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Learning Objectives

• Diagnose substance use disorders (SUDs) in your practice setting

• Review the neurobiological basis of SUDs

• Identify treatment tools for your patients’ substance issues, and 
how to implement and/or refer



Solving Clinical Challenges

All questions/cases in this presentation were submitted by clinicians 
within the Psych Congress database which includes conference 

attendees, newsletters subscribers, and more.



• Addiction is a serious, chronic, and relapsing disorder 

• There are multiple evidence-based treatments

• Medications should be considered as part of a comprehensive 
treatment plan, addressing both disordered physiology and 
disrupted lives

• Medications should be considered for treatment of psychiatric 
symptoms, addictive disorders, and co-occurring disorders



Part I: 
Diagnosing



Diagnosing

Disease = A dysfunctional state (anatomical and 
physiological) of a characteristic form (bio-psycho-social-
spiritual)

Illness = Experience of the disease by an individual

Disorder = Behavioral manifestations of a disease state



DSM-5 Criteria
Substance Use Disorders

11 criteria 

Mild: 2–3
Moderate: 4–5
 Severe: 6+

“in early remission”
“in sustained remission” 
“on maintenance therapy” 
“in a controlled environment”

DSM substances: alcohol, sedatives / hypnotics / anxiolytics, caffeine, 
cannabis, hallucinogens, inhalants, opioids, stimulants, tobacco, other

American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition. Arlington, VA: American 
Psychiatric Association Publishing; 2013. 



DSM-5 Criteria
Substance Use Disorders

1) Taking the substance in larger amounts or for longer than you’re meant to
2) Wanting to cut down or stop using the substance, but not managing to
3) Spending a lot of time getting, using, or recovering from use of the substance
4) Cravings and urges to use the substance
5) Not managing to do what you should at work, home, or school because of substance use
6) Continuing to use, even when it causes problems in relationships
7) Giving up important social, occupational, or recreational activities because of substance 

use
8) Using substances again and again, even when it puts you in danger
9) Continuing to use, even when you know you have a physical or psychological problem 

that could have been caused or made worse by the substance
10) Needing more of the substance to get the effect you want (tolerance)
11) Development of withdrawal symptoms, which can be relieved by taking more of the 

substance
American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition. Arlington, VA: American 
Psychiatric Association Publishing; 2013. 



Criticism of DSM-5
• No root cause
• Caveat of “on maintenance therapy” may misrepresent success
• Blurs dependence vs addiction
• Meeting criteria does not necessarily warrant diagnoses
• Meeting criteria does not necessarily dictate treatment

DSM-5 Alcohol Use Disorder Diagnosis Draws Controversy. January 3, 2019. www.verywellmind.com/dsm-5-substance-abuse-disorders-
67882. Accessed July 23, 2019. 



ASAM “Short” Definition of Addiction

…a primary, chronic, relapsing disease of brain reward, 
motivation, memory and related circuitry. Dysfunction in these 
circuits leads to characteristic biological, psychological, social and 
spiritual manifestations. This is reflected in an individual 
pathologically pursing reward and/or relief by substance use and 
other behaviors.

ASAM = American Society of Addiction Medicine.
ASAM. www.asam.org/resources/definition-of-addiction. Accessed July 23, 2019. 



Addiction
Drugs
Alcohol
Relationships / Love / Sex / Porn
 Internet
Video Games
Shopping
Food
Gambling
Work
… and more



Addiction vs Dependence

National Institute on Drug Abuse. Principles of Drug Addiction Treatment: A Research-Based Guide. Third Edition. NIH Publication No. 12–
4180. Revised December 2012. www.drugabuse.gov/sites/default/files/podat_1.pdf. Accessed July 23, 2019. 

Addiction Dependence

Inability to stop using a drug Physical dependence in which the 
body adapts to the drug

Failure to meet work, social, or family 
obligations

Requiring more of it to achieve a 
certain effect (tolerance)

Continued use despite negative 
consequences

Eliciting drug-specific physical or 
mental symptoms if drug use is 
abruptly ceased (withdrawal)

May or may not have physical 
dependence and withdrawal (type of 
drug, quantity, biology, etc.)



Addiction
• Dopamine Reward Deficiency

– Sufficient dopamine results in energy, pleasure, satiety, 
motivation, happiness

– Dopamine deficiency results in pleasure seeking behaviors
– Reward seeking can consist of substance abuse as well as 

gambling, sex, overeating

• Comorbid symptoms (chicken/egg?)
– Depression, anxiety
– TRAUMA

Blum K, et al. Mol Neurobiol. 2015;52(3):1862-1869.



