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Benefit vs. Risk

Goal: Enable Providers to Balance Effective Pain Management
When Using Opioids in the Background of Polysubstance Misuse 

As the 4th Wave of the Overdose Epidemic



Primary Objectives

At the conclusion of this talk, attendees will 
understand: 

1. The role polysubstance misuse as the “4th Wave of 
the Overdose Epidemic”

2. Recently updated definitions for pain 
3. Principles of assessment and treatment for acute 

and chronic pain - using a multimodal approach
4. New non-opioid prescription medication and future 

non-opioid drug targets 

Conflicts: None



Understanding Opioid and 
Polysubstance Misuse



Understanding Opioids

4. Nitazines – A whole new subclass of newly derived synthetic opioids



Understanding Opioids



Understanding Opioids



The Use of Opioids Goes Back Least 6 Millenium



Opium History: The Evolution From Healing Herb To Global Drug Crisis
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URL - Products - Vital Statistics Rapid Release - Provisional Drug Overdose Data (Accessed 10/26/2025)

Percent Change for 

Michigan

-30.9
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The Bad News! 
We Are in the 4th Wave of the Modern Overdose Epidemic

Global, regional, and national burden of opioid use disorder from 1990 to 2021: a statistical analysis of incidence, 

mortality, and disability-adjusted life years | BMC Public Health | Full Text

https://bmcpublichealth.biomedcentral.com/articles/10.1186/s12889-025-23283-1
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Polysubstance misuse often involves a combination of stimulants, depressants, and other 
psychoactive substances, which can lead to unpredictable and dangerous effects. Some of the 
most commonly misused substances include:

• Opioids – Illicitly Manufactured Fentanyls (IMF) and Nitazines, Prescription opioids 
(fentanyl, oxycodone, hydrocodone, hydromorphone), heroin, and kratom (can be 
reversed)

• α2-adrenergic agonists – Xylazine and Medetomidine (cannot be reversed)
• Stimulants – Methamphetamine, cocaine, prescription amphetamines (such as Adderall), 

and MDMA (ecstasy) and nicotine.
• Depressants – Alcohol, Benzodiazepines (Xanax, Valium), barbiturates, certain muscle 

relaxants (Soma)
• Cannabinoids – marijuana and synthetic cannabinoids ("spice" or "K2"), and synthetic 

cathinones ("bath salts").
• Hallucinogens – Ketamine (NDMA Receptor Antagonist), Nitrous Oxide (huffing), LSD, 

psilocybin mushrooms, and PCP.

Mixing these substances can increase the risk of overdose, as their effects may amplify or 
mask each other, leading to dangerous consequences. 

What Kind of Substances are Involved (Intentional or 
Unintentional) in Polysubstance Use Disorder (PUD)?

Polysubstance Overdose | Overdose Prevention | CDC

https://www.cdc.gov/overdose-prevention/about/polysubstance-overdose.html


URL - Drugs of Abuse: A DEA Resource Guide, 2024 Edition (accessed 4/14/2025)

DEA: Multiple Drugs of Abuse on the Street
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National Drug Threat Assessment (Released 5-13-25 Accessed 10-25-2025)

• Drug overdose deaths decreased by more than 20% in 2024. 
October 2024 was the eleventh consecutive month in which CDC 
reported a reduction in drug related deaths.

• More than 80,000 Americans still dying from drug poisonings and 
overdose deaths, the synthetic drug and polysubstance threat 
remains grave.

• DEA laboratories are reporting a downward trend in fentanyl 
purity. This should not be mistaken for street-level fentanyl being 
any less dangerous. While purity levels are decreasing, the mixing 
of fentanyl with animal tranquilizers and other synthetic opioids is 
on the rise, which results in people not knowing the exact 
composition of what they are consuming or selling.

• The mixing of illicit substances, known as drug cocktails, is 
becoming more common. One in four submissions of cocaine and 
one in eight submissions of methamphetamine also included 
fentanyl. This is another indication that the drug landscape is as 
dangerous as ever.

• Veterinary tranquilizer xylazine remains the top adulterant found 
in fentanyl powder; however, a more powerful veterinary 
anesthetic, medetomidine, has emerged in the fentanyl supply – a 
dangerous development in the fight against fentanyl.

• More than four million youth and young adults (ages 12-20) 
reported vaping marijuana that is 100 times stronger in the past 
year.

The DEA 2025 Drug Threat Assessment

https://www.dea.gov/documents/2025/2025-05/2025-05-13/national-drug-threat-assessment


URL: NSDUH National Releases | CBHSQ Data and 2024 Companion Infographic 

Report: Results from the 2021 to 2024 National Surveys on Drug Use and Health

2025 Report on the 2024 National Survey on Drug Use 

and Health (NSDUH)

https://www.samhsa.gov/data/data-we-collect/nsduh-national-survey-drug-use-and-health/national-releases
https://www.samhsa.gov/data/sites/default/files/reports/rpt56462/2024-nsduh-companion-report.pdf
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URL: Special Report: The Art of Treating Complex Substance Use Disorders | Psychiatric 

News Accessed 4/14/2025

• The use of more than one drug, also known 
as polysubstance use, is common. This 
occurs when two or more are taken 
together or within a short time period, 
either intentionally or unintentionally.

