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MRCTs at NIH

Some Problems Recognized by External Oversight
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NIH Changes in Multisite Clinical Trials Operations

NIH Budget — FY 2015
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Trials
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Toward a New Era of Trust and Transparency

in Clinical Trials

Clinical trials are the most publicly visible component
of the biomedical research enterprise, from the poten-
tialhuman application of novel laboratory findings to the
generation of robust evidence about treatments or pre-
ventive interventions in routine clinical care. These trials
are also the point at which biomedical research most di-
rectly engages human participants—dedicated volun-
teers who trust investigators to uphold the highest stan-
dards of scientific rigor and ethical oversight. While
clinical trials have evolved and improved over time—
producing impressive advances in diagnosis, treat-
ment, and prevention—there are still major challenges.
Therefore, fundamental changes are needed to reflect
science and society's movement to increase efficiency,
accountability, and transparency in clinical research.
As the largest public funder of clinical trials in the
United States, currently investing more than $3 billion
each year, the National Institutes of Health (NIH) takes
its stewardship of the nation's clinical trial enterprise very

The aimis to help ensure that allinvolved in the clinical
trial enterprise have the appropriate knowledge about
the design, conduct, monitoring, recording, analysis, and
reporting of clinical trials. While GCP training onits own
may not be sufficient, it provides a consistent and high-
quality standard.

Another important change at the beginning of the
clinical trial lifecycle is a new NIH policy that will require
all applications for clinical trials to be submitted in re-
sponse toclinical trial-specific Funding Opportunity An-
nouncements (FOAs). This will mean that applications
including one or more clinical trials will no longer be ac-
cepted in response to parent funding announcements,
which are broad FOAs that allow researchers to submit
investigator-initiated applications without specific ele-
ments appropriate to describe and evaluate a trial. Un-
der this policy, NIH trial applications will need to con-
tain specific information about protocols and other
information necessary for effective peer and program-
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2016: NIH Stewardship & “...the new era”

Improving Clinical Trials

Clinical Trial| |dea  Application App-llcatlon Funding 148 FLBi EnroIImentfand Results
Journe Review review review = data collection
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MRCTs in the world

A View from the Moon
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Pharma Spending vs New Drug Approvals
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R&D Spending and New Drug Approvals

Annual R&D Spending by PhARMA Member Firms
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Sustained increases in
pharmaceutical R&D
spending do not necessarily
lead to rising numbers of
new drugs. R&D spending
also reflects rising costs of
labor (skilled researchers)
and capital (laboratory
technologies).

Research and Development in the
Pharmaceutical Industry. Congressional Budge
Office; 2021. Accessed September 8, 2021.
https://www.cbo.gov/publication/57126
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https://www.cbo.gov/publication/57126

2017 Survey of Global Public Attitudes

« 12,427 individuals
« Mean age 55 years; 59% female; 81.2% white
« 17.7% had participated in previous clinical research studies

» 84.5% perceived clinical research to be very important to the discovery and
development of new treatments

* 59.0% were unable to name a place where studies were conducted

* 90.0% believed that clinical research is generally safe
* 44 9% reported that clinical trials are rarely discussed with their physicians
 Clinical trial participation was perceived as inconvenient and burdensome

* 49.0% of previous research participants said clinical trial participation disrupted
their daily routine
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Changes in Design Requirements of Clinical
Trials
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Federal Funding for NIH: Fiscal years 1995-2020

Billions of 2019 Dollars
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Trial Innovation Network
How It Works

Early-Stage \ Robust Clinical
Protocol / Trials
Development
o
Q’QQ\

Operational Performance
Doing Trials Better, Faster, & More Efficiently
Operational Innovation Activities

Result
Scientific Evidence to Change Practice

Scientific Questions
NIH Institutes

y

Other Partners ; - : : Operational Results
. . Testing Novel Clinical Trial Designs, .
Operational Questions y Precise Interventions. Enaagement. & New Operational Methods
NCATS » =Ngag : Trials on Time & On Budget

Retention
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Goals of the 1st Trial Innovation Network (TIN)

* Focus on operational innovation, excellence and collaboration and leverages the expertise
and resources of the 60+ hubs of the CTSA Program and 30+ affiliates.