Screening (The Art)
• Clinical interview
• Substance history

– What drug
– How much, regularly, and 

recently
– Route
– When started
– When last used
– What drug does to patient

• Mood, energy, sleep, 
anxiety, focus, etc. 
(including AH/VH/SI)

• Treatment history
– Abstinence how long? 

Symptoms during?
• Psychiatric history and 

symptoms
• Medical history and symptoms
• Family history (*very important 

= genetic heritability)

AH = auditory hallucination; SI = suicidal ideation; VH = visual hallucination. 
Samet S, et al. Addict Sci Clin Pract. 2007;4(1):19-31.



Screening (The Science)
Toxicology

• Urine
– Screen: Immunoassay

• Point of care: Cup/strip
Pros: Quick results, read by medical professional or non-medical
Cons: False positives, false negatives, non-specific findings (must use clinical 

judgment)
• Confirmation: GC/MS, HPLC

– Send out (unless you have the equipment)
Pros: Sensitive and specific results, tests metabolites, levels

• Oral fluid
– Screening tool, same as above

• Blood
– Limited to emergency situations. Can use to check PEth, ETG, ETS

• Hair
– Detects long-term patterns of use. Not useful for acute addiction treatment

Cons: Trained medical professionals should read; turn around time 3+ (up to 10) days
ETG = ethyl glucuronide; ETS = ethyl sulfate; GC/MS = gas chromatography/mass spectrometry; HPLC = high-performance liquid chromatography; PEth = 
phosphatidylethanol.
Appropriate Use of Drug Testing in Clinical Addiction Medicine. J Addict Med. 2017;11 Suppl 3:1-56. 



Screening (The Science)
Genetics

• OPRM-1, DAT, COMT, MTHFR, and more
– Genetic addiction risk score (GARS™), a predictor of 

vulnerability to opioid dependence
– The MTHFR C677T Variant is Associated with Responsiveness 

to Disulfiram Treatment for Cocaine Dependency
– The Prevalence and Role of MTHFR Polymorphisms in Opiate 

Dependency
– Genetics of Opioid Dependence: A Review of the Genetic 

Contribution to Opioid Dependence

Blum K, et al. Front Biosci. 2018;10:175-196. Spellicy CJ, et al. Front Psychiatry. 2013;3:109. Farah A, et al. The Prevalence and Role of 
MTHFR Polymorphisms in Opiate Dependency. Journal of Addiction and Therapies. 23 February 2018. Mistry CJ, et al. Curr Psychiatry 
Rev. 2014;10(2):156-167. Blum K, et al. Mol Neurobiol. 2015;52(3):1862-1869.



Screening (The Science)
NIDA’s Genetics Research Program

The mission of the Division of Neuroscience and Behavior (DNB) is 
to advance the science of drug abuse and addiction through basic 
and clinical biomedical neuroscience and behavioral research. The 
Genetics, Epigenetics, and Developmental Neuroscience Branch 
supports research on the genetics, epigenetics, and developmental 
mechanisms that underlie substance abuse and addiction.

National Institute on Drug Abuse. Genetics and Epigenetics of Addiction. Revised February 2016. 
www.drugabuse.gov/publications/drugfacts/genetics-epigenetics-addiction. Accessed July 23, 2019. 



Screening (The Checklists)



Screening 
(The Checklists)

www.drugabuse.gov/nidamed-medical-
health-professionals/screening-tools-
resources/chart-screening-tools

http://www.drugabuse.gov/nidamed-medical-health-professionals/screening-tools-resources/chart-screening-tools


Case #1: NF
• You are a psychiatrist in an outpatient rural mental health clinic. You have 

seen NF, 55-year-old male for GAD and dysthymia for 8 years
• He had been stable on the medication regimen that you have prescribed, 

plus individual supportive therapy
• His brother moved in with him 6 months ago
• NF has bloodshot eyes, says he is tired all the time since last appointment   

(6 months ago), and is having anxiety in the mornings. Requests alprazolam 
for morning anxiety

• You (small town) have heard that the brother used to deal drugs, and you are 
concerned that there may be substance use

 What are your first steps for a workup?
 How do you start a discussion about substance use?
 You request a UDS. How do you introduce this?

