines
Outcomes L J
" AApprove )
A medicines for
REGULATOR Events use
AMonitor safety of
\ medicines y,




LEAPS Learning Lifecycle: Framework for the Design of

RWE Platforms in LEAPS

USE
Impact Drivers

Fe

brated

Regff\World

n M

ata
r ket
0

PRODUCE

Evidence Generation Platforms

/
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LEAPS

Evolving Blueprint for the Initial RA MA Pilot Includes Two
Connected RWE Generation Platforms for Perpetual Learning

AReal World Discovery Platform (RWDP)

A Purpose: Hypothesis Generation: Subpopulations, patient journeys, & predictive markers
A Retrospective data
A Open algorithms + distributed, diverse data sources

AAdaptive Point -of-Care Platform ( APoC)

A Purpose: Optimize therapeutic regimens across trajectory of disease
A Prospective data

A Comparative effectiveness across combinations and sequences of treatments
A i.e., not just drug A vs drug B
A Embedded in work flow/clinical decision making

25




I W N Massachusetts
I I Institute of
Technology

"FoCUS

Financing and Reimbursement
of Cures in the US

Overview:

NEWDIGS FoCUS
Project

MIT CENTER FOR BIOMEDICAL INNOVATION
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FoCUS: Dedicated to
making innovative cures
accessible and sustainable -

Durable, potentially curative therapies for genetic
disorders and cancer have arrived. Shortd even
single dosed treatment regimens yield lasting
health benefits, but large single payments will
challenge the current reimbursement system.

Policy, regulations, and business operations need
to evolve to enable emerging solutions. The
FoCUS Consortium designs and shares precision
financing solutions to ensure patient access and
system sustainability.

MIT CENTER FOR BIOMEDICAL INNOVATION . Giy P AbER . NEWDIGS
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FoCUS Consortium Includes Key Stakeholders

NEw
>60 organizations & 170 individuals engaged Neep

siows DESIGN:
REIMBURSEI» ENl\lI
R

Puor(m PESE NT
FINANCING;‘_”

FomC THERAPIES-»-?“

%“DEVELOPER
‘PRECISION
CURATIVE
SUSTAINABILITY
WINEWDIGS

STAKEHOLDERS
INNOVATIVE

ACCESS
‘PAYER

INSURED PIIOT

NPC  CASE

EN uu

”\WR 'I'EtSk
AB

MI]' Clikgs

\ \ n Monris

Pamics C}%I

|?Rﬂlz COE:

MIT CENTER FOR BIOMEDICAL INNOVATION
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Focus of FOCUS: An MIT NEWDIGS Consortium

Ond Not ond
Creating precision financing Setting value or price
solutions

MIT CENTER FOR BIOMEDICAL INNOVATION ) nNEWDIGS ¢
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Areas of Work

Drug Development Pipeline i durable therapies projections

Case studies
Oncology- CART-T and TCR
Gene Therapy- orphan and ultra-orphan conditions

Payers
Two surveys (2017 & 2019) on awareness and financial sensitivity

Policy
Challenges & implementation obstacles

Patients
Ongoing research into financial journey

Dissemination
Publications & Events

MIT CENTER FOR BIOMEDICAL INNOVATION ) nNEWDIGS ¢
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FoCUS

Durable Therapies Create Financial Challenges

Durable Therapies Distill Payments Upfront

20 Classic Medicines

Period 1 Period 2 Period 3 Period 4 Period 5

Period 6 Period &

Benefit MW Value Paid

g

MIT CENTER FOR BIOMEDICAL INNOVATION

Three Financial Challenges

1. Payment Timings 1

2. Product Performance Uncertalnty
(Effectiveness & Durability |

3. Actuarial Risk
(Likelihood of a case) @&3




2 FoCUS

Precision Financing Solutions To Meet The Challenges

Short-term .

milestone-based -3'
contracts ‘/\/\/S
Orphan Reinsurer and Multi-year
Benefit Manager (ORBM) performance-based annuities

MIT CENTER FOR BIOMEDICAL INNOVATION ) nNEWDIGS ¢



puEws asd
F G l S Financing and Reimbursement
0 of Cures in the US

III-- foe-mitenad

Federal Policy Suggestions for Durable Therapies

BACKGROUND

mmmm

importance of uncertainty regarding benefit level at the time of treatment. FoCUS has
patential solutions to durable therapy financial chall indluding mil Tased conf
performance]

require changes to many existing policies and practices for implementation.

Some of these changes can only be made by the Federal
global solution rather than workarounds,

changes below to allow the US healthcare financing and
will facilitate appropriate, timely patient acoess to these new therapies.

POLICY RECOMMENDATIONS/SUGGESTIONS IN PRIORITY ORDER

Medicaid Drug Rebate Program As dations for P -Based

Emerging classes of durable therapies with short (sometimes single dose) treatment regimens and
significant healthcare financial challenges. One key challenge is the heightened

fracts,
basedannnmmandanorphannm:erandkmmmgﬂ[omm These sclutions

Government, while others might benefit from a
Some, though very important for durable therapies, may also
beknm'mssuﬁﬂmlhmhmadermpmqundﬂmm FoCUS recommends consideration of the
system to evolve in ways that

Issues:
1) Unclear how to report performance-based rebates or payments that may occur years after
{reatment

2) For rare conditions, an insurer who has
patients could set an unfairly low price for all Medicaid patients

Recommendations /Suggestions:

mdmﬂsamplemvn!.ahhlywﬂdbehasedonumofﬁmﬁﬂ]mng
A Awmmmlpmﬁxmm“ﬁmmm

(updated until
B. National average patient per applisd to individual terms
(updated until agreement completion) . ) i
C. Expected average payment based on expected patient outcomes (at time of patient

treatment, e.g. from clinical data) applied to individual contract terms

poor outcomes in a small group of treated

1 SafeHarm,"mm into current Medicaid Drug Rebate
in order to test al i hes for calculating Medicaid rebates
2. D -based reporting and rebate methods. Methods that

