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Presenter(s)

Stephen A. Wyatt, D.O, is a Board-Certified Psychiatrist with added subspecialty certification in
Addiction Psychiatry. He practiced emergency medicine for 12 years prior to entering a psychiatry
residency at University Hospitals of Cleveland. He then was accepted into the NIDA clinical research
fellowship in addiction psychiatry at the Yale School of Medicine. He is a former Adjunct Professor of
Psychiatry at UNC. He started the addiction psychiatry fellowship at the Mountain Area Health
Education Center in Asheville, NC. He is the Immediate Past Chairman of the Coalition on Physician
Education in Substance Use Disorders a national organization focused on addiction medicine medical
school education. He was a Co-Chair for the 2020 focused update of the ASAM Clinical Guidelines for
Office Based Opioid Treatment. He is a clinical expert for the SAMHSA funded Provider Clinical
Support System, PCSS; Medication Assisted Treatment and Implementation Projects. He is an Opioid
Response Network Champion.
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Housekeeping

» This event is brought to you by the Providers Clinical Support System — Medications for Opioid Use
Disorders (PCSS-MOUD), a program funded by the Substance Abuse and Mental Health Services
Administration (SAMHSA). Content and discussions during this event are prohibited from promoting
or selling products or services that serve professional or financial interests of any kind.

« PCSS-MOUD aims to increase the knowledge and skills of healthcare and counseling
professionals about available evidence-based treatment approaches for substance use disorder
(SUD) with a particular focus on opioid use disorder (OUD). PCSS-MOUD provides free training
and mentoring to practitioners on the use of medications for OUD (MOUD) and the integration of
these services into mainstream health care.

Funding for this initiative was made possible by cooperative agreement no. TH79TI086770 from SAMHSA. The
views expressed in written conference materials or publications and by speakers and moderators do not
necessarily reflect the official policies of the Department of Health and Human Services; nor does mention of trade
names, commercial practices, or organizations imply endorsement by the U.S. Government.
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CME Credits

This live webinar offers these types of continuing education credits.
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Q&A Instructions

Please feel free to submit your
questions throughout the
presentation by typing them
into the Question area, found
in the lower portion of your
control panel.

We'll reserve 10 to 15 minutes
at the end of the presentation
for Q&A.
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Stephen A. Wyatt, D.O.

Addiction Psychiatrist

Welcome to Q&A
Questions you ask will show up here. Only
host and panelists will be able to see all
questions.
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Disclosure to Learners

AAAP is committed to presenting learners with unbiased, independent, objective, and
evidence-based education in accordance with accreditation requirements and AAAP
policies.

Presenter(s), planner(s), reviewer(s), and all others involved in the planning or content
development of this activity were required to disclose all financial relationships
within the past 24 months

All disclosures have been reviewed, and there are no relevant financial relationships with
ineligible companies to disclose.

All speakers have been advised that any recommendations involving clinical medicine must be based on evidence that is accepted within the
profession of medicine as adequate justification for their indications and contraindications in patient care. All scientific research referred to,
reported, or used in the presentation must conform to the generally accepted standards of experimental design, data collection, and analysis.




Providers
Clinical Support
isorders System

Educational Objectives

At the conclusion of this activity participants should be able to:

1 Explain the incidence and impact of polysubstance use.

Compare the morbidity and mortality of various combinations of drugs, including alcohol and

tobacco.

3 Apply the information from this presentation in assisting in the establishment of a treatment
plan for polysubstance using patients.
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What is Polysubstance Use?

What is the prevalence?

Importantly, Who are the vulnerable? !
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Definition of Polysubstance Use

» The use of more than one drug at a time is polysubstance use. This includes
when two or more are taken together or within a short time, either intentionally or
unintentionally. It is common in some demographics.

» Intentional polysubstance use occurs when a person takes a drug to increase or
decrease the effects of a different drug or wants to experience the effects of the
combination.

» Unintentional polysubstance use occurs when a person takes drugs that have
been mixed or cut with other substances, like fentanyl, without their knowledge.

