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What do preclinical
models tell us about
preventing the
transition to chronic
pain?

Our current best acute
pain medicine may
promote mechanisms
that facilitate the
transition to chronic
pain
We have to develop
acute pain medicines
that also prevent this
transition

nature |
neuroscience

Morphine hyperalgesia gated through microglia-
mediated disruption of neuronal Cl- homeostasis
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Blocking microglial pannexin-1 channels alleviates
morphine withdrawal in rodents
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Cellular/Molecular

Shared Mechanisms for Opioid Tolerance and a Transition 3) But re pe ated mu-o P ioid

to Chronic Pain ) ) .
stimulation causes a loss of efficacy

Elizabeth K. Joseph, David B. Reichling, and Jon D. Levine

Departments of .\n-.iit-}im- and Oral Surgery, Di\'ihiﬁn of Neuroscience, University of California, San Francisco, San Francisco, California 94143-0440 a n d eX ace rb a‘te S P G E 2 e'ﬁ:e Ct
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Hyperalgesic Priming as a Model of the Chronic Pain

Transition
Acute Pain
Normal Paw L
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How can this
pain plasticity
be reversed?

Chronic Pain
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Reichling and Levine, Trends in Neurosciences (2009)
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Hyperalgesic Priming as a Model of the Chronic Pain Transition: Changes in
neural circuitry in the transition to chronic pain?
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Ji-Young Kim, Journal of Neuroscience 2015
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The NK-1 ablation hypothesis is being tested in humans —
preclinical model would predict a lack of efficacy (tragically)

m) U.S. National Library of Medicine

ClinicalTrials.gov

Find Studies ¥ About Studies ¥ Submit Studies ~ Resources ¥ About Site ¥

Home >  SearchResults >  Study Record Detail Save this study Saved Studies (0)

Trial record 1 of 1 for: substance P saporin
Return to List

A Phase 1 Study of Substance P-Saporin in Terminal Cancer Patients With Intractable Pain

This study is currently recruiting participants. ClinicalTrials.gov Identifier:
. NCT02036281
See P> Contacts and Locations
Verified June 2016 by University of Texas Southwestern Medical Center First Posted: January 15, 2014

Last Update Posted: June 8, 2016
Sponsor:

University of Texas Southwestern Medical Center

AThe safety and scientific validity of this study is the responsibility of the study sponsor and investigators. Listing a study does not mean it has been evaluated by the U.S.
Federal Government. Know the risks and potential benefits of clinical studies and talk to your health care provider before participating. Read our disclaimer for details.

Information provided by (Responsible Party):
University of Texas Southwestern Medical Center

Tabular View No Study Results Posted Disclaimer How to Read a Study Record

No Study Results Posted on ClinicalTrials.gov for this Study

About Study Results Reporting on ClinicalTrials.gov

Study Status: | This study is currently recruiting participants.

Estimated Study Completion Date: | March 2018

Estimated Primary Completion Date: | March 2018 (Final data collection date for primary outcome measure)




Advantages of “priming” or "latent sensitization”
models

« Possibility of identifying neural circuits that
differentially contribute to acute and chronic pain (e.qg.
dopamine Iin the brain — Apkarian - and spinal cord -
Price)

* Already described that many analgesics that are
Ineffective in humans with chronic pain are ineffective
In primed animals.

» Possibility to accurately predict whether an acute
treatment can prevent the transition to chronic
pain/priming
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A few ideas on chronic pain resolution mechanisms

The IL-10 immune modulator
Medicine hypothesis

Neurobiology of Disease

The resolvin hypothesis

IL4-10 Fusion Protein Is a Novel Drug to Treat Persistent

Resolvins RvE] and RvD1 attenuate inflammatory pain Inflammatory Pain
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Ru-Rong Ji 1.3 Immunology, University Medical Center Utrecht, 3584 EA Utrecht, The Netherlands, and “Neuroimmunology Laboratory, Department of Symptom

Research, MD Anderson Cancer Center, University of Texas, Houston, Texas 77030

Behavioral/Cognitive

CD8™ T Cells and Endogenous IL-10 Are Required for
Resolution of Chemotherapy-Induced Neuropathic Pain
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of neuropathic pain
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Prior voluntary wheel running attenuates
neuropathic pain
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