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Enhancing Pain Management: Clinical

Research in Pain Management

e Characterize populations of patients with pain conditions
e Test novel treatments in a new clinical trials network
e Early Phase Pain Investigation Clinical Network (EPPIC Net)

* Back Pain Research Consortium
» Establish best strategies for management of acute and chronic pain
e Pain Management Effectiveness Research Network (ERN)
* Integrated approach to pain and opioid use in hemodialysis patients

e Pragmatic and Implementation Studies for the Management of Pain
(PRISM)

M) National Institutes of Health
Turning Discovery Into Health



Early Phase Pain Investigation Clinical

Network (EPPIC-Net) Mission and Goals

e Mission: Improve the treatment of acute and chronic pain and reduce
the reliance on opioids, by accelerating the early phase testing of
promising non-addictive therapeutics and devices to relieve pain

* Goals

* Develop a highly effective infrastructure for the rigorous early phase testing
of promising pain treatments (small molecules, biologics, devices) from
academia and industry.

» Take advantage of existing pain expertise in both academia and industry
e Advance pain clinical research though a learning network

* Train new clinical investigators,

e Design and test innovative clinical trial paradigms,

e Establishing well-phenotyped patient cohorts (e.g. BACPAC),

* Incorporate biomarkers of target engagement or proof-of-principle
into clinical trial design for new non-addictive pain treatments
whether small molecules, devices, or biologics
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Accelerate Development of Pain Treatments:

Data and Asset Sharing Partnership

e Capitalize on previous efforts and share knowledge surrounding
development and testing of pain therapeutics

e EPPIC-net Data Coordination Center will host data and biosample
repositories from HEAL programs and industry partners

 Link testing of assets with other HEAL research e.g. biomarkers
e Coordinated with the FNIH

e HEAL Partnership Forum will allow for participation by more
companies and partners

e HEAL Partnership Committee will encourage submission of assets for
phase 2 clinical trials
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HEAL Partnership Committee (HPC) -

Topics covered at March meeting

 Review of NIH Programs for Developing and Testing Pain Treatments Will cover in
V4
e Early Phase Pain Investigation Clinical Network (EPPIC-Net) — How will it work tOday S
* NIH Solicitation, Review, and Awards Process presentation

* Presentations: Challenges of the Development of Pain Therapies & Intersection with HEAL

Regulatory considerations for evaluation and approval of pain medications (Patrizia Cavazzoni, FDA)
Industry considerations for development of assets (Ken Verburg, Pfizer)

Medical Device Perspective (Ashley Wittorf, AdvaMed)

Perspective of People with Pain (Chris Veasley, Chronic Pain Research Alliance)

Panel Discussion — Q&A

e Considerations for the Review of Assets for EPPIC-Net

Considerations for the Template

Considerations for the Dossier March 5, 2019
. . . Partnership Committee Meeting
Other Specific Areas for Consideration

« Meeting Agenda
« Videocast®@
* Presentations

Summary and materials are pUinCIV o Conflicts of Interest Declarations [EEQ
o Role of the HEAL Partnership Committee in the HEAL Initiative X
o
I bl . o NIH Programs for Developing and Testing Pain Treatments [
aval a e at ¢ o Challenges of the Development of Pain Therapies & Intersection with HEAL
_ : . , [par
htt pS //WWW ni h gOV/resea rCh't raini ng/m ed ICa I' o Challenges in the Development of Pain Therapies - A Patient’s Perspective

o Considerations for the Review of Assets for EPPIC NET X

research-initiatives/heal-initiative/events
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https://www.nih.gov/research-training/medical-research-initiatives/heal-initiative/events

HEAL Partnership Committee (HPC) -

Topics covered at April virtual meeting

e Review of Revised Asset Template and Information Dossier for EPPIC-Net

e Template feedback and revisions
* Dossier feedback and revisions

 Communications Plan for the Request and Solicitation Process for EPPIC-Net

* Leverage multiple dissemination methods
* E.g., BIO convention

 HPC members will be crucial for dissemination once system is live

» Scope and Potential Agenda Items for Next Meeting
 Discuss cell-based screening platforms and 3D tissue models

» Design standards for pain trials

Summary and materials are publicly
available at:

https://www.nih.gov/research-training/medical-

research-initiatives/heal-initiative/events

April 15, 2019
Partnership Committee Teleconference Meeting
2:00-3:30 p.m. ET

« Meeting Agenda

+ Meeting Notes [EEd

¢ EPPIC Net Handout [

. EPPI(%\Iet Dossier Questionnaire for HEAL Program Applicant [EEQ
« Asset Template EB
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https://www.nih.gov/research-training/medical-research-initiatives/heal-initiative/events

Early Phase Pain Investigation Clinical

Network (EPPIC-net)

* To improve quality, consistency, efficiency of early phase pain
clinical trials

e Structure: Clinical Coordination Center, Data Coordination

Center,
10 specialized clinical sites (hub and spoke design)

» Focus: well-defined pain conditions with high unmet need
 Incorporate biomarker studies; accommodate platform trial designs

e Goal: develop effective infrastructure for rigorous early phase
testing of promising pain treatments (small molecules,
biologics, devices)

 From academia and industry
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EPPIC-Net Infrastructure

10 Specialized .

Clinical Centers
(hubs + spokes)

* Protocol design (with CCC)

* Trial execution

* Ready access to patient
populations and expertise in
multiple specific pain conditions