• 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.

• Polysubstance-related overdoses can lead 
to permanent anoxic-hypoxic brain injury 
or death
• approximately 1 fatal overdose per 15 non-

fatal in the U.S.

Polysubstance Substance Use Disorder (PUD)
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Impact of OUD
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Understanding Pain



Pain

An unpleasant sensory and emotional experience associated with, or resembling that 
associated with, actual or potential tissue damage.

Notes

• Pain is always a personal experience that is influenced to varying degrees by biological, 
psychological, and social factors.

• Pain and nociception are different phenomena. Pain cannot be inferred solely from 
activity in sensory neurons.

• Through their life experiences, individuals learn the concept of pain.

• A person's report of an experience as pain should be respected.

• Although pain usually serves an adaptive role, it may have adverse effects on function 
and social and psychological well-being.

• Verbal description is only one of several behaviors to express pain; inability to 
communicate does not negate the possibility that a human or a nonhuman animal 
experiences pain.

2020 Revised Definition of Pain

1.Declaration of Montréal. International Association for the Study of Pain. Available at: https://www.iasp-
pain.org/DeclarationofMontreal (Accessed on 5/18/2024). From: Raja SN, Carr DB, Cohen M, et al. The revised International Association for the 
Study of Pain definition of pain: concepts, challenges, and compromises. PAIN 2020; 161:1976. DOI: 10.1097/j.pain.0000000000001939.
Copyright © 2020 International Association for the Study of Pain.

https://www.iasp-pain.org/DeclarationofMontreal
https://www.iasp-pain.org/DeclarationofMontreal
https://www.iasp-pain.org/DeclarationofMontreal
https://journals.lww.com/pain/Fulltext/2020/09000/The_revised_International_Association_for_the.6.aspx


Pain Terms and Definitions

IASP Terminology. International Association for the Study of Pain. Available
at: https://www.iasp-pain.org/Education/Content.aspx?ItemNumber=1698 (Accessed on 
December 1, 2019).

• Nociceptive pain: Pain that arises from actual or threatened damage to non- 
neural tissue and is due to the activation of nociceptors.

• Central sensitization: Increased responsiveness of nociceptive neurons in the 
central nervous system to their normal or subthreshold afferent input.

• Neuropathic pain: Pain caused by a lesion or disease of the somatosensory 
nervous system.

• Allodynia: Pain due to a stimulus that does not normally provoke pain.

• Hyperalgesia: Increased pain from a stimulus that normally provokes pain.

• Nociplastic pain: Pain that arises from altered nociception despite no clear 
evidence of

• actual or threatened tissue damage causing the activation of peripheral 
nociceptors
• disease or lesion of the somatosensory system causing the pain.

https://www.iasp-pain.org/Education/Content.aspx?ItemNumber=1698
https://www.iasp-pain.org/Education/Content.aspx?ItemNumber=1698
https://www.iasp-pain.org/Education/Content.aspx?ItemNumber=1698


Pain Signaling Pathways – Inflammatory Responses Mediated by Pain Receptors
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Pain Signaling Pathways

URL - Approach to the management of chronic non-cancer pain in adults – UpToDate and Pharmacologic management of 

chronic non-cancer pain in adults – UpToDate (Accessed 4/14/2025)

https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/approach-to-the-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=1%7E150&usage_type=default&display_rank=1
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2
https://www.uptodate.com/contents/pharmacologic-management-of-chronic-non-cancer-pain-in-adults?search=chronic%20pain%20management&source=search_result&selectedTitle=2%7E150&usage_type=default&display_rank=2


GOAL FOR ADEQUATE PAIN CONTROL
The goal for pain control should not be zero pain, but rather a tolerable level of pain 
that allows physical and emotional function. Often this means balancing analgesia 
with achieving functional goals, while avoiding preventable complications.

PRINCIPLES
1. Create an individualized plan for pain management based on the expected 

degree of pain and patient factors that may affect the plan
2. Offer multimodal analgesia, adding opioids only as necessary
3. Provide patient education
4. Adjust the pain management plan based on adequacy of pain relief and the 

occurrence of adverse events

Adopted from a program developed by the University of Washington Anesthesia and Pain Medicine Department, Seattle, WA Published 

in UpToDate (Last Checked 4/15/2025)



Effective Pain 
Management

Risk of OUD and 
Overdose

When The Need for Effective Pain Management Using 
an Opioid May Outweigh Risk

1. Acute pain (duration <1 month) 

2. Subacute pain (duration of 1-3 months)

3. Chronic pain (duration of >3 months) - “most days” or “every day”

• High-impact chronic pain is based on responses of “frequently limits life or 
work activities”

• Intractable pain



Summary

This Guidelines is

• A clinical tool to improve communication between clinicians and patients and empower them to make 
informed, person-centered decisions related to pain care together

• Intended for primary care clinicians and other clinicians providing pain care for outpatients aged
≥18 years old with:

o acute pain (duration <1 month);

o subacute pain (duration of 1-3 months); or

o chronic pain (duration of >3 months)

• Intended to be flexible to enable person-centered decision-making, taking into account an individual’s 
expected health outcomes and well-being.