GAD = generalized anxiety disorder; UDS = urine drug screen.



Case #1: NF
• Any change merits medical workup with labs

– Some medical concerns that could cause these symptoms include
• Testosterone, thyroid, vitamin deficiencies
• Anemia
• Infection
• Other (malignancies, cardiac, liver, renal, etc.)

• Part of the workup should be clinical interview regarding substance use. You 
may want to use a checklist, or just a discussion at this time

• Also consider a UDS
• UDS/toxicology can be therapeutic … discuss that the goal is for you to have 

all the data so you can best help him feel better. UDS is not to “catch,” but to 
help you to be his best provider



Part II: 
Pharmacologic Treatments



Pharmacotherapy in Substance Use Disorders
• All addictive substances cause release of DA in the DA reward 

circuitry (mesolimbic: VTA  NAc)
• DA changes may reflect attempts to compensate for deficits in 

other neurotransmitters, particularly because DA is modulated by 
glutamate 

• Impairments in glutamate-induced neuroplasticity with chronic 
drug exposure affect prefrontal function deficits 
– Impairing inhibitory control
– Inability to change maladaptive behaviors 
– Inability to learn from adverse consequences

• Treatment (MAT/MAR) is used to normalize the disrupted circuitry
DA = dopamine; MAT/MAR = medication-assisted treatment/recovery; NAc = nucleus accumbens; VTA = ventral tegmental area.
Volkow ND, et al. Proc Natl Acad Sci U S A. 2011;108(37):15037-15042. Wise RA. Trends Neurosci. 2009;32(10):517-524. 



Pharmacotherapy in Substance Use Disorders
• Treatment of withdrawal (detoxification) 

– Opioid use disorder
– Alcohol/sedative hypnotics use disorder

• Treatment of psychiatric symptoms or co-occurring disorders 
• Reduction of cravings and urges
• Substitution therapy
• Prevention 

– of relapse
– of overdose with relapse



Pharmacotherapy in Substance Use Disorders

Podesta A. HOOKED: A Concise Guide to the Underlying Mechanics of Addiction and Treatment for Patients, Families, and Providers. 
Indianapolis, IN: Dog Ear Publishing; 2016. Stahl SM, et al. Stahl’s Illustrated Substance Use and Impulsive Disorders. Cambridge 
University Press; 2012. Wetsman H. Questions and Answers on Addiction. Rush Press; 2007.

VT
DOPAMINE
STORAGE

OPIOID
PEPTIDES

NUCLEUS
ACCUMBENS

ALCOHOL

PCP

OPIATES

OPIATES

ALCOHOL

NICOTINE

NICOTINE
& ALCOHOL

AMPHETAMINES
COCAINE

CANNABINOIDS

MDMA

GABA

BUPRENORPHINE

DOPAMINE

BUPROPION

NALTREXONE

SSRI

SEROTONIN
ONDANSETRON

ARIPIPRAZOLE

GLUTAMATE
(FROM CORTEX)

GABAPENTIN
ACAMPROSATE

TOPIRAMATE
BACLOFEN

+/-BUPRENORPHINE
+METHADONE

GABAPENTIN
ACAMPROSATE

TOPIRAMATE
BACLOFEN

cb1
AGONIST

VARENICLINE

GLUTAMATE
(FROM CORTEX)

GABAPENTIN
ACAMPROSATE

TOPIRAMATE
BACLOFEN

+ / -

+ / -

+ / -

+

+

+ +

+

+

+

+

-

-

-

-



Pharmacotherapy for Nicotine Use Disorder
• FDA-approved in adults

• Nicotine replacement therapies
–Patch, gum, lozenge, inhaler

• Bupropion SR (Zyban®)
• Varenicline (Chantix®)

• Some efficacy, but not FDA-approved
• Nortriptyline
• Clonidine

Miller SC, et al (Eds). The ASAM Principles of Addiction Medicine. Sixth Edition. LWW; 2018.



Pharmacotherapy for Alcohol/Sedative Use Disorder
• Detoxification

– Benzodiazepine taper (lorazepam, diazepam, chlordiazepoxide, phenobarbital)
– Antiepileptic (valproic acid, carbamazepine, oxcarbazepine, baclofen)

• Maintenance (craving reduction)
FDA-approved
• PO naltrexone (Revia®)
• Extended-release naltrexone IM (Vivitrol®)
• Acamprosate (Campral®)
• Disulfiram (Antabuse)
Non-FDA-approved
• Topiramate 
• Baclofen

Miller SC, et al (Eds). The ASAM Principles of Addiction Medicine. Sixth Edition. LWW; 2018.



