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Medication Assisted 
Therapy in the 

Outpatient Setting
When to Give Drugs to Those on Drugs

Prepare Yourself:
You Just Asked the Required 
Question about Drug Use on 

Your EMR

Why Yes NP I Do Use Drugs 
from Time to Time

Now What?

Avoidance
But What About the Consequences?

� Drug- drug interactions- Did you know you could kill 
someone using cocaine with a beta blocker. Stankowski, R., Kloner, R., and Rezkalla, 
S. (2015) Cardiovascular Consequences of Cocaine Use. Trends in Cardiovascular Medicine . (25) 517-526.

� Sedation and respiratory suppression

� Don’t forget about the vomit inducing power of certain 
antibiotics with alcohol. 

� Poor liver function- Could you be doubling your dose of 
medication

� If you give a serotonergic drug (think headaches, nausea, 
mood, gi etc) to a patient with recent psychadelic use you 
can make them start hallucinating again.

� Health outcomes- Why does my heavily drinking patient 
never have a good A1C, sleep, sz control?

� Do You Care If Your Patients are in Harms Way? “Thanks 
for treating my UTI too bad I died of overdose though.”
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Drugs Impacted by Poor Liver 
Function

� cardiovascular agents (angiotensin converting enzyme inhibitors, 
angiotensin II receptor antagonists, calcium antagonists, 
ketanserin, antiarrhythmics and hypolipidaemics), 

� diuretics (torasemide),

� psychoactive and anticonvulsant agents (benzodiazepines, 
flumazenil, antidepressants and tiagabine)

� Antiemetics (metoclopramide and serotonin antagonists),

� antiulcers (acid pump inhibitors),

� anti-infectives and antiretroviral agents (grepafloxacin, 
ornidazole, pefloxacin, stavudine and zidovudine),

� immunosuppressants (cyclosporin and tacrolimus),

� naltrexone, tolcapone and toremifene. 

“Tough Talk,” Use Guilt and 
Help Them See Their Mistakes 

You Are Likely Making the 
Situation Worse

� When looking at a multitude of sociodemographic, 
clinical, life perception and service use 
characteristics: “Stigmatization was the strongest 
predictor of substance dependence.” Keyes, K., Hatzenbuehler, M., 

McLaughlin, K., Link B, Olfson, M., Grant, B., and Hasin, D. (2010) Stigma and treatment for alcohol disorders in the United States. Am 
J Epidemiol. 2010 Dec 15;172(12):1364-72. doi: 10.1093/aje/kwq304. Epub 2010 Nov 2.

� Stigma is the greatest factor in determining if 
someone will receive help from a provider of facility

� With the highest risk patients those who had opioid
OD stigma was key in not seeking treatment after 
this sentinel life event. Brunk, D. (2018) For some opioid overdose survivors, stigma from 

clinicians hinders recovery. Clinical Psychiatry News. https://www.mdedge.com/psychiatry/article/169659/addiction-medicine/some-
opioid-overdose-survivors-stigma-clinicians

AWW ITS ALL GOOD!

Are Your Ideas Evidence Based?
� Recent robust study says that greater than 7 drinks a 

week may increase cardiovascular and all cause mortality. 
Young, K. (2018) U.S. Guidelines on Alcohol Consumption Might Not Be Strict Enough.  Physicians First Watch reference of  The 
Lancet. www.thelancet.com

� 40% of substance induced drug disorders were induced 
by Cannabis. And 50% of people with psychosis from THC 
can lead to permanent serious mental health disorders 
like schizophrenia (Herron, Abigail; Brennan, Timothy K. (2015). The ASAM Essentials of Addiction 
Medicine LWW. Kindle Edition. 

� THC has only been proven to help with some seizure, 
nausea, and appetite indication, no mental health. 
Evidence for worsening mental health. Roy-Byrne, P. (2018) Cannabis Worsens 
Mood and Anxiety Disorders in the Long Run. https://www.jwatch.org/na46954/2018/06/22/cannabis-worsens-
mood-and-anxiety-disorders-long-run?query=topic_depression&jwd=000020099349&jspc=

� Some Psychiatrists no longer prescribe benzodiazepines 
and much evidence for this medication outside of detox
and catatonia is lacking. Most studies say use should not 
exceed 6-8 weeks.

Just Let Them Have the 
Drugs

http://www.thelancet.com
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Get a Good Lawyer
� This one seems transparently wrong now as the opioid

epidemic has continued.

� Between 2011 and 2016, the number of doctors 
punished by the DEA jumped more than five times. Nedelman, 
M. (2017) Doctors increasingly face charges for patient overdoses. https://www-m.cnn.com/2017/07/31/health/opioid-doctors-responsible-
overdose/index.html?r=https%3A%2F%2Fwww.google.com%2F

� Recently Medical Lawsuits Suing Providers for Providing 
Addictive Substances has Increased. NSO insurance 
company reports 9.9 % of lawsuits were over a patient 
wrongful death and 9.7% for a patient becoming 
addicted. As likely to be sued for death as addiction.

� Second biggest payoff for NSO. 27% of allegations 
related to improper prescribing management of 
controlled drugs. You are highly likely to lose your case.

CNA and Nurses Service Organization. (2017). Nurse Practitioner Claim Report: 4th Edition. Retrieved from www.nso.com/NPclaimreport. Accessed 
October 26, 2017. 

Sometimes Therapy Doesn’t 
Work at All

� Most patients with substance use would benefit from certain 
types of therapy. 

� Relapse rates for most drugs is 40-61 % 

� One study put relapse rates for opiates as high as 91% 

� The study also found that at least 59% of those who had an 
opiate relapse would do so within the first week of sobriety, 

� 80% would relapse within a month after discharging from a 
detox program [treatment as usual with therapy]. 

� Some studies showed no statistical difference between therapy 
and no therapy especially in opiate use disorders.

� https://www.drugabuse.gov/publications/drugs-brains-behavior-science-addiction/treatment-recovery, National Institute on Drug Abuse. 
(2014). America's addiction to opioids: Heroin and prescription drug abuse. Smyth, B. P., Barry, J., Keenan, E. & Ducray, K. (2010). Lapse 
and relapse following inpatient treatment of opiate dependence. Irish Medical Journal. 103(6),176–179. 

� If there were ways to improve those odds wouldn’t you 
consider it.

What’s an NP to do

Medication Assisted 
Therapy!!!

� SAMHSA – “Medication-assisted treatment (MAT) is 
the use of medications with counseling and 
behavioral therapies to treat substance use disorders 
and prevent opioid overdose.”

Alcohol and 
Benzodiazapines

https://www.drugabuse.gov/publications/drugs-brains-behavior-science-addiction/treatment-recovery
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CNS depressants (ETOH, 
Benzos, GHB, Toluene)

� MOA in acute intoxication: Alcohol decreases 
Glutamate (excitatory signaling) and benzos increase 
GABA (“brakes of the brain”). Toluene and others 
decreased blood flow leading to paradoxical DA 
release

� GHB and toluene most likely to cause Psychotic sxs
and less likely to need detox

� MOA in acute detoxification: increased global brain 
activity with decreased GABA.

� Psychotic sxs more likely in high risk withdrawal. 
Heavy drinking/benzo use for greater than two 
weeks.

Herron, Abigail; Brennan, Timothy K. (2015).The ASAM Essentials of Addiction Medicine LWW. Kindle 
Edition. 

Withdrawal From Alcohol
� Usually it takes > 6 drinks/day for >3-4 days before 

there is a minor risk of mild withdrawal

� By 10 or more drinks daily for 1-2 week to months risk 
of severe complicated withdrawal is high. According to 
ASAM only 10% of people will ever get to severe

� This is complicated by seizure/neurocognitive risk, 
metabolism, liver health, health status, commorbid
medication and drug use etc

� Stopping and starting is particularly big risk called 
kindling.

Withdrawal From 
Benzodiazepines

� Risk of withdrawal for high dose and especially short 
acting benzodiazapines is as early as 3 weeks but 
almost certain at 2-3 months

� Xanax in particular acts so fast and pulls off so 
quickly it may worsen kindling more than any other 
CNS depressant

Kindling
Kindling is the progressive development of seizures in 

response to a previously subconvulsant stimulus 
administered in a repeated and intermittent fashion 
(Goddard et al., 1969).From: Handbook of Clinical 
Neurology, 2012

https://www.sciencedirect.com/science/article/pii/B9780444528988000045
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NOT SCIENTIFIC SOURCE but generally accurate. Treat the patient not the chart Withdrawal from Alcohol and 
Benzos (may vary slightly with half life 

of benzo)

Assessment of Acute 
Withdrawal

� Safest course of action is to refer to the ER. If in any 
doubt simply refer. Unless you have experience and 
training with withdrawal this is the safest and most 
appropriate course of action.