* Access to patients with and

expertise in low back pain

Repositories:
Industry and HEAL
biosamples,
neuroimaging, and
data

Coordination centers and clinical sites all solicited through funding opportunities,
planned to award at May council
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Drugs

Biologics

Devices

VY7

EPPIC-Net Process: Asset Submission

Candidate
Assets

Submission
Template

Basic information on asset to be entered into submission template
- Specialized for small molecules, biologics and devices

Draft template(s) developed by NINDS, with FDA, and input from th
HEAL Partnership Committee

- Contents include: e.g., asset type, completed clinical and
preclinical studies, pain type, competing products, primary
outcomes

Template submission will be open to anyone and available online
Outreach to Submitters:
- Academic networks: e.g., NIH Guide Notice, listservs, blogs

- Connections through partners on HEAL Partnership Committee:
PhRMA, BIO, AdvaMed

The whole process will occur with use of Other Transaction Authority

NIH)

National Institutes of Health
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EPPIC-Net Process: Asset Submission

Candidate Submission
Assets Template

Drugs

0900

@ Objective Review Panel

|

Devices

Panel of non-conflicted academic, industry experts
perform rolling review of assets (based on template)
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EPPIC-Net Process: Dossiers + Review #2

Asset Submission Asset Review

Dossiers

on assets judged
highly meritorious
based on initial
templates generated

Drugs

0900

by contractor
o @ Objective Review Panel @
O
>
Q Rolling review of dossiers complete with additional
Qo \ information
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EPPIC-Net Process: Asset to Clinical Trial

Protocol + Review #3

Asset Submission

99000
.

Devices

Asset Review

Dossiers

@ Objective Review Panel@@

Rolling review of templates, full dossiers, and clinical
protocols

Trial Design

Clinical Trial Design and
Execution

NH)
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EPPIC-Net Process: Final-phase Review

Asset Submission Asset Review Trial Design
Clinical Trial Design and

0 Execution

Qo

2

Dossiers

%)

2

(o~

9

9

[a) \

o Q\ @ Objective Review Panel@@ MDWG IC Council
ke, .

> :

3] Rolling review of templates, full dossiers, and clinical NIH HEAL Executive
Q ©/ T protocols Committee
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EPPIC-NET Resources for other HEAL Projects

- Back Pain Research Consortium BACPAC

- Pain Management EPPIC-Net Infrastructure
Effectiveness Research Network

- Pain Biomarkers Initiatives Data, Biosamples, Imaging
' _ e Common Data Elements
- Common Fund: Acute to Chronic Pain *  Repository
Signatures

- Pragmatic and Implementation Studies
for the Management of Pain (PRISM)

- Integrated Approach to Pain & Opioid Use in

Hemodialysis Patients
Industry Data

- Other Pain Preclinical Programs
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EPPIC-Net Process and Timing

» Awards for CCC, DCC, and some of the Clinical Centers under
discussion today

 Continuing to solicit applications for remaining Clinical
Centers through June 3, 2019

e Other Transactions Authority planned for clinical trials
 Rolling submission; anticipate first trials in FY2020
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EPPIC NET Application & Review Process

Timeline

1-2 hr.

%

p 1 MO

Applicant Applicant submits ©  Scientific Top applicants work with
initiates preliminary review of CRO to generate and
research idea on-line preliminary submit dossier
application applications application
. 1-2 MO
IS & o
Scientific review of Top dossiers work Scientific review of
protocols with CCC to develop dossiers

and submit protocol

6-8 MO from
[ [
v €+ ‘s ¥ application

NIH council votes  NIH provides funding Hubs &Spokes
on priority plan commence clinical
trial
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Sign-up to receive information and

updates.....

https://www.ninds.nih.gov/EPPICNET

Home » Current Research » Trans-Agency Activities » NINDS' Role in the HEAL Initiative

Click here to receive notification of availability fo!

Early Phase Pain Investigation Clinical Network

EPPIC-net asset applications.
In April 2018, NIH launched the HEAL (Helping to End Addiction Long-term) Initiative, an aggressive, trans-agency effg

Email

speed scientific solutions to stem the national opioid public health crisis. A major goal of the HEAL Initiative is to spufghe
development of effective, non-addictive treatments to reduce the burden of illness due to pain and to reduce risk of
addiction. Over the past 2 years, NIH has gathered input from experts from the U.S. Food and Drug Administration (FDA),

academia, and the private sector to identify key gaps and opportunities for the development of new treatments for

pain. Through these consultations, NIH identified the need for a sophisticated clinical trial network to design and execute
innovative early phase trials of promising non-addictive pain therapies in well-characterized patient cohorts with pain
conditions of high unmet need.

The Early Phase Pain Investigation Clinical Network (EPPIC-Net)

EPPIC-Net seeks to improve the treatment of acute and chronic pain and reduce the reliance on opioidsby accelerating the
early phase testing of non-addictive pharmacologic and device strategies from industry and academic investigators for
alleviating pain.

NIH with broad input from the appropriate NIH Advisory Council will reach out to industry and academia for interventions to
be tested in EPPIC-Net. This will lower the burden of early phase clinical testing and provide strong evidence to guide
decisions on proceeding to later phase trials for a pain indication. In a continually learning network, EPPIC-Net researchers
will provide needed knowledge of clinical populations, biomarkers, and innovative means of testing therapies to the research
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https://www.ninds.nih.gov/EPPICNET

THANK YOU AND DISCUSSION

NIH - Helping to End Addiction Long-term
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