Benzodiazepine Use Disorder
• Sometimes addiction with misuse, but most often dependence, taking as 

prescribed
• > 4 weeks use BZD may lead to physiological dependence
• Side effects of chronic BZD use include

– Psychomotor impairment, motor vehicle accidents/falls
– Cognitive impairment, memory issues
– Sleep disorders (masked by the BZD) – polysomnography test
– Peripheral neuroadaptation

• Tapering must be individualized
– Avoid formulaic treatment schedules
– Transition to equivalent dose of longer acting BZD
– Add AED
– Treat underlying symptoms, or rebound symptoms

AED = antiepileptic drug; BZD = benzodiazepine.
Ashton CH. A Supplement to Benzodiazepines: How They Work & How to Withdraw. April 7, 2011. www.benzo.org.uk/ashsupp11.htm. 
Accessed July 23, 2019. Brandt J, et al. Drugs R D. 2017;17(4):493-507. The Alliance for Benzodiazepine Best Practices. Withdrawal 
Syndrome. https://benzoreform.org/withdrawal/. Accessed July 23, 2019. 



Pharmacotherapy for Stimulant Use Disorder
• No FDA-approved medications for stimulant use disorder
• Off-label

– Gabapentin 
– Bupropion
– Modafinil
– Topiramate
– Disulfiram
– Baclofen
– Naltrexone
– Selegiline
– Propranolol 
– Activated folate

Miller SC, et al (Eds). The ASAM Principles of Addiction Medicine. Sixth Edition. LWW; 2018.



Pharmacotherapy for Opioid Use Disorder
• Dependence OR Addiction
• Detoxification

– Opioid agonist/partial agonist/mimicker taper (methadone, 
buprenorphine, tramadol) 

– Opioid withdrawal syndrome (lofexidine [Lucemyra™])
– Comfort medications (clonidine, tizanidine, propranolol, gabapentin, 

BZDs, gastrointestinal medications, sleep medications)
• Maintenance (craving reduction)

– Methadone
– Buprenorphine (Subutex®, Suboxone®, Zubsolv®, Bunavail®, 

Sublocade™, buprenorphine implant)
– Naltrexone (oral naltrexone, Vivitrol®, naltrexone implant)

Miller SC, et al (Eds). The ASAM Principles of Addiction Medicine. Sixth Edition. LWW; 2018.



Opioid Receptor Activation

Center for Substance Abuse Treatment. Clinical Guidelines for the Use of Buprenorphine in the Treatment of Opioid Addiction. Rockville 
(MD): Substance Abuse and Mental Health Services Administration (US); 2004. (Treatment Improvement Protocol (TIP) Series, No. 40.) 
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Comparisons
• Buprenorphine vs Methadone 

– Both medications are highly effective, though buprenorphine 
has greater safety profile

– Reduced opioid use, reduced mortality for both
– In general, better retention with methadone

• Buprenorphine vs Extended-Release Naltrexone IM 
– Full agonist, partial agonist, and antagonists are not inferior to 

another
– Access, setting, patient preference must be considered

Johnson RE, et al. JAMA. 1992;267(20):2750-2755. Lee JD, et al. Lancet. 2018;391(10118):309-318. 



Comparison/Qualities of the 3 Treatments for 
Opioid Use Disorder

Kosten TR, et al. Sci Pract Perspect. 2002;1(1):13-20. US Food and Drug Administration. Drugs@FDA: FDA Approved Drug Products.
www.accessdata.fda.gov/scripts/cder/daf/.

Agonist = Methadone Partial Agonist = Buprenorphine Antagonist = Naltrexone

Binds to μ-Opioid Receptor Yes Yes Yes

Activates μ-Opioid Receptor 
to Release Dopamine Yes Yes

but not to the extent of a full agonist No

Administration Daily
oral concentration

Daily sublingual film, sublingual tablet, 
buccal film, 6-month subdermal 

implant, or extended-release injection

Daily oral medication or 
monthly intramuscular

injection

Setting Provided at
certified OTP settings

Sublingual film, sublingual tablet, or 
buccal film can be initially provided

in a physician’s office then as a
take-home medication.

The 6-month subdermal implant
and extended-release injection

require HCP administration.