IDAC jcation Guidelines to Enable jate P Metrics
Issue: mmmmnmmmmmmmmmmmmmm
place the develops in violation of FDA Gui vith payers.
Page1

nevadigs mit edn

MIT CENTER FOR BIOMEDICAL INNOVATION

[ F gl
X Fattinet
NEW DRUG DEVELOPMENT PARADIGMS INITIATIVE [

WHITE PAPER

Survey Results

Payer Perspectives on Financing
and Reimbursement of One-time
High-cost Durable Treatments

October 11 2019

https://www.payingforcures.orq
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Final Thoughts:
Team Science In
NEWDIGS

MITQCEI



Critical Success Drivers of -&Te:
Our Evolving Toolkit

A Precision engagement: right person, right place, right time
A Communications: timely, targeted, coordinated
A Enable impact: make it easy for people to help

A Align incentives: w h a ind& for them?

_____________________________________________________________________________

A Stakeholder Mapping
; A Stakeholders + segmentation; incentive & risk mapping

' A Human Capital Bank

' A Network mapping by individuals, organizations, technical

! & functional roles & expertise :
A Multi-st akehol der fiScenari o Desig
. A ABI Game: Interactive, experiential change management




Thank you

Gigi Hirsch, MD

Executive Director

MIT Center for Biomedical Innovation, NEWDIGS
617-253-9609

ghirsch@mit.edu




Scientific Talks: Handbook of
Broadly-Engaged Team Science

Moderator: Jonathan Davis, MD
Vice-Chair of Pediatrics, Chief, Division of Newborn Medicine
Floating Hospital for Children at Tufts Medical Center
Professor, Tufts University School of Medicine
Tufts CTSI Associate Director
and Director of the Trial Innovation Liaison Team
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Anticipating the Growing Use of
Real World Data in Clinical Trials

Translational Research Day 2020

Kenneth Getz, MBA
Deputy Director, Research Professor
Tufts Center for the Study of Drug Development

GSfJ Tufts Center for the
'l Study of Drug Development
rrrrrrrrrrrrrrr



The High Cost of Medical Innovation

Capitalized Cost to Develop a Single
SuccessfubDrug

A 26% Direct Costs
A 18% TimeBased
$159.6 A 56% Cost of Failure

Global Spending on Pharmaceutical R&D

$142.2

$127.4 -
$US Millions
$94.2 (constant dollars)
$2,558
$54.6

1995 2000 2005 2010 2015  2020P 10-Years Ago Today

Source:EvaluatePharmaTufts CSDD



Technical and Operating Risks

Percentage of All Drugs Entering

Clinical Testing that FAIL to Receive Average Number of Years in

Development

Approval (IND Filing through NDA Submission)

.19%

78.7% 80.9% 83.6% 88.1%
1990-1999 CoV=44.1% 6.6

2000-2009 WeLa\VERSORETZ 6.1

2010-2018 CoV=56.0%

in the 1980s  1990s 2000s 2010s

Source: Tufts CSDD



Trends in Clinical Trial Protocol Data

10-Year Growth in Data Volume Reported Data Diversity
234%
(Percent of companies reporting data collected and Current Projected in 3
analyzed) Years
183% Electronicand Paper Case Repo 100% 100%
Forms
. Local and Central Labs 60% 65%
_ Smart Phones 45% 92%
Electronic ClinicaDutcomes 21% 93%
83% Assessments
ElectronicHealthand Medical 20% 67%
Records
eSource 38% 84%
Mobile Health and Wearable 29% 76%
e o Devices

Overall Core Data Subjective Non-Core Data : : 0 0
Protocol Data Assessment Social Media 6% 27%

Data

Source: Tufts CSDD



Patient Engagement Driving Digital Transformation

PRIMARY OBJECTIVE

CLINICALRIAL-ORIENTATIO

OPERATING FOCUS

OPERATING APPROACH

DECISION SUPPORT

DATA ACCESSIBILITY

DATA VALUE

1980¢ 2000 2000¢ 2025? Postg 20257

Great and feasible science Patientengaged science

Great science
KOL

Insular, Fixed

Reactive

Basic, lagging

Low¢ limited accessibility

Retrospective,
apprisatbased

Investigative site

Pre-Competitive, Fixed

Responsive

Benchmarking,
root cause

Improving accessibility

Anticipatory
pre-approved adaptive

Patient/Patient Data

Open, Flexible

Adaptive and Predictive

Advanced analytics,
leading

High crossplatform
accessibility

Continuous, flexible
learning



Growing Demand for Real World Evidence

RWD/RWE Infrastructure Primary Uses of RWD

Product positioning I 500

Large Small/Mid-
Ry P DK SNI $ T TSEONIRmS 305 |
ComperiEs WA OKSNJ ST 6304 |

- : : LaaaAa LJF O A SWAad

Established centralized function 69% 58% taaAad (60%

Ave. Number of FTEs 96 13 Cl ad SN O2 YINImSHIme 160 2 T X
i I 0, 0, ,

Expected FTE increase in 2yea 35% 20% { dzLILJ2 NIi —2353%7\ 2 X

Assist site identification IEGEGE 29%

~ A z N -~ s

Percent of Companies

Source: Tufts CSDD, 2018; N=57 pharmaceutical and biotechnology companies



Notable and Recent RWD/RWE Examples

A In late 2018 Amgenreceives label extension for leukemia drigjincytobased on analysis of
patient health data. The company stated that it would have had to enroll 50% more patients
to have a standard control arm were it not for RWD.

A April 2019, J&Jreceived FDA approval fdalversa(bladder cancer treatment) based in part
on Flatiron and Foundation Medicine patient health record analysis to augment a larger
clinical trial.

A In July 201Pfizerreceives approval fotbrance(breast cancer for men) without the need for
clinical trials based on the results of prior studies in women and analysis of EHRs. Pfizer
claims the analysis of RWD data saved five years of time and cost a fraction of that for a
typical clinical trial.