� Can do a CIWA-AR assessment if familiar with the 
tool. If it is > 10  in score you need to intervene by 
sending pt to the ER. Lower scores may warrant 
treatment or ER referral. Did I say refer to ER?

What Quantity of Alcohol/Benzo
is Problematic

� According to ASAM, Low Risk- M >4 drinks in one day, F > 
3 drinks/day, M >14 drinks/week, F >7 drinks/week

� Some recent data says >7 drinks a week has been 
connected to increased cardiovascular and other 
comorbidity.

� Dependence varies in Alcohol.

� In Benzodiazepines high dose short acting 
benzodiazepines can lead to dependence in as little as 1-2 
weeks. Brett, J., and Murnion, B. (2015) Management of benzodiazepine misuse and dependence. Aust Prescr. 38(5): 152–155. 
10.18773/austprescr.2015.055

https://dx.doi.org/10.18773/austprescr.2015.055
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What is a Use Disorder
1. Larger amounts or over a longer period than was intended. 

2. Desire to cut down 

3. Increased time is spent 

4. Craving

5. Failure to fulfill major role 

6. Continued use despite having persistent or recurrent social or interpersonal 
problems caused or exacerbated by the effects of the drug

7. Important activities are given up 

8. Use  is hazardous but continued anyway

9. Use despite knowledge it is harmful. 

10. Tolerance

11. Withdrawal

� 2-3- Mild, 4-5 Moderate, 6+ severe

Assess Why They Use?
� Sleep aid

� Anxiety aid 

� “Wind Down”

� Social Lubricant

� “Bored”

� Withdrawal or post acute withdrawal is too hard.

� Grief Suppressor

� Mental Health Treatment Aid

� Cultural Use 

� Habit

� Craving

Target the Why or Whys 
� Example: Sleep – Educate (gaba drugs do not fix 

and actually worsen sleep cycle), consider another 
sleep aid ( e.g Trazodone) and consider a referral to 
a sleep study. Consider CBT-I.

� Almost all of the above need some kind of therapy.

� A few would benefit from medications as below:

YEAH! MAT TIME!

Cravings: Alcohol
� Cravings can be classic palpable desire that patients 

are conscious of 

� Cravings can also be unconscious behavioral 
(ending up at the liquor isle, talking about drug a 
lot, doing drug related things)

Biology of Craving
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Naltrexone in Alcohol 
Craving

� Cochrane Database analysis of 29 RTCs

� The review findings support that short-term treatment of NTX 
decreases the chance of alcohol relapses for 36% (NNT = 7)

� In comparison to placebo group, NTX treatment can lower the 
risk of treatment withdrawal in alcohol-dependent patients for 
28% (NNT = 13). 

� 2010 update based on a total of 50 RCTs with 7793 patients, 
naltrexone reduced the risk of heavy drinking by 83% of the 
risk in the placebo group.

� LAI just as effective and some better adherence

Garbutt, J., Kranzler, H., O'Malley, S., Gastfriend, D., Pettinati, H., Silverman, B., Loewy, J., and Ehrich E. (2005) 
JAMA. 293(13):1617-25.

Srisurapanont, M., and Jarusuraisin, N. (2005) Opioid antagonists for alcohol dependence.Cochrane Database 
Syst Rev. 1:CD001867.

Naltrexone
� Start at 25mg/ day and can be rapidly increased to 

50 mg a day. Can be given at 100 mg q 2days  and 
even 150 mg on a Friday

� SE: 
� Can induce withdrawal if opioids present in system. 

May have to wait 7-10 days after sobriety
� GI upset especially with rapid up-titration
� Hard on liver- get enzymes

� Can induce depression!

� Comes in (expensive) LAI called Vivitrol- 380 mg IM 
q 4 weeks

Acamprosate
� MOA decrease dopamine to areas (NA) related to 

craving and increase GABA

Acamprosate
� While no change in HPA axis hormones there was 

decreased subjective cravings for alcohol.

� Acamprosate reduced relapse by 50% in one study.

Hammarberg, A. (2009) The effect of acamprosate on alcohol craving and correlation with hypothalamic pituitary adrenal 
(HPA) axis hormones and beta-endorphin. Brain Res. 11;1305 Suppl:S2-6. doi: 10.1016/j.brainres.2009.09.093

Acamprosate
� 333mg for some but almost all take 666 mg TID

� SE:
� Some GI discomfort at start
� Some chance of worsening depression/anxiety

Topiramate
� MOA: Blocks voltage sensitive sodium channels 

which gives same net of modulating dopamine 
to the NA and increasing GABA
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Topiramate
� Dosage 25- 50 mg to start and can increase 

weekly to 200 mg

� SE:
� Memory and cognition- “Dopamax”
� Taste perversion- liking Justin Beiber
� Sedation

� Appetite suppression
� Nausea
� Parethesias- 50% 
Johnson,B. Rosenthal, M., Capece, J. et al (2007) Topiramate for Treating Alcohol Dependence A Randomized 

Controlled Trial. 298(14):1641-1651. doi:10.1001/jama.298.14.1641

Topiramate
� Decreased percentage of drinking days

� Some studies say that head to head comparison 
with naltrexone say topiramate superior

� May have efficacy in Cocaine and other drug use as 
well. 

� Consider if commorbid headaches, weight loss, 
seizures.

Johnson, B., Rosenthal, N. Capece, J., Wiegand, F., Mao, L., Beyers, K., McKay, A.,; Ait-Daoud, N., Anton, 
R. Ciraulo, D.; Kranzler, H., Mann, K., O’Malley, S., Swift, M., The Topiramate for Alcoholism 
Advisory Board and the Topiramate for Alcoholism Study Group. (2007) Topiramate for Treating 
Alcohol Dependence A Randomized Controlled TrialJAMA. 298(14):1641-1651. 
doi:10.1001/jama.298.14.1641 

Culture/Bored/Habit
� There is a negative reinforcement tool available (see 

next slide

� Can the person get out of their current environment 
temporarily (this is some of the power of rehab but 
returning to the bad environment can diminish 
gains) ?

� Can the person make drastic or gradual significant 
changes to their environment and self.  

Disulfram
� Established use in Alcohol sobriety

Disulfram
� Doesn’t actually remove cravings.

� Negative reinforcement or fear of side effects in alcohol 
use.

� Its is effective in some cases as meta analysis shows but 
can’t be studied normally. You can’t double blind 
placebo this med as it depends on knowing what you are 
taking.

� My experience and case studies recommend for 
� Motivated patients who find themselves weak at certain 

times and places
� Patients with good accountability (e.g. a spouse who will put 

the med in their mouth daily)
� People who fear being ill

� Skinner, M. Lahmek, P., Pham, H., and Aubin, H. (2014) Disulfiram Efficacy in the Treatment of Alcohol Dependence: A Meta-Analysis 
https://doi.org/10.1371/journal.pone.0087366

Disulfram
� Dosing 250- 500 mg daily or a few hours before 

encounter with alcohol

� Do not give within 12 hrs of ingestion of alcohol

� SE: Abdomnial pain, nausea, drowsiness, headache, rash. 
With alcohol: Nausea, flushing, tachycardia, vomiting

� Some people can have a severe reaction that puts them 
in the hospital (nausea, tachycardia, physical distress)

� I have witnessed people puke and keep on drinking

� Heavy on the liver think twice before giving with 
naltrexone, metformin, or depakote etc.

https://doi.org/10.1371/journal.pone.0087366
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Post Acute Withdrawal is Too 
Hard/ Anxiety

� Xanax and some benzodiazepines may take 
months of anxiolytic to balance GABA vs
Glutamate

� Alcohol also impacts this balance 

Post Acute Withdrawal
� This state can lead to:

� Irritability
� Decreased Sleep
� Distractibility (decreased cognition)
� Anxiety and anxious psychomotor agitation
� Increased goal directed activity (going out late looking for 

drugs)
� Increased risk taking related to trying to “feel again” and 

impaired judgment/cognition related to post drug 
dysphoria.

� Muscle tension
� HTN
� The opposite of any good benefits you got from the drug
� Rarely: hallucinations

Interventions
� Give a taper when benzo use is heavy

� Consider comfort meds

� Replace Vitamins to prevent or treat brain 
damage, anemia and energy.

� In severe cases certain off label meds decrease 
the HPA activation

Benzo Taper the Right Way-
textbook

� Convert current benzo to librium or oxazepam (if liver 
compromised) and reduce by 10 % or 12.5 mg of librium
per week until 2/3 rds or 3/4 ths complete then slow down to 
potentially to 10% or 12.5 mg of librium every 10 -11 days. 