» Whether intentional or not, mixing drugs is never safe because the effects from
combining drugs may be stronger and more unpredictable than one drug alone,
and even deadly.

CDC cdc.gov/stop-overdose/caring/polysubstance-use.html
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Figure 4: Heatmap Highlighting Polysubstance Co-Occurrence Percentage by Drug Group,
United States, 2024
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Mono use is now 26%

Use of two or more substances is 74%

Bailey AJ, 2023 National Survey on Drug Use and Health (NSDUH) from years 2015- 19.
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Disordered use compared to those with Low Level Use.

» An estimated 29% of the general population did not report any
substance use in the past year and were excluded from this
analysis.

» The individuals who reported receiving alcohol/drug treatment,
only 22% of individuals had a mono-use pattern

» Importantly, this data suggest, mono-use is the most common
pattern of substance use at the population level, almost two-thirds
of people who use substances. However, once problems with
substance use emerge, mono-use becomes the exception

Bailey AJ, 2023 National Survey on Drug Use and Health (NSDUH) from years 2015- 19.
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Implications of various combinations of drugs.
Opioids (1/3)

» Understanding polysubstance use that
involves opioids applies not only in the context FFZ’:;% g
of within class opioid misuse but also co-
occurring use of opioids with a wide array of
other substances importantly depressants and
stimulants.

Deatha per 109,000
- - - ~

* Due to an increased potential for
overdose, relapse, and various adverse :

comorbid problems. : R
» As the death toll from overdoses rose from ' Heroin (no fentanyl)
38,329 to 106,699 between 2010 to 2021 in R R R R R R R R R R R TR R R R R TR

Heroin Fentanyl Fentanyl

2013 & Stim
2015

2000

the United States the percent involving both Early
fentanyl and stimulants rose from 0.6% to Sl

32.3%. This number climbed to 41.3% in 2024.

Cicero TJ, 2020, Freidman F 2022,
Centers for Disease Control and Prevention's Wide-Ranging Online Database for Epidemiologic Research, 2025;334;(15):1321,
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Implications of various combinations of drugs.
Opioids (2/3)

» Factors behind the increased combination of opioid and stimulant use is multifactorial;

* The increase in availability of methamphetamine.
« The reduction in certain Rx opioids making stimulants more attractive as pills.
« The combination can result in a synergistic high.

» The stimulant can balance out the effects of opioids, attaining some “normalcy” by
relieving some of the fatigue and lethargy.

» These drugs can be and sometimes are, combined in pill form without the user's
knowledge contributing to the overdose potential.

» The pharmacodynamic overdose potential of stimulants in combination with opioids is the
stimulants potential for causing severe vasoconstriction increasing oxygen demand while
the opioid depressant effects a slowing of the respiratory rate along with the adverse effect
on the normal medullary respiratory center response.

Ciccarone D, 2021
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Implications of various combinations of drugs.
Opioids (3/3)

» Depressants and Opioids

» Alcohol/Benzodiazepines combined with opioids, as both are
central nervous system depressants they increase the risk of fatal
overdose, severe respiratory depression, and coma.

» Alcohol can cause “dose dumping” or the rapid release from
the time release property of a pharmaceutical opioid resulting
in a rapid as compared to a slow release of the full dose.

» As pregabalin and gabapentin misuse has increased in recent
years in individuals with an SUD and in particular opioids exposure
has been associated with a 49% increased risk of an opioid
overdose.

» Misuse of Gabapentin is an overdose risk for an individual
using opioids overdose and has played a role in the statistics.

Centers for Disease Control and Prevention [CDC], 2020b; Gomes T, et.al., 2017; CDC Drug Overdose Deaths in the United States, 2023—2024
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Implications of various combinations of drugs.

Alcohol

» Roughly half of all drug poisonings involve alcohol.

» Alcohol co-involvement for all opioid overdose deaths increased nonlinearly from 12.4% in
1999 to an estimated 16% in 2022

» Alcohol and other drugs contribute to a 10 times increase in the rate of successful suicides.

