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Overall objective

*In this breakout session, we will explore vexing patient

presentations along the spectrum of substance use and
substance use disorders

» Once presented, the audience will participate in finding innovative
solutions to address these complex patient scenarios

» Case studies will include patients with pre-addiction (or misuse),
Initiation issues associated with buprenorphine care, complex aftercare
iIssues, and legal/ethical considerations

» Evidence based approaches in the care of these vexing patient cases

will be emphasized, various strategies in addressing these patient case
studies will be discussed

*Audience participation and engagement is encouraged
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OUTLINE

*\Vexing Patlents (we won't cover them all!)

« Case 1: The Case of Adam (Urine Drug Screens/Tests)

» Case 2: The Case of Angry Adam (UDS/UDT in buprenorphine care)
» Case 3: The Case of Spooky Sam (Cannabis harms)

» Case 4. The Case of Marijuana Martel (Cannabis Treatment)

» Rapid Fire
e Mr. X

e Mr. Zenon
« Mr. Candy

*Open Forum — “Stump the Chump”
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CASE 1: Adam’s Chief Complaint

Adam is a 49 year old male who presents to your primary care clinic
He has been your patient for 10 years
He recently was diaghosed with stage 4 colon cancer

He has been placed on opioids for pain s/p a colon resection
Otherwise, he is healthy except he has had a “cold” recently

He admits to having a lot of stress and has been hanging out with his college “hippy
buddies” recently. “My wife doesn’t like them”

You have called him in to discuss his urine toxicology report



CASE 1: Adam’s history

« Past Medical History:

Nicotine use disorder — he smokes % pack per day
« Social history:

Was in the Navy

Divorced and remarried

Works in healthcare
* Family history:

Mother and Father are alive and well

Three children — no diseases



CASE 1: Adam’s Medications/Studies

« Allergies:
None
 Maedications:
Oxycodone 5mg po g6 hours prn
« Labs/Studies:
Urine drug screen:
- Morphine negative
- Cocaine negative
- Amphetamine positive
- 6-AM negative
- Marijuana negative



CASE 1 : Adam’s conundrums

* Interpret the lab result.

 What would you say to Adam?
 What actions would you take?



General Goals of Drug Testing

Important and routine component of treatment for all patients on on opioids.
Testing is not meant to "catch" the patient
A positive (or negative result) should be interpreted cautiously

A positive test result should not simply lead to discharge from treatment, but an
opportunity for reviewing the current plan

Basically, drug testing procedures and follow up should be similar to other tests we
routinely do

Are we punitive when someone’s glucose is high?
Are we punitive when someone’s cholesterol is high?



General Goals of Drug Testing

- Think of Urine Drug Screen results as a test on the PROVIDER’s treatment quality
Do you need to change care?
Do you need to intensify care?

- Think of Urine Drug Screens as akin to HBalc results
Monitoring TREATMENT over time....



Drug Testing in the Office

|deally laboratory testing could be:
Random
Observed
Convenient for the patient
High quality
Able to offer timely result



Screening and Confirmatory Tests

SCREENING TESTS CONFIRMATORY TESTS
* Relatively rapid e Usually time consuming
* Inexpensive * Expensive
e Usually immunoassay e Usually chromatography and
* Performed in lab or point-of-care spectrometry
testing (POCT) * Likely performed in certified lab
e Results are PRESUMPTIVE until * More PRECISE and more SPECIFIC

confirmed by a more definitive test Results considered definitive

* Good for initial check (negative) e Not needed all the time. .



What IS in a typical screening test

Opiates (detects morphine, codeine, and metabolites)
Benzodiazepine

Cannabinoids

Amphetamines

Cocaine metabolite (benzoylecgonine)



What is NOT in a typical screening test

Buprenorphine (and nor-buprenorphine)
Fentanyl

Oxycodone

Methadone

Benzodiazepines
Alcohol metabolite (ethyl glucuronide or ethyl sulfite)



Sample Authenticity

- Urine samples can be altered

- Adding a substance so that it appears to have been ingested (adulterant)

- Diluting with water to decrease chances of detecting that are substances present

= Providing a sample produced earlier or by another person

PRODUCTS
GUARANTEEING
THAT YOU WILL

BEAT YOUR

DRUG TEST

YOU PASS or MONEY Back
GL]RANTEED' Up 1o 500% on most products

CLeanc< B
» . S i

————

How to beat a drug test — A
future VIP Chat!