� Example: pt using Xanax 4 mg/day. (This may require 
inpatient to start) Librium 25 mg TID with a 12.5 mg dose 
mid-day x7 days then 25 mg TID x 7 days then BID with a 
12.5 mg dose mid-day x 7 days then BID x7 days then 12.5 
mg qAM and 25 mg qhs x 10 days then 25 mg x 10 days 
then 12.5 mg x 10 day. Whew! 2 months later safely detoxed. 

� This is an over-simplification. Individual patients need 
individual treatment.

� You must weigh pro-cons with your patient. I personally do 
not know many providers who trust their benzo overusing 
patients to follow these instructions.

Comfort Medications
� Give a sleep aid (trazodone, remeron, or 

amitriptyline have no abuse potential, lunesta and 
sonata have very low, ambein has moderate abuse 
potential)

� Give vistaril 25 mg one up to TID

� Propranolol 20 mg BID for anxiety



8/5/18

10

Buspar: MOA
� 5-HT1A receptors. Other neuroreceptor systems 

could be involved, as buspirone displays some 
affinity for DA2 autoreceptors and 5-HT2 receptors.

� It is these DA2 receptors that might be its unique 
place in substance reward path

� Serotonin pathways help in anxiety. 

� Low quality of evidence in general and for substance 
use, but it is low risk.

Buspar- RXing
� Buspar 15 mg BID up to 30 mg BID

� Low SE profile

Gabapentin
� 16-week clinical trial of 150 alcohol-dependent subjects 

who were randomly assigned to naltrexone 50 mg/ d
alone for 16 weeks (n = 50), naltrexone 50 mg/ d with 
gabapentin up to 1,200 mg/ d for the first 6 weeks (n = 
50), or double placebo (n = 50). All study patients 
received a combined behavioral intervention that 
combined cognitive– behavioral therapy, motivation 
enhancement, and twelve-step facilitation techniques. The 
results indicated that during the first 6 weeks, when 
gabapentin was combined with naltrexone, the 
combination group had a longer interval to heavy drinking 
than did the naltrexone alone group

� As good as depakote and carbmazapine in withdrawal.

� Evidence in alcohol, opioid, THC mood, relapse 
prevention, and reducing quantity of drug use.

Gabapentin- RXing
� Gabapentin 300 mg TID is starting dose for serious 

anxiety/pain relief

� Gabapentin 300 mg qhs for insomnia

� Most studies show benefit for serious use/anxiety/pain at 
1,200 mg or sometimes higher doses.

� SE-
� Memory and concentration problems
� Ataxia
� Edema
� More

� Evidence good in Alcohol, benzo, THC, GHB

Alpha – 1 or 2 Central Acting 
Agents (off label)

� Clonidine best evidence especially in opioid
use/withdrawal and alcohol withdrawal but may be 
effective in anxiety generally

� Lofexedine good evidence but rare med

� Doxazosin good evidence but rare med

� Zanaflex little evidence in SUD but established uses 
in commorbid conditions (HA, pain) 

Clonidine- MOA
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Clonidine- Rxing
� Opioid withdrawal- Clonidine 0.1 mg TID or more

� Anxiety dosing can be similarly as high if tolerated.

� Remember you are giving a blood pressure 
medication as anxiolytic to someone who abuses 
drugs.

Zanaflex- Off label
� 2-4 mg BID to TID

� Advantage: It is quicker acting and has better 
indications for pain and Has

� VA is studying in PTSD and there is some evidence 
in alcohol withdrawal symptoms

� Some evidence in alcohol withdrawal.Tizanidine for alcohol withdrawal 

treatment R. Bou Khalil Medical Hypotheses 77 (2011) 548–549

Using for Mental 
Health/Anxiety

� Most guidelines say benzodiazapines after 4-6 weeks 
become more of harm than a help in anxiety.

� Benzodiazapines are contraindicated in PTSD and make 
symptoms work

� There is debate whether there are any patients who need 
chronic benzodiazapine use except in end of life care. I 
would challenge anyone to find well controlled studies 
promoting chronic use. 

� Addiction rates are conservatively 20-30% of users. With 
the lawsuit rates why would you risk it?

� There are no clinical indications for alcohol (technically)
Dell’Osso, B. et al (2015) Bridging the gap between education and appropriate use of benzodiazepines in psychiatric clinical practice.

Neuropsychiatr Dis Treat. (11) 1885–1909. 

Substance Induced vs Psych 
Disorder

� Which came first is more likely the cause (I was drinking 
and got sad vs I was so depressed I started drinking)

� History of mental health problems outside of drug use? 
More likely to have a mood disorder too.

� Why use? (as ways to cope with depression, anxiety, 
hallucinations, mood swings vs use for regular stress relief, 
boredom, sleep, social help, part of culture.

� Persistence of symptoms (depressed all day vs anxiety only 
around the time they would usually drink.)

� Do concentration/memory symptoms exist in 
anxiety/stressful states? Is it while using heavily? (ADHD 
must manifest < 13 y/o, while sober, in more than just 
academic settings)

DSM: Substance-Induced Disorder
A. The disorder represents a clinically significant symptomatic presentation of a relevant mental 

disorder. 

B. There is evidence from the history, physical examination, or laboratory findings of both of the 
following:

1. The disorder developed during or within 1 month of a substance intoxication or withdrawal
or taking a medication; and

2. The involved substance/medication is capable of producing the mental disorder. 

C. The disorder is not better explained by an independent mental disorder (i.e., one that is not 
substance- or medication-induced). Such evidence of an independent mental disorder could 
include the following: 

1. The disorder preceded the onset of severe intoxication or withdrawal or exposure to the 
medication; or

2. The full mental disorder persisted for a substantial period of time (e.g., at least 1 month) 
after the cessation of acute withdrawal or severe intoxication or taking the medication. This 
criterion does not apply to substance-induced neuro-cognitive disorders or hallucinogen 
persisting perception disorder, which persist beyond the cessation of acute intoxication or 
withdrawal. 

D. The disorder does not occur exclusively during the course of a delirium.

E. The disorder causes clinically significant distress or impairment in social, occupational, or other 
important areas of functioning.

Major Depressive Episode

Five (or more) of the following symptoms have been present during the same 2-week period and represent a 
change from previous functioning; at least one of the symptoms is either (1) depressed mood or (2) loss of 
interest or pleasure. Note: Do not include symptoms that are clearly attributable to another medical 
condition

1. Depressed mood most of the day, nearly every day, as indicated by either subjective report (e.g., feels sad, 
empty, or hopeless) or observation made by others (e.g., appears tearful). (Note: In children and 
adolescents, can be irritable mood.) 

2. Markedly diminished interest or pleasure in all, or almost all, activities most of the day, nearly every day (as 
indicated by either subjective account or observation).

3. Significant weight loss when not dieting or weight gain (e.g., a change of more than 5% of body weight in a 
month), or decrease or increase in appetite nearly every day. (Note: In children, consider failure to make 
expected weight gain.)

4. Insomnia or hypersomnia nearly every day. 

5. Psychomotor agitation or retardation nearly every day (observable by others; not merely subjective feelings 
of restlessness or being slowed down).

6. Fatigue or loss of energy nearly every day.

7. Feelings of worthlessness or excessive or inappropriate guilt (which may be delusional) nearly every day (not 
merely self-reproach or guilt about being sick).

8. Diminished ability to think or concentrate, or indecisiveness, nearly every day (either by subjective account 
or as observed by others).

9. Recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation without a specific plan, or a 
suicide attempt or a specific plan for committing suicide.
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� “I have not been sleeping for the last week”

� “ I have a ton of nervous energy, my brain just keeps on 
going.”

� “My family says I keep snapping at them.”

� “I am doing stupid risky things like bungee jumping  and 
driving wrecklessly because I feel so miserable.”

� “I am out all night looking for drugs but I always stop myself. I 
haven’t used in a week or two.”

� “When I go to work I can’t concentrate.”

What is His Dx?

DRUG 
CRAVINGS!

Definition of Mania
A. A distinct period of abnormally and persistently elevated, expansive, or irritable mood and abnormally and 

persistently increased goal-directed activity or energy, lasting at least 1 week and present most of the day, 
nearly every day (or any duration if hospitalization is necessary). 

B. During the period of mood disturbance and increased energy or activity, three (or more) of the following 
symptoms (four if the mood is only irritable) are present to a significant degree and represent a noticeable 
change from usual behavior: 

1. Inflated self-esteem or grandiosity.

2. Decreased need for sleep (e.g., feels rested after only 3 hours of sleep).

3. More talkative than usual or pressure to keep talking.

4. Flight of ideas or subjective experience that thoughts are racing. 

5. Distractibility (i.e., attention too easily drawn to unimportant or irrelevant external stimuli), as reported or 
observed. 

6. Increase in goal-directed activity (either socially, at work or school, or sexually) or psychomotor agitation 
(i.e., purposeless non-goal-directed activity).

