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Analgesic Clinicall trials

o Key elements that need to be included
In the EDA guidance

— 1. Studies reguired for all “abuse-
deterrent” opiold formulatiens

— 2. Studies reguired to suppert each specific
claim related! to abuse deterrence

— 3. Additional element needed in guidance
— 4, Additienal element needed In guidance
— 5. Additienal element needed In guidance

uf

THCI Program on
Institute Opioid Risk Management




Clinical Studies reguired for apprevall of
all “apuse-deterrent™ epiold fermulations

1 Eor NMEs (prodrug)

— Clinical studies; for NMEs will not differ frem the usual pathway: of
development of drugs te treat pain.

= EDA guidance for pharmnmacekinetic assessment, phase 2 dose ranging
studies should'be considered withi attention to adeguate dese finding,.

— Pharmacegenomic studies to identify, poer metabolizers to active
moiety

= Two adeguate and well-controlled phase 3 trials that demonstrate the
effectiveness ofi the agent in| the intended target patient population
suifiering frem pain. Guidance on clinicall trial designi cani be obtained
from the Guidance for Analgesic Drug Products (When It becomes
available) but should be designed primarily to' demonstrate: the: effect of
the drug en pain as a primary outcome.

= Additienall safety data (including epen labell extensions) te; generate a
database of 1500 exposures (minimum) and 300 for 6:months and 100
for 1 year for drugs expected to be used in chrenic treatment should
provide adeguate assurance ofi safety in most Cases.
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Clinical Studies reguired for apprevall of
all “apuse-deterrent™ epiold fermulations

2. Eor “Tlamper-resistant” ADE, opieids with' aversive ingredients

Because these products represent refermulation of drugs: for whichi the
Agency has already made the finding ofi efficacy and safety, these findings
may be ultimate referenced through a 505(1)(2) NDA submission, therefore
the essential clinical trial data necessary tor support approval may: be less. This
may. include
= Pharmacokinetics of the new fermulation (including a pharmacokinetic comparison
with the reference drug) and phase 2 exploratory: study(ies)

= One AWCS in phase 3 in the intended population to provide the minimum data
requirements for efficacy. Guidance oni clinical trial design can e obtained fromi the
Guidance for Analgesic Drug| Products (wheni it becomes available) but should be
designed primarily tor demonstrate the effect of the drugl oni pain as a primary.
outcome.

— Additional safety data to provide assurance of safety oni chronic administration up to
one year In at least a subset of the total exposed population.

= Additional studies may be needed to demonstrate lack of aversive symptoms at high
doses due to aversive component

NOTE: A spensor may chose not to pursue approval by this route andl submit an NDA
with full clinical' andl nenclinicall data ter support an NDA under 505(h)(1)
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Clinical Studies reguired for apprevall of
all “apuse-deterrent™ epiold fermulations

3. Eor products formulated withi (seguestered) antagonist

= Pharmacokinetic studies of the new combination drug to determine the
bieavailability of antagenist by the intended route of administration prier to
proceeding to phase 2 or 3

= Presumed: If the antagenists Is shewn net to be bioavailable by the intended
route of administration the remainder of the clinical development program may.
proceed as outlined ini the previeus section describing the clinical data necessary: to
support an application: under 505(hb)(2).

. Studies to demonstrate lack of bioavailability of antagonist at high deses (PK study)

. or upon chronic administration; by intended route (chronic safety with ?PK sampling)

. Studies to demonstrate no LOE or WD upon; transition from reference formulation to
reformulation

. 70thers

= Presumed: In order to gain approvall for a combination preduct containing an
active antagonist the contribution of the antagenist must be demonstrated. This
contribution off the antagonist as providing a deterrent to |1V abuse may be
demonstrated in nonclinical studies or by reference to the literature. Studies
supperting the dose of antagonist chosen for the final fermulation should be
justified. (Need to have this spelled out in guidance)
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Potential Claims

1. In general the freguency of abuse in clinical
analgesic trials was considered teo low: to be
apble te generate a sufficient signal to
support a claim,

2. Specialized studies may: e constructed that
might lead te implicit claims

“Implicit claims may be generated by demonstrating
significant reduction In divVersion or albuse. in
carefully’ designed and replicated active controlled
stuadies In specialized pepulatiens”
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Potential label claims related to
uhls; breakouit group

Implicit Claim’ A: Description of the study designiand
results. “There s no apparent contraindication te
analgesic treatment with X In patients with [name
nigh sk categony].”

Examples i two) active control/ea tiials or X 1. chronic
oplo/a. apUsers Wit LBP thiere) was: a sigiificanty,
|OWer Inclaence’ o1 alvers/on/apuseln patents treateq’
With X (reformuiation) comparea. to. tiiose) treatea Wit
Y (original formuiaton).  Therels o contralnalcaton
[0, treatment Wit X 11 patients Witii Crronic oplola.
aaalction.
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Scientific studies needed to
SUppert Specific claims

CLAIM. A, “There.Js.no.apparent.contraindication.to.analgesic.treatment
with X in patients with [name high risk category]

Study: (Replicate trials) This would be an eptienall feature intended only to
support a labeling claim—Could e dene in Phase 4

o Active controlled! (withi innevater against refermulation)
o Duration: 6 menth minimum

s High sk pepulation with highrevent rate for diversion or abuse (eg,
oxycontin abusers with pain)/ severe psych exclusion, past addiction (7)

s Prmarny Outcome (tentative) measures: aberrant behavier checklist,
diversion/misuse

o Pain control

= Other Measures: AE pattenn, guantitative Urine testing;, Tampering,,
Measures of Liking, ODs, Other drug use indicaters or innovative
strategies

Meaningiful difference that would/lead to: claim
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Potential label claims related to
uhls; breakouit group

Claim B:

s CMC (description) An oplate antagonist (name) has been added
to this fermulation In an attempt to deter abuse by the
Intravenous route.

» WARNING: this product should enly be administered
orally. It contains an epiate antagonists which,, If
administered intravenously [or intranasally] 1t may.
precipitate opiate withdrawal. --elaborate

s Pharmacolegy section| (PK studies showing bieavailability: (er lack
thereof) ofi antagenist by PO route), studies te demonstrate
pieavailability by IN (crushed)

= [Description of nenclinical studies tor support dese off antagoenist
that weuld precipitate withdrawal
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Scientific studies needed to
SUppert Specific claims

Claimi B (7or arugs witii oplola artagonist):

Biopharmaceutics: study: ofi bieavailability: ofi antagonist
studies; by Intended route In humans: balancea by
studies ofi bieavallabity by common routes; off anuse.

(nete guidance needed to confiim when animal
studies ofi bieavailability by alternate routes; may: e
sufificiently’ relust and when nenclinical studies te
suppoert dose of antagonist that would' precipitate
withdrawal ceuldl be provided)
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