Sample Authenticity

- Some of these can be detected by examining physical characteristics of the urine
= Temperature
- Specific Gravity
= Creatinine

Characteristic Normal Range

Temperature® 90-100 F

pH 4.5t08
Creatinine > 20 mg/dL
Specific gravity >1.002 to 1.030

* within 4 minutes of collection



Duration often results in urine drug tests

Alcohol
Ethyl glucuronide

Amphetamine

Benzodiazepines (short-acting, e.g. lorazepam)
Benzodiazepines (long-acting, e.g. diazepam)

Buprenorphine
Cocaine

Ethyl glucuronide
Heroin or morphine

Marijuana (single use)
Marijuana (chronic use)

Opioids

7-12 hours

2-5 days
2 days

3 days
30 days

4-10 days

2-4 days
2-6 days
1-3 days

3 days
30+ days

2-4 days

Moeller et al., Mayo Clinic Proc. 2017



Poppy Seeds and Opioids

Poppy seeds can contain codeine and morphine in amounts detectable on UDT after
ingestion, including after eating poppy-seeded baked goods such as bagels or pastries

Because morphine and codeine are actually present in the seeds:

= positive results due to poppy seeds are chemically indistinguishable from those due to
use of opiates, even with confirmatory testing

Patients being tested for opioids should be advised to avoid poppy seeds and foods
containing them

= abstinence from poppy seed-containing foods may be included as part of a treatment
agreement in order to allow informative testing for opioid use

Concentrations of codeine and morphine > 2000 ng/ml are generally considered to suggest
opioid use rather than poppy seed ingestion

=  Therefore consider confirmatory/quantification testing

Moeller et al., Mayo Clinic Proc. 2017



Opioid metabolism

Heroin
l Oxycodone
Codene — Morphine —» Hydromorphone?
A 4
A
l Oxymorphone

Hydrocodone

FIGURE 1. Metabolism of opioids. ™'"' *Morphine is metabolized to hydromorphone in very small
amounts.

Moeller et al., Mayo Clinic Proc. 2017



Benzodiazepine metabolism

Chiordiazepoxide Clorazepate Halazepam
—’ *—
Nordiazepam
>
Diazepam —» Oxazepam —>
—> Temazepam c)
ot
Alprazolam 5| Alphahydroxy-alprazolam —> &
0
“
I
=
o
Lorazepam —®
Clonazepam Aunitrazepam*
7-Amino-clonazepam 7-Amino-flunitrazepam

gt Moeller et al., Mayo Clinic Proc. 2017
FIGURE 2. Basic metabolism of benzodiazepines ™ ™" *Hunitrazepam in not available in the United

States.



CASE 1: Adam’s conundrums???

RECALL:

On oxycodone

* Interpret the lab result UDS results:
Morphine negative
 What would you say to Adam? Cocaine  negative
. Amphetamine’s positive
. What actions would you take? MPRELAMINE S POSIEY
6-AM negative

Marijuana negative



What about Amphetamine result?