Daily oral can be provided
as take-home medication. 
Monthly injection requires

HCP administration.

DEA Schedule Schedule II
controlled substance

Schedule III
controlled substance Not scheduled

Requires Detoxification No No Yes

Requires Counseling Yes Yes Yes



Pharmacotherapy for the Rest of the 
DSM Use Disorders

• FDA-approved  
– Food (binge eating disorder)

• Phentermine/topiramate extended-release (Qsymia®), bupropion/naltrexone 
(Contrave®)

• No FDA-approved treatments for 
– Caffeine
– Cannabis (nabiximols, gabapentin, mirtazapine, CBD, silexan)
– Hallucinogens 
– Inhalants
– Gambling 
– Internet 
– Sex

CBD = cannabidiol.
Miller SC, et al (Eds). The ASAM Principles of Addiction Medicine. Sixth Edition. LWW; 2018. Lintzeris N, et al. JAMA Intern Med. 2019; 
[Epub ahead of print].



Pharmacotherapy in Substance Use Disorders

Podesta A. HOOKED: A Concise Guide to the Underlying Mechanics of Addiction and Treatment for Patients, Families, and Providers. 
Indianapolis, IN: Dog Ear Publishing; 2016. Stahl SM, et al. Stahl’s Illustrated Substance Use and Impulsive Disorders. Cambridge 
University Press; 2012. Wetsman H. Questions and Answers on Addiction. Rush Press; 2007.

VT
DOPAMINE
STORAGE

OPIOID
PEPTIDES

NUCLEUS
ACCUMBENS

ALCOHOL

PCP

OPIATES

OPIATES

ALCOHOL

NICOTINE

NICOTINE
& ALCOHOL

AMPHETAMINES
COCAINE

CANNABINOIDS

MDMA

GABA

BUPRENORPHINE

DOPAMINE

BUPROPION

NALTREXONE

SSRI

SEROTONIN
ONDANSETRON

ARIPIPRAZOLE

GLUTAMATE
(FROM CORTEX)

GABAPENTIN
ACAMPROSATE

TOPIRAMATE
BACLOFEN

+/-BUPRENORPHINE
+METHADONE

GABAPENTIN
ACAMPROSATE

TOPIRAMATE
BACLOFEN

cb1
AGONIST

VARENICLINE

GLUTAMATE
(FROM CORTEX)

GABAPENTIN
ACAMPROSATE

TOPIRAMATE
BACLOFEN

+ / -

+ / -

+ / -

+

+

+ +

+

+

+

+

-

-

-

-



Part III: 
Management of Complications



Case #2: SP
• 31-year-old male, AUD and BZD dependence
• 12 beers + 1/5th daily × 2+ years
• PCP prescribed zolpidem 5 mg nightly for sleep + lorazepam 0.5 

mg TID PRN (which he takes scheduled TID, was not oriented to 
what PRN actually means)

• Comes to hospital after a fall and injury
• You are consulted for withdrawal management and treatment of 

underlying anxiety

What are some treatment options?
What are some concerns?

AUD = alcohol use disorder.



Case #2: SP
• Perform CIWA
• Check labs, including LFTs
• Replace BZDs and alcohol with long-acting BZD taper, the equivalent of 

zolpidem, lorazepam, and alcohol
• Consider AED for detoxification period
• Initiate acamprosate, naltrexone (consider extended-release naltrexone 

IM)
• APA Guidelines 2018

– Naltrexone or acamprosate: First-line treatment to patients with moderate-
to-severe AUD who respond to nonpharmacologic therapy alone

– Disulfiram, topiramate, or gabapentin second-line treatment option in 
certain circumstances if naltrexone and acamprosate are not effective or 
well tolerated

CIWA = Clinical Institute Withdrawal Assessment of Alcohol Scale; LFT = liver function test.
Sluiter RL, et al. Eur Addict Res. 2018;24(5):245-254. Reus VI, et al. Am J Psychiatry. 2018;175(1):86-90. 



Case #3: BL
• 22-year-old female, methamphetamine and pain pills for 5+ years. Works part 

time as a “dancer” and in college part time. Started IOP 3 weeks ago
• You began buprenorphine, bupropion, and L-methylfolate. Very effective. No 

cravings
• Not in any sort of peer support. Estranged from family
• 1 week ago, her car got towed 
• Relapsed
• 1 week later comes back to IOP and states that she “needed something to 

calm the anxiety”—used cocaine, methamphetamine, pain pills—“whatever I 
could get”

 What can you do differently?
 What supports may help her?

