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Past Year Substance Use Disorder (SUD): Among 
People Aged 12 or Older; NSDUH, 2024



2024-2025: Provisional* Drug Overdose Deaths
12-month period ending in select months

ALL 
DRUGS HEROIN NAT & SEMI 

SYNTHETIC METHADONE

SYNTHETIC 
OPIOIDS

(excluding 
methadone)

COCAINE

OTHER 
PSYCHO-

STIMULANTS 
(meth.)

11/2024* 83,512 2,899 8,233 3,295 51,045 23,100 30,272

5/2025* 74,970 2,538 7,493 3,399 42,569 20,327 28,452

11/2025* 70,231 2,120 7,065 3,465 38,629 19,443 26,552

Percent 
Difference 

11/24-11/25
-15.90% -26.87% -14.19% 5.16% -24.32% -15.83% -12.29%

*NCHS Provisional drug-involved overdose death counts are predicted values, 12 months ending in select months.

Source: Provisional Drug Overdose Death Counts produced by the National Vital Statistics System, NCHS, CDC, UHHS. 

https://www.cdc.gov/nchs/nvss/vsrr/drug-overdose-data.htm


NIDA Strategic Planning
• NIH and ICs are required to submit strategic plans to 

Congress every 5 years, per the 21st Century Cures Act.



• Communicates NIH 
research priorities to 
stakeholders and seeks 
their feedback.

• Does not set rules for 
decision-making about 
the NIH portfolio.



Seeking your input!



https://nida.nih.gov/about-nida/organization/divisions/division-therapeutics-medical-consequences-dtmc
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GLP-1RAs modulate positive and negative reinforcement, 

engaging saliency, interoceptive, and executive control networks

Positive reinforcement, binge/intoxication stage  

Negative reinforcement, negative affect/

withdrawal stage

The PFC is necessary for decision making and self-

Regulation. The saliency network (SN) is necessary for 

assigning incentive salience. The DMN processes 

interoceptive signals.

Volkow et al. Biol Psychiatry. Jan. 2026

https://pubmed.ncbi.nlm.nih.gov/41616957/


Opioid Use Disorder 
• Preclinical

• ↓ Heroin, fentanyl, and oxycodone self-
administration and reinstatement (cue-, drug-, stress-
induced) via NAc shell and CeA

• Clinical
• ↓ Opioid craving by ~40% with liraglutide in 

individuals with OUD (Freet, 2025)



UG3DA050325

PI: Sue Grigson 

Pennsylvania State U. Hershey Medical Ctr

Semaglutide or placebo every week for 12 weeks

N=200

Reduce illicit opioid use in adults in outpatient 
treatment for opioid use disorder, and who are 
receiving either buprenorphine or methadone 
maintenance treatment. 

Starting at a dose of 0.25 mg SC and advanced on a 
fixed-flexible dose schedule, based on tolerability, to a 
dose of 1.0 mg SC per week, or the maximum tolerated 
dose if less than 1.0 mg.

NCT06548490



R21DA060304

PI: Joji Suzuki
Brigham and Women’s Hospital

12-week, double-blind, placebo-controlled, 
randomized trial of individuals with OUD 
newly initiating buprenorphine 

Semaglutide weekly injections (n=23) or 
matching placebo (n=23).

Effects on cue-reactivity and preliminary 
efficacy, safety, and tolerability 

NCT06639464



Stimulant Use Disorder

• Preclinical
• ↓ Cocaine-induced hyperlocomotion, DA overflow, and reinstatement 

behavior via NAc shell and lateral septum 
• Exendin-4 / liraglutide reduced: methamphetamine self-administration, 

conditioned place preference, relapse/reinstatement behavior

• Clinical
• Cocaine: no reduction in self-administration, euphoria, or craving after a 

single low-dose exenatide in CUD patients (RCT). The study is limited by 
acute dosing (n=3) (Yammine, 2023). 

• Methamphetamine: no published data. Results presented in ASCP on May 
26, 2026.