) e Screening test | Reported causes of false positives (not
- False “positive”! comprehensive)

Amphetamines amantadine
aripiprazole
bupropion
Fmethamphetamine (present in some nasal sprays)
phenylephrine
pseudoephedrine

Benzodiazepines sertraline

Cannabinoids NSAIDs
proton pump inhibitors

Fentanyl trazodone

Methadone diphenhydramine
doxylamine

Opiates dextromethorphan

Moeller et al., Mayo Clinic Proc. 2017



CASE 2: Angry Adam’s Chief Complaint

Adam is a 49 year old male who presents to your primary care clinic
He has been your patient for 10 years

He is on buprenorphine/naloxone for opioid use disorder
You have called him in to discuss his urine toxicology report



CASE 2: Angry Adam’s history

« Past Medical History:

Opioid Use Disorder (OUD)

Nicotine use disorder — he smokes % pack per day
« Social history:

Was in the Navy

Divorced and remarried

Works in telecommunication
* Family history:

He is adopted

Three children — no diseases



CASE 2: Angry Adam’s Medications/
Studies

e Allergies:
None
* Maedications:
Buprenorphine/naloxone 8/2mg qd
« Labs/Studies:
Urine drug screen:
-  Morphine negative
— Cocaine negative
—  Amphetamine negative
- 6-AM positive
— Marijuana negative
— Buprenorphine positive
—  Nor-buprenorphine negative



CASE 1 : Angry Adam’s conundrums

* Interpret the lab result.

 What would you say to Adam?

 What actions would you take?

@VIP



Drug Testing in the Office for Medication
Treatment

Laboratory testing for evidence of substance use has several roles in treatment for
opioid use disorder

Initial assessment
Treatment planning

Screening to identify non-prescribed substances/medications
Monitoring adherence to pharmacotherapy

Evaluating efficacy of treatment and assist in treatment planning



Testing for Buprenorphine

Testing for buprenorphine can be useful to monitor adherence and detect possible
diversion

Buprenorphine is not detected by screening tests for opiates

Confirmatory testing will distinguish buprenorphine and its metabolite
norbuprenorphine

Individuals vary in the ratio of buprenorphine to norbuprenorphine due to individual
metabolism and co-administered inducers or inhibitors of CYP3A4
buprenorphine with little or no metabolite (i.e. a ratio of

norbuprenorphine:buprenorphine: < 0.02) suggests that a sample was tampered
by adding buprenorphine directly to the urine



Testing for Buprenorphine
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So what if the test result is wrong?
Talk to your team!

* Develop policies ahead of time of specific consequences of positive tests specified by
presence or absence of prescribed medications

* |ncorporate policy into the signed treatment agreement
« Consider additional steps
Review medication dose — may need to increase dose
Intensity of treatment
-  More frequent visits
— observed dosing
— additional evidence-based counseling
— addressing co-occurring disorders
Frequency of testing can be increased
» Discuss with multi-disciplinary treatment team in clinic



So what if the test result is wrong?
Talk to patient!

Discuss rationale for testing
=  Means of supporting recovery, not for punitive purpose
Review test?
= Results, pH, urine concentration
Review medication list?
= Consider possibility of false-positive
= Consider discussing with an expert (pathologist, pharmacist, chemist)
Confirmatory testing?
Review Goals of Care
= Discuss changes in treatment plan
= Review consequences of continued use of illicit/non-prescribed substances



Frequency of Testing in for MOUD
is Controversial

* No strict, established guidelines or specific evidence to guide frequency
* Frequency of UDT depends on several factors:
= Stage of Treatment
— Monthly testing has been suggested as a minimum during ongoing addictions treatment

— More frequent testing may be more appropriate early in treatment or if there is concern
for diversion or recurrence of substance use

= Stability of Patient
= Half-life of drugs being tested
=  Treatment setting
— Office based
— Opioid Treatment Programs: Federal law mandates a minimum of eight drug tests per year

* Random testing, rather than at appointments or other pre-scheduled times, is recommended in
order to obtain a representative sample



CASE 2 : Angry Adam’s conundrums

RECALL:

Patient on buprenorphine

* Interpret the lab result.