IOP = intensive outpatient program.



Case #3: BL
• For me, the goal of addiction treatment is not abstinence, but 

recovery which includes
– Self-efficacy
– Ability to self-soothe
– Switch from “external locus of control” to “internal locus of 

control”

• Treatments include peer supportive therapies (12 Step +), 
behavioral therapies, removal of people/places/things

• BL may have trauma and likely will benefit from trauma therapy as 
well



39%
wanted to try 
opioid drugs
once more

48%

ease of access
to opioids

37%

someone offered
them opioids

62%
mood was bad

62%

cravings were
too much

43%

missed the support
of the treatment

center

Complications:
Relapse

Ducray K, et al. Ir J Psychol Med. 2012;29(2):72-79. National Institute on Drug Abuse. Principles of Drug Addiction Treatment: A Research-Based 
Guide. Second Edition. Bethesda, MD: National Institute on Drug Abuse, National Institutes of Health; 2009. NIH publication 09-4180.



Complications: Nonadherence
• “Meet them where they are at”
• Keep a “foot in the door”
• Change treatment interventions
• Refer to higher level of care when needed
• Safety plans in place

– Naloxone prescription for all with OUD
– Family involvement
– Peer supports 

OUD = opioid use disorder.
National Institute on Drug Abuse. Principles of Drug Addiction Treatment: A Research-Based Guide. Third Edition. NIH Publication No. 12–
4180. Revised December 2012. www.drugabuse.gov/sites/default/files/podat_1.pdf. Accessed July 23, 2019. 



Complications: Substance
• Individual treatment will differ based on setting, milieu, philosophy, 

individual patient goals, comorbidities
– Prescribed BZDs, stimulants, opioids, cannabis
– Legal use of alcohol, cannabis

“…should not be a reason to suspend medication use in the 
treatment of addiction involving opioid use.”

American Society of Addiction Medicine. The ASAM National Practice Guideline for the Use of Medications in the Treatment of Addiction 
Involving Opioid Use. 2015. www.asam.org/docs/default-source/practice-support/guidelines-and-consensus-docs/asam-national-practice-
guideline-supplement.pdf. Accessed July 23, 2019. 



Complications: Medication Side Effects
• Evaluate benefit/risk of medication and side effect
• Change medication within class first
• For OUD treatment, consider changing from one class to another
• Review side effects and effects, safety, and storage of 

pharmacotherapies before initiation and after 1 to 2 weeks of 
treatment
– Often nurse can review
– Optimal if able to review with family also 
– Pharma web sites have useful information



Complications: Opioid Medication is Contraindicated 
• May need to stop partial agonist or antagonist for planned 

surgery, pain management
• May want to switch from full or partial agonist to antagonist 

therapy

American Society of Addiction Medicine. The ASAM National Practice Guideline for the Use of Medications in the Treatment of Addiction Involving 
Opioid Use. 2015. www.asam.org/docs/default-source/practice-support/guidelines-and-consensus-docs/asam-national-practice-guideline-
supplement.pdf. Accessed July 23, 2019. 
US Department of Health and Human Services. Clinical Advances in Non-agonist Therapies. Report of Proceedings. May 11, 2016. 
www.samhsa.gov/sites/default/files/programs_campaigns/medication_assisted/advances-non-agonist-therapies.pdf. Accessed July 23, 2019.
Bisaga A. Implementing Antagonist-Based Relapse Prevention Treatment for Buprenorphine-Treated Individuals. http://pcssnow.org/wp-
content/uploads/2015/02/PCSSMAT-Implementing-Antagonist-with-Case.Bisaga.CME_.pdf. Accessed August 5, 2019.



