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Studies reguired of all “abuse-deterrent™
eplold fermulatiens (A)

o Current Studies (NCE compeunds): I.V.
OIf S.C. dosingl In rats, menkeys

1. Prmanry physical dependence
2. Single dose substitution

3. Reinforcing| effects: selff administration,
ICSS;, place preference

4. Drug discrimination
No reference oral data!
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Preclinical basic science needed!
$3% to develop technigues

o Oral PK- analgesic PD and alkuse: lianility

studies

o (Other non:-Iv routes: dermal, buccal, nasal,
iInhalatien)
Oxycedone IHydromorphone
IHydrecedone Oxymorphoene
Moerphine BUprenorphine
Eentanyl Methadene
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Studies reguired of all “abuse-deterrent™
oplold fermulatiens (&)
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Comparative albuse liability by’ eral reute W/
reference nen-ADE compound

Primary: physical dependence

Single dose substitution

Reinforcing effects: selfi administration
Drugl discrmination

Studies by Intended commercial route (e.g.
eral) andl by I.V. (may: simulate PK prefiles)
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Potential label claims related to
preclinicall breakout group

o Claimi Az Preduct “X* preduces less
therapy-independent reinfercement
(euphoria, reward) than Reference “Y*

e
p
e

almi B: Product “X* produces; less
aysicall dependence than Reference Y

aimi C: Product “X* does not substitute

for merphine IR physical dependence
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Sclentific studies needed to
SUppert eachr claim

o ClaimiA: Preduct “X* preduces less
therapy-independent reinfercement
(euphoria, reward) than Reference “Y*

1. Self=administration (rats, monkeys per
ADME profile): oral and I.V.

o  [Drug discrimination (functienal
equivalence te: standaral opioid)
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Scientific studies; reguired: to
SUppert Specific claims

o Claimi B: Product “X* produces; less
physical dependence than Reference

HY”
1. Primary physical dependence test:
oral; 1.V.

o [Determine maximum physielogically-
tolerated chrenic dose; USe fior prinmary
dependence
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Scientific studies needed to
SUppert Specific claims

Claim C: Product “X* does not
substitute fer morphine in physical
dependence

1. Single dose substitution: eral, I.V.
o |Vilay precipitate massive withdrawal
o \ay substitute for moerphine
e (Other aversive properties
o Differential effects per route used
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Run-through off examples (52 hAr)

o “[amper-resistant™ ADE
— Resjstant te physical manipulation
— Resistant to chemical manipulation
— Resistant te extraction with alcehel

o Oplold with sequestered antagonist
s “Predrugs™
» Opieids withraversive ingredients
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Miscellaneous ISSUes (22 hr)

o Addressing potential safiety ISSUes

o Addressing poetential Issues with drug
Interactions

o Addressing potential Issues witih combination
preducts

o Considerations for laveling and premotion

o \What data weuldl be reguired to recensider
preduct schedule?
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