This clinical practice guideline is not

• A replacement for clinical judgment or individualized, person-centered care

• Intended to be applied as inflexible standards of care across patients, and/or patient populations by 
healthcare professionals, health systems, pharmacies, third-party payers, or governmental jurisdictions or 
to lead to the rapid tapering or discontinuation of opioids for patients

• A law, regulation, and/or policy that dictates clinical practice or a substitute for FDA-approved labeling

• Applicable to the following types of pain treatment:

o sickle cell disease-related pain

o cancer pain

o palliative care

o end-of-life care

URL - CDC Clinical Practice Guideline for Prescribing Opioids for Pain — United States, 2022 (Accessed 

4/14/2025)

URL - Prescribing Opioids for Pain — The New CDC Clinical Practice Guideline | NEJM (Accessed 4/14/2025)

The Updated 2022 CDC Clinic Practice Guideline for Prescribing Opioids
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Summary

1. For all patients with acute, subacute, or chronic pain – go low and go 
slow
• Initiate the lowest dose to achieve expected results

• For opioid naïve patients, start with immediate-release opioids instead of extended- release/long- 
acting (ER/LA) opioids

• Use extreme caution when prescribing opioids, benzodiazepines and other sedating substances 
concurrently

• consider whether benefits outweigh risks

• Taper cautiously to a less risky dose or discontinue

• Check the state prescription drug monitoring program (PDMP) also known as the Michigan Automated 
Prescription Service (MAPS), to determine whether the patient is receiving opioid dosages or 
combinations that put the patient at high risk for overdose

• When initiating therapy

• Periodically when continuing

• Consider toxicology testing to assess for prescribed medications as well as other prescribed and 
non-prescribed controlled substances

• Offer naloxone and other overdose mitigation strategies when risk factors for opioid overdose are 
present

2. For acute pain, consider initiating opioid therapy only if benefits are anticipated to 
outweigh risks to the patient
• Nonopioid therapies are effective for many common types of acute pain

• Prescribe no greater quantity than needed for the expected duration of pain severe enough to 
require opioids

URL - CDC Clinical Practice Guideline for Prescribing Opioids for Pain — United States, 2022 (4/14/2025)

CDC Clinic Practice Guideline for Prescribing Opioids – 
United States, 2022
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CDC Clinic Practice Guideline for Prescribing Opioids – 
United States, 2022

Summary
3. For subacute and chronic pain, consider initiating opioid therapy only if expected benefits 

for pain and function are anticipated to outweigh risks to the patient
• Work with patients to establish treatment goals for pain and function

• Nonopioid therapies are preferred

• Discuss the known risks and realistic benefits of opioid therapy

• Consider how opioid therapy will be discontinued when benefits do not outweigh risks

• If opioids are continued
• use caution when prescribing opioids at any dosage

• avoid increasing dosage above levels likely to yield diminishing returns in benefits relative to risks to patients

• re-evaluate benefits and risks after starting opioid therapy or when escalating dose

• Initially at 1 to 4 weeks

• Then every 3 months (or more frequently as indicated)

4. Carefully weigh benefits and risks for patients already receiving higher opioid dosages
• Do not abruptly discontinue opioid therapy unless there are indications of a life-threatening issue, 

such as warning signs of impending overdose (e.g., confusion, sedation, or slurred speech)
• Exercise care when reducing or continuing opioid dosage

• Work closely with patients to optimize other therapies

• Gradually taper to lower dosages if risks outweigh benefits of continued opioid therapy

• Taper and discontinue opioids if warranted based on the individual clinical circumstances of the 
patient

• Consider transitioning to buprenorphine if opioids cannot be sufficiently tapered or 
discontinued

5. Offer Medications for Opioid Use Disorder (MOUD) to patients without pain and 
exhibiting opioid used disorder (OUD)

URL - CDC Clinical Practice Guideline for Prescribing Opioids for Pain — United States, 2022 (Accessed 4/14/2025)
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When Risk Begins to 
Outweigh Benefit

Effective Pain 
Management

Risk of OUD and 
Overdose



The Downside to Using Opioids Beyond 7-10 Days For Acute Pain: 
The Risk for Continued Opioid Use Goes Up with Days Supply and 

Number of Prescriptions in the First Episode of Care

7-10
days

30
days



Long-Term Opioid Exposure Can Lead to 
Neurodegenerative and Neurocognitive Disorders

Loss of Neural 
Dendrites

(Prolonged Drug Exposure)

Normal 
Dendrites

Loss of Brain Function Including the Frontal Lobe

Biological and Social Consequences of Ongoing Tolerance, Dependence and Addictive Behavior

• Prolonged exposure leading to downregulated epigenetic control of nerve cell structure and function 
(decreased neurotransmitters, receptors and structural proteins)

• The brain can no longer synthesize these molecules and requires exogenous source of these molecules until 
cells can resume synthesizing them

• Loss of self control and executive function, ie, judgement
• Inability to calculate risk versus benefit
• Possible severe, uncontrollable drug seeking to satisfy craving and avert withdrawal symptoms when opioids 

are rapidly discontinued
• Potential Loss of Family, Job and Shelter Leading to Possible Petty Theft, Larger Crimes, Arrest and 

Incarceration
• Possible Accidental overdose, cardiorespiratory arrest, anoxic-hypoxic brain injury and death

NOTE: A person's health is determined by their genes and the environment they live in. Epigenetics is the study of functional, and sometimes inherited, changes in the 
regulation of gene activity and expression that are not dependent on gene sequence.