A August 2019 FDA approv@&ochedrug Rozlytrek(NSC lung cancer) based in part on genetic
data from patient health records.



Anticipating New Clinical Trial Operating Models

New Personnel, Skills and Roles

A

ST S S I~

Data-oriented vs. proces®riented functions

Roving, flexible mobile clinical research
professional workforce

Patient and professional navigators

Data scientists and decentralized data/tech suppo
Recognized/certified capabilities and support
Health care provider pool trained and enabled

New entrants from broader life sciences and
disruptive technology solutions sectors

New Models and Infrastructure

A
A

o o o T»

Growing volume of diverse patient data
Portable, mobile solutions optimized for convenience

Hybrid, menu of approaches that can be used
simultaneously

Embedded within larger clinical research and care
settings

Open, cloudbased systems
Unified, integrated data hubs
Quality management using riskased assessment

Predictive analytics and machine learniragded
scientific and management decisiemaking
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Thank You!

Ken Getz
Deputy Director and Research Professor
Tufts CSDD, Tufts University School of Medicine
617-636-3487,Kenneth.getz@tufts.edu
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THE CHANGING ROLE OF PATIENT ADVOC
IN CANCER CLINICAL TRIALS

Susan Parsons, MD, MRP

Medical Director, Reid R. Sacco AYA Cancer Program
Appointed Member, NCI Scientific Steering Committee, Cancer C
Delivery Research (CCDR)
{OASYUAFTFAO / KFANE / /5w 5A3a0.

Study Team Member, SWOG 1826




OVERVIEW

STRUCTURE OFIRONDED COOPERATBROUPS FOR CANCER
CLINICAORIALS

EVOLVING ROLE OF PATEHHNIOCATES WITHIN THE COOPERATIVE
GROUPS

HIGHLIGHTS OF PATIENT ADVOCACY WITHIN SWOG S1826

TUFTS MEDICAL CENTER | FLOATING HOSPITAL FOR CHILDREN PROUDLY WELLFORCE



Structure of NCI Cooperative Groups Program Prior to NCTN

D

O
ACOSDG

]

LEGEMND

@ Operations

5 Statistics & Data
-, Management

Other Centers,
-.._ [ ccoPsfmMB-CCOPS,
| & canadian
Collaborating
Group

NSABP Tiasue Barks

S G Disease Cammittegs

M) miember Sites

TUFTS MEDICAL CENTER | FLOATING HOSPITAL FOR CHILDREN

1956:FORERUNNER OF SWOG
CREATHDORIGINALLY AS A
PEDIATRIC ONCOLOGY GROU
AND LATER EXPANDED TO
INCLUDE ADULT MALIGNANCIE

2000Chwa! ¢Lhb hC
ONCOLOGY GROUP FROM 4
PREDECESSOR GROUPS

2010:10M REPORT

2014:CREATION OF NATIONAL
CLINICAL TRIALS NETWORK

2019:ACTIVATION OF NGTOG
JOINT TRIAL FOR HODGKIN
LYMPHOMA

PROUDLY WELLFORCE




2010 INSTITUTE OF MEDICINE REPORT

A NATIONAL CANCER IMPROVE SPEED AND EFFICIENCY OF DE
CLINICAL TRIALS SYSTEM LAUNCH, AND CONDUCT OF TRIALS;

CORBIEE (g CE LR MAKE OPTIMAL USE OF SCIENTIFIC
Reinvigorafing the NCI Cooperative Group Program I N N OV ATI O N S ;

IMPROVE SELECTION, PRIORITIZATION,
SUPPORT, AND COMPLETION OF CLINICA
TRIALS;

FOSTER EXPANDED PARTICIPATION OF E
PATIENTS AND PHYSICIANS

TUFTS MEDICAL CENTER | FLOATING HOSPITAL FOR CHILDREN PROUDLY WELLFORCE



NCI National Clinical Trials Network Structure

LEGEND
Canadian O Centralized Functions:
Network - Centralized Institutional Review Board
Group - Cancer Trials Support Unit

- lmaging and Radiation Onceology Core
(IROC) Group

- Common Data Management System
Central Hosting

NCTN
Centralized

32 Lead Academic Participating Sites
(LAPS)

Operations
Statistics & Data Management
Tissue Banks

NCORP S
Site

2PQHE O

Member Sites

Participation

cancer.gov
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OVERSIGHT OF NCTN AND ROLE OF PATIENT ADVOCATE

OVERSIGHT OF NCTN PROVIDED BY CLINICAL TRIALS AND TRANS
RESEARCH ADVISORY COUNCIL

0 ORGANIZATIONAL STRUCTURE
0 FUNDING
0 LONGTERM STRATEGIC DIRECTION

MEMBERS OF COUNCIL INCLUDE:
0 CLINICAL TRIALS EXPERTS

0 INDUSTRY REPRESENTATIVES

0 PATIENT ADVOCATES
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HISTORICAL OVERVIEW OF PATIENT ADVOCACY INCLUS
WITHIN SWOG

1993:FIRST GROUP TO INVITE PATIENT ADVOCATES TO BE PART (
RESEARCH ACTIVITIES

1994:PATIENT ADVOCATE COMMITTEE CREATED
1997:PATIENT ADVOCATE COMMITTEE RECEIVED FULL NCI FUNDI
2008:1-2 ADVOCATES ASSIGNED TO EACH DISEASE COMMITTEE