 The TIN employs a single IRB system, master contracting agreements, quality by design
approaches, and development and utilization of evidence-based strategies for recruitment

and patient engagement.
* The TIN pursues better, faster, and more cost-efficient trial execution

 The TIN will be a national laboratory to facilitate evidence-based innovations related to the
process of conducting clinical trials.

e 2"9T|N actively seeks broader collaborations with IDeA Net, HBCUs, PCORI, and others.
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Reporting of the TIN efforts over the last 7 years
NETWORK PROPOSALS

401 76 62 (94%) 31 20 365 83 37

NUMBER OF
REQUESTED THERAPUETIC NUMBER (%) OF NON-CTSA NIH IiCs
NETWORK AREAS CTSA SUBMITTED SUBMITTED ENGAGED INITIAL COMPREHENSIVE || FUNDED TRIALS
SUPPORT REPRE SENTED PROPOSALS PROPOSALS CONSULTATIONS | CONSULTATIONS
- NHLBI
. - NINDS
Top 10 Therapeutic Areas Represented (%) . NIDDK Types of TIN Support
- NCATS
) i - NICHD
* Cardiovasculsr Diseases (14%) . NIA Recruttmeant Retantion & Planning (71)
= Neurology (3%} . 'Nms Recrultment Materials (50)
* Infectious Diseases (7%) . NIAID EOI (59)
= Pediatric Disciplines (8%) * NIDCD
= NEI EHR-based Tools & Resources (52)

* Pulmonary Diseases (4%) . NIAAA ——
= Onoology (4%) ¢ =

<  Gastroenterology (3%) ) N':&AR Commun ity Engagement Studio (23)
= Behavicral Medicine (clinical) (29) : alc?:ﬁ Otner (3)
= Trauma (2%) - NINR Recrultment FeasIblliity Assessment (5)
= Disbetes (2%) :::"G:g $tandard Agreements (5)
u Cther (47%)
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TRIAL INNOVATION NETWORK

|VA Affiliate

1 7
N etWO | kl n g o
Liaison Team Network

Expansive reach and
diversity of HLT members

Print of Contact
Community
of Practice

Fointef Comact
Peer
Advisors

Committee

Innovation Centers CTSA Hubs

Leadershi CTSA
Cnmmit(egs Le?gstr:?p

Trial Recruitment Research Hub

Innovation | '} ti Supart Subject Liaison
nnovation Matter Expert

Centers Centers ! e Teams

Most HLTs Include
Regulatory Experts
Recruitment Experts Point of Contact (POC)

Contract Experts
Medical Director

Some HLTs Include Standard Aggeements

Informatics Experts
Biostatistics Experts IRB Contact

Community Engagement Experts L

Informatics Specialist ] 18%
A Few HLTs Include Investigator Navigator ’ 15%
Education Experts o "
Protocol Development Experts CE Specialist 8% )
Evaluations Experts . s TS Clinical & Translational
Budgeting Experts Budget Specialist |y Science Awards Program
Marketing Experts

Compliance Experts




Consult Demographics®
37 PAT-Approved Comprehensive Consultations - Nov. 2016 — June 30, 2023

JHU/Tufts TIC JHU/Tufts TIC
Comprehensive Consultation Comprehensive Consultation
Therapeutic Areas Primary Funding Sources

» 20 different institutions/CTSAs

» 18 utilized sponsor IC/PO discussion
prior to TIN submission

« 21 budgets >$500,000 DC/year

« 33 adult, 3 pediatric populations; 1 adult
and pediatric population

« Planned subjects range: 36 - 10,000

* Planned sites range: 2 - 120

mCVD (10) B Neurology (7)  mNeuroscience (3) B NHLBI (14) mNINDS (6) = NCATS (3)
m Pediatrics (3)  mID(5) u Other (9) mNIA(2)  mPCORI(3) w Other (9) "REDCap Dashboard -
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TIN Structure

20232028 IS
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[ CTSA Hubs (60+) I Innovation Centers

TICs RIC
(Trial Innovation Centers) (Recruitment Innovation Centers)

[ Johns Hopkins J

. [ Vanderbilt University ]
University

\ [ Vanderbilt University ]
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TIN Consultation Processes

TIN Application

Comprehensive Consult

Proposal & Review

UG3-Vanguard
Transition

\

Submit to TIN
website
Define Pl needs

Consultation
Process

2-4-hr consult
Define mRCT
RFA and IC
concurrence
Build consortium

-

Define trial I/E
Protocol draft
Define analysis
Proposal guidance

Dissemination
mRCT expertise

Hub Capacity
Development

Hub “Didact”
Statistical
Program

N

-~

Peer review
Sites approve
IC approval
Safety plan

Hub Operations
Training

N

-~

~

Final protocol
UG3
Consent & sIRB
Contracts
Site training

A e/,

Developing Hub
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TIN Consult Process — Initial Consult Topics - Deliverables

30-60 min kick off call, then

Assigned within 1-3 hour topic specific discussions as
5 business days needed
Submitting | |
. | I
Investigator ! |
4 ) G\itial Consultation \
Submit TIC/RIC Assigned * Protocol Design
Seek local CTSA . * JHUTIC * Study Budget Estimate
through the . —> . T
support TIN website * Vanderbilt TIC * Projected Timelines
* Vanderbilt RIC * Recruitment & Retention Strategy
\_ ) ( Assessment of Study Feasibility /