Urine drug screen:

Morphine negative

* What would you say to Adam? Cocaine negative

- What actions would you take? Amphetamine - negative
6-AM positive
Marijuana negative
Buprenorphine positive

Nor-buprenorphine negative



CASE 3: Spooky Sam

Sam is a 24 year old male who returns to your clinic
You have been seeing him for opioid use disorder

= He is on buprenorphine/naloxone

« He has been doing well
He recently had an episode of back pain

He was prescribed Medical Marijuana for this pain
He relates:

“I went outside of the hospital system for this, as | know that you cannot prescribe it. | did
not want to go back on opioids, you know. The doctor said that | should try medical
marijuana, he prescribed me some. As you know, | have used marijuana in the past, but it is
not my preferred drug of choice. Oh, it is working for the back pain...”



CASE 3: Spooky Sam :

He further relates:

“I am doing so well in my treatment of heroin. My buprenorphine is working well and | am not using
heroin. I've not used in 2 years!

My life is back in order. | am working. | have a paycheck
My wife has now returned to me with my kid.
Everything is just perfect.

Except for my new back pain.

Besides, | hear marijuana HELPS my opioid addiction...”



CASE: Spooky Sam history

» Past Medical History:
Anxiety disorder
Opioid Use Disorder
New acute back pain
« Social history:
Was in the Marines
Married with 1 child
Works as a computer technician
* Family history:
Children, family, and extended family alive and well



CASE: Spooky Sam Medications/Studies

Allergies:

None

Medications:

Buprenorphine/naloxone 8mg/2mg SL every day
Medical marijuana (unknown dose/amount)

Labs/Studies:

Urine drug screen:

Buprenorphine Positive

Nor-Buprenorphine  Positive

Morphine Negative
Cocaine Negative
Amphetamine Negative
6-AM Negative
Marijuana Positive
Oxycodone Negative

R
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CASE: Spooky Sam conundrums \

- Patient has been on Medication treatment for OUD for 2 years and doing well
- He has now been prescribed medical marijuana:
Is this generally a legitimate reason to prescribe it?
What are policies regarding issues with medical marijuana?
Will this jeopardize his ongoing addiction care?
Can you prescribe buprenorphine/naloxone when someone is using marijuana?
How is this different than if he was using marijuana recreationally?

@VIP



R

CASE: Spooky Sam conundrums \

.... WHAT WOULD YOU DO AT THIS POINT?

@VIP



UGH!

It’s a strange thing to obtain a medical marijuana card
after nearly a decade of sobriety. My decision to quit
drinking was less of a healthy life choice, and more
the only way to stay alive. Though alcohol was my
substance of choice, I learned in treatment and still
largely believe that “mood altering” substances of any
kind are very dangerous for folks who have struggled
with addiction. So how, nine years after getting sober,
did I find myself waiting outside a cannabis
dispensary in California, with a prescription from a
“weed doctor” clutched tightly in my sweaty hand?

itness | Wellness | Parenting | Vital Sign:

Getting off opioids with medical
marijuana: Patients turn to pot over pills

New potential for marijuana: Treating
drug addiction

By Susan Scutti, CNN
(® Updated 7:21 PM ET, Wed May 17, 2017 0 0 Q

@VIP



Marijuana is not without consequences: W
Intoxication

Figure. Calls to Colorado Poison Center
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Medical Marijuana laws are not without consequences:
Increased Use + Cannabis Use Disorder

1 |n States that have mEdical Mma rijua Na IaWS Table 1. Difference in Predicted Prevalences of Past-Year Cannabis
. . Use and DSM-IV Cannabis Use Disorder, 1991-1992 to 2012-2013:
. Marljuana use Increases Never-MML States and Ever-MML States (Model 1)
= Cannabis use disorder increases ’:ﬂdﬂ' :;h:E:“““MH’E —
B tates® N tates®
° SCO pe g:;;z::z — ngcates} = {lvgrﬂtates) =
= Colorado (MML passed in 2000) experienced 1991-1992 454(0.39) 5.55 (0.36)
unique policy changes in 2009-2010 followed 2012-2012 6.70{0.39) 9.15 (0.54)
. . . . . Difference in +2.17 (0.70)° +3.60 (0.79)°
by increases in medical user applications from  revience
500 per month to greater than 10 000 per o My, AR
month and from no known dispensaries to Cannabis use disorder
. . 1891-1952 1.35 (0.19) 1.48 (0.19)
greqtter thqn 900, potentlaIIY exerting 2012-2013 230 (0.22) 3.10 (0.34)
additional impact on cannabis outcomes Difference in +0.96 (0.28)9 +162 (0.47)
. h I t . d prevalence
durlng t € later perlo * DiD (ever-MML vs [Reference] +0.66 (0.30Y

never-MML states)