2016:EUGENE WASHINGTON PCORI ENGAGEMENT AWARD FOR P,
ENGAGEMENT

PROUDLY WELLFORCE



QUALIFICATIONS OF SWOG PATIENT ADVOCATES

[9!'59w{ Il Lt 9-t9wL9b/9 Lb /!b/ 9w !
ORGANIZATION

POSSESS INTIMATE KNOWLEDGE OF WHAT IT MEANS TO HAVE A
DIAGNOSIS

0 SURVIVOR OF CANCER

0 FAMILY MEMBER OR CLOSE FRIEND WITH CANCER

PROUDLY WELLFORCE



NATIONAL CANCER INSTITUTE

How Advocates Support the Clinical Trial Life Cycle

Clinical Trial Development Process Advocate’s Role

Create
portfolio
strategy

Propose
concept

Evaluate
proposal

Prioritize
concept

Plan
accrual &
operations

Execute Conduct

protocol data & safety
operations monitoring

TUFTS MEDICAL CENTER | FLOATING HOSPITAL FOR CHILDREN

+ Provide feadback that frames trial questions
important 1o patients

« Provide support for balanced trial portfolios across
treatment, prevention, and control, whers science
supports resaarch

« Afgass acerual faatibllity

+ Evaluate compating treatments and trials

* Roview trial Inciusion and exclusion criteria for
maximal patient participation where safe and possible

+» Assess banefits and risks, Including patient burden

« Collaborate on protocol cevelopment and
informed consent

* Provide fesdback on communications and
patient-friendly materials

+ Support accrual efforts

*» Provide input on trial accrusl strategies
and offer support

+ Share study results with appropriste patient and
advocacy groups through interviews, presentation,
publication, and social media channels

PROUDLY WELLFORCE



TEAMSCIENCE@SWOG FIELD GUIDE

MODULE 1:

0 FOR LEADERS: ENABLING, REINFORCING, AND REWARDING PATTENT ADVC
ENGAGEMENT

MODULE 2:
0 TEAMSCIENCE@SWOG
0 STRATEGIES AND TOOLS

MODULE 3:
0 FOR PATIENT ADVOCATES IN THE DEFINE, REVIEW, AND DESIGN STAGES

MODULE 4:
0 FOR PATIENT ADVOCATES IN THE IMPLEMENTATION STAGE

MODULE 5:
0 FOR PATIENT ADVOCATES IN THE SHARE STAGE
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NEW SWOG RESEARCABNOCATE ENGAGEMENT FRAMEWO

Concept
Generation P

Peer Review

(Scientific Prioritization
and .
Evaluation)

Development

SWOG Research NCl review and

Stage 1 Stage 2 Stage 3

h 4 SWOG R h B é )
X esearc Approved Trial funded
S?Nthlnvemgatt:r Committee PP SWOoG
initiates conce . . . .
and engages IEA' discussion of new Executive review Protocol developed
‘ * proposal including presentation by P
{\0'('\ e / AN S/
\abota PA completes new A d
cod Review Form pprove 1
N 4
0

Committee working teleconference with Trial not funded
group creates project investigators Not
roposal
. bl - -~ approved -

Working group includes PA

*Training and communication for PA, PI, protocol coordinators, and executive leadership
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RECENT EXPERIENCE WITH PATIENT ADVOCATE IN SWC

PHASE Il RCT FOR PATIENTS 12 YEARS AND OLDER WITH NEWLY
DIAGNOSED, ADVANCED STAGE HODGKIN LYMPHOMA

0 BVAVD VS. NIVOLUMAED

NCTNWIDE CONSENSUS TRIAL, LED BY SWOG, WITH STUDY CHAN
IN EACH GROUP

EMBEDDED PATIEREPORTED OUTCOMES TO ASSESS HROQOL,
NEUROPATHY, AND FATIGUE

VERY ACTIVE PATIENT ADVOCATE FROM CONCEPT GENERATION
ACTIVATION AND ENROLLMENT
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CONCERN ABOUT THE COST OF DRUG IN THE STANDAR

BRENTUXIMAB VEDOTIN: FDA APPROVED, COMMERCIALLY AVAIL;

THERAPY COSTS APPROXIMATELY $16,000 PER CYCLE WITH 6 PL
CYCLES

DEVELOPED MATERIALS TO PREPARE THE SITES FOR CONCERN:!
COST,; RISK OF SLOW ACCRUAL AND RANDOMIZATION REGRET

PROUDLY WELLFORCE



ADVICE FROM A PATIENT ADVOCATE TO ADDRESS TRIAI
PARTICIPATION & POTENTIAL FINANCIAL TOXICITY

PATIENT OR THEIR CAREGIVERS MIGHT NEED ASSISTANCE TO ATl
& MANAGE SHOROR LONGERM FINANCIAL, SCHOOL OR WORKPL.
DISTRESS UPON ENROLLMENT.

DO NOT ASSUME THERE IS NOT MODERATE TO SEVERRECANKIER
DISTRESS.

DO NOT ASSUME THOSE IN MODERATE TO SEVERE DISTRESS CA
PARTICIPATE.

DO ALL YOU CAN TO MAKE IT POSSIBLE FOR THEM TO PARTICIPA
BE PREPARED WITH REFERRAL RESOURCES FOR PATIENTS & CA

Special thanks to Hildy Dillon, SWOG Lymphoma Committee Patient Advocate

PROUDLY WELLFORCE



SPEAKING

ABOUT CANCER

When you or a loved one has cancer, you
are focused on the disease, treatment, and
doctors, Many people forget to ask questions
that can help them manage the costs
associated with facing cancer — important
questions like “How much will all of this
cost?” and *How can I manage these costs?”
The first half of this booklet can help you
understand the financial aspects of a cancer

Tips for Managing
and Budgeting
Your Cancer Costs

budget for your tocal estimated cancer costs.
‘We hope that this will help you learn about
your options, sk questions, and take control
of your treatment and costs.

CANCER SUPPORT {q:}
COMMUNITY. )

© Dy Wk Frasier

ANTICIPATE/MANAGE CANCERSTESWOG S1826)

Doctor's Appointments
What Is your co-pay or co-insurence for each docfor visit? How often will you ses your dociors?