URL - The genetics of addiction - PMC (nih.gov) (Accessed 9/9/2023)

Epigenetic Effects of Psychoactive Substances – 
Prolonged Exposure Can Lead to Genetic Changes in Brain Cell

Function and Behavior

Substances that 

Demonstrate Epigenetic 

Effects

1. Opioids

2. Benzodiazepines

3. Amphetamines

4. Cocaine

5. Methamphetamine

6. Antipsychotics

7. Antidepressants

8. Cannabinoids

9. Kratom

10. Nicotine

11. Nitrous Oxide

12. Ketamine

13. Others

At least 3 different epigenetic mechanisms in chromatin have 
been identified: 1) DNA methylation, 2) histone modification, 
and 3) non-coding RNA (ncRNA)-associated gene silencing.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4101188/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4101188/
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URL - Epigenetics of Drug Addiction - PMC (nih.gov) (Accessed 9/9/2023)

Epigenetic Effects of Psychoactive Substances – 
Prolonged Exposure Can Lead to Genetic and Subsequent 

Behavior Changes

• Key Issue: Sudden 
Discontination of Psychoactive 
Substances May Lead to Both 
Acute and Chronic Withdrawal 
Symptoms And Deleterious 
Complications

• It Takes Time for Cellular 
Machinery to Start Back Up

• Solution: Go slow when 
tapering or use Medication 
Assisted Therapies (MAT) when 
available

Key: Transcription Factor (TF), RNA Polymerase II Transcription Complex (RNAPII)

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7967246/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7967246/
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Substance Misuse Can Promulgate From Generation to Generation with the 
Cyclical Nature of Post-traumatic Stress Triggers and Adverse Childhood 

Events (ACE’s) That Lead to Aberrant Behaviors

https://www.samhsa.gov/capt/practicing-effective-prevention/prevention-behavioral-health/adverse-childhood-experiences

• Substance Misuse
• Alcoholism and alcohol abuse
• Early Smoking/Chronic 

obstructive pulmonary disease 
(COPD)/Lung Cancer

• Ischemic heart disease (IHD)
• Diabetes/Obesity
• Liver disease
• Depression
• Health-related quality of life
• Risk for intimate partner 

violence
• Multiple sexual partners/STD’s
• Suicide attempts
• Unintended pregnancies/fetal 

death

• Substance misuse within household
• Physical abuse
• Sexual abuse
• Emotional abuse
• Physical neglect
• Emotional neglect
• Intimate partner violence
• Mother treated violently
• Household mental 

illness
• Parental separation or divorce
• Incarcerated household member

Aberrant Adult Behaviors Increase 
Risk for ACE’s

Landmark study of 17,000 participants from 1995-1997 by the Centers for 
Disease Control in partnership with Kaiser Permanente

ACE’s Increase Risk for 
Aberrant Adult Behaviors

Findings: A person’s ACEs score has a strong relationship to 
numerous health, social and behavioral problems across a 

lifespan, including substance use disorders
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Key Principles of Pain Evaluation 
and Management



Work Within an Opioid Ecosystem Approach
How Leveraging System Interactions Can Help Curb Addiction, Overdose, and Other Harms

URL – America's Opioid Ecosystem: How Leveraging System Interactions Can Help Curb Addiction, Overdose, and 

Other Harms | RAND Accessed 4/22/23
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Be the Guide On the Patient’s Journey to Adequate Care

Chronic Pain Journey Map - National Academy of Medicine (nam.edu) – Accessed 5/9/22
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U.S. Department of Health and Human Services. Pain Management Best Practices Inter-Agency Task Force Report. 2019.

Coordinate Care With a Multimodality Treatment Plan



Don’t Ignore or Abandon Inherited “Legacy” Pain 
Patients Already on Opioids



History and Physical

• Identify possible pain etiology

• Identify comorbidities that may affect treatment options

• Examine for allodynia and/or sensory changes in painful body part

• For patients who use opioids or patients with risk factors for opioid misuse or use 
disorder:

• Check PDMP (aka, MAPS)
• Screen for opioid risk

PDMP: prescription drug monitoring programs; ORT: Opioid Risk Tool; SOAPP: Screener and Opioid 
Assessment for Patients with Pain; COMM: Current Opioid Misuse Screen

URL - Approach to the management of chronic non-cancer pain in adults – UpToDate and 

Pharmacologic management of chronic non-cancer pain in adults – UpToDate (Accessed 

4/14/2025)

Identify and Treat the Pain Source (Starting with
a Good History)
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Body diagram

•Useful for all patients

• For patients with multisite pain, screen for chronic widespread pain disorders with Widespread 
Pain Index and Symptom Severity Score

Pain history

OLDCARTS

• Onset ("When did your pain start?")

• Location ("Where does it hurt?")

• Duration ("How long does your pain last?")