» Co-occurring Methamphetamine use can mask the effects of alcohol resulting in impaired
persons not recognizing their impairment and more likely to engage in further alcohol/drug
use and dangerous behaviors, e.g., driving.

» The specific combination of cocaine and alcohol produces cocaethylene, a metabolite that
increases the duration of cocaine and is more toxic than either cocaine or alcohol alone, in
the liver.

Becker T. et.al., 2021, Tori ME, et.al.,2020, NIAAA 2026, Timko C, et.al., 2018
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MPonsubstance Use and CoMorbid Problems
Developmental Problems in Children

» Prenatal polysubstance use is highly prevalent among individuals born with fetal alcohol spectrum
disorders, with nearly 40% of infants having been exposed to at least one other substance.

« Animal studies have established prenatal combinations of cocaine/alcohol can result in
coordination problems and neuropsychological differences including heightened hyperactivity
compared to either substance alone.

« There have been similar animal studies identifying coordination problems with
cannabis/alcohol combinations.

» Polysubstance exposure has resulted in an increased risk of externalizing behaviors, ADHD, and
long-term growth and behavioral problems have been found in adolescence.

» Cognitive impairments associated with prenatal polysubstance exposure can include general
cognitive ability, e.g. memory, language, and self-regulation compared with single and non
exposures.

» NOTE: There is also an environmental factor with a noted increase in four or more ACEs

Jarlenski MP, et.al. 2020, Popova et al., 2024;; Rouzer et al., 2025; Breit et al., 2019; Rouzer et al., 2023; Conradt et al., 2019; Garrison-Desany et al., 2022; Ryan etal.,
2024; Beauchamp et al., 2020;Fisher et al., 2011; Lowe et al., 2024; Lowe et al., 2021;Nygaard et al., 2017, Burns et al., 2021; Rockhold et al., 2025
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Polysubstance Use and CoMorbid Problems
Young People

» Studies consistently find that adolescents who used alcohol at or before age 14 are considered
early-onset users and are:

« Associated with alcohol-induced developmental delays in core executive functioning skills
(e.g., self-regulation),
» Long-term psychobiological problems and alcohol-related harms.

* More likely to engage in other risky behaviors, including progressing to using multiple
other substances (cannabis, other illicit drugs, etc.), both independently and concurrently.

» From 2020 to 2023, there were 22,966 opioid overdose deaths among youth aged 15 to 24 years.i .
Fentanyl and other synthetic opioids were most commonly involved.

» Overall, approximately half of all opioid overdose deaths in this age group (n =11 657; 50.8%)
involved polysubstance use.

» Collectively, stimulants (e.g., methamphetamine, cocaine, and/or other psychostimulants) were

involved in 65.3% (n = 7609) of all polysubstance-involved overdose deaths and 33.1% of all
opioid overdose deaths.

Montemayor BN, et.al. 2024; Buchholz C, et.al., 2023
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Polysubstance Use and CoMorbid Problems
Mental Health Problems (1/4)

>

Use of other substances in addition to methamphetamine significantly increased the odds of a
history of physical and/or sexual abuse, suicidal ideation and attempt(s) along with other mental
health symptoms..

Opioid overdoses,often involved suicidal intent (44 % passive and 7 % active).
« Active suicidal intent was positively associated with hospitalization.
» Use of 25 substances vs.1 substance, associated with an opioid overdose is associated with
having thoughts of self-harm or suicide in the 2 weeks before survey completion.
« Participants who reported active/passive intent more commonly used cocaine or crack (27 %)
with opioids during their last overdose relative to unintentional overdoses (16 %).

Over half of opioid overdoses among individuals in addiction treatment involved some degree of
suicidal thinking.
« 274 participants who had experienced a non-fatal opioid overdose, 78% used heroin and 43%
used prescription opioids

In addition to opioids, 40 % of most recent non-fatal overdoses involved sedatives/sleeping pills, 25
% alcohol, 25 % marijuana, 22 % cocaine or crack, and<10 % other substances.