Hasin DS, et.al. US Adult Illicit Cannabis Use, Cannabis Use Disorder and Medical Marijuana Laws: 1991-1992 to 2012-2013. JAMA Psych. 2017;74(6):579-588



Figure 1. Medical Marijuana Laws (MML) and Marijuana
Use in the Past 12 Months

Figure 2. Medical Marijuana Laws (MML) and DSM-1V Cannabis

Use Disorder in the Past 12 Months
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So Now What?

* Per typical policy:

= aclinician (or program) should discuss medical marijuana (or recreational marijuana) with
patients

= |n states with medical marijuana laws, you cannot deny care based on this use
* Otherwise, YOU have individual, case-by-case, decisions to make:

= Are you going to allow co-use of medical (or recreational) marijuana as part of a pain
treatment?

—  Will this nullify consent for long term opioids?

= Are you (or your program) going to allow co-use of medical (or recreational) marijuana as part
of ongoing addiction treatment?

— How will you address this with persons with CUD in your program?
— What are the parameters of treatment?
— Decisions about inability to get treatment for OUD/AUD with ongoing marijuana use...

* How are you going to treat Cannabis Withdrawal Syndrome or Cannabis Use Disorder (CAD) within
your hospital system?



CASE 4: Martel

Martel is a 24-year old her who returns to your clinic

You have been seeing her for hypertension

Recently she lost her job and admits to not feeling excited about things “I just don’t
seem to be concentrating well lately”

One visit, you inquire about any substance use:

“Oh, | smoke pot daily for years. You know, it is not bad for you. I've read the
websites. | only smoke 1-2 joints a day. If | don’t smoke, | get restless and irritable.
I've tried Spice, but it makes me have a headache.”




CASE 4: Martel

Past Medical History:
= HTN
Social history:
=  Was in the Marines, Married with 1 child
= Lost her job a month ago
Family history:
= Children, family, and extended family alive and well
Allergies:
= None
Medications:
= Hydrochlorothiazide
PE and Labs:
= Normal; Confirmed THC




CASE: Martel conundrums

With this limited information:

Does S
Does S

Does S

ne
ne

ne

nave a problem with marijuana use?
nave cannabis use disorder?

nave cannabis withdrawal syndrome?

What treatment(s) would you offer her?

@VIP



Cannabis

Cannabis is the MOST FREQUENTLY used illicit drug worldwide

With any use, the LIFETIME probability of developing Cannabis Use Disorder (CaUD)
is approximately 9%

= The risk of developing CaUD increases significantly if a person uses cannabis
during adolescence

In US, approximately 4 million people have CaUD
= 1.5% of the US population (wow!) has CaUD!

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681
http://www.unodc.org/wdr2016/

Lev-Ran S. et.al. Am J Addict 2013;22(1):7-13

Lopez-Quintero C. et.al. Drug Alcohol Depend 2011;115(1-2):120-130

Le Strat Y. et.al. Acid Anal Prev. 2015;76:1-5

SAMHSA. https://www.samhsa.gov/data/sites/default/files/NSDUH-FFR1-2015/NSDUHFFR1-2015/NSDUH-FFR1-2015.htm#sudyr04



http://www.unodc.org/wdr2016/

Cannabis: Gender differences

Although men are more likely to initiate cannabis use and to have a lifetime

diagnosis of CaUD, women demonstrate a faster progression from cannabis use to
CauD

Women with CaUD are also more likely than men to experience withdrawal
symptoms, to have low scores on quality of life assessment scales, and to have
comorbid mood or anxiety disorders.