• Character ("How does your pain feel?", ie, aching, burning, shooting, tingling)

• Alleviating/Aggravating ("What makes your pain better/worse?") and Attribution ("What do you 
think is the cause?")

• Radiation ("Does this pain spread anywhere else?")

• Temporal pattern ("Does your pain vary over the course of a day?")

• Symptoms associated ("How does your pain impact your physical function, your mood, your 
sleep?")

URL - Approach to the management of chronic non-cancer pain in adults – UpToDate and 

Pharmacologic management of chronic non-cancer pain in adults – UpToDate (Accessed 

4/14/2025)

Identify and Treat the Pain Source (Starting with
a Good History)
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Courtesy of David Neff, DO

Identify and Treat the Pain Source (Starting
with a Good History)



Visual Pain Scales
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Mood assessment
PHQ-4

Over the past 2 weeks, have you been 
bothered by these problems?

Not at all Several days More days than not Nearly every day

•Feeling nervous, anxious, or on edge 0 1 2 3

•Not being able to stop or control worrying 0 1 2 3

•Feeling down, depressed, or hopeless 0 1 2 3

•Little interest or pleasure in doing things 0 1 2 3

•Scoring:Add total score
•For score >5, screen for anxiety, depression, and post-traumatic stress, with GAD-7, PHQ-9, and PTSD-5

Sleep assessment
Sleep initiation and maintenance

•Does pain interfere with falling asleep?

•Does pain interfere with staying asleep?
[2,3]

Screen for obstructive sleep apnea (OSA) – STOP-Bang

Yes No
Snore – Do you snore loudly (loud enough to be heard through closed doors, or your bed 
partner elbows you for snoring at night)?

Yes No Tired – Do you often feel tired, fatigued, or sleepy during the day?

Yes No Observed – Has anyone observed you stop breathing or choking/gasping during sleep?

Yes No Pressure – Do you have or are you being treated for high blood pressure?

Yes No
2

Body mass index >35 kg/m ?

Yes No Age older than 50 years?

Yes No Neck size large (male: ≥17 inches, female: ≥16 inches)?

Yes No Gender = male?

•Scoring:Low risk of OSA: Yes to 0 to 2 questions
• Intermediate risk of OSA: Yes to 3 to 4 questions
•High risk of OSA: Yes to ≥5 questions

1. Reproduced from: Kroenke K, Spitzer RL, Williams JB, Löwe B. An ultra-brief screening scale for anxiety and depression: The PHQ-4. Psychosomatics 2009; 50:613. Table used with the 
permission of Elsevier Inc. All rights reserved.
2.Chung F, Subramanyam R, Liao P, et al. High STOP-Bang score indicates a high probability of obstructive sleep apnoea. Br J Anaesth 2012; 108:768.

Assess Mood and Risk for Sleep Apnea



Assess for Opioid Use Disorder 
(DSM-5 Criteria)

A problematic pattern of opioid use leading to clinically significant impairment or distress, as 
manifested by at least 2 of the following, occurring within a 12-month period:

1. Opioids are often taken in larger amounts or over a longer period than was intended.
2. There is a persistent desire or unsuccessful efforts to cut down or control opioid use.
3. A great deal of time is spent in activities necessary to obtain, use, or recover from the effects of 
opioids.
4. Craving, or a strong desire or urge to use opioids.
5. Recurrent opioid use resulting in a failure to fulfill major role obligations at work, school, or home.
6. Continued opioid use despite having persistent or recurrent social or interpersonal problems caused 
or exacerbated by the effects of opioids.
7. Important social, occupational, or recreational activities are given up or reduced because of opioid 
use.
8. Recurrent opioid use in situations in which it is physically hazardous.
9. Continued opioid use is continued despite knowledge of having a persistent or recurrent physical or 
psychological problem that is likely to have been caused or exacerbated by the substance.
10. Tolerance, as defined by either of the following:

a. A need for markedly increased amounts of opioids to achieve intoxication or desired effect, or
b. Markedly diminished effect with continued use of the same amount of an opioid.
Note: This criterion is not considered to be met for those taking opioids solely under appropriate medical supervision.

11. Withdrawal, as manifested by either of the following:
a. The characteristic opioid withdrawal syndrome, or
b. Opioids (or a closely related) substance is taken to relieve or avoid withdrawal symptoms.
Note: This criterion is not considered to be met for those taking opioids solely under appropriate medical supervision.

Mild: Presence of 2-3 symptoms 
Moderate: Presence of 4-5 symptoms 
Severe: Presence of 6 or more symptoms

Reprinted with permission from the Diagnostic and Statistical Manual of Mental Disorders, 

Fifth Edition, (Copyright ©2013). American Psychiatric Association. All Rights Reserved.



Assess for Psychiatric Co-morbidities

Opioid Addiction with Psychiatric Comorbidities - Providers Clinical Support System-Medications for Opioid Use 

Disorders
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Assess for Psychiatric Co-morbidities

Opioid Addiction with Psychiatric Comorbidities - Providers Clinical Support System-Medications for Opioid Use 

Disorders
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Assess for Signs of Withdrawal (Using COWS)



Assess Risk for Overdose (RIOSORD)

Adapted from: Zedler B, Xie L, Wang L et al. Development of a Risk Index for Serious Prescription Opioid-Induced 

Respiratory Depression or Overdose in Veterans’ Health Administration Patients. Pain Medicine. Jun 2015. 16;1566- 

1579.



