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Overalll Comments

.. Health

Instltute

ADE Include those hased! en technology, other
components and PK

Ethanel effects (efificacy, safety and abuse deterrent
clain) on each active constituent off ADE may need
to be assessed

I any; seientific White Paper or Citizen's Petition a
section with details on manufacturing and 1n vitre
testing consideration will be needed

Topic complex and important with wide implications
(e.q., affects other drugs); It may merit a separate

conference leading to a guidance document
strategy.
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Key elements that need to he
ncludediin the EDA guidance

1
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Designi off and interpretation criteria fol:
N Vitre disselution: studies
extractability studies

Specification of When In Vive human studies, are
needed

Specification ofi primary and secondary dependent
variakles andl criticall dififerences for human in Vivo
studies e.g. Cmax, AUC, selected PD measures

By what criteria would an alcehel effect be deemead
1o alter the abuse deterrent properties of the ADE?
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Key elements that need to he
Includediin the EDA guidance

6. Specification of preferred designs fier human
studies:

s fasting feeding, timing drug/ethanol, sex, age, concemitant
meds; menstruall cycle, opiate naive/users, acute chrenic
dosing, subject selection, preferred PK and PD measures,
timing of measures, type of ethanol etc.

s  Any reguirements that may relate to Impact on efficacy.
s  Preferred guidance woeuld be that studies should try to
simulate situations of risk and conditiens of use of the ADE
7. Speciify relatienship of In vive and In Vitre studies In
anticipation of laneling:

8. For pharmacedynamic studies speciiy the preferred
endpoeints e.gl sedation, moter ceordination,
vigilancee, respiratory depressmn
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Key elements that need to he
ncludediin the EDA guidance

9. Clanifications of the situations under wWhich
naltrexone bleck Is preferred or required.

10. Identify the risk pepulations, ofi CONcern e.q.

cl
e

11. S

cohelics, paini patients, drug akusers,
derly, college students.

PECIiY product characterstics that would

make It clear under what clircumstances
generic ADE preducts woeuld reguire same

studies.
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Scientific Literature and! Data

1. A let abouit ethanol interactions In vitrer and 1 Vive
e Doses, timing and design of ethanel interaction studies

2. Hight variability: infopiate and ethanolf PK i vivo

3. Relation of epiate PK and PDrhighly: variable among
and within Aumans under conditions, off acute and
ChAronic use

4. Epidemielogy of ethanel use and opiate use

5. I vitre drug concentrations der not have (much/any)
uitility: In' predicting clinicall efficacy, salety: or public
.. Lt THCI Program on
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Scientific Literature and! Data

1

2
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Some: evidence naltrexone may: affect the
piotranstermation of oplates

IHow to) select of appropriate and sensitive
pharmacodynamic endpoints andhow: to collect high
guality: data Is knewn

. Some what sparse literature suggests

pharmacodynamic Interaction between ethanol and
opiates (ADE or IR) prohably not very large — not
supra-additive

Recent unpublished clinical data with ADE cenfirm
this

Efficient designs: to answers public health and labeling
requirements are knoewn and straight femnward o
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Studies: Eramewerk Lakeling not Claims

1. No warning label
2. Possible to include results of study.
3. Lalbel A: Existing class lalbel for alcohol interaction

withr epiate e.g., IR Morphine or MS Contin

—  Warnimg: ..should be usead Wit gréat cautiorn. arna . requcea aosage)n
palents. ....receing CNS depressants neluaing.....a/cofo)

4., [apel B: Enhanced risk label e.g., Opana

—  Boxed Wariimng: Patients; must ot consume. alcofiolc beverages or
DIESCPHON OF 0[-PrescHpLorn. meaqlcations: contaning alcono).
whiler on Opana ER. THe co-Ingestion or alconol with: Opana ER
may; result i rcreasead. plasma. /evels: ana. a potentially. iatal
OVeraose) Of oXyImorpoNeE.

5. Noet approved or withdrawn
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Sclentific studies needed to
Suppert each laneling

s [n vitre
= Dissolution — f(t), composition etc
o Extraction

o At present no evidence In vitro: leads to “trip wWire” Ves
OIf MO 0N ISSUEe: of Importance

o Note — Ex Vivol or pre-systemic effects on formulation
disselutien Is only’ one way. In Which ethanel can
(Importantly?) alter the PK of a drug)

e The in vitre effects are getting dissociated frem the
pIgger Issue of When and how: are alcehel PK or PD
Interactions Important
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Sclentific studies needed to
SUppert eachr claim

Avoid LLabel B:

— Demonstrate bioequivalence (80%-125% 90%
confidence limit) of ADE product withr and withoui
ethanol — minimal study weuld' be: with 240mi 40%
ethanol 15min ingestion

— Fasted Ss
— No need for' naltrexene
— |nclude BE for each active constituent inf ADE
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Scientific studies; reguired: to
SUppert Specific claims

o | not bioequivalent: choices

1. Accept Label B'and pessible inclusion of data
2. Demonstrate that de net warrant label B

Pharmacodynamic — pharmacokinetic

Fed

Chrenic use In pain; patients

Clinical trial data

Different doses and times ofi ethanol administration

o [lese data may have value in competitive
marketplace or help characterze the phaimacology.
and circumstance of risk; relative position in
marketplace

R No drug left behind!
.. Health

Instltute
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