These gender differences could potentially lead to the development of
gender-specific treatment approaches

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



Cannabis sativa contains...

« 60 identified cannabinoid compounds
= Interacts with CB1 and CB2 receptors (CNS and immune system)
« Delta-9-tetrahydrocannabinol (THC)
= Partial agonist to CB1 and CB2
= Associated with the “high” with use
= Associated with addiction to cannabis
« Cannabidiol
= Non-psychotropic component
= Present in different strains
= Shown to have: antiepileptic properties (good evidence —properly tested)
= May: reduce THC paranoia/euphoria, reduce anxiety, reduce depression

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



Cannabis used...to intoxication

- Recreationally for euphoria-producing effects

- Intoxication: M unchiss @
- Increased appetite (Marijuana munchies) Ticrs ael
Tachycardia Actonamc ’U‘P“‘t‘gl}j

Tachypnea Rangu.oxX gt
HTN Lau,ﬁom_ @ San.o.tju
Ocular erythema Todgemunk aMPCJ.LLd ‘i?
Dry mouth Joha SN & @;b ;
Altered judgment A Nx «3 5 o S

M gstageun

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



Cannabis associated with:

Respiratory problems
Bipolar-associated symptoms
Short term impairment of learning and memory
Higher risks of death from motor vehicle accidents
Psychosis

= Schizophrenia association ?

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



Cannabis Use Disorder (CaUD)

- A diagnosis of cannabis use disorder as defined by the fifth edition of the Diagnostic
and Statistical Manual of Mental Disorders (DSM-5):

when there is a problematic pattern of use leading to significant impairment or
distress, as manifested by at least 2 of the symptoms listed in the DSM-5,
occurring within a 12-month period

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



=
= O

O 0 N o U WwWwNhE

Cannabis Use Disorder (CaUD)

Failure to fulfill role obligations at work, school, or home

Recurrent use in hazardous situations

Continued use despite substance-related social or interpersonal problems
Tolerance

Withdrawal/physical dependence ——
Loss of con’FroI 0\./er amount. of substances consumed CAMMA&S
Preoccupation with controlling substance use Use
Preoccupation with substance use activities DisorDeR

Impairment of social, occupational, or recreational activities -
Use is continued despite persistent problems related to substance use
Craving or a strong desire to use a substance



Signs of Marijuana Addiction?

Tolerance to marijuana

= |f you realize that you have to smoke more pot to produce the same effects, then you are
becoming addicted to the drug

Withdrawal when marijuana is not smoked

= |f you have signs of withdrawal such as upset stomach, anxiety or depression when you do not
smoke marijuana, then your body has already developed a physical dependence on the drug.

Smoking more pot than you intended

= |f you tell yourself or others that you will only smoke one joint and then you wind up smoking
more than you intended, you are addicted

Inability to control or cut down marijuana use

= |f you've tried to cut back on your smoking or tried to use less marijuana but still find that you
wind up smoking more or using more than you anticipated, you are suffering from a potential
sign of addiction

http://www.agencymeddirectors.wa.gov/Files/2015AMDGOpioidGuideline.pdf



naturally occurring cannabinoids
They were first developed in laboratories for medical research in the 1960s
Started being sold for recreational use around 2008 in the US

= most frequently under the names of “spice” or “K2”

Over the past decade, they have gained popularity owing to their accessibility, the unclear
legal status regarding their use, and the lack of detection in routine drug screening

An important feature of synthetic cannabinoid is the variability of their composition, with
frequent occurrence of new derivative compounds, presumably with the objective of
avoiding regulations

The heterogeneity of the synthetic cannabinoid group of compounds makes intoxication
symptoms variable and less predictable



Synthetic Cannabinoids
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- The majority of cases of intoxication are not life threatening and may present wit
- Typical: tachycardia, nausea, vomiting, behavioral perturbation, and anxiety
= Serious: new-onset psychosis, kidney injury, rhabdomyolysis, respiratory

depression, and seizures.