Confirm Appropriateness for Prescribing Opioids (DIRE Score)

URL - doi:10.1016/j.jpain.2006.03.001 (Accessed 4/14/2025)

https://www.jpain.org/action/showPdf?pii=S1526-5900%2806%2900626-2


Check the Michigan Automated Prescription Service (MAPS) to 
Assess for Potential Misuse, Abuse, Diversion, or Overdose Risk

https://michigan.pmpaware.net



• If you don’t check, you will have 
no idea.

• Qualitative - in Office

• Test either positive or negative

• Immunoassay

• Quantitative (in Lab)

• Test measures concentration of 
drug

• GC/MS or LC/MS

Can check for all psychoactive 
substances prescribed and 
unprescribed

• Matrix - Urine, Saliva, Blood, 
Hair, Exhaled Air (breathalyzer), 
etc.

Check for Anticipated and Unanticipated 
Medications and Other Substances
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▪ OMM

Multimodal Approaches to Pain Management

- DBT
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Alpha-2 Agonists

Antihistamines

URL - Approach to the management of chronic non-cancer pain in adults – UpToDate and Pharmacologic management of 
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Certified Dialectical Behavior Therapy Professional (CDBT) Training | 

PESI US

Help the Patient Build Their DBT House

https://www.pesi.com/sales/bh_c_001182evg_cdbttraining_organic-123806?hsa_acc=7268932594&hsa_cam=531929899&hsa_grp=1354600886914278&hsa_ad&hsa_src=o&hsa_tgt=dat-2336462209973711%3Aloc-190&hsa_kw=pesi.com%2Fsales%2F&hsa_mt=b&hsa_net=adwords&hsa_ver=3&gclid=2207290356ae1ff88344412690e3d13a&gclsrc=3p.ds&msclkid=2207290356ae1ff88344412690e3d13a&utm_source=bing&utm_medium=cpc&utm_campaign=US%20%7C%20BH%20%7C%20NB%20%7C%20N%2FA%20%7C%20Dynamic%20%7C%20DSA%20%7C%20US%20%7C%20RET&utm_term=pesi.com%2Fsales%2F&utm_content=%2Fsales%2F
https://www.pesi.com/sales/bh_c_001182evg_cdbttraining_organic-123806?hsa_acc=7268932594&hsa_cam=531929899&hsa_grp=1354600886914278&hsa_ad&hsa_src=o&hsa_tgt=dat-2336462209973711%3Aloc-190&hsa_kw=pesi.com%2Fsales%2F&hsa_mt=b&hsa_net=adwords&hsa_ver=3&gclid=2207290356ae1ff88344412690e3d13a&gclsrc=3p.ds&msclkid=2207290356ae1ff88344412690e3d13a&utm_source=bing&utm_medium=cpc&utm_campaign=US%20%7C%20BH%20%7C%20NB%20%7C%20N%2FA%20%7C%20Dynamic%20%7C%20DSA%20%7C%20US%20%7C%20RET&utm_term=pesi.com%2Fsales%2F&utm_content=%2Fsales%2F
https://www.pesi.com/sales/bh_c_001182evg_cdbttraining_organic-123806?hsa_acc=7268932594&hsa_cam=531929899&hsa_grp=1354600886914278&hsa_ad&hsa_src=o&hsa_tgt=dat-2336462209973711%3Aloc-190&hsa_kw=pesi.com%2Fsales%2F&hsa_mt=b&hsa_net=adwords&hsa_ver=3&gclid=2207290356ae1ff88344412690e3d13a&gclsrc=3p.ds&msclkid=2207290356ae1ff88344412690e3d13a&utm_source=bing&utm_medium=cpc&utm_campaign=US%20%7C%20BH%20%7C%20NB%20%7C%20N%2FA%20%7C%20Dynamic%20%7C%20DSA%20%7C%20US%20%7C%20RET&utm_term=pesi.com%2Fsales%2F&utm_content=%2Fsales%2F
https://www.pesi.com/sales/bh_c_001182evg_cdbttraining_organic-123806?hsa_acc=7268932594&hsa_cam=531929899&hsa_grp=1354600886914278&hsa_ad&hsa_src=o&hsa_tgt=dat-2336462209973711%3Aloc-190&hsa_kw=pesi.com%2Fsales%2F&hsa_mt=b&hsa_net=adwords&hsa_ver=3&gclid=2207290356ae1ff88344412690e3d13a&gclsrc=3p.ds&msclkid=2207290356ae1ff88344412690e3d13a&utm_source=bing&utm_medium=cpc&utm_campaign=US%20%7C%20BH%20%7C%20NB%20%7C%20N%2FA%20%7C%20Dynamic%20%7C%20DSA%20%7C%20US%20%7C%20RET&utm_term=pesi.com%2Fsales%2F&utm_content=%2Fsales%2F