Compare 14 weeks of once-weekly semaglutide 
versus placebo, as an adjunct to CBT, (N=75)
Explore off-target effects on alcohol, tobacco and 
marijuana consumption
 Semaglutide’s titration schedule from 0.25 mg/week 
to 1 mg/week to explore treatment effects at each 
level, toward identifying a minimal effective dose 

Results may support a fully-powered efficacy trial, 

PI: Luba Yammine
R01 DA062720



Two-phase study 
1) Open-label single-arm Phase IIa trial of 

semaglutide for MeUD. To continue,  
therapy meet prespecified levels, and 
there is evidence of reduced 
methamphetamine use

2) Phase IIb placebo-controlled 
randomized trial of semaglutide versus 
placebo to determine the efficacy of this 
medication in achieving a clinically-
meaningful reduction in 
methamphetamine use. 

These studies will be done under FDA IND, in 
order to allow for potential future studies 
that could lead to a new indication for 
semaglutide as the first medication 
approved for MeUD.

PI: Phillip Coffin
UG3 DA063329



Tirzepatide  n=100
Weekly SC 24 weeks. 
Initiated at 2.5 mg for 4 
weeks (4 injections) and 
increased in 2.5 mg 
increments every 4 weeks as 
tolerated, up to a maximum 
dose of 15 mg

PI: Jia Bei Wang
NIDA IAA
NCT07468552



Nicotine Use Disorder

• Preclinical 
• Reduces nicotine reward
• ↓ Self-administration, cue-reactivity, 

hyperlocomotion
• ↓ extracellular DA in NA

• Clinical
• GLP-1RAs reduced post-cessation weight gain, 

potentially supporting smoking cessation.
• Exenatide, in combination with the NRT improved 

smoking abstinence, reduced craving and withdrawal 
symptoms, and decreased weight gain among 
abstainers (Yammine, 2021)

• Potential synergy with varenicline/NRT



R01DA053241

PI: Luba Yammine 
University of Texas Health 
Science Center, Houston

To determine if exenatide 
improves end-of-treatment 
smoking abstinence rates and to 
determine if exenatide mitigates 
post-cessation weight gain.

Treatment seeking (n=216)

NCT05610800



Multi-site, 24-week trial 
Outcomes (e.g., cigarettes per 
day, post-cessation weight 
gain, cardiovascular risk 
factors) in treatment-seeking 
people who smoke. 
Inform dose for pivotal Phase 
III clinical trials.

U01DA064384
PI: Christian Hendershot 
University of Southern California, 
Los Angeles. 



Johnson et al. JAMA Netw Open. 2026

RCT of Psilocybin vs. Nicotine 

Patch for Smoking Cessation

Psilocybin abstinence rates higher than for typical 

treatments, suggesting promise for tobacco cessation.

No Serious

Adverse Events

RCT of Psilocybin for Treatment of 

Cocaine Use Disorder: RCT 

Hendricks et al. Jama Network Open 2026



• Consistent but uncontrolled evidence that a single-
session ibogaine (noribogaine) reduces opioid and 
other drug withdrawal symptoms and craving.

• Cardiac toxicity: ibogaine and noribogaine prolong QT 
via hERG blockade that can lead to ventricular 
arrhythmias and death.

• Research Goals
o Reduce cardiotoxicity risks
o Safer compounds that retain anti-addictive 

properties.
o Reduce hallucinogenic effects

Ibogaine: Potential Therapeutic Applications

Köck et al. J Subst Abuse Treat.138:108717 (2022)

Naturally occurring psychoactive 
compound found in the root bark of 
the African shrub Tabernanthe 
iboga. 

CYP2D6

https://www.sciencedirect.com/science/article/pii/S0740547221004438?via%3Dihub
https://www.sciencedirect.com/science/article/pii/S0740547221004438?via%3Dihub
https://www.sciencedirect.com/science/article/pii/S0740547221004438?via%3Dihub


https://nida.nih.gov/about-nida/organization/divisions/division-therapeutics-medical-consequences-dtmc

• UG3: GMP-manufacturing 
and formulation

• IND-enabling toxicity studies
• Therapeutic exposures and 

target engagement 
• UH3:  first-in-human trials
• Support subsequent Phase 2 

UG3DA06005
PI: Gerard Mareck
Gilgamesh
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