- A few cases of death:
- Directly: attributed to direct toxicity from synthetic cannabinoids causing cardiac
arrhythmia, seizure, and kidney failure
= Indirectly: hypothermia owing to individuals remaining unconscious outdoor in

the winter or suicide.

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



Cannabis withdrawal

Discontinuation of cannabis use after regular, prolonged use is associated with a
withdrawal syndrome

Although cannabis withdrawal can be distressing, it is not life threatening
The experience of withdrawal symptoms makes cannabis cessation more challenging

Individuals experiencing a higher number of withdrawal symptoms have greater risks
of rapid relapse to cannabis use compared with those experiencing fewer symptoms

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



Symptoms of withdrawal...

diminished appetite/anorexia
mood changes/anxiety
irritability

sleep difficulties, including insomnia
headaches

loss of focus

cravings for marijuana
sweating, including cold sweats
chills

increased feelings of depression
stomach problems




Treatment of Cannabis Withdrawal Syndroi £

- Usually can be managed in an outpatient setting
= More serious if you are treating synthetic cannabinoid withdrawal syndrome
= (seizure, chest pain, palpitations, and dyspnea)

- Benzodiazepines are first line treatments

- Quetiapine has been used

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



Treatment

TREATING MARIJUANA ADDICTION
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- Demand for CaUD has been increasing worldwide, likely due to:

= |Increase in THC concentration in cannabis
- Emergency of synthetic cannabinoids
- Legalization of marijuana — increase supply
- Of states that have legalized marijuana for recreational use:
= Increase in cannabis use
= |ncrease in cannabis-related emergency room visits

= |ncrease in cannabis-related hospitalizations
- Awareness regarding effective treatment options remain limited...

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



General Treatment Principles

- Proper screening and assessment
= Screening not formally endorsed
= Inquire about indicators of problematic use
— Then assess for CaUD
- Differentiating between recreational cannabis use and CaUD is important
= For patients using cannabis without CaUD, counseling could be considered
- Patients with CaUD should be treated
- Patients with CaUD should be REFERRED to an addiction specialist/program
- Hard to treat without formal training

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



General Treatment Principles

Treatment is usually in OUTPATIENT settings
Establish treatment goals early
Goals based on:
- Individual objectives (abstinence, reduced use, avoid hazardous use)
Urine Drug Screening likely not valuable

= Stays in system up to 4 weeks (particularly with chronic use)
- Difficult to interpret recent use

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



Counseling: without CaUD

Box 1
Main recommendations from the lower risk cannabis use guidelines

1. Abstaining from using cannabis to fully prevent cannabis-related health problems.
Avoiding initiation of cannabis use before the age of 16 years.

Choosing cannabis products with low THC potency or balanced THC-cannabidiol ratio.
Abstaining from using synthetic cannabinoid.

Favoring nonsmoking methods of consumption.

Avoiding deep inhalation practices, which may increase risks of respiratory problems.
Avoiding daily or near-daily cannabis use.

Abstaining from driving while impaired from cannabis to prevent motor vehicle accidents.

W 0 o= o W N o ho

Populations at higher risk of cannabis-related adverse effects should refrain from using
cannabis, including pregnant women and individuals with a predisposition for, or with a
first-degree family history of psychosis or substance use disorder.

10. Avoiding to combine the aforementioned risk behaviors (eg, combining early initiation
and high-frequency use could magnify the likelihood of experiencing cannabis-related
adverse outcomes).

Abbreviation: THC, delta-9-tetrahydrocannabinol.

Adapted from Fischer B, Russell C, Sabioni P, et al. Lower-risk cannabis use guidelines: a
comprehensive update of evidence and recommendations. Am J Public Health 2017;107(8):e4;
with permission.