https://www.pesi.com/sales/bh_c_001182evg_cdbttraining_organic-123806?hsa_acc=7268932594&hsa_cam=531929899&hsa_grp=1354600886914278&hsa_ad&hsa_src=o&hsa_tgt=dat-2336462209973711%3Aloc-190&hsa_kw=pesi.com%2Fsales%2F&hsa_mt=b&hsa_net=adwords&hsa_ver=3&gclid=2207290356ae1ff88344412690e3d13a&gclsrc=3p.ds&msclkid=2207290356ae1ff88344412690e3d13a&utm_source=bing&utm_medium=cpc&utm_campaign=US%20%7C%20BH%20%7C%20NB%20%7C%20N%2FA%20%7C%20Dynamic%20%7C%20DSA%20%7C%20US%20%7C%20RET&utm_term=pesi.com%2Fsales%2F&utm_content=%2Fsales%2F
https://www.pesi.com/sales/bh_c_001182evg_cdbttraining_organic-123806?hsa_acc=7268932594&hsa_cam=531929899&hsa_grp=1354600886914278&hsa_ad&hsa_src=o&hsa_tgt=dat-2336462209973711%3Aloc-190&hsa_kw=pesi.com%2Fsales%2F&hsa_mt=b&hsa_net=adwords&hsa_ver=3&gclid=2207290356ae1ff88344412690e3d13a&gclsrc=3p.ds&msclkid=2207290356ae1ff88344412690e3d13a&utm_source=bing&utm_medium=cpc&utm_campaign=US%20%7C%20BH%20%7C%20NB%20%7C%20N%2FA%20%7C%20Dynamic%20%7C%20DSA%20%7C%20US%20%7C%20RET&utm_term=pesi.com%2Fsales%2F&utm_content=%2Fsales%2F
https://www.pesi.com/sales/bh_c_001182evg_cdbttraining_organic-123806?hsa_acc=7268932594&hsa_cam=531929899&hsa_grp=1354600886914278&hsa_ad&hsa_src=o&hsa_tgt=dat-2336462209973711%3Aloc-190&hsa_kw=pesi.com%2Fsales%2F&hsa_mt=b&hsa_net=adwords&hsa_ver=3&gclid=2207290356ae1ff88344412690e3d13a&gclsrc=3p.ds&msclkid=2207290356ae1ff88344412690e3d13a&utm_source=bing&utm_medium=cpc&utm_campaign=US%20%7C%20BH%20%7C%20NB%20%7C%20N%2FA%20%7C%20Dynamic%20%7C%20DSA%20%7C%20US%20%7C%20RET&utm_term=pesi.com%2Fsales%2F&utm_content=%2Fsales%2F
https://www.pesi.com/sales/bh_c_001182evg_cdbttraining_organic-123806?hsa_acc=7268932594&hsa_cam=531929899&hsa_grp=1354600886914278&hsa_ad&hsa_src=o&hsa_tgt=dat-2336462209973711%3Aloc-190&hsa_kw=pesi.com%2Fsales%2F&hsa_mt=b&hsa_net=adwords&hsa_ver=3&gclid=2207290356ae1ff88344412690e3d13a&gclsrc=3p.ds&msclkid=2207290356ae1ff88344412690e3d13a&utm_source=bing&utm_medium=cpc&utm_campaign=US%20%7C%20BH%20%7C%20NB%20%7C%20N%2FA%20%7C%20Dynamic%20%7C%20DSA%20%7C%20US%20%7C%20RET&utm_term=pesi.com%2Fsales%2F&utm_content=%2Fsales%2F
https://www.pesi.com/sales/bh_c_001182evg_cdbttraining_organic-123806?hsa_acc=7268932594&hsa_cam=531929899&hsa_grp=1354600886914278&hsa_ad&hsa_src=o&hsa_tgt=dat-2336462209973711%3Aloc-190&hsa_kw=pesi.com%2Fsales%2F&hsa_mt=b&hsa_net=adwords&hsa_ver=3&gclid=2207290356ae1ff88344412690e3d13a&gclsrc=3p.ds&msclkid=2207290356ae1ff88344412690e3d13a&utm_source=bing&utm_medium=cpc&utm_campaign=US%20%7C%20BH%20%7C%20NB%20%7C%20N%2FA%20%7C%20Dynamic%20%7C%20DSA%20%7C%20US%20%7C%20RET&utm_term=pesi.com%2Fsales%2F&utm_content=%2Fsales%2F
https://www.pesi.com/sales/bh_c_001182evg_cdbttraining_organic-123806?hsa_acc=7268932594&hsa_cam=531929899&hsa_grp=1354600886914278&hsa_ad&hsa_src=o&hsa_tgt=dat-2336462209973711%3Aloc-190&hsa_kw=pesi.com%2Fsales%2F&hsa_mt=b&hsa_net=adwords&hsa_ver=3&gclid=2207290356ae1ff88344412690e3d13a&gclsrc=3p.ds&msclkid=2207290356ae1ff88344412690e3d13a&utm_source=bing&utm_medium=cpc&utm_campaign=US%20%7C%20BH%20%7C%20NB%20%7C%20N%2FA%20%7C%20Dynamic%20%7C%20DSA%20%7C%20US%20%7C%20RET&utm_term=pesi.com%2Fsales%2F&utm_content=%2Fsales%2F