Gicquelaisa RE, Drug and Alcohol Dependence 212 (2020)
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“’P'olysubstance Use and CoMorbid Problems

Mental Health Problems (2/4)

>

Veterans with MDD, GAD, and a sexual assault history reported significantly greater SUD
symptoms and poly-SUD than those without such comorbidities.
» 12.6% did not meet criteria for SUD
* 49.6 % met criteria for one SUD,
» 37.8% for poly-SUD (37.8 %), with 25.6% for two, 7.9% for three, and 3.9% for more than four
SUDs. (3.9 %).
» 52.4% percent met criteria for alcohol use disorder and 53.1% stimulant use disorder,
(53.1 %). Among participants meeting criteria for alcohol use disorder or stimulant use
disorder, over 78 % of participants met criteria for severe misuse (>six or more symptoms).

These results were from a residential treatment-seeking, veteran population however consistent
with independent associations of these mental health conditions and substance use severity and
underscore the unique association of these conditions on polysubstance use..

Notably, these differences were found within a treatment-seeking sample pointing to the importance
of these comorbidities (depression, anxiety, and trauma-related symptoms) to be addressed as part
of their treatment for SUDs.

Flynn AJ, et al, 2026
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Mental Health Problems (3/4)

» Comparing Bipolar patients with and without either AUD or PSU. The three groups differed for
predominant polarity. Note: It has been identified that the predominant and first-episode polarity
most often remains the dominant polarity.

* The most common predominant polarity in BD without SUD was mania,

* |n BD with AUD and in BD with PSU it was depression.

» Uncertain predominant polarity was the least common in BD without SUD and BD with PSU,
whereas in BD with AUD, manic predominant polarity was least common.

* Predominant polarity matched onset polarity in all groups.

» Across clinical studies, 42% to 71% of patients showed consistency in their predominant polarity,
meaning that at least two-thirds of lifetime episodes in a single person are restricted to one pole of
the iliness.

» There has been evidence of a longitudinal decrease of alcohol/other drug abuse during the
course of the illness in the manic predominant polarity group.

» Several studies tried to identify the most common predominant polarity in BD patients. Their results
were that depressive polarity prevailed..

Janiri D, 2017
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Polysubstance Use and CoMorbid Problems
Mental Health Problems (4/4)

» Methamphetamine use increases the likelihood of
psychotic symptoms. Additional frequent cannabis
use increases the likelihood.

» A Swedish registry study identified, relapse was most
common for those whose first substance induced
psychosis was induced by cannabis (25.7%),
followed by multi-substance use (23.8%) and
(meth)amphetamine (19.7%).

NIH Publication No. 23-MH-8110 Revised 2023

Wide-ranging substance users had more severe substance use and mental
health symptoms and need more intensive service resources.

Venla E,2025
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Assessment

» Screening Test (ASSIST) psychometric tool using the specific substance involvement score (SSIS)
measures among U.S. college students to evaluate the relationships among 11 substance
screens (prescription opioids, heroin, tobacco, alcohol, cannabis, cocaine, methamphetamine,
prescription stimulants, inhalants, sedatives, and hallucinogens).

» Data from the American College Health Association’s National College Health Assessment (fall 2019—spring 2021).

» The review showed significant positive correlations for all substance screens, with the strongest
correlations seen between screens for heroin and prescription opioids. Cannabis ranked highest in
screening for alcohol risk, alcohol highest in screening for tobacco and cannabis risk, prescription
opioids highest in screening for heroin and cocaine, and inhalants highest in screening for other
illicit drugs.

Qeadan F, 2025
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Treatment
GLP 1 Medications
Among participants consuming alcohol in a laboratory session following

» Low-dose semaglutide was shown to reduce the amount of alcohol and st i el
tobacco use during a posttreatment laboratory self evaluation.

9 weeks of semaglutide led to reductions in weekly alcohol craving o N "
relative to placebo, —— 1

» Greater relative reductions in cigarettes per day in a subgroup of
participants with current cigarette use.

