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Diagnosing
Stimulant Use
Disorder
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Taking more stimulants than intended or using longer than intended
Desire to cut down or stop use of stimulants, but inability to do so
Spending lots of time to get stimulants, use stimulants or recover from use
Craving stimulants

Failure to fulfill work, home, school obligations because of stimulant use
Continued stimulant use in the face of relationship problems

Giving up important activities because of stimulant use

Using stimulants in harmful situations

Continuing to use stimulants even when it’s known to cause problems
Needing to use more stimulants to get high

Development of withdrawal that is alleviated by stimulant use

Stimulant use disorder is largely defined by drug taking behavior

» For FDA approval, the expectation has been that a pharmacotherapy
had to completely disrupt this behavior (i.e., promote total
abstinence)




Stimulant Use
Disorder
Epidemiology

Approximately 5 million Americans used
cocaine in the last year

» 1.3 million meet Cocaine Use Disorder
criteria

Approximately 2.6 million Americans used
methamphetamine in the last year

» 1.8 million meet Methamphetamine Use
Disorder criteria

Levels of stimulant use are likely
underestimated

Stimulant involved overdose deaths are
increasing

» Stimulant use overdose mortality
disproportionately affects historically
marginalized groups



FDA Review

To Confirm
Safety and
Effectiveness

Drug Approved for | Drug Submitted for
Testing in Humans FDA Approval 2

Pipeline for Developing Medications




» No FDA approved medication

» Cocaine: More than 60 medications
tested across 100 trials

Stimulant Use . . "

. » Cocaine: Agonist treatment, specifically
D]SO rder amphetamine, is effective
Medications » Methamphetamine: Approximately 25

medications tested in about 40 trials

» Methamphetamine:
Bupropion/naltrexone may be effective




Why Haven’t We
Advanced a
Stimulant Use
Disorder
Pharmacotherapy?

» Focus has been on opioid treatments

» Very high bar for treatment efficacy until recently

Reluctance to advance a treatment that is considered to
have abuse potential

Pharmaceutical industry does not think it is worth the
investment

Stimulant Use Disorder commonly co-occurs with other
problems and we have not given that sufficient
consideration

Any ideas you have about why?




NIDA Opioid Pharmacotherapy Pipeline

Early Preclinical

Late Preclinical
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NTR1
modulator

S5HT2R agonist

HBS087/
HBS093

PN6041/
PN6047

D-CYSee

SBI-0801315/
SBI-0799220

Opioid biased
agonist

MOR Selective
agonist

Oxy/Fentanyl
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Fentanyl/
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therapy

= BTRX-246040
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= CS-1103
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R-methadone
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GM-3009 (Oxa-
iboga analog)

SBS-226

M-KLH (Heroin
Vaccine)

Fentanyl vaccine

mAb Fentanyl

Lofexidine
Lofexidine

Dextromethorphan
/Bupropion

CVL-354
INDV-2000
AZD4041

KNX100

NYX-783
EC5026
SBS-1000

Kindolor

NRS-033
ITI-333
EPD2520

Oxycodone vaccine

Cannabidiol
Guanfacine

Pregabalin +
Lofexidine

Suvorexant
Pramipexole
Olanzapine
Ketamine
Ketamine

Ketamine

Buprenorphine +

Naltrexone

Buprenorphine

Buprenorphine
INDV-2000

CSX-1004 (P1A4
Fentanyl mAb)

= Suvorexant

Naltrexone 2-
month injection

BICX104
Naltrexone 3-
month implant

OLANI (Naltrexone
6-month implant)

DLP-160
(Naltrexone 6-
month implant)

BIOPIN 6
(Naltrexone 6
month implant)

Novel naltrexone
transdermal patch
(NNTP)

LAAM

LYN-014

LYN-013
Nalmefene implant

Nanoparticle-
based ADF

PF614 - MPAR

(Nafamostat/
Oxycodone ADF)

Buprenorphine




NIDA Stimulant Pharmacotherapy

Pipeline

Early Preclinical

= SBI-0801315/
SBI-0799220

s CocH5-Fc(M6)
Cocaine Hydrolase

= SBX-518

Late Preclinical

= OMS 182399
= PPL-138

= |XT-m200 Long -
Acting_

= NHB 1109

Clinical Trials

= Zolmitriptan
= TMP-301

= Cocaine hydrolase

gene therapy
= dAdGNE
= h2E2
= (5-1103

s SXC-2023-
Glutamate
Modulator

Phase |lb

Cariprazine
Mirtazapine
Clavulanic acid
Ketamine

Exenatide

BICX104/Bupropion

STP-7-Mavoglurant

= Pioglitazone

= Rotigotine

= Bupropion/
Naltrexone

= EMB-001

= TNX-1300




Moving Forward

» Increase pipeline of Stimulant Use Disorder medications

» Demonstrate benefit of reduced use as a target outcome for
pharmacotherapies

» ldentify treatments with reduced abuse potential

» Demonstrate to industry that the investment is worth making, both in
terms of improving people’s lives and financially

» ldentify ways to combine potential treatments with treatments for co-
occurring problems (e.g., Opioid Use Disorder) to be more effective

» What else can we do?



Discussion and
Questions
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