Accelerating the Development of Improved Pain Treatments:
ASA and the ACTION Public-Private Partnership

Despite the advances that have occurred in medical
treatments over the past several decades, the Jdevelopiment
of mowel analgesic medications has lageed. At present, the
vnby anatpesics that are used widely are aceramunophen, none
steroddal antiintiammatory drggs INSAIE) and opicids, all
of which have serious, porentially life-threatening toxicities,
even when used properbe Although there has been incressing
arrenincny within oewdemin and the ph:!r]n;ul.::_|1u_'.:_|'. sty o
the development of novel analgesivs with improved efficacy
and safery, demonstracing the efficacy of  these drugs an
chcal trinls has proved challenging: v a5 possible that the
desigms and methods used i clinical eeials have conrribured o
disappoineing results and that improvemenrs will yvield more
successiul results. This hypothesis is cermamly supproirted by che
trecquent folures of chintcal crials of opioids, svven their senerally
wellsesmblished ethency acrass multiple scute and chronic pan

condiriong.
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Jaoer Woodecock, MY Director of the Center for
Drag: Evaluntion and Research ar the WS Food and  Degg
Addmvinastration (FDA), and her colleagues noced thar
public-priviane parrnesship for poin “mayv ke the caralyse that s
necded to enhance ranslation of sciencific Oppertuniies e

improved pain relied for chronie diseases and therr associared

sviptoms." Emphasizing the need wo amprove the develop:

ment process for analgesic medications, D Woodeock
5U|‘hL‘L['.Il'.!'|F|'g.' notes] that research e berrer desiens tor [mLI
tenals mighe dennity “highly effecnive drues with more easily
marsaged risks™ This scenario could dccur by incrensing
assay sensitivity or study efficiency, thereby makimg it possible
for treatments with nowel wechanesms of acrion o be made
avilibie 1o thepublic more tapacdiv,

Further emphasiziog the need for safer and more efbcacious
pain treacmrents, Margaret Hambuorp, ML Conmissioner
of the FDA, recently announced o “Regolaromy  Science
[miteative” o which the development of tmproved  onalresic
miedicarions was highlizhted, and it was arened that: "W are
facing a plabal epidemic of prescriprion pain medicine abuse
and misuse. At the same nme, parienis in agomzong pain are
often lett untreated. New pain pathwavs have heen discavered
ael new medicines are being developed thar can help, B
to wccelerare che delivery of new trearmenes oo PATIENLS. W
need to i berrer pam maodels, measurement toods {including
[‘ilf:ll..'n;-I'l_'pL'I'TL.'J assessinents) oond clindéal  aal Jdesiens
o enable developmem of cftecrive medications with |ess
potential for algse"™

On the basis of these conswderanions, the FOA recencly
Clinieal  Trial  Innovarions,

Nerworks  [ACTION) initiative, which

lannched  the  Analaesic

CYpporteniries, und
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will conduct o wide mange of methodologically-focused studies
of climcal mals of treatments for acure and chronic i
ACTTION also will also underrake orher projecrs and activiries
intended] to mprove the efhciency of analgesic clinical rrials.
The objective of these efforrs i« w0 identify problems and
challenges in clinical trial design and inplamentanon and
to hind ways e bridee these maps to spead the development uf
mproved pait restoires:

To provide the infrastruceure and scientific coordination
for ACTION, the University of Rochester was awarded o
$1 millon contracr last Seprember: This conrrac privvided
the basis for establishing o public-privare parmership i
which

orminizations  — inweluding professonul - socienes,  parient

sational and antemational  public and  privare
advociey groups, industey and sovernment agencics — have
beguny colliborating on - multiple  activiries  desisned 1o
accomplish the olijectives of
thie ACTION fmariirive. -
Clenham S0 Wird, 3.0,
Pl Protessor and Chiie
il ".|ll..'
University ol Rechesrer, s
representing ASA and FAER
asa coschair al the ACTION
Execuiive Lot tee,
Bothers Ho Dworkin, Phal,
Protessor ot Anesthesiolooy,