7. Excessive involvement in activities that have a high potential for painful consequences (e.g., engaging in 
unrestrained buying sprees, sexual indiscretions, or foolish business investments).

C. The mood disturbance is sufficiently severe to cause marked impairment in social or occupational functioning or 
to necessitate hospitalization to prevent harm to self or others, or there are psychotic features

D. The episode is not attributable to the physiological effects of a substance (e.g., a drug of abuse, a medication, 
other treatment) or to another medical condition.

Differences: Mania vs
Substance induced Mania

� Presence of drug during manic sxs =  not mania

� Drug states rarely last > 4-7 days without some kind 
of crash unless binging

� Physical Symptoms are more common and drug 
specific

� Anxious vs “goal directed” actions

� Risky behavior “to feel something,” drug seeking in 
nature, or based on established habit vs unknown 
origin or as part of themes in mania

How Do You Treat Post Drug  
Mood Symptoms?

No Standard Antidepressants in 
SID- SSRI and SNRI

� No better than placebo for substance induced mood disorder. 
Sometimes worse outcomes than placebo (e.g. fluvoxamine)

� Can exacerbate tremor, anxiety, insomnia, and the risk of 
gastrointestinal bleeding especially during detox from alcohol 
(think esophageal varices).

� Give one week of sobriety before even considering. Study 
found that 33% of SIDD resolved in one week, the majority 
depressive symptoms by two weeks and almost 100% 
recovery in 4 Weeks

� Less effective in dual diagnosis than in mood disorder alone.

� Consider only if patient has late onset of drug/alcohol use 
and light use and evidence of depression during sustained 
sobriety.

� Reis, Richard K.; Fiellin, David A.; Miller, Shannon C.; Saitz, Richard (2014-05-14). The ASAM Principles of Addiction Medicine (p. 720). 
LWW. Kindle Edition. 
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Other General Recommended 
Anxiety Treatment

� Therapy

� Mindfulness/ parasympathetic activation

� Vistaril 25-100 mg tid

� Propanolol 20 mg BID or TID

� Seroquel < 300 mg total daily dose consider 25 mg 
½ to 1 TID prn anxiety with 50- 200 mg

� Consider the Gabapentin, buspar, clonidine or 
zanaflex as mentioned above.

Vitamins
� B-12-poor diet, poor vitamin absorption in Alcohol

� Thiamine- prevents Wernicke’s aphasia in poor 
absorption of this vitamin in alcohol use.  100 mg IV 
or IM x 3days ideally

� Folic Acid- Anemia in Alcohol 

Opioid using Patient Opioid Epidemic 
� >115 people die of opioid related deaths every day. 

� We comfortably know that 21-29% of patients 
misuse their prescription of pain meds for purposes 
other than just pain relief. 

� https://www.drugabuse.gov/drugs-
abuse/opioids/opioid-overdose-crisis

Risk of Addiction by Length 
of Use

� One day of use has a 6.9 % chance of chronic use.

� Three days of opioid use increases the likelihood of 
the patient being on this medication for a year most 
likely due to dependence. 

� Risk of chronic use goes up significantly at >8 days 
where the rate is 13.5 %  of use and one month 
where it jumps to 30 -45%. 

� https://www.drugabuse.gov/drugs-
abuse/opioids/opioid-overdose-crisis

Pain
� More than 30% of Americans have some form of acute 

or chronic pain.1,2 Among older adults, the prevalence of 
chronic pain is more than 40%.2 Given the prevalence of 
chronic pain and its often disabling effects, it is not 
surprising that opioid analgesics are now the most 
commonly prescribed class of medications in the United 
States.3 In 2014 alone, U.S. retail pharmacies dispensed 
245 million prescriptions for opioid pain relievers.4,5 Of 
these prescriptions, 65% were for short-term therapy (<3 
weeks),6 but 3 to 4% of the adult population (9.6 million 
to 11.5 million persons) were prescribed longer-term 
opioid therapy.7

� https://www.nejm.org/doi/full/10.1056/NEJMra1507771

https://www.nejm.org/doi/full/10.1056/NEJMra1507771
https://www.nejm.org/doi/full/10.1056/NEJMra1507771
https://www.nejm.org/doi/full/10.1056/NEJMra1507771
https://www.nejm.org/doi/full/10.1056/NEJMra1507771
https://www.nejm.org/doi/full/10.1056/NEJMra1507771
https://www.nejm.org/doi/full/10.1056/NEJMra1507771
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Hyperalgesia

Biology of Craving
Addiction and Risk with 

MME
� Amount- Milligram of Morphine Equivalent (MME)

� Morphine 100 mg = oxycodone 65 mg = Fentanyl 37 
mcg/hr, hydromorphone 25 mg

� Doses above 50 MME significantly increase OD risk 
and few will get any pain of function improvement

� All doses over 90 MME need careful documented 
justifications.

https://www.cdc.gov/drugoverdose/pdf/guidelines_at-
a-glance-a.pdf
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Timeline Acute Withdrawal
� Symptoms include gastrointestinal distress (such as 

diarrhea and vomiting), thermoregulation 
disturbances, insomnia, muscle and joint pain, and 
marked anxiety and dysphoria. Herron, Abigail; Brennan, Timothy K.. The ASAM Essentials of 

Addiction Medicine (p. 268). LWW. Kindle Edition. 

� Death is unlikely unless there is dehydration, lack of 
nourishment, concurrent illness, respiratory alkalosis 
due to hypercapnia.  

COWS Withdrawal Treatment
� Clonidine in a down titration or scores based 

protocol

� Buprenorphine either induction, titration down, or 
scores based- If you have the waiver

� Methadone either induction in a methadone clinic, 
titration, rarely scores but requires specialized 
training and no NP can prescribe

� Off label zanaflex, gabapentin, and vistaril -
https://www.medscape.com/viewarticle/823688#vp_2 

Outpatient Withdrawal 
Treatment

� Do you really want to start someone on > 0.3 mg of 
clonidine a day for a few days as they withdraw?

� Methadone must be done in a specific clinic setting

� Zanaflex, gabapentin and vistaril could work but off 
label, not well established, and not without risk.

� Buprenorphine can be induced in a clinic but you 
need the waiver. This is the only real outpatient 
option and for most people the only non-relapsing 
option to control withdrawal.

Go to ER, Rehab, or Inpatient?
� Most payers will not pay for inpatient treatment

� Most rehabs do not have detox and those that do 
are expensive. Rehabs cost from 6-20,000 for 30 
days and it is the higher end with actual detox tx.

� Most ERs will not give treatment.

� What is the patient to do?
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Detox vs Maintenance
� Detox – acute treatment for immediate withdrawal 

symptoms or a set taper lasts days (usually < 7-10)

� Maintenance- longer term treatment with an agonist 
medication that includes 1-14 day up titration of 
dose to a maintained dose that only slowly decrease 
over weeks to years.

Detox vs Maintenance
� Low quality evidence from three studies favouring maintenance 

buprenorphine treatment over detoxification or psychological 
treatment in terms of fewer opioid positive urine drug tests (RR 
0.63, 95% CI 0.43 to 0.91) and self reported opioid use in the 
past 30 days (RR 0.54, 95% CI 0.31 to 0.93). 

� There was moderate quality evidence favouring buprenorphine
maintenance over detoxification or psychological treatment on 
retention in treatment (RR 0.33, 95% CI 0.23 to 0.47).

� There was moderate quality evidence favouring buprenorphine
maintenance over detoxification or psychological treatment on 
adverse events (RR 0.19, 95% CI 0.06 to 0.57).

� All MAT have guidline to pair with therapy and Methadone clinics, 
buprenorphine especially require proof of engagement in therapy. 
Detox Nielsen, S., Larance, B., Degenhardt, L., Gowing, L., Kehler, C., Lintzeris, N. (2016) Opioid agonist treatment for 
pharmaceutical opioid dependent people. (5):CD011117. doi: 10.1002/14651858.CD011117.pub2.

MAT Treatment Choices
� Methadone- Full agonist and long controversial 

history. This is maintenance medication

� Buprenorphine- Partial agonist and newest 
treatment. This is maintenance medication

� Naltrexone- Antagonist middle aged with mixed 
results. This is not maintenance and still requires 
detox or maintenance first but has its advantages. 

Goal of Opioid MAT
� Ween the body off meds slowly reconditioning the 

body back to normal

� Give the patient a medication that blocks more 
dangerous opioids until the psycho-social 
interventions are complete

� Address hyperalgesia? Mixed data but some 
evidence with methadone and theoretically 
consistent with and some weak studies saying yes in 
Buprenorphine. 

� Give an alternative less risky pain treatment at least 
for a time.