(=2
=
L

s
o

Alcohol consumed, g
Peak BrAC, g/dL

» GLP-1s target the brain's reward pathway and system: the ventral tegmental

area, nucleus accumbens, and prefrontal cortex.
* Influencing the release of dopamine in the brain results in blunting

)
=

motivation’ pleasure and reward_ Group, posttreatment Group, posttreatment
» This reduction of reward signaling thus reduces craving for food, alcohol
and other drugs. GLP 1s may assist patient in

« They can also reduce stress-induced alcohol seeking. reducing their use and

» Patients with OUD, a GLP-1 medication reduced their cravings for opioids by potential for changes in
40% over three weeks.

» People with OUD and AUD who took GLP-1s had a 40% lower rate of opioid
overdose and a 50% lower rate of alcohol intoxication.

behavior.

Hendershot CS, et.al,, 2025
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Treatment

» There is evidence that the use of disulfiram can not only alter the response to alcohol but also
cocaine making an adverse experience for both.

» Cochran Review 2024 - Disulfiram may decrease the frequency of cocaine use but may have
little or no effect on the amount of cocaine use or on the number of people who prematurely
interrupt treatment.

» Secondary substance use can consistently moderated associations between treatment and primary
drug use. Months without any secondary substance use, showed treatment was strongly
associated with decreased odds of primary drug use compared to months of secondary use and a
weaker association.

» There is evidence that patients treated for polysubstance use showed improved life satisfaction,
executive functioning, and psychological distress following 1 year of abstinence.

Traccis F, 2024; Wang et al,2017, Hagan et al., 2017).
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Treatment Continued

» Community actions

» Distribution of naloxone through cost-effective, pharmacy- and community-based programs;
expanding the locations of naloxone distribution centers, particularly in underserved
populations including rural communities, and the unhoused.

» Treatment providers need to assess for concurrent substance use disorders and offer evidence-
based treatments.

« Reduce the stigma associated with both inpatient and outpatient treatment of the PSU patient.

» Bear in mind the strong potential for polysubstance and the need to address substance use
beyond the “primary drug use disorder.”

» Assess for SUDs in prenatal care and support efforts at early childhood development.

« Assess for and provided integrative treatment for underlying mental health disorders.

* Provide care in a trauma informed setting.
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Summary

» Firstis the importance of a motivational engagement then thorough assessment of substance use
patterns. Failure to integrate the co-occurring use of other substance classes probably leads to
inaccurate assessment of risk for acute outcomes, such as overdose, and of overall severity.

» With the evidence of the importance of polydrug mechanisms it is important that there is
consideration beyond the differences in pharmacology of various drugs and look further to the large
differences on presentation at the clinical level.

» Stimulants are becoming far more common and are often used with other substances.

» Particularly poor health is associated with polysubstance use over time. This is despite the greater
frequency of medical and substance use treatment by polysubstance users. Thus the need for
more effective interventions for people using particular combinations of substances.

» This includes increasing the general medical system and public’s awareness of the dangers of
polysubstance use through effective educational efforts that provide clear communication about
harms of mixing substances.

CDC 2024, Stop Overdose, Polysubstance Use Facts
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' PCSS-MOUD Steering Committee

» PCSS-MOUD is led by the American
Academy of Addiction Psychiatry (AAAP),
in collaboration with a coalition of national
professional and healthcare organizations.

Learn more about the Steering

Q\Q Committee and its partner organizations:



https://pcssnow.org/about/steering-committee/
https://pcssnow.org/about/steering-committee/
https://pcssnow.org/about/steering-committee/
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PCSS-MOUD Mentoring Program

» Designed to offer general information to clinicians
about evidence-based clinical practices in
prescribing medications for opioid use disorder
(MOUD).

» Supported by a national network of providers with
expertise in addictions, pain, and evidence-based
treatment, including MOUD.

» Three mentoring options are available to meet your
needs.

» No cost to participate.