Complications: Pregnancy
• Pregnant patients sometimes won’t disclose substance

– Fear of judgement and discrimination; previous bad experience with health 
care system; FEAR OF CHILD PROTECTIVE SERVICES; they are not aware 
of risks, or don’t consider use to be problematic

• Continued substance use in pregnancy is pathognomonic for addiction
• Co-managed by Ob and addiction specialist

– Consents for information sharing, warm/hot handoffs, team meetings
• Comprehensive and/or co-located services to address social needs
• Agonist or partial agonist treatment (patient choice and access)

– OK in breastfeeding
– NOWS: Buprenorphine < Methadone

• Antagonist in some cases (benefit vs risk)
• Early Identification is KEY 
• SCREENING pregnant and reproductive-aged women is KEY

ACOG =  American College of Obstetricians and Gynecologists; NOWS = neonatal opioid withdrawal syndrome.
American Society of Addiction Medicine. The ASAM National Practice Guideline for the Use of Medications in the Treatment of Addiction Involving Opioid Use. 2015. www.asam.org/docs/default-
source/practice-support/guidelines-and-consensus-docs/asam-national-practice-guideline-supplement.pdf. Accessed July 23, 2019. Jones HE, et al. Addiction. 2012;107 Suppl 1:28-35. ACOG 
Committee on Obstetric Practice; American Society of Addiction Medicine. Opioid Use and Opioid Use Disorder in Pregnancy. August 2017. www.acog.org/-/media/Committee-
Opinions/Committee-on-Obstetric-Practice/co711.pdf?dmc=1. Accessed August 5, 2019.



Complications: Transitioning from Full/Partial Opioid 
Agonist to Extended-Release Naltrexone

HOSP = hospital; INPT = inpatient; OXY = oxycodone; XR-NTX = extended-release naltrexone.
Bisaga A. Implementing Antagonist-Based Relapse Prevention Treatment for Buprenorphine-Treated Individuals. http://pcssnow.org/wp-
content/uploads/2015/02/PCSSMAT-Implementing-Antagonist-with-Case.Bisaga.CME_.pdf. Accessed August 5, 2019.

Transitioning from 
Buprenorphine to 

XR-NTX

Mild Opioid 
Withdrawal 

(OXY < 50 mg/day)

Moderate Opioid 
Withdrawal 
(OXY 50–100 

mg/day)

Severe Opioid 
Withdrawal 

(OXY > 100 mg/day)
(HOSP or INPT)

Buprenorphine Dose 2 mg Day 1 None or 4 mg Day 1 4–8 mg Day 1 8 mg+ Days 1 and 2

Naltrexone Dose and Day
1–3 mg on Day 4

6 mg on Day 5
25 mg on Day 6

12.5 mg on Day 3
6 mg on Day 3

12.5 mg on Day 4
25 mg on Day 5

1–3 mg on Day 4
6 mg on Day 5

25 mg on Day 6

Time to XR-NTX Day 7 Day 4 Day 6 Day 7 or later

Comfort Medications As needed As needed As needed As needed



Case #4: JD
• 32-year-old male, heroin use for 10 years
• 3 years ago overdosed  ED. ICU initiated buprenorphine mono-

product (Subutex®). Stable
• Facilitated referral upon discharge to your IOP. You initiated 

buprenorphine/naloxone film
• Upon initiation of buprenorphine/naloxone film, he began having 

headache and other withdrawal symptoms 30 minutes after taking 
• Now says he is “allergic.” Wants to switch to mono-product

What are risks and liabilities of buprenorphine mono-product?
What could cause the difference in tolerability?

ED = emergency department; ICU = intensive care unit.



Case #4: JD



Part IV: 
Nonpharmacologic Treatments



Nonpharmacologic Treatments
• Neuromodulation with percutaneous nerve field stimulator 

– FDA-approved November 2017 to help reduce opioid withdrawal 
symptoms

• National Acupuncture Detoxification Association (NADA) Ear Acupuncture: An 
adjunctive therapy to improve and maintain positive outcomes in substance 
abuse treatment

• Mindfulness-based relapse prevention 
– MBRP had significantly less cravings
– MBRP group had 96% fewer drug use days than RP group (P=.001)
– MBRP group had significantly lower scores on legal and medical status on 

Addiction Severity Index (ASI) as compared to baseline scores
US Food and Drug Administration. www.fda.gov/news-events/press-announcements/fda-grants-marketing-authorization-first-device-use-
helping-reduce-symptoms-opioid-withdrawal. November 15, 2017. Accessed July 23, 2019. Carter K, et al. Behav Sci. 2017;7(2). Yoon SS, 
et al. Brain Res Bull. 2010;81(6):625-630. Bowen S, et al. Subst Abus. 2009;30(4):295-305.