� Ish K Khanna, I., and Pillarisetti, P. (2015) Buprenorphine – an attractive opioid with underutilized potential in treatment of chronic pain. J Pain 
Res. 8: 859–870. doi: 10.2147/JPR.S85951

Methadone Pros
� It has evidence compared to  non-pharmacological approaches in 

retaining patients in treatment and in the suppression of heroin use as 
measured by self report and urine/hair analysis (6 RCTs, RR = 0.66 95% 
CI 0.56-0.78).

� It can be used in withdrawal and is effective for treatment retention more 
than alpha 2 medications like clonidine.

� It does not have the same euphoria as short acting opioids, but it may still 
has some.

� While taking methadone if a person uses other opioids they do not get 
the euphoria and until higher doses they may get none of the effects (e.g. 
analgesia) 

� It is a full agonist and can still be used for pain though still not first line.

� It has established efficacy in pregnancy

Mattick, R., Breen, C., Kimber, J.,  and Davoli, M. (2009) Cochrane Database Syst Rev. 2009 Jul 8;(3):CD002209. doi: 
10.1002/14651858.CD002209.pub2. Cochrane Database Syst Rev;(3):CD002209. doi: 10.1002/14651858.CD002209.pub2.
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Methadone Cons
� SEs: [proven]prolonged QTC, sedation, constipation, 

[potential] sleep apnea, all cause mortality. Sexual 
disfunction, mood impairment including anxiety or 
depression

� The rate of increase in mortality has been 
substantially larger than for any other opioid. Fingerhut LA. 

Increases in poisoning and methadone-related deaths: United States, 1999–2005. 2008; 
http://www.cdc.gov/nchs/data/hestat/poisoning/poisoning.htm

� About 1 of every 3 opioid-related deaths is 
associated with methadone ingestion, a substantially 
higher proportion than any other opioid. Centers for Disease Control and 

Prevention. Vital signs: risk for overdose from methadone used for pain relief - United States, 1999-2010. MMWR Morb Mortal Wkly Rep. Jul 6 
2012;61(26):493-497

� Very hard to ween patients off

Methadone Standard 
Treatment

� Standard initial dose is 10- 30 mg and then dose is increased 
over the next days to 2 weeks by 2.5 mg to ( for closely monitored 
severe withdrawal) 5-10 mg q 8-12 hrs. 

� Induction must occur significantly 8-24 hrs after last opioid and 
clear moderate withdrawal symptoms (COWS)

� CAREFUL MONITORING NEEDED deaths occur as low as 30 mg

� Uptitrate usually until 60 mg (some evidence rarely > 120 mg 
(e.g. pt uses pure heroin needs higher blockade) when:
� 1. Withdrawal sxs are very low (COWS)
� 2. Craving is significantly reduced
� 3. Pt can tolerate sedation and other effects

� Patients are on this dose for years.

� Pt can be weened as fast as 7-14 days in an emergency otherwise 
recommendation 5-10 % reduction every 1-2 weeks. 
http://americanpainsociety.org/uploads/education/Methadone_W
ebinar_QA.pdf

Buprenorphine Pro
� > 16 RTCs and multiple other studies give high level of evidence.

� One study  found  21%  opioid-negative urine samples with buprenorphine alone versus 6% 
with placebo

� For example, one RCT reported that for the group receiving 16 mg of buprenorphine, 38% of 
urine samples were negative for opioids, compared with 18% of samples for the group receiving 
1 mg (p.001) (16).

� Low SEs: As partial agonist it does not theoretically have any euphoria, significantly less 
respiratory suppression and constipation. Sexual disfunction, mood impairment including 
anxiety or depression. Low or no Qtc risk.

� The abuse potential is very low and lower in its suboxone form where there is a small amount of 
naloxone which prevents injecting (one of the few ways it can be abused).

� Can be induced in one day  < 24 hrs after last dose of opioid and full maintenance dose can be 
started on day 2.

� Less evidence for and guidelines still recommend methadone but can be safe in pregnancy 

� NPs can prescribe with the waver and a waivered supervising MD. 

� There are long acting versions such as implants

Thomas, C., Fullerton, C., Kim, M., Montejano, L., Lyman, D. Dougherty, R.  Daniels, A., Ghose, D., and Delphin-Rittmon, M., (2013) Assessing the Evidence Base Series: 
Medication-Assisted Treatment With Buprenorphine: Assessing the Evidence. Psychiatric Services in Advance, doi: 10.1176/appi.ps.201300256.

Buprenorphine Cons
� Still has opioid effects (sedation, some respiratory 

depression, and some physiological reactions that 
can be rewarding).

� How long to be on treatment is not known. Fear that 
it could be the next methadone.

� May need washout before proper analgesia and 
what about long acting forms like implants?

Buprenorphine Mixed
� One study had patients on 2 weeks maintenance 

with 2 weeks titration off and results were only 6.6% 
remained clean.

� Those exteneded to 12 weeks had 49% remained 
clean during treatment. 8 weeks after treatment 
only 8.6% remained sober.

� Of note counseling did not help sobriety. Those with 
15 min med visits vs 45 min counseling had no 
difference in outcome.

Thomas, C., Fullerton, C., Kim, M., Montejano, L., Lyman, D. Dougherty, R.  Daniels, A., Ghose, D., and Delphin-Rittmon, M., (2013) Assessing 
the Evidence Base Series: Medication-Assisted Treatment With Buprenorphine: Assessing the Evidence. Psychiatric Services in 
Advance, doi: 10.1176/appi.ps.201300256.

Why Maintenance 
Medication for Opioid Use

Why not ween everyone off of all drugs and give them months of meth, 
alcohol, or LSD? Or Why give them another drug to replace their drug? 
Why are opioid users special?

� 1. More people are dying related to this drug than all others combined 
(Think harm reduction like needle exchange programs).

� 2. Cardiac and respiratory effects of opioid use can be evident 6 months 
after last use. Brains change even slower than these organs. 

� 3. Withdrawal is bad but post acute withdrawal is longer and more 
difficult than most drugs.

� 4. Taking the maintenance medication decreases cravings, prevents use of 
other opioids while reducting or eliminating the drug induced euphoria 
that leads to addiction.

� 5. Most established… we do wean benzodiazepines and have weak 
antagonists for alcohol  but other drugs do not have a similar type of 
medication.

� 6. There is evidence for it.

http://www.cdc.gov/nchs/data/hestat/poisoning/poisoning.htm
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� MOA: Antagonism on opioid receptors and 
reduction of dopamine a the Nucleus 
Accumbens chief area in cravings

Naltrexone- Pros
� While on Naltrexone 36% remained opioid free 

while 23 % on placebo

� May decrease cravings (but also may not)

� It induces withdrawal symptoms if pt relapses on 
any opioid

� It blocks receptors so it is highly unlikely for 
someone taking to get high on another drug.

� It comes in a monthly injection

� No opioid effects

Medication-Assisted Treatment of 
Opioid Use Disorder:  Review of the 
Evidence and Future Directions

Connery, Hilary Smith
Harvard Review of 
Psychiatry23(2):63-75, March/April 
2015.
doi: 
10.1097/HRP.0000000000000075

Naltrexone Con
� May not help with cravings

� After this medication is stopped the patient can be more 
opioid sensitive and die from consuming even low doses 
of opioids.

� Need 7-10 days opioid free otherwise will induce 
withdrawal that is severe. 

� Can lead to worsening of depression

� SEs: Severe nausea on first doeses, insomnia, impaired 
ability to experience pleasurable sensations, heavy on 
liver get liver enzymes first.

Naltrexone Dosing
� Start at 25mg/ day and can be rapidly 

increased to 50 mg a day. Can be given at 100 
mg q 2days  and even 150 mg on a Friday

� Comes in (expensive) LAI called Vivitrol- 380 mg 
IM q 4 weeks. Need 2-3 days of oral dosing first

Table 1

Copyright © 2018 President and Fellows of Harvard College 10
7

Medication-Assisted Treatment of Opioid Use Disorder:  Review of the 
Evidence and Future Directions

Connery, Hilary Smith

Harvard Review of Psychiatry23(2):63-75, March/April 2015.

doi: 10.1097/HRP.0000000000000075

Table 2

Opioid-Abstinence Rates with 
Medication Compared to 
Nonmedicationa

Copyright © 2018 President and Fellows of Harvard College 10
8

Medication-Assisted Treatment of Opioid Use 
Disorder:  Review of the Evidence and Future 
Directions

Connery, Hilary Smith

Harvard Review of Psychiatry23(2):63-75, 
March/April 2015.

doi: 10.1097/HRP.0000000000000075

https://journals.lww.com/hrpjournal/Fulltext/2015/03000/Medication_Assisted_Treatment_of_Opioid_Use.2.aspx
https://journals.lww.com/hrpjournal/Fulltext/2015/03000/Medication_Assisted_Treatment_of_Opioid_Use.2.aspx
https://journals.lww.com/hrpjournal/Fulltext/2015/03000/Medication_Assisted_Treatment_of_Opioid_Use.2.aspx
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Treatment of Mood
� Opioid use, withdrawal , and post acute withdrawal all can look like 

depression, anxiety, ADHD, or other mental health disorders

� Wait a week from detox before starting any SSRI. With opioids consistent 
regular use of can give false symptoms of depression and anxiety that 
instantly resolve. This also gives you time to get labs. 

