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Studies required of all “abuseStudies required of all “abuse--deterrent” deterrent” 
opioid formulations opioid formulations (A)(A)

•• Current Studies (NCE compounds): i.v. Current Studies (NCE compounds): i.v. 
or s.c. dosing in rats, monkeysor s.c. dosing in rats, monkeys

1.1. Primary physical dependencePrimary physical dependence
2.2. Single dose substitutionSingle dose substitution
3.3. Reinforcing effects: self administration, Reinforcing effects: self administration, 

ICSS, place preferenceICSS, place preference
4.4. Drug discriminationDrug discrimination
•• No reference oral data!No reference oral data!
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Preclinical basic science needed!  Preclinical basic science needed!  
$$$ to develop techniques$$$ to develop techniques

•• Oral Oral PKPK-- analgesic PD and abuse liability analgesic PD and abuse liability 
studiesstudies

•• (Other non(Other non--iv routes: dermal, iv routes: dermal, buccalbuccal, nasal, , nasal, 
inhalation)inhalation)

OxycodoneOxycodone HydromorphoneHydromorphone
HydrocodoneHydrocodone OxymorphoneOxymorphone
MorphineMorphine BuprenorphineBuprenorphine
FentanylFentanyl MethadoneMethadone
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Studies required of all “abuseStudies required of all “abuse--deterrent” deterrent” 
opioid formulations opioid formulations (B)(B)

•• Comparative abuse liability by oral route w/ Comparative abuse liability by oral route w/ 
reference nonreference non--ADF compoundADF compound

1.1. Primary physical dependencePrimary physical dependence
2.2. Single dose substitutionSingle dose substitution
3.3. Reinforcing effects: self administrationReinforcing effects: self administration
4.4. Drug discriminationDrug discrimination
•• Studies by intended commercial route (e.g. Studies by intended commercial route (e.g. 

oral) and by i.v. (may simulate PK profiles)oral) and by i.v. (may simulate PK profiles)
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Potential label claims related to Potential label claims related to 
preclinical breakout grouppreclinical breakout group

•• Claim A: Product “X” produces less Claim A: Product “X” produces less 
therapytherapy--independent reinforcement independent reinforcement 
(euphoria, reward) than Reference “Y”(euphoria, reward) than Reference “Y”

•• Claim B: Product “X” produces less Claim B: Product “X” produces less 
physical dependence than Reference “Y”physical dependence than Reference “Y”

•• Claim C: Product “X” does not substitute Claim C: Product “X” does not substitute 
for morphine in physical dependencefor morphine in physical dependence
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Scientific studies needed to Scientific studies needed to 
support each claimsupport each claim

•• Claim A: Product “X” produces less Claim A: Product “X” produces less 
therapytherapy--independent reinforcement independent reinforcement 
(euphoria, reward) than Reference “Y”(euphoria, reward) than Reference “Y”

1.1. SelfSelf--administration (rats, monkeys per administration (rats, monkeys per 
ADME profile): oral and i.v. ADME profile): oral and i.v. 

•• Drug discrimination (functional Drug discrimination (functional 
equivalence to standard opioid)equivalence to standard opioid)
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Scientific studies required to Scientific studies required to 
support specific claimssupport specific claims

•• Claim B: Product “X” produces less Claim B: Product “X” produces less 
physical dependence than Reference physical dependence than Reference 
“Y”“Y”

1.1. Primary physical dependence test: Primary physical dependence test: 
oral, i.v.oral, i.v.

•• Determine maximum physiologicallyDetermine maximum physiologically-- 
tolerated chronic dose; use for primary tolerated chronic dose; use for primary 
dependencedependence
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Scientific studies needed to Scientific studies needed to 
support specific claimssupport specific claims

•• Claim C: Product “X” does not Claim C: Product “X” does not 
substitute for morphine in physical substitute for morphine in physical 
dependencedependence

1.1. Single dose substitution: oral, i.v.Single dose substitution: oral, i.v.
•• May precipitate massive withdrawalMay precipitate massive withdrawal
•• May substitute for morphineMay substitute for morphine
•• Other aversive propertiesOther aversive properties
•• Differential effects per route usedDifferential effects per route used
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RunRun--through of examples through of examples (½ hr)(½ hr)

•• “Tamper“Tamper--resistant” ADFresistant” ADF
–– Resistant to physical manipulationResistant to physical manipulation
–– Resistant to chemical manipulationResistant to chemical manipulation
–– Resistant to extraction with alcoholResistant to extraction with alcohol

•• Opioid with sequestered antagonistOpioid with sequestered antagonist
•• “Prodrugs”“Prodrugs”
•• Opioids with aversive ingredientsOpioids with aversive ingredients
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Miscellaneous issues Miscellaneous issues (½ hr)(½ hr)

•• Addressing potential safety issuesAddressing potential safety issues
•• Addressing potential issues with drug Addressing potential issues with drug 

interactionsinteractions
•• Addressing potential issues with combination Addressing potential issues with combination 

productsproducts
•• Considerations for labeling and promotionConsiderations for labeling and promotion
•• What data would be required to reconsider What data would be required to reconsider 

product schedule?product schedule?
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