Example of a Multi-Modal Chronic Pain 
Management Plan
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Obtain Meaningful Informed Consent (Sample)



Document the Need for Chronic Pain Management and 
Palliative Care



Implement a Taper Plan (with or without 
buprenorphine) Whenever Practicable



Feature Narcan (Naloxone) Opvee (Nalmefene)

Mechanism Blocks opioid receptors Blocks opioid receptors

Onset of Action 3–17 minutes 2.5–5 minutes

Duration 1.3–2.7 hours Up to 11 hours

Potency
Effective for most opioid 
overdoses

More effective for synthetic 
opioids like fentanyl

Availability Over-the-counter Prescription-only

Withdrawal Risk Short-lived withdrawal symptoms Prolonged withdrawal symptoms

• Narcan (naloxone) and Opvee (nalmefene) are both 
opioid overdose reversal medications, but they have 
key differences in duration, potency, and availability.
• Narcan is more widely available and works well for 

most opioid overdoses.
• Opvee may be more effective for high-potency 

synthetic opioids but can cause longer-lasting 
withdrawal symptoms.
• Opvee is not generic and is more expensive

Provide Tools to Reverse Opioid Overdose Using Narcan or 

Opvee With Proper Stocking and Training at the Overdose Site



Safe Opioid Disposal - Remove the Risk Outreach Toolkit | FDA 

(Accessed 9/5/22)

Orient Patients to Dispose of Expired or Unused Medications 
to Avoid Pilfering and Accidental Overdose

https://www.fda.gov/drugs/safe-disposal-medicines/safe-opioid-disposal-remove-risk-outreach-toolkit#socialgraphic
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Advances in Pain Management to 
Reduce Opioid Risk



Leverage Advances in Perioperative Anesthesia 
and Interventional Pain Management

• Local Intraoperative Techniques Before Wound Closure – 
Combination Injections
• Rovipicaine – longest acting local anesthetic to reduce pain that lasts 

for 3-5 days post- op
• Ketolorac (aka Toradol) – to reduce inflammation
• Epinephrine – to reduce inflammation- induced edema

• Pain Management Tools – Spinal Stimulators and Pain 

Pumps

• Interventional Pain Management – Facet and Epidural Blocks 
• Facet and Epidural Blocks 
• Rovipicaine or Buvipicaine
• Steroids



Consider Using Buprenorphine for Pain 
Management as Well As Opioid Use Disorder 

• Effective analgesia – limits tolerance and dependance
• Relative ceiling on respiratory depression

• Fatal overdose limited but possible with other non-opioid 
respiratory depressants

• Less dysphoria, sedation, constipation
• Limited tolerance
• Limited abuse potential and withdrawal
• Reduced endocrinopathies
• Convenient dosing schedule

• It’s better than the rest.

Dalal S, Chitneni A, Berger AA, et al. Buprenorphine for Chronic Pain: A Safer Alternative to 
Traditional Opioids. Health Psychology Research. 2021;9(1). 
healthpsychologyresearch_2021_9_1_27241.pdf

https://pmc.ncbi.nlm.nih.gov/articles/PMC8567798/pdf/healthpsychologyresearch_2021_9_1_27241.pdf


Pharmacology – Efficacy

• Acts on the mu-opioid 
receptor, like other 
opioids

• Also acts on the opioid 
receptor-like 1 (ORL1) 
receptor

• Produces equally- 
efficacious analgesia

(Raffa 2014)

Webster 2020



Pharmacology – Side Effects

• Antagonist at the kappa- 
and delta-opioid 
receptors

• Limited respiratory 
depression; overdose on 
buprenorphine alone is 
not fatal in adults

Caution: Synergistic depression with 
benzodiazepines, z-drugs, alcohol, muscle 
relaxants, gabapentinoids, TCAs

Webster 2020



• First non-opioid pain medication 

in >25 years

• Stops pain in peripheral tissues 

at the source

• Dosing -- start with 2 tablets one 

day 1, then take 1 tablet daily 

days 2-14

When to consider JournaVx (suzetrigine) 
for Acute Pain



Receptor Subtypes and Inflammatory Targets Being Studied for Non- 
Opioid Drug Development

Pain Physician 2021; 24:153-163 • ISSN 1533-3159 pdf

https://www.painphysicianjournal.com/current/pdf?article=NzIxNg%3D%3D&journal=134


Achieving the Primary Goal: Providers Can 
Balance Effective Pain Management When Using 

Opioids While Mitigating Overdose Risk, 
Diversion, Misuse and Abuse

Effective Pain 
Management

Risk of OUD 
and Overdose

Powerful tools can both be beneficial or 

harmful to individuals and society.

They must be used responsibly!



Primary Objectives

At the conclusion of this talk, the anticipation that 
attendees better understand: 

1. The role polysubstance misuse as the “4th Wave of 
the Overdose Epidemic”

2. Recently updated definitions for pain 
3. Principles of assessment and treatment for acute 

and chronic pain - using a multimodal approach
4. New non-opioid prescription medication and future 

non-opioid drug targets 



THANK YOU!

Evolving Principles of Multimodal 

Pain Management – 2025 Fall 

Update 

Contact: drneffdo@hotmail.com
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