� In one month many depressive symptoms resolve.

� You will need to treat anxiety. Here are some pointers:
� Avoid Benzodiazapines it is very easy to switch addictions and if they relapse 

concomitant use increase the chance of sedation and respiratory compromise
� Consider clonidine or if giving a muscle relaxer zanaflex (detox med and anxiety 

treatment)
� Vistaril, Buspar, propranolol may be first line due to low SEs and proven 

effectiveness
� If using SSRI/SNRI consider Cymbalta which may help with pain control. 

Wellbutrin may help with low energy but worsen anxiety. Can consider 
Amitriptyline for pain and sleep  but increases constipation/confusion/worry of 
OD

� For extreme anxiety symptoms with patients having symptoms of GAD, PTSD, or 
Severe Depression the FDA and several strong studies. You can prescribe 50- 200 
mg for sleep (max 300 mg upper do) Studies and FDA show it is effective but did not 
approve due to metabolical SEs. https://www.mdedge.com/psychiatry/article/64792/anxiety-disorders/quetiapine-effective-anxiety

Other General Recommended 
Anxiety Treatment

� Therapy

� Mindfulness/ parasympathetic activation

� Vistaril 25-100 mg tid

� Propanolol 20 mg BID or TID

� Seroquel < 300 mg total daily dose consider 25 mg 
½ to 1 TID prn anxiety with 50- 200 mg

� Consider the Gabapentin, buspar, clonidine or 
zanaflex as mentioned above.

What About Kratom?
� Kratom is at low doses a stimulant similar to 

methamphetamine or other stimulant.

� At higher does it does hit opioid receptors

� Withdrawal is similar to opioid withdrawal

� There are no approved treatments. Theoretically, any 
treatment for opioid use disorder may work. 

� Death rates for Kratom are lower than standard opioids

� There is little known long term effects and interactions 
not known. 

� Case studies and Erowid posts indicate you can have 
withdrawal with naltrexone and some patients have been 
detoxed with buprenorphine for less SE withdrawal 
symptoms

Cannabis

Cannabinoids Pharmacology 
� MOA: Cannabinoid receptors.

� Certain cannabanoid recepters may have 
antipsychotic properties and lead to lower dopamine.

� Also hits CB1 and CB2R receptors which are 
propsychotic. Synthetics hit a 800x more and are full 
agonists. Decrease GABA (the brakes of the brain) 

� >THC content more likely to cause psychosis

� The above hits DA on mesolimbic and NMDA receptors.

� Theory that they may work on the neuronal levels to 
make brain changes.

� May hit serotonin as well.  

Herron, Abigail; Brennan, Timothy K. (2015). The ASAM Essentials of Addiction Medicine LWW. Kindle Edition. 

Not All Cannabis is the 
Same

� In the 60’s THC was 0.1%

� Most THC now is at least 0.4 %

� Marijuana (“weed” or “grass”) 6% 

� Sensimilla (“skunk”) 13% 

� Cannabis resin (“hashish”) >35% 

� Hash oil  >50% 

Herron, Abigail; Brennan, Timothy K. (2015). The ASAM Essentials of Addiction Medicine LWW. Kindle 
Edition. 

https://www.mdedge.com/psychiatry/article/64792/anxiety-disorders/quetiapine-effective-anxiety
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Cannabis Effects
� Especially age 15-18 but potentially up into 30s can 

induce permanent psychosis usually dose and 
strength dependent. Can be as high as seven fold.

� For psychiatric patients, however, the picture is far 
bleaker. In the study, individuals with psychotic or 
conduct disorders who used marijuana had double 
the risk of addiction; triple the risk of mood, anxiety, 
and attention deficit disorders; quadruple the risk of 
personality disorders and alcohol dependence; and 
cocaine dependence increased the risk by a factor of 
6.

Herron, Abigail; Brennan, Timothy K. (2015). The ASAM Essentials of 
Addiction Medicine LWW. Kindle Edition. 

Cannabis is Bad for Mental 
Health Long Term Especially

� “A systematic review of 12 longitudinal studies 
associates greater cannabis use with poorer 
symptomatic outcomes in patients with wide-ranging 
anxiety and mood diagnoses.”

� “These researchers systematically reviewed 12 
longitudinal studies in 11,959 patients with post-
traumatic stress disorder, panic disorder, bipolar 
disorder, or major depression to determine the effect of 
cannabis use in ≤6 months before study entry on later 
outcomes (follow-up, 2.5–60 months).”

� Roy-Byrne, P. (2018) Cannabis Worsens Mood and Anxiety Disorders in the Long Run. 
https://www.jwatch.org/na46954/2018/06/22/cannabis-worsens-mood-and-anxiety-disorders-long-
run?query=topic_depression&jwd=000020099349&jspc=

A &P of “Crazy”

Mechanism of Action for 
Psychiatric symptoms

� THC induces anxiety.

� HPA axis disregulation which leads to decrease in use or 
abstinence induced anxiety

� The muscle relaxation and appetite increase will lead to 
rebound of muscle tension and appetite suppression.

� Especially high THC blends impact the mesolimbic
dopamine pathway leading to psychosis or bipolar like 
symptoms as above.

� The strong cognitive symptom will mirror the poor 
memory, concentration, mathematical reasoning, and 
restlessness of ADHD. 
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Is it Permanent?
� Usually less the 30% of those presenting with Substance 

Induced Psychotic Disorder (SIPD) actually have or will 
develop a psychotic disorder. Chicken or the Egg?

� However with continued use 25-50% of patients with SIPD 
do develop Psychotic disorder.
� Lowest 4-5% for ETOH

� Amphetamine 30%

� THC 46%- evidence it worsens psychosis and may lead to 
earlier onset

� As high as 60% may have an affective disorder

� Rates of a following depressive disorder are around 44%

Herron, Abigail; Brennan, Timothy K. (2015). The ASAM Essentials of Addiction Medicine LWW. Kindle 
Edition. 

Treatment of Post Cannabis 
Use

� Delta 9 THC in low doses 30 -90 mg may easy withdrawal 
without some worsening side effects but still unproven, 
unavailable, and this is the same chemical that can lead to 
substance induced psychosis. 

� There are no proven treatments

� Standard anxiety treatment applies. The presences of cannabis 
will make most SSRI/SNRI treatment less effective. 

� Wellbutrin may make symptoms worse

� Buspar alone has any some low to moderate evidence

� It may be necessary to treat substance

Jose Crippa, A., Zuardi, A., Martın-Santos, R., Bhattacharyya, S., Atakan, Z., McGuire, P. and Fusar-Poli, P. (2009) Cannabis and anxiety: a critical review of the evidence. Hum. 
Psychopharmacol Clin Exp (www.interscience.wiley.com) DOI: 10.1002/hup.1048.

Avoid Antipsychotics 
Especially Long-term

� APs don’t work on any substance induced symptoms 
outside acute psychosis during intoxication or withdrawal. 

� There is evidence it may worsen depressive symptoms in 
stimulant use as well as putting this patients at risk for 
movement disorders (EPS). 

� There are two open label small studies for risperdal ( 11 
pts in one study) but the quality of evidence is overall 
poor and risk/benefits may not justify

� Theoretically, if worried about long term psychotic 
symptoms and want to prevent harm Abilify (10- 15 mg) 
or Rexulti (2-4 mg) they are partial agonists that also may 
increase DA in prefrontal cortex

Stimulants

Methamphetamine 
Pharmacology

� MOA: Dopamine release on the mesolimbic
dopaminergic pathway. Also has action on Serotonin 
and Norepinephrine paths in brain.

� Onset- 0-10  minutes depending route

� Effects- 2-4 hrs at peak and up till 24 hrs.

� Common rx dose for ADHD or narcolepsy is 2.5 -60 
mg. Abuse doses from 100- 5,000 mg day but can 
have effects as low as 10- 30 mg. 

� Dynamics: peak 2.6- 3.6 hrs and half life 10.1 hrs. 

� Presence in urine up to 96 hrs usually

http://www.nhtsa.gov/people/injury/research/job185drugs/methamphetamine.htm http://www.reachoutrecovery.com/addiction/substance-addiction/methamamphetamine/effects
Herron, Abigail; Brennan, Timothy K. (2015). The ASAM Essentials of Addiction Medicine LWW. Kindle Edition. 

http://www.reachoutrecovery.com/addiction/substance-addiction/methamamphetamine/effects
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Methamphetamine like
� Cocaine- similar MOA but less likely to produce psychotic 

symptoms

� PCP- has additional opioid and anticholinergic effects but MOA very 
similar. More likely to produce psychotic symptoms

� MDMA- Increases DA and NE like meth but also has dramatic 
impacts on Serotonin that account for its psychadelic and 
empathogen properties

� Ketamine- Structurally similar to PCP

� Cathinones- Lesser potency- mechanism not well studied. At higher 
potency this is “bath salts”

� Dextromethorphan (yes Robitussin)- also allows for DA and 
serotonin elevation.