Q\ For more information visit;

O



https://pcssnow.org/mentoring/

Providers
Clinical Support
System

1: Discussion Forum

» An online discussion forum moderated by
addiction specialists where health
professionals can post questions and
receive answers from clinical experts and
other colleagues.

Q

) Reqister here at no cost!

Q\ For more information visit:

O



https://pcss.invisionzone.com/register?_gl=1%2A1alwype%2A_ga%2AOTQ3OTAwMDA4LjE3NDc4NjAzMjQ.%2A_ga_2E864QFCDP%2AczE3NTk5MzQ4NjUkbzE2NCRnMSR0MTc1OTkzNDg3NCRqNTEkbDAkaDA
https://pcss.invisionzone.com/register?_gl=1%2A1alwype%2A_ga%2AOTQ3OTAwMDA4LjE3NDc4NjAzMjQ.%2A_ga_2E864QFCDP%2AczE3NTk5MzQ4NjUkbzE2NCRnMSR0MTc1OTkzNDg3NCRqNTEkbDAkaDA
https://pcss.invisionzone.com/register?_gl=1%2A1alwype%2A_ga%2AOTQ3OTAwMDA4LjE3NDc4NjAzMjQ.%2A_ga_2E864QFCDP%2AczE3NTk5MzQ4NjUkbzE2NCRnMSR0MTc1OTkzNDg3NCRqNTEkbDAkaDA
https://pcss.invisionzone.com/register?_gl=1%2A1alwype%2A_ga%2AOTQ3OTAwMDA4LjE3NDc4NjAzMjQ.%2A_ga_2E864QFCDP%2AczE3NTk5MzQ4NjUkbzE2NCRnMSR0MTc1OTkzNDg3NCRqNTEkbDAkaDA
https://pcss.invisionzone.com/register?_gl=1%2A1alwype%2A_ga%2AOTQ3OTAwMDA4LjE3NDc4NjAzMjQ.%2A_ga_2E864QFCDP%2AczE3NTk5MzQ4NjUkbzE2NCRnMSR0MTc1OTkzNDg3NCRqNTEkbDAkaDA
https://pcssnow.org/mentoring/
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' 2: Ask a Clinical Question

» Asimple and direct way to receive an
answer related to Substance Use Disorder,
Opioid Use Disorder, and other related
topics. Designed to provide a prompt
response to clinical questions via email.

Q\Q Submit your clinical question

For more information visit;

O



https://pcssnow.org/mentoring/ask-a-clinical-question/
https://pcssnow.org/mentoring/ask-a-clinical-question/
https://pcssnow.org/mentoring/ask-a-clinical-question/
https://pcssnow.org/mentoring/ask-a-clinical-question/
https://pcssnow.org/mentoring/
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3: One-on-One Mentoring

» Provides individualized, one-on-one guidance
via email, phone, or in-person (if feasible), to
discuss specific clinical issues. Members are
“matched up” with one of our mentors in their
region. This is the most in-depth of the three
PCSS-MOUD mentoring tools. Please
contact pcssmentoring@aaap.org to receive
a mentor request form.

Q\Q Browse our Mentors

Q\ For more information visit:

O



mailto:pcssmentoring@aaap.org
https://pcssnow.org/mentoring/mentors/
https://pcssnow.org/mentoring/mentors/
https://pcssnow.org/mentoring/mentors/
https://pcssnow.org/mentoring/

Providers
Clinical Support
System

PlC[s]s]

Medications for Opioid Use Disorders

Contact us

m PCSS-MOUD: Educate, Train, Mentor

PCSS-MOUD | Facebook

B3

PCSS-MOUD.org

pcss@aaap.org

Funding for this initiative was made possible by cooperative agreement no. 1H79TI086770
from SAMHSA. The views expressed in written conference materials or publications and by

speakers and moderators do not necessarily reflect the official policies of the Department of
Health and Human Services; nor does mention of trade names, commercial practices, or
organizations imply endorsement by the U.S. Government.
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