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



First Line Treatments

Psychosocial interventions GOOD EVIDENCE
Cognitive-Behavioral Therapy  CBT
Motivational Enhancement Therapy MET

Contingency Management CM
- When combined with CBT and MET
In general:

- Greater effectiveness is achieved when psychosocial treatments are
implemented with higher intensity over longer periods of time (>4 treatment
sessions over a month)

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



Cognitive-Behavioral Therapy
(CBT)

CBT is a psychotherapeutic approach that focuses on the identification and modification of
problematic thoughts and behaviors

A form of psychotherapy that teaches people strategies to identify and correct
problematic behaviors in order to enhance self-control, stop drug use, and address a range
of other problems that often co-occur with them

Delivered in group of individual sessions

Often emphasizes: / \
= Coping strategies learning CBT

= Problem solving @
. . . . . €
= Promoting the substitution of cannabis use by alternative, better adapted bea, o

A 2016 meta-analysis:

= Individuals receiving CBT used cannabis on fewer days in the month before assessment
compared with those assigned to the inactive control group.

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681
Gates PJ, Sabioni P, Copeland J, et al. Psychosocial interventions for cannabis use disorder. Cochrane Database Syst Rev 2016;(5):CD005336



Motivational Enhancement Therapy
(MET)

A systematic form of intervention designed to produce rapid, internally motivated change

= the therapy does not attempt to treat the person, but rather mobilize his or her own
internal resources for change and engagement in treatment

MET is a psychotherapeutic approach that promotes the importance of self-efficacy and
positive changes

The objective of MET intervention is to enhance intrinsic motivation to change by exploring
and resolving ambivalence in a nonjudgmental and empathic environment

It can be delivered in an individual or group setting

A 2016 meta-analysis:
= significant impact of MET on most of the primary outcomes examined
= (with the exception of past month abstinence)

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681
Gates PJ, Sabioni P, Copeland J, et al. Psychosocial interventions for cannabis use disorder. Cochrane Database Syst Rev 2016;(5):CD005336



Contingency Management
(CM)

CM is often combined with other interventions as an augmentation approach for the
treatment of substance use disorder

In CM, incentives are provided:

= often in the form of vouchers contingent upon positive treatment outcomes such as
attendance at treatment appointments and abstinence from substance use verified
with urine toxicology

= A number of studies conducted in different populations of individuals with substance
use disorders support the effectiveness of CM in improving retention to treatment and
in promoting abstinence

Although studies exploring the effectiveness of CM as a standalone treatment for cannabis
use disorder are lacking

= a number of clinical trials found that augmenting MET, CBT, or the combination of MET
and CBT with abstinence-based CM improves the number of abstinent days compared
with each of these psychotherapeutic approaches without CM

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681
Gates PJ, Sabioni P, Copeland J, et al. Psychosocial interventions for cannabis use disorder. Cochrane Database Syst Rev 2016;(5):CD005336



Combination Therapies

Although CBT and MET approaches were found equally effective for reducing
cannabis use when compared with each other

=  maximal effectiveness of these interventions occur when delivered in
combination compared with each treatment alone

Adding CM to either MET, CBT, or their combination likely further improves
effectiveness

Levesque A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681
Gates PJ, Sabioni P, Copeland J, et al. Psychosocial interventions for cannabis use disorder. Cochrane Database Syst Rev 2016;(5):CD005336



Table 1
Main psychosocial interventions recommended for the treatment of cannabis use and
cannabis use disorder
Condition Intervention Setting Outcomes
Cannabis use Brief counseling Individual; can be Decrease adverse health
Education on safer delivered by any conseguences from
cannabis use physician during a cannabis use
practices based on regular medical
the LRCUG visit
Cannabis use CBT Individual or group Decrease cannabis use®
disorder Identification and setting; generally Decrease cannabis
modification of delivered by a related-problems
problematic trained addiction
thoughts and professional
behaviors
MET Individual or group Decrease cannabis use®
Enhancement of setting; generally Decrease cannabis-related
intrinsic motivation delivered by a problems
to change by trained addiction Decrease the severity of
exploring and professional cannabis use disorder
resolving
ambivalence
M Used as an Enhances the effectiveness
Providing incentives augmentation of CBT and MET to
(vouchers) treatment combined decrease cannabis use
contingent upon