� Kratom: Has, paradoxically, at low doses especially NE effects like 
Meth. Psychotic symptoms chance low but not impossible

http://www.nhtsa.gov/people/injury/research/job185drugs/methylene
dioxymethamphetamine.htm

Hallucinogens: LSD, Psylocibin, 
MDMA, DMT, Mescaline

� MAO: Global Serotonin increase with some DA in 
LSD and others. A combination of brain cell death 
(neurons in serotonergic pathway destruction) and 
widespread brain activation. Serotonin 2A was 
recently found as chief MOA in LSD

� May have a progressive nature to hallucinations 
starting with visual distortions or hypersensitivies, 
synesthesia, and  VH of odd shapes or patterns.

http://www.reuters.com/article/us-science-psychedelic-idUSKCN0X82B2

Maybe Wellbutrin
� MOA: Dopamine and Norepinephrine re-uptake 

inhibition

Wellbutrin- Cocaine (maybe 
other stimulants)

� Assistance in early sobriety in cocaine use.

� One [tiny] study indicated that users got less of a 
high and had less “any drug effect” as well as 
impact on craving. 

� Drop out rate was high so long term efficacy 
questionable.

� Similar sobriety data for dexamphetamine- but 
consider risks

Newton TF, et al. (2006) Bupropion reduces methamphetamine-induced 
subjective effects and cue-induced craving. Neuropsychopharmacology. 
31(7):1537–44. 

Castells, X., Cunill, R., Pérez-Mañá, C., Vidal, X., Capellà, D. (2016) 
Psychostimulant drugs for cocaine dependence. Cochrane Database Syst
Rev. 2016 Sep 27;9:CD007380. [Epub ahead of print]
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Wellbutrin- Drawbacks
� One small study says it may increase pleasure in 

amphetamine use. It may only work for light to 
moderate use and so far mostly in male patient.

Haney, M., Ward, A., Comer, S., Hart, C. Foltin, R., Fischman, M. (2001) Bupropion SR 
worsens mood during marijuana withdrawal in humans. Psychopharmacology. 
155:171–179

Castells, X., Cunill, R., Pérez-Mañá, C., Vidal, X., Capellà, D. (2016) Psychostimulant
drugs for cocaine dependence. Cochrane Database Syst Rev. 2016 Sep 
27;9:CD007380. [Epub ahead of print]

Antidepressants- Tricyclics and 
Norepinephrine focused

� Desimpramine has evidence in cocaine use 
abstinence (25mg to start increase every 3-7 days 
until 100-200 mg). High SEs

� Mixed evidence with Mirtazapine. 

� MAOIs did show efficacy but there is a potential life 
threatening reaction

Disulfram- in cocaine use
� Disulfiram bind copper. Decreased copper levels 

inactivates copper-dependent enzymes which 
converts DA to NE. Inhibition increases DA and 
decreases the synthesis of NE, likely responsible for 
its ability to decrease cocaine use. 
� Cochrane 2010 had >490 participants and produced 

some evidence for 

� Low dose, <250 mg qday, though mg per kg 
dependent increases cocaine use but higher doses.

Pani, P., Trogu, E., Vacca, R., Amato, L., Vecchi, S., et al.. (2010) Disulfiram for the 
treatment of cocaine dependence. Cochrane Database Syst Rev: CD007024. 

Hallucinogen Persistent 
Perception Disorder

� LSD, Mescaline, MDMA most likely cause. 
Amphetamines and other Hallucinogens can cause.

� 5-50% Persistent delusional or hallucinations for a 
month or greater  or random flash back 
hallucinations coming weeks or greater after last 
use.

� Responds paradoxically to SSRIs and antipsychotics 
with some severe worsening of symptoms with 
treatment.

Inhalants: Nitrous Oxide, 
Toluene, Gasoline

� MOA: Blocking glutamate receptors, increasing DA. 
Also impact b-12 absorption which may lead to both 
psychiatric and neurological symptoms. Toluene and 
others may work on GABA enhancement similar to 
ETOH. 

� Almost always leads to reversible or possibly 
irreversible nerve and organ damage 

� NO can cause erotic hallucinations

� May have impaired color vision

� Hypotension

� High use amongst youth and deployed military
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Treat with B-12
� 1,000 mg IM q months or sometimes q 2 weeks to 

catch up for severe deficiency

� Can take oral but IM is better absorbed and patients 
report better impact. 

Questions? Cases?
� Do you want to discuss any cases?

24 y/o Caucasian F with RUQ pain and GERD. She 
admits drinking daily and that she has worsening 
depression. What do you assess next?

� A- Does she have cravings?

� B- When did you get labs on her last?

� C- How long has she been depressed?

� D- How much has she been drinking?

� E- Assess depression and other physical  
complaints? Alcohol use is not important. 

Pt reports she drinks a bottle or sometimes two of 
wine most nights for the last 5-6 months? Now what 
do you do?

� A- Talk with patient about detox and needing to go 
to the ER.

� B- This is insufficient data, ask more specifics about 
what she drinks and when.

� C- Begin to assess the symptoms and whys of use. 

� D- While this is not enough to be worried about a 
use disorder, it may not be ideal for her health. See 
if you have an opening to discuss health effects of 
this kind of use. 

She reports that this weekend she did not drink at all as 
she had family in the whole weekend as they are 
religious and judgmental. She reports not drinking Friday 
through Monday and having little to no major withdrawal 
symptoms. She drank the last two nights however. What 
do you do now?

� A- She still needs an ER or treatment for withdrawal

� B- She is unlikely to have withdrawal and you can assess 
the symptoms and whys of use.

� C- Her ability to stop for family and lack of withdrawal 
proves she does not have any risk of withdrawal or a  
true use disorder but you may want to discuss health 
reasons to stop. 

� D- She does not need treatment in the ER but she clearly 
needs 30-60 days of rehab and they can give her 
comfort medications there. Attempt to get her into a 
rehab 

The Patient mentions being a nurse who just started at a new job and has 
a 2 year old. She enjoys her work but admits to having a lot of stress. 
She reports using alcohol to wind down from her shifts and at some 
point for sleep. She does admit to using more and more to get her rest 
and relief. She saw it causing problems with her family, part of the 
reason she stopped while family was around. She was distressed when 
she quickly started drinking again as soon as they left. She admits to 
driving to work and starting a shift while still intoxicated when she was 
called in for an extra shift, but she quickly clocked out as sick. She is 
distressed her life seems to be work, drinking, and raising a child. She 
still does her job every night without a problem. She denies withdrawal 
sxs nor has she done anything dangerous while intoxicated, and besides 
her current symptoms has not had medical problems. When asked 
about cravings she says “I don’t drool over it… does thinking about it 
during my shift count… or sometimes seeming to automatically drive to 
the liquor store?” Does she have a use disorder?

� A. Pt does not have a use disorder because she does not have cravings, 
withdrawals, severe dysfunction  or problems with work and family (just 
her judgmental family which shouldn’t count).

� B. Pt has a mild use disorder

� C. Pt has a moderate use disorder

� D. Pt has a severe use disorder
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What is a Use Disorder
1. Larger amounts or over a longer period than was intended. 

2. Desire to cut down 

3. Increased time is spent 

4. Craving

5. Failure to fulfill major role 

6. Continued use despite having persistent or recurrent social or interpersonal 
problems caused or exacerbated by the effects of the drug

7. Important activities are given up 

8. Use  is hazardous but continued anyway

9. Use despite knowledge it is harmful. 

10. Tolerance

11. Withdrawal

� 2-3- Mild, 4-5 Moderate, 6+ severe

Mental health Assessment: The patient reports never having symptoms like 
this before but starting with her new job she was dealing with stress at 
work. She would not sleep for 2-3 nights in a row and be anxious and 
“high strung” the next day but need mid day caffeine to not drop over 
into sleep. “My mind would race all day.” By the second or third night she 
would drive to late night liquor stores and smuggle in alcohol which only 
just barely helped with the racing thoughts and sleep usually still <4 
hrs/night. Sometimes she would stay up late and shop. She often felt 
restless and jittery. “I feel like I have ADD, I can’t concentrate at work, my 
memory is gone, misplace things, inpatient, can’t focus on my bosses 
words.” She endorses most symptoms on the ADHD checklist your office 
has. She reports that these struggles “have made me depressed.” Chose 
all that apply.