D0 THE MATH

Number of co-pay’ number of ESTIMATED
appaintments co-insurance cost manths left in EXPENSE
per month your plan year
b 3 ¥ - 3
Scans
Whiat I your co-pay or co-Insurance for & 5can? How often will you nesd ona®
DO THE MATH w»
Mumiber of ecans expected Cco-pay/co-Insurance cost ESTIMATED
this year EXPENSE
¥ - 3

Radiation Therapy
Wil you nead radiation therapy? Whnat Is your co-pay or co-Insurance for sach appolnbment?
How many eppointments will you nesd?

DO THE MATH w

MumbEr of racation ‘co-payfco-insuranca cost ESTIMATED
appointmants In this plan year EXPENSE
w - s

Ask whnat type of rediation you are receiving and If thare
I Enother type that Is as effactie but less expansive

Chemotherapy
Wil you need chaemotherzpy? WIll you recsive one drug or & combination of drugs? Wnat will your
chemotherspy plus any dnugs your team expacts to use to treat or reduce their side effects cost?

DO THE MATH w

Number of rounds of ‘cost of chemotherapy and ESTIMATED
chemotherapy in this plan year ‘expectad prascrption drug EXPENSE
Co-pays per nound
® - s
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Ara thers chemotharapy options that are as effactive but may be
I2ES BXpensIive? IS Tnars 3 patient assistance program?

PROUDLY WELLFORCE




ANTICIPATE/MANAGE CANCEFRSTESWOG)

OTHER HOUSEHOLD COSTS CHANGES TO YOUR INCOME

I you are employed, being dingnosed with and treated for cancer is likely to affect your ability

I you keep o housshald budges, you know how quidkly expenses can 2dd up. Cancerwill affece
your budget in boch lictle and big ways. If you are the head cook in your bouss, yow will have
less time to cook: or lnak for bargains. You may end up eating out or ordering in. You may nesd

to work. This, in tumn, can affect your income. You should know the answers g these questions:

What &re your options for workdng during irestmant? H you need fo take an extended absance from

tocall o taxd instead of drive. You may need to hire someons g0 come in and clean your house. work, what &re your options far refurning fo work? Can you work past-Hime?

All of this can 2dd up quickly.

ESTIMATED

THINK ABOUT v ESTIMATED
INCOME
How much more will you Spand than usual on trensportation/iravel costs? s THINK ABGUT v CHANGE
Do you nave family tnat requires care that you will not be adie to provide 5 I ot I Yo will B3rm 883 than usual ihis yeer ous to occasional ar H
during your cancer treztment? WIll you nave to pay someons to perform extended absences Trom work, try to estimate how much less you wil sam
this care? If 50, how much wil that cost?
Hawe you asked your amployer sbout options flor example, possible $
WIll you need & home health sire whila recovering? What wal it cost? $ COBRA coversge) In ¢258 you are not Ebie bo work and continus wih your
WIll you have adcitional chikicare costs? How much? H curent Insurancs? if you will have to start paying for your own nsurznce
of GCOBAA coverage, how much will that cost this year:
Wil your housing/ame siiuation change because of your cancer treaiment? §
[0 you Rave Enort-tarm of iong-term disabilty insurznce tnat might nelp -8
Wil you nead temparary houslng during treatment? What will It cost? 5 with costs and financlal planning? If o, fry to estimate how much they
Do you need to pay an attomey o help you daveiop Advanca Diractves, $ — N
Living Wik, or Instructions related o your care and quality of I cholces?
s e e CALCULATE YOUR ESTIMATED CHANGE IN INCOME v
What oiner aditional housencid Expensas might you pay tnis year $ ‘Add togeiher how much less you will eam end how much you will pay for Insurancs that your
due to your cancer trastment? How much will that cost? employer used to pay (BROWN BOXES) and subtract any disability payments [BLUE BOX).
THIS IS THE TOTAL AMOUNT YOU ESTIMATE CANCER TREATMENT
ADD TOGETHER ALL YOUR ESTIMATED HOUSEHOLD EXPENSES v WILL DECREASE YOUR INCOME THIS YEAR
[ togather =il he ameunts In purpls boxes). s

THIS IS YOUR TOTAL ESTIMATED HOUSEHOLD COST

s NOTES

There are resaurcas 1o heip reduce some of these costs. Have & family member or

friend set up & websiie, Ike MyLIeLine.ong. that lets peopie wha went to naip you
know what you need.
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ROLE OF PATIENT ADVOCATES WITHIN SWOG

‘ C ADVOCATES MAKE OUR TRIALS BETTER. THEY HELP ENSURE OUR WORK
IS RELEVANT AND REALISTIC AND EFFICIENT. WE WANT OUR TRIALS TO OPEN

AND CLOSE QUICKLY AND, IN THE END, HAVE A BIG, POSITIVE IMPACT ON
PEOPLE WITH CANCER. ADVOCATES GET US THERE. , ,

— Charles Blanke, MD, SWOG group chair

PROUDLY WELLFORCE




SUMMARY

REVIEWED THE CREATION OF THEANOTNHE EMERGING ROLE OF PATIEN
ADVOCATES

SHOWCASED THE EVOLVING INCLUSION OF PATIENT ADVOCATES THRO
THE CLINICAL TRIAL PROCESS

HIGHLIGHTED RECENT CONTRIBUTION OF SWOG LYMPHOMA ADVOCATI

DILLON, IN THE DEVELOPMENT OF TARGETED RESOURCES ON POTENT
FINANCIAL BURDEN.