ol Anesthesiology

Metralogy,  Owealoey,  and

Psychistey at the University of Rochester, is the Director
it AUTION, and Deonis G Turky PhoD. John and Ensiia
Bomica: Professor of Anesthesiology and Pain Résearch ar
thie University of Washingron, is the Associate Ditecror.  In
additon o ASA, researchers ind physicians from the American
Academy of Neurology: Amenican Academy of Pain Medicine:
American Uollege of Rhevmutology: American Pain Sociery;
lnitiarive on Methods, Measurement, and Main Assessment
m Clinical Trialss International - Association for the Study
of Parng and Curcoame. Messures in Bheurmaralogy: as well as
representatives from the FIDA, LS Mational Fostinuges of
Health, the ULS. Department of Veterans Affairs, internarional
iriiives, patient advocacy orgamuzations; and a laree number
of pharmaceancal companies are parnciparing in the ACTION
public-prrvare partnershig.

Lopsistent with the aims and abjectives of the FDAS
Regulatory Scienge Inirarive, ACTION was developed o
provide a collaburutive framework to undertake such analyees
of anadgesic trials and bridae gape in the discovery and
development of safe and  etheacinuy snalpesies ¥ Specific
i hude: databases

ubjectives L ocomducring  analvses  of

of analgesic chmeal ks 2) developing novel  methods
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tor analyzing wnalpesic il endpoines: 31 develd ping a
“STandardized ANalpesic DAabase for Reseirch, [iscavery,
and Submissions” (STANDARDS)Y for the rransformation
and pooling of Jara from different wnaloesic tmalss and
4) coordinating the puablic-privare partnership ani privideng
the nifrastructire for supporting additional projects o mform
amalgesic development and rrial design and 1o foster innovation
in the development af improved pain rrearments,

The medest progress: 1w date m developing  improved
analgesies and the negarive results of many recent clinical
trinks led ro the development of this public health minative.
ACTION will provide the foundarion for an evidence-based
approach 1o the design of snalgesic clinical trials by identifving
relationships between trial charicreristies and ourcomes tha
could then be used in designing new rrials. The focus will he
on efforts to reduce false neative results and therely inerease
assay sensitivity of clinicul rrials
tir show the henefits of efficacins
teeatments. Modificanions in
the: desgpn of analessic trials
have the powntial to reduce the
likelihood of fabse negarive results
and to maxunize stody efficiency
e,
sampls  Simes),

requiring  smaller
Because  assay
related w0 the

magnitade  of  the

SEOSITIVITY s
SEPUIRALION
berween  Improvements in
the active treatment und placebo groups, an evidence-
hased approach 1o clinical trial design should also include an
examination of relationships. between study - merhadalogic
features {including patient characteristics) and placeba group
responses. Imporantly, assay sensitivity will only be ingrewsed
if sy efforrs o reduce placebs group response do ot have o
connparable effect on responses to the acrive reatment.

The results of previous research supeest that various [ticm
characreristics and research methods are associared  with
anitlpesic teial wssay sensitivity or placebo sroup responses, or
both.

these relationstups; and turther rescarch must bé conducted

Unfortunacely, relatively few studies have examined

to provide an adequate evidence base for any medification
ol the methodologic fearures on analgesic mals. In pussuing
this objective, group level data across mulriple clinicat trials in
large databases and todividual trials wich patient-level dat
considered separarely und in pooled analyses will provide
complementary information.

A major component of the ACTION initistve s the
development of a public-privie parmership, the mission
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of which 15 “ro wdencify, prioritize, sponsor, coordinare, and

promote innovacive acrivities - with a special anerea

oprimizing chineal rrials - thar will expedie the discovery and
development ofimproved analpesic rreatments tor the benehie of
rive preblie healthe™ Teis mpartant w emphasize tha the resules
ab these dctivieics will also be velevant o the develapmenr of
vl pain treptments of all wpes, mor just medicarions.
Wi believe thar the ACTION publiceprivare paromeeship bas

thie parenitial o grentdy facilicare nore efheient developogem

ol novel pnulgesic trearmienes and thereby improve the lives of

paticnts with acute and chrome paln,

Links
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Advance Your Anesthesiology Knowledge
and Earn CME

The Anesthesiology Journal CME program features selected
journal articles showcasing current developments in the
science and clinical practice of anesthesiology. This monthly

CME program is

s very convenient: read selected journal

articles and answer six questions online to earn up to
1 AMA PRA Category I Credit™ per issuc.

All Anesthesiology readers are invited to participate in the
program, and ASA members enjoy a preferred rate.
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