� A. Pt most likely has a depressive disorder and needs an antidepressant.

� B. Pt most likely has  bipolar and needs a mood stabilizer.

� C. Pt has an anxiety disorder and needs treatment like an antidepressant.

� D. Pt has substance induced symptoms and time and therapy will tell.

� E. Pt has an adjustment disorder and is coping poorly with life stressors. 
Therapy and maybe meds are needed.

� F. Pt has underlying ADHD which explains drug use, impulsivity, caffeine 
use, and concentration issues and due to severity should be considered 
for a stimulant or at least wellbutrin. 

Do you need anything else before you treat? Choose all 
that apply

� A. Full psychiatric evaluation for depression, bipolar, 
and ADHD.

� B. You need lab work especially a CMP, CBC, and 
TSH

� C. You should get collateral from husband or family.

Pt has mild elevation in AST of 55. All other labs WNL Her assessment physically fits 
with GERD and you are not concerned about hepatic problems or systemic 
symptoms. Husband is supportive and believes wife is being open about her use, he 
does have trust issues though now. Which are reasonable treatment options with a 
referral to therapy or AA:

� A. Give Lexapro 20 mg one a day for mood. 

� B. Give naltrexone 50 mg one po qhs with titration for cravings

� C. Give acamprosate 666 mg TID for cravings

� D. Give disulfram 250-500 mg q day for alcohol use since pt has support and 
accountability

� E. Give trazodone 50 mg one to two at night for sleep

� F. Give ativan 0.5 mg to one BID prn anxiety/ post acute withdrawal

� G. Give Wellbutrin XL 150 mg one a day for depression/concentration

� H. Give vistaril 25 mg one po BID prn anxiety

� I. Give Ambein 10 mg one po qhs for sleep

� J. Give buspar 15 mg one PO BID anxiety

� K. Have supervising physician give Adderall 10 mg qam for concentration/energy

45  y/o hispanic F presents to your clinic. She is taking xanax 2 
mg BID rxed by her old PCP for her anxiety “Which is very bad 
and I have had to take it for years. Many days I have to take 
xanax 3-4 times a day.” She is here to get a refill from you as 
“even when I cut it back to 2 x a day or 1 x a day I get dizzy, 
nauseous, my heart beats in my chest, I have even hallucinated 
one time when I ran out for a day or two.” She reports she has 
needed higher doses to address her symptoms. She can’t go 
anywhere without xanax but when she takes enough doses she 
“spaces out” which her husband doesn’t like. “But without it I 
would never go out.” She reports a history of sexual trauma, 
doesn’t work, and husband has to do most of the errands. She 
is on no other meds and has no other medical conditions. 
Does she have a use disorder?

� A. Pt has a mild use disorder

� B. Pt has a moderate use disorder

� C. Pt has a sever use disorder

� D. Pt does not have a use disorder as she is prescribed an FDA 
approved dosage for FDA approved condition but it may not be 
effective throughout the day and she might benefit from an 
extended release version of this medication. 

What is a Use Disorder
1. Larger amounts or over a longer period than was intended. 

2. Desire to cut down 

3. Increased time is spent 

4. Craving

5. Failure to fulfill major role 

6. Continued use despite having persistent or recurrent social or interpersonal 
problems caused or exacerbated by the effects of the drug

7. Important activities are given up 

8. Use  is hazardous but continued anyway

9. Use despite knowledge it is harmful. 

10. Tolerance

11. Withdrawal

� 2-3- Mild, 4-5 Moderate, 6+ severe
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Pt says, “But what will I do if you do not fill my xanax
as my last doctor prescribed? My last MD retired.” 
Chose all that apply:

� A. Send patient to the ER or rehab to detox

� B. Provide a taper of xanax decreasing 10% week 
until 2/3rds  complete and then 10 % every 10 
days

� C. Do the above taper with librium.

� D. Give gabapentin 300 mg one po TID for 7 days 
and teach patient about withdrawal symptoms and 
when to go to the ER.

� E. Treat anxiety with buspar 15 mg BID, vistaril 25 
mg, trazodone 100 mg po qhs and consider 
wellbutrin for depression.

55 y/o AA male presents with Chronic lower back pain. He is here for a refill 
from your supervising MD for his pain medication refill. You are asked to 
assess him. He has no obvious deformities and reports no history of even 
DJD, abnormal X-rays or MRI or serious back injury. “My back started 
hurting in the military and since I got out a few years ago I have needed 
more medication to control it.” During your physical exam you are not 
sure he has as much pain as he endorses. A PMP web search shows that 
he has been getting multiple rxs of his total of 60 mgs/day of oxycodone
from multiple MDs and filling those early. What should you do?

� A. Confront him and recommend your MD d/c all meds. Refer to pain 
management and/or rehab based on further assessment. This is a high 
liability patient and any lesser steps exposes your practice to harm.

� B. This is a patient in pain and pain is the fourth vital sign. You can not 
judge it and you need to just adequately address it. He obviously has poor 
pain control and may need an alternative opiate pain med as clearly 
lesser medications will not work. 

� C. Normalize his potential struggle “Oxycodone is a medication that is 
easy to find yourself using more and more to cope with things.” Tell him 
the results of your finding. Then ask in a judgment free way if he is ready 
address the over use.  “Is it possible that you may be depending on this 
medication more than you want?”

Pt admits he has been taking more medication than 
he wanted and getting other rxs because he started 
to go into withdrawal “which was horrible.”  You ask 
about use disorder symptoms. He admits that 
“sometimes I feel I just really need it to get by”, 
using to cope with stress, and “I know this can’t be 
good for me.” Otherwise he works at his part time 
job and hasn’t had dramatic changes in his health 
or social relationships.

� A. Pt has a mild use disorder

� B. Pt has a moderate use disorder

� C. Pt has a sever use disorder

� D. Pt does not have a use disorder these are all 
normal symptoms of someone in pain. Addressing 
his pain more adequately will address the issues at 
hand. 

What is a Use Disorder
1. Larger amounts or over a longer period than was intended. 

2. Desire to cut down 

3. Increased time is spent 

4. Craving

5. Failure to fulfill major role 

6. Continued use despite having persistent or recurrent social or interpersonal 
problems caused or exacerbated by the effects of the drug

7. Important activities are given up 

8. Use  is hazardous but continued anyway

9. Use despite knowledge it is harmful. 

10. Tolerance

11. Withdrawal

� 2-3- Mild, 4-5 Moderate, 6+ severe

He admits to knowing he needs to make a change and 
wants to know the options you recommend.

� A. He needs a methadone clinic. His heavy use and 
pain would best be addressed there. 

� B. He would benefit from buprenorphine, 
particularly since withdrawal is hard, he has some 
pain need, maybe hyperalgesia. He will also need 
therapy. 

� C. His over use of medications make him someone 
too likely to abuse medication and he needs non-
opioid pain medications, a wash out of 7-10 days 
(maybe rehab) and then you can give him 
Naltrexone pills or Long acting injectible.

� D. Just tell your supervising MD that he needs 
adjustment of pain meds which will decrease use. 
Consider a refer to therapy.

You talk with supervising MD and choose subutex. You have the 
waiver and you have him not take pain meds for 24 hrs then 
induce him up to 12 mg qday. Eventually you change him to 6 
mg BID which gives better pain control. At his three week 
follow up he admits to trying to taking some of his old 
oxycodone after a fight with his wife but “I didn’t get high.” His 
UDS is clean and his wife reports overall he is more honest 
and addressing his over use and besides the mentioned 
incident seems to be clean and he denies cravings which he 
admits were bad. He reports pain is adequately controlled, but 
“I do feel a bit anxious all the time.” He says, “I really want to 
get off the subutex though… my friends from NA say it is 
cheating.” Choose all that apply

� A. Support the patients desire but encourage him to stay on 
subutex a few months longer.

� B. Taper him off as desired.

� C. If tapered, offer naltrexone 10 days after last subutex use.

� D. Inform him some people get anxiety symptoms on opiates 
and either asses his anxiety or refer him to psychiatry.

� E. Provide him an antidepressant so that he can begin to 
address his anxiety as soon as possible.



8/5/18

27

A 25 y/o W male presents with severe nasal 
congestion, fatigue, depressed mood, poor sleep, 
inability to focus, poor memory and work 
performance [he is a programmer and can’t 
remember his code work]. What could cause this?

What Should you Do? 
Choose all that Apply

� A. Tell him he can expect these symptoms to last for 
a month or longer and are an unfortunate part of 
his drug use.

� B. Assess for cravings. 

� C. Give him paxil or lexapro for depression.

� D. Offer wellbutrin which may help with depression 
and post acute withdrawal if symptoms severe 
enough

� E. If he also has problems with alcohol and cocaine 
cravings consider giving disulfram


