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Outline

* Current endpoints
* What rationale for craving as an endpoint?
* What evidence?

* Next steps



Endpoints in Clinical Trials for SUD

What’s the goal? What do we do: Urine tox

* Measure something related to * Yes
treatment outcome

* Measure something that is * Maybe, but ...
beneficial for the patient

* Measure something that is reliable < Yes, but ...

* Measure something that is e No
meaningful about SUD

* Predictive/etiological vs.
consequential

A need for alternative endpoints: Rationale for craving as an endpoint



Addiction / Substance Use Disorder

Individual Diagnostic Criteria: how much Is craving special?

Iltem Response Theory Analysis
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M 5 Substance Use Disorder

Significant impairment and ...
At least 2 over 12 months

1) Large amount/longer
2) Quit/Control

3) Time.spent
oo

5) Neglect role

6) Social/Interpersonal problems
7) Activities given up

8) Hazardous use

9) Psychological/Physical problems
10) Tolerance*

11) Withdrawal*

*does not apply to prescriptions

APA 2013

DIAGNOSTIC AND STATISTICAL
MANUAL OF
MENTAL DISORDERS

DSM-5

AMERICAN PSYCHIATRIC ASSOCIATION



IS craving more then a diagnostic criterion?

Relapse Craving Relapse

Subjective
N\”/\/ Fluctuating




How to access craving? Cues - Craving - Use

The Craving - Use relation is
Dose variation - Response intensity Use

Relapse
) Cues Unwanted ‘
- el Craving
-
s | 5
= More craving
.t?! = Anxiety
.8 Depression
E / more use Anxiety Symptoms

Depression
Disorder
+ biological analyzes Serre et al 2012 Fatseas, Serre 2018
Serre 2012, 2015, 2018 _ Craving intensity change
Auriacombe 2016
Over a period of hours o
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Auriacombe 2018

Craving intensity

7’

e g Craving a prognostic and
) TS * etiological marker of addiction!

Serre et al., 2012, 2015 Etc...
Fatseas, Serre et al., 2015

\

Use TO

Fatseas, Serre 2015

A target for treatment!



JAMA Psychiatry | Original Investigation 2022

Association of Drug Cues and Craving With Drug Use and Relapse
A Systematic Review and Meta-analysis

Nilofar Vafaie, MS; Hedy Kober, PhD

0237 studies; 656 stat analysis; 51788 participants
(21216 confirmed SUD)

oMeasures

—craving: spontaneous, cue reactivity, Human lab, EMA
—prospective association (hours/days/months/years) with use/relapse

nAll craving modalities associated to use/relapse
—+1 craving predicts use X 2 (OR, 2.05; 95% ClI, 1.94-2.15)
—Most significant results (x3) : craving unidimensional (VAS), EMA, hours, SUD

nPotential causal inference for the role of craving with
drug use and relapse

—Main outcome measure for treatment trials
—Main outcome measure for individual treatment follow-up



Further rationale for craving as a treatment endpoint



Craving is an early marker of SUD
Craving predicts more diagnostic criteria and more use over 12 Months
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Craving is an early predictor of SUD abstinence/use Outcome

ﬂ] clusion Day 1 Day 15 Debriefim Long-term follow-ups: 6.5 years
‘_‘ .......... Test ph.ag.em da.|.|y...|.|fe. ............. .‘_‘ r ...... ‘_._‘_\

Use of main substance
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Craving reduction at intake
predicts abstinence/use O on AR MoDEL
outcome at 5+ years

Balilet, Serre 2020
Baillet, Auriacombe, ... Serre 2024

Craving intensity at treatment initiation

slower decrease for participants

in the Relapse group
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To sum-up rationale for Craving
as a treatment endpoint

[] DSM6XSubstance Use Disorder

Signiticar ' nt and ...
e Atleast 2 over 12 months

* Craving changes overtime predict 1) Large amount/longer

2) Quit/Control

I
e Use - |
g 3) Time spent
@)

* SUD severity
* Abstinence/use long term

4) Craving
eglect role

6) Sodial/Interpersonal projfems

7) Activities given up

E
* Should we turn away from s
. «. o )
searching/waiting for consequences 3
1
<
O
O

8) Hazardous\yse
ysical problems

Psychologi

to disappear/show-up?

What next?
We have a rationale, what’s the evidence?




ADDICTAQUI Addiction Aquitaine Cohort

Prospective multicenter open cohort Universite
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 *  Socio-demo v’ Current and past comorbid psych: MINI
 Maedical status
*  Employment/resources v/ BAl, BDI (CAADID)

ASI < ¢ Treatment history v’ Personality: ERS (TCI-125, EPI)

 Substance use v’ Quality of life: NHP, TEAQV, ASI
*  Non-substance addictions v’ Risk practice : RAB
*  Family, social vInsight : HAIS

\_ * Psychological status v’ Sleep: ISI (QMV, PSQl, actimetry, ESS)

+ urine + breathalyzer + cravin
y 5 v’ Cognitive tests : IGT, MoCA, Codes 90, Literal and

categorical fluency, Numerical span, RI/RL

How to validate craving as a treatment endpoint?
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33 % women

\
|

4
4
y /’

At one-year+ follow-up
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Craving frequency /30days
(Mean 15/30 days; SD: 13)

8=0.096, P < .001

B=0.041, P < .001

8=0.031, P .002

Craving and Use as
Dimensional Outcomes

$=0.463, P < .001

Frequency of use /30 days Linear regression

(Mean 21/30 days; SD: 11)

Z
@—

Craving frequency /30days
( (Mean 12/30 days; SD: 13)

Nb of SUD criteria v,

Intensity preocupation about use . *
NS =

Perceived need for treatment ™.
NS

Nb of days of preoccupation
B=0.367, P < .001

Frequency of use /30 days
(Mean 15/30 days; SD: 13)



At one-year+ follow-up

32w T ae s
° --O0——0—O0 O
- - No-Use
24% (n=49) success
W %
75% consistent
No-Craving 25% change status
Craving and Use as 32% (n=65) success P <.001

Categorical Outcomes



To conclude and next steps

* Use Is easy to measure

* Associated to some positive outcomes
 Butitis an indirect measure of SUD

* Craving is considered less easy to measure
* But is better associated to more positive outcomes
* |s a more direct/proximal measure of SUD
* Craving should be further explored as a treatment endpoint
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