Team Review
the followingthree Approved for

| | mall No further support
Proposal Assessment
Approved for * Begin discussions/implementation
Letter is sent to the gl resources of the resources approved
submitting Pl with one of
outcomes: comprehensive
consultation

Grant is
submitted
to funders
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Consort Diagram: Nov. 2016 - June 2023

JHU-Tufts TIC Trials in Implementation

113 Initial Consultations*

I I
37 Approved for Comprehensive Consultation 76 Initial Consultations Status
I
11 Complete 11 In 31 Approved for 1 ON HOLD at
NES 12 Funded progress 3 On hold 8 In Progress (ESOUTCES Pl Request

+ 4 Pilot Trials
implemented
i i . 36 Successfully Completed to
16 Trials Successfully in Implementation ‘No Further Support’ NFS

TRIAL INNOVATION NETWORK *2 TIN 1.0 Joint consults assigned to TS Clinical & Translational
= Duke (1) and Utah (1); 111 to JHU Science Awards Program




TIN 1.0 Timeline | T

Years -7

06‘1 6 : : : 06'120 " : 06/%3
0 1 2 3 4 5 6 7
Kids MoD PAH partners: JH, U of Colorado, Columbia, PAHNET, Duke =>>
Nslzonsorsz MAP partners: Columbia, JH >
NINDS 1 REACT-AF partners: NU, STANFORD, UCSF, JH sy
NICD 1 .
DOD ) RAFT partners: JH, NAFTNET >
NIDDK 1 NeuroNYCures partners: Cornell, °
NHLBI 2 U Rochester, NY state lab, JH
AHA 1 BEACH partners: U of K, JH >
NY State 1
NCATS 1 PENS partners: JH, U of BC, U of Wash, Utah >
CSSC-001 partners: JH, 20 TIN sites ®
CSSC-004 partners: JH, 20 TIN sites ®
C-19 Collab partners: JH, Vanderbilt, Harvard, Duke ®
Key:
=== |mplementation stage Technology to Manage Celiac Disease (U34) partners: Columbia, JH >

® End of implementation

> Implementation ongoing mTECH partners: JH %



4 Stages of the Consult Process

1. Consult - to build partnership 2. Team Plan - mRCT 3. Operate - mRCT

60-180 days 180-505 days 90-120 days 90-120 days

Grant
Comprehensive Consult Production
Submission

TRIAL INNOVATION NETWORK CTS Clinical & Translational
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JHU TIC Activities

Employed in Consults

Areas of Expertise Research Methodology

- Site Initiation, Selection & Activation * Study Design

+ Clinical Site Monitoring - Protocol/CRF Development

« Effectiveness Trials * Feasibility Studies

. Neurological Research - IDE / IND Regulatory Requirements

- Cardiovascular Research * Manuals of Procedures

 Perinatal and Neonatal Research * Teaching & Training

« Stakeholder Engagement * Data Reporting

» Clinical Trial Metrics y ngety !Drc?groms

- Imaging Center & Management * Blostatistics

- Strategies for Drug/Device * Quality Assurance
Development  Risk Management
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Start Up — Site identification (EOI) and selection

The Expression of Interest (EOI) can include:

. EHR_based Cohort assessment | CROSS-NETWORK QUERYING FOR CLINICAL TRIAL SITES
. Site Pl identification e
. Protocol review/feasibility cowEcT '

LOI2 Trom 0035 05 CIROCIN0

. Budget review/feasibility

OUTREACH e it
LR [N shameld mi 18a wi

EVALUATE

Al evan o data, Turtnge

A Data-driven Approach to Site Selection o
in Multicenter Trials

SELECT

i
Nt &
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LRt

= EHR Data
—

Aduvantages

Data-Driven Decisions
4=
p sl c
—— ﬂj J— "— Data-driven site

selection promotes fast,

Eﬁﬂ Site Data

@ Demographics

Competing Trials

& Census Data

§ Budget

3

: - efficient, and informed
A data-driven decision site selection decisions

process to inform study for multicenter trials WWW.TRIALINNOVATIONNETWORK . ORC

design, site and recruitment
feasibility, and site selection
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Top 4 recruitment and retention
recommendations from the RIC

* Proactively assess R&R barriers
and develop mitigation strategies

* Prioritize participants experience-
minimize burden and returning value
Top 4

e Data driven site selection recruitment

and retention

* Engage stakeholders at every step recommendations
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V4 Expression o

Patient
Reported

Retentlo?

: Interest r
Qu_ery CTSA sites 'y . \ Outcomes
in 2-3 weeks (MyCap)
. ' u Facilitating \

Recruitment &

In,tl?égUdy / o 3 Retention 5
ccelerate n ¢ Lo
Submitted Cohort B ontractin Optlmlzm_g data
discovery & collection
\ \ / . [ Community
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Open Floor for Q & A
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