WHILE PATIENT ADVOCACY IS NOT NEW, THEIR ROLE AND ENGAG&EMEN
CHANGED REMARKABLY OVER THE PAST COUPLE OF DECADES.
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Session Q&A

Tufts Clinical and Translational Science Institute



Break
10:25 +~ 10:40
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Scientific Talks, Part 2

Moderator: Jonathan Garlick, PhD, DDS
Professor, Tufts University School of Dental Medicine
School of Medicine
School of Engineering
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Panel: Authentic Engagement of
Non-researchers in Team Science

Robert Sege, MD, PhD, Pediatrics; Director, Center for Community-Engaged Medicine;
Professor, Tufts University School of Medicine; Co-Director, Lead Navigator, Tufts CTSI; Senior
Fellow, Center for the Study of Social Policy

Linda Hudson, ScD, MSPH, Assistant Professor of Public Health and Community Medicine,
Tufts University School of Medicine; Associate Director, Integrating Underrepresented
Populations in Research, Tufts CTSI

Sara Folta, PhD, Associate Professor at the Friedman School of Nutrition Science and Policy,
Tufts University; Director of Integrating Underrepresented Populations in Research, Tufts CTSI

Tufts CTSI

Tufts Clinical and Translational Science Institute



Translational Research Day

Sweetness, HOPE,
and the Theory Of Change

Robert Sege MD, PHD March 6, 2020

Floating Hospital

w® Medical for Children
proud member o WE" OFCE. Tufts Cellter Ao ir:
el «Tufts¥sic!




Theory of Changeg Selected elements

A Identifying long-term outcomes
A Pre-conditions for long-term outcomes
A Identifying assumptions



Theory of Change

1. Longterm outcome:reduction of child abuse andeglect
2. Pre-conditions for long-term outcomes:stronger families, more effective providers
3. ldentifying assumptions:
Families struggle to raise children well
and Providers enter the work in a spirit of empathy



DULGE

A cosffective e@ster 0
approachdaltielatesdcial

needs




Why families with infants?

F Families with infants face predictable physical, social,
emotional and financial stressors

Ethg risk for severe child abuse and neglect is highest during =~
OEA EAEO0OOO OE@ I 110EO |1 £ A AEEI] Acé

Challenge

F Almost all US families seek child healthcare during this
time, and there are multiple recommended visits

 Pediatric care guidelines address family stressors, i.e. the
social determinants of health (SDOH) and maternal
mental health

F The patient-centered medical home model provides
resources and supports for tearrbased carez beyond
what pediatricians alone can do




FLOATING HOSPITAL FOR CHILDREN

A .

(EAccountabIe for the local @Unlversal reach ) @Well-versed infamily )
system for young Lonaitudinal rights and system
;:hllql_ren and their lZrela'gonships with responsibilities

Elaml 1es i families ZProfessional orientation
mmersed in the : : toward problem -solvin
mersec MIC -~ .| o 2 BHighly-trained workforce P 9
Al 110l EOUG6O |OC IZexgrl)e%enced with the use and advocacy
address S[_)OH of standard protocols to EPolicy lens and

ESupport evidence - improve quality of care expertise
informed practices and ETrusted source of care,
programs without stigma

FOrganized to influence
policy and practice

Early o
Childnood

~
Legal _}E ‘ ...?i

A

Health [ej
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Randomized Clinical Trial

Pediatrics136: 97-106 2015

Medical-Legal Strategies to Improve
Infant Health Care: A Randomized Trial

Robert Sege, MD, PhD®, Benevieve Preer, MD?, Samantha J. Morton, J0P, Howard Cabral, PhD, MPH, Oluwatomisin Morakinyo, B3,
Vonne Lee, MPH?, Catarina Abreu, BS?, Edward De Vos, EdDF, Margot Kaplan-Sanoff, EdD®

eackeRounD: Changes in health care delivery create opportunities to improve systems to better meet
the needs of low-income families while achieving quality benchmarks.

mEerhoDs: Families of healthy newborns receiving primary care at a single large urban safety-net
hospital participated. Intervention families were randomly assigned a family specialist who
provided support until the 6-month routine health care visit. The Developmental
Understanding and Legal Collaboration for Everyone (DULCE) intervention is based on the
Strengthening Families approach and incorporated components of the Healthy Steps and
Medical-Legal Partnership models. Medical record reviews determined use of preventive and
emergency care. Surveys conducted at baseline, postintervention (6 months), and follow-up
(12 months) were used to determine hardship and attainment of concrete supports.

resutts: Three hundred thirty families participated in the study. At baseline, 73% of families
reported economic hardships. Intervention parents had an average of 14 contacts with the
family specialist, and 5 hours of total contact time. Intervention infants were more likely
to have completed their 6-month immunization schedule by age 7 months (77% vs 63%,



DULCE Progress Report

* Reach We reached >97% of families with infants
 Effectiveness RCT results replicated in 7 new practices
* Adoption Each pilot community is planning or has

implemented local expansion

Implementation DULCE registry and QI methods support
fidelity to core elements with adaptation
to local conditions

Maintenance Continued institutionalization of DULCE
and sustainable funding starting



0) 000 Ai AUET ¢ OEA OAOOEAAO Ul O A,
Ul 00 AAOCEOAOGO PEUOEAEAT 8 8 8 ¢
Then you have connected my familyo several services we

needed. And [they] are also connecting me with

other services . . . but everything started just by gomg #n
appomtmenthth U AAOCEOAO2O DPEUOEAEAT 8¢
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HOPE: Healthy Outcomes from Positive Experiences

HEALTHY OUTCOMES
PIXPIIPIIIIIIIPY from HOME ABOUT v

POSITIVE EXPERIENCES

WELCOME

HOPE IS FOUND HERE™,

/ LEARN MORE &




Theory of Change

1. Longterm outcome:Reduction of child abuse anieglect
2. Pre-conditions for long-term outcomes:stronger families, more effective providers
3. ldentifying assumptions:
Families struggle to raise children well
and Providers enter the work in a spirit of empathy



Current state: Focus on trauma -Informed

care (Adverse Childhood Experiences)

I— The three types of ALEs include —I Additional Community and
| ABUSE | [ NEGLECT | [ HOUSEHOLDDYSFUNCTION | societal factors that contribute to
o — I toxic stress:
=3 y | £*F 0, A
o 1 Poverty
Physival Pl e Benile! 2l lnese Tncarcers L Ralelive A . . I .
3 Institutional racism
() f 9. -
‘ g O - A Historical Trauma
Erctivig] I mrtinral Wuher Ureated violen'ly Sehstanee Abusn
,H_ A War and migration
‘ w e ‘ A Neighborhood effects
Eaxual Divn-ze

Image courtesy of RWJF



Population attributable risk by ACEs score

Outcome 1 ACE 2-3 ACE 4 or more Overall
Heart 26 3.4 6.6 12.7
Disease
Asthma 4.2 8.1 11.7 24.0
Depression 6.4 14.7 23.0 44.1
Heavy 5.6 9.0 9.3 23.9
Drinker
Education <
HS 4.6 4.6

Merrick MT, Ford DC, Ports KA, efafal SignsEstimated Proportion of Adult Health Problems Attributable to Adverse Childhood
Experiences and Implications for Preventior25 States, 20162017. MMWR Morb Mortal Wkly Rep. ePub: 5 November 2019



Adverse
childhood
experiences

Toxic stress

Negative health
outcomes




What about other kinds of experiences?

Many people
with 4+ ACEs
are OK

Other
experiences
affect the brain

Do positive
experiences affect
outcomes?

Adverse
childhood
experiences

Toxic stress

Negative
health
outcomes



JAMA Pediatrics | Original investigation

Positive Childhood Experiences and Adult Mental
and Relational Health in a Statewide Sample
Associations Across Adverse Childhood Experiences Levels

Christing Bethell, FhD, MEA, MPH: Jennifer Jones, M5W: Marangerel Gombajay, MO, PhD; Jeff Unkenbach, EQD;
Robert Sape, MO, PhD

Bethell C, Jones J, GombojawLMkenbachl, Sege R. Positive Childhood Experiences and Adult Mental and Relational Health
Statewide Sample: Associations Across Adverse Childhood Experiences LeveRediaiR2019:e193007.

ina



Positive Childhood-Experiences (PCES) Protect Adul

Mental Health

D)) 6-7vs. 02 PCESAdults reporting 67 PCEBave 72% lower oddsf
having depression or poor mental health compared to those reporting

0-2 PCEs.
48% v. 12.6%, OR 0.28; 95% CI-0.22. 3.8x higher rate for®vs. 67 PCEs.

0-2 PCEs Versus

Bethell C, Jones J, Gombojav N, Linkenbach J, Sege R. Positive Childhood Experiences and Adult Mental and Relational Health in a
Statewide Sample: Associations Across Adverse Childhood Experiences Levels. JAMA Pediatr. 2019:e193007.




Positive Childhood-Experiences (PCES) Protect Adul

Mental Health

))) 6-7 vs 35 PCESAdults with 67 PCEs hav#% lower odds ofadult

depression or poor mental health compared to those with BCEs.
25% v. 12.6%, OR 0.50; 95% CI0.88. 1.98higherrate for 35 vs. 67 PCEs

—_— o . . . —,

35 PCEs VeISUS 67 PCEs

Bethell C, Jones J, Gombojav N, Linkenbach J, Sege R. Positive Childhood Experiences and Adult Mental and Relational Health in a
Statewide Sample: Associations Across Adverse Childhood Experiences Levels. JAMA Pediatr. 2019:e193007.
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70
60
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20

10

Positive Childhood Experiences Mitigate
ACEs Effects

% w Depression or Poor Mental Health

20.7

34

0-2 PCEs 3-5 PCEs 6-7 PCEs

=== No ACEs ==@==1 ACE 2-3 ACEs 4-8 ACEs

Bethell C, Jones J, Gombojav N, Linkenbach J, Sege R. Positive Childhood Experiences and Adult Mental and Relational Health in a
Statewide Sample: Associations Across Adverse Childhood Experiences Levels. JAMA Pediatr. 2019:e193007.




Adverse
childhood

experience e

Toxic stress

Negative
health
outcomes

Summary:
PCESs protect
adult mental
health

) Positive childhood
experiences
mitigate the effects
of ACEs and prevent
toxic stress

) Positive childhood
experiences
promote healing
and recovery



Building
Blocks of
HOPE

& &
P o

Relationships Environment

* ...with other children « Safe, equitable, & stable

» ...with other adults « Living, playing, & learning

» ..through interactive « Positive school & home
activities environments

»
u Social and
Emotional

Engagement Sege and Browne.
deveIOEment Responding to ACEs

¢ Develop a sense of  Playing & learning with with HOPE: Health

connectedness peers Outcomes from

« Social/civic activities « Collaboration in art, Positive Experiences.

Academic Pediatrics
2017;17:S79 -S85

drama, & music




L C
DHoop 4 posITIVE

HOPE in context

Individualt HOPE

Eamiiytaihe-Strengthening
Eamilies:Approach

Communityt Education,
childcare, home visiting

Norms and Policies
Essentials for Childhood, paid
family leave







Conclusion of Morning Session
Introduction to Afternoon
Symposium Plus RFP

Debra Lerner, PhD, MSc, Tufts CTSI Associate Director
Director, Organizational Impact, Tufts CTSI
Founder and Director of the Program on Health, Work and Productivity
Senior Scientist, Institute for Clinical Research and Health Policy Studies
Professor, Departments of Medicine and Psychiatry
Tufts University School of Medicine
and the Graduate School of Biomedical Sciences

Alice Rushforth, PhD, Executive Director, Tufts CTSI
Tufts CTSI

Tufts Clinical and Translational Science Institute



Lunch, Digital Poster Session, and
Networking

11:25+ 12:00
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If You are Not at the Table, You are on the Menu

Building Research Teams for Impact on Health

Translational Research Day
Grand Rounds
Tufts CTSI

PXE Sharon F. Terry
6 March 2020

international Genetlc Alllance
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Why Am | Here?

Because this is personal.



Let 6s discover your sKki

Because this is personal.



Everyday I risk:

Because this is personal.



Repeating Inquiry

ATime to be heard, with no
Interference from your listener

AAnything goes silence, words,
gestures, norsens

AYou may encounter a feéigo with
It as an experiment

Gestalt Awareness PractidebalGround.com



Repeating Inquiry Process

AlListener:
A Ask the question with no special emphasis.
A Offer the Speaker your presence without interfering with her/his process
AThis means you do not speak except for the question

ASpeaker:
A Speak whatever comes
ANo worries
ANo performance for the listener
AIndicate when you are pausing

Alistener: )
Al G GKS LI daASE &l & aCKEY] &2dz
A Ask the question again
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Elizabeth and lan diagnosed with
pseudoxanthoma elasticum (PXE) 1994



- Discovery

international

i rter cause
ktions in a gene encoding an ABC transpo

doxanthoma elasticum

17 Dand 0o,
!, Katali (‘ﬁuar‘.BnbluE\auhmh.lhmdn(.)\.ugh
; iapresy haron Terry®, Lionel Bercovitch®y

an Richards', S

dy 570 kb, We then

on 10 approximee
e e viae o the PXE FeB e remaining candidate £

rier

[lutations in ABCC6 cause pseudoxanthoma elasticum

BioBank

Sharon Terry?, Martijn Breuning?, Hans
Frank 103" Jacoline B, ten Brink' &

Julus L.V.M. de Jong'*

Testing
Clinical i | T grmaf‘l < Drug 2
Diagnostic LW AT e Inica creening
Deve-li(e;Stment sﬁv?m!!!gﬂl.ﬂﬂl]tﬂeymstlﬂh!dnga!lt 5 Trl al S D eve I 0 p me nt
. FDAp& oLiA May Change m:%rse‘otgdija Reearsh M P L ' Approaches
e i Therapeutics
Strategies
2 Patentl ng --Small Molecules

Licensing & Intellectual Property Management --Nonsense mutants







Three 6ah had moment s:

1) The needs of people, like my kids, are not
met by the current system.

2) Rare diseases are a warm up for stratified
common conditions in the age of precision
medicine.

3) We wonot meet peopl eods
engage all stakeholders.

We are taxicab drivers trying to invent ridesharing.



Dana Lewis
Artificial pancreas
DIYPS.org




Steven Keating
stevenkeating.info
(




What can be done for one, can be done for allé

Network of 10,000 organizations

Focused on people: individuals, families, communities

People-centric, consumer-focused, transformation GEI‘]Eth AI ||ance




People Driven Research

SCIENCE AND SOCIETY

From patients to partners:
participant-centric initiatives
In biomedical research

Jane Kaye, Liam Curren, Nick Anderson, Kelly Edwards, Stephanie M. Fullerton,
Nadja Kanellopoulou, David Lund, Daniel G. MacArthur, Deborah Mascalzoni,
James Shepherd, Patrick L. Taylor, Sharon F. Terry and Stefan F. Winter

Nat Rev Genet. 2012 Apr 3;13(5):371-6.



People Driven Research

DATA SHARING

Power to the People: Participant
Ownership of Clinical Trial Data

Sharon F. Terry'* and Patrick F. Terry?

Participation in clinical trials is dismally low. In this age of electronic sharing of infor-
mation of all sorts, trial participants can easily share clinical trial data. The benefits of
participant ownership and sharing of trial data appear to outweigh the risks. Thus, the
time has come to crowd-source data for diagnostic and therapy development.

Sci Transl Med. 2011 Feb 9;3(69)



People Driven Research

SCIENCE TRANSLATIONAL MEDICINE | EDITORIAL

POLICY

The study is open: Participants are
now recruiting investigators

ecent events inspire optimism that a new age is
dawning, one in which lay people have an active
role in advancing biomedical research and health
care delivery. Two ongoing experiments will
deeply involve the public in these endeavors:
the U.S. Precision Medicine Initiative (PMI)
and the National Patient-Centered Clinical Re-
search Network (PCORnet). PCORnet has already
launched 20 patient-powered research networks designed
to be led and animated by people who have an affinity with
one another because of either shared disease, geography,
experience, or identity (I). When U.S. President Barack
Obama announced the PMI, he stated emphatically that

the investigators and not by all stakeholders. Participants
want not only to be invited to the table but also to de-
sign and host the meal with other stakeholders. There
is a great deal of “us and them” language in biomedical
research. Investigators point to “those patients,” and acti-
vists complain about “those investigators.” Clinicians are
often left out of the process completely. When these roles
are considered dichotomous and separate instead of part of
a continuum, it is difficult to create authentic partnerships.

Participants have a place throughout the research
continuum, including the proposal and prioritization of
research questions, study design, engagement of study
participants and their recruitment and retention, conduct

Sharon F. Terry,
President and CEO of
Genetic Alliance,
Washington, DC 20008,
USA, and serves as a
member of the PCORnet
leadership and the
Cohort Advisory Panel of
the US. Precision
Medicine Initiative. Email:
sterry@geneticalliance.org

Sci Transl Med. 2017 Jan 4;9(371).



Activating Communities to
Meaningfully Engage In
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Genetic Information
Nondiscrimination Act of 2008:
A Long Road to Signing






President Bush Sigtlee Genetic Information
Nondiscrimination Act (GIN#)o Law
May 21, 2008

The passage of GINA is the culmination of thirteen years of dedication and
perseverance from the entire genetics community, led by the Coalition for Genetic
Fairness, and more than 500 Congressional offices on Capitol Hill.
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PeopleCentered Research: An Engagement Cycle

Authentic and significant
relationship

Communitygenerated

dissemination evaluation Shared project concept
and reporting

Shared project
plan/execution




Creating Authentic and Significant Relationships

Cultural Open
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Engaging Communities and Participants
across all Phases of Research

A Develop materials that include lay

A Develop proposed research and engagement plans with language to ensure all stakeholders
stakeholders , o have the ability to understand the
A Develop an MOU to define roles and responsibilities project aims, goals, and other details.

A Develop process to resolve inevitable differences in desiredA Identify opportunities for stakeholders
outcomes to inform analysis ac