Nonpharmacologic Treatments
• Nutrition

– Methylation
– Nicotinamide adenine dinucleotide (NAD)
– L-glutamine 1000 to 3000 mg/day (double-blind trial)
– Vitamin B3
– Lithium orotate 5 to 20 mg/day (depression in recovering 

alcoholic)
– N-acetylcysteine (NAC) 1200 to 2400 mg daily

Farah A, et al. The Prevalence and Role of MTHFR Polymorphisms in Opiate Dependency. Journal of Addiction and Therapies. 23 February 
2018. Broom SL, et al. Intravenous Administration of Nicotinamide Adenine Dinucleotide Significantly Reduces Serl Report Craving 
Ratings Associated with Opiate and Alcohol Withdrawal. Poster 2016. Rogers LL, et al. Q J Stud Alcohol. 1957;18(4):581-587. Kumar N. 
Continuum. 2017;23(3, Neurology of Systemic Disease):822-861. McClure EA, et al. CNS Drugs. 2014;28(2):95-106.



Nonpharmacologic Treatments
• MTHFR
• “We theorize that impaired methylation, and the inadequate 

monoamine synthesis that result from MTHFR variants, likely 
contribute to the illness of opiate use disorder.”

• 96 participants with opioid dependence 
– 10% were normal for both C677T and A1298C
– 90% were positive for 1+ MTHFR variant

• 20% heterozygous for A1298C
• 11.55% homozygous for A1298C
• 25% heterozygous for C677T
• 10% homozygous C677T

Farah A, et al. The Prevalence and Role of MTHFR Polymorphisms in Opiate Dependency. Journal of Addiction and Therapies. 23 February 2018.



Nonpharmacologic Treatments
• Neurobehavioral therapies: Psychotherapy, CBT, DBT, IPT, etc.
• Digital therapeutics

– reSET-O™
• FDA approved 90-day Prescription Digital Therapeutic (PDT) for 

SUD intended to provide CBT, as an adjunct to a contingency 
management system, for patients ≥ 18 years of age who are 
currently enrolled in outpatient treatment under the supervision of 
a clinician

• Biofeedback
• Peer support groups (12 Step, Self-Management and Recovery 

Training [SMART], Refuge Recovery, LifeRing)
CBT = cognitive-behavioral therapy; DBT = dialectical behavior therapy; IPT = interpersonal psychotherapy.
Bickel WK, et al. Pharmacol Biochem Behav. 2018;164:4-21. US Food and Drug Administration. www.fda.gov/news-events/press-
announcements/fda-clears-mobile-medical-app-help-those-opioid-use-disorder-stay-recovery-programs. December 10, 2018. Accessed 
July 23, 2019. Penzlin AI, et al. BMC Psychiatry. 2017;17(1):325.



Nonpharmacologic Treatments
• Often utilized, anecdotal evidence, need (more) studies 

– Massage therapy
– Exercise 
– Yoga
– Augmented reality / virtual reality
– Stem therapy
– Ketamine
– Botanical medicine (ibogaine, ayahuasca, cannabinoids, CBD)
– Psychedelic medicine (MDMA, LSD, psilocybin, etc.)



Case #5: JD
• JD has been on sublingual buprenorphine/naloxone 16 mg daily 

for 2.5 years 
• He is in excellent recovery and wants to try to stop this 

medication. Also, he is considering going back to school to 
become a pilot, which would require he be off of a partial agonist 
within 9 months

• You have tried slow tapers and he has immediate cravings 

What are some options for JD’s care?



Case #5: JD
• Quick taper then extended-release naltrexone

– Add comfort medications, add naltrexone during taper
– If needed, go to inpatient setting

• Switch to injectable long-acting buprenorphine (Sublocade™) for 
at least 3 to 6 months

• IV-NAD
• Electrostimulation device and/or acupuncture during taper
• Nutrition (check labs, consider methylation augmentation, 

consider other nonpharmacologic craving quashers)
• Comorbid conditions (Testosterone? Thyroid?)



• Addiction is a complex disorder
• Use a chronic care approach
• Multi-modal, individualized 

treatment is essential
• Multiple courses of treatment 

may be required for success
• Adequate time frame is 

needed—3+ months to 
produce stable behavior 
change—the longer the better

• Relapse is likely

• X number, DEA waiver
• Therapists/Counselors
• Resources for complementary 

approaches
• Treatment programs to refer to and 

from
– Facilitated referral best

• Community-based peer support 
programs
– 12 Step, includes Refuge 

Recovery, Self-Management and 
Recovery Training (SMART), 
Alcoholics Anonymous (AA), etc.

Practical Take-Aways For Comprehensive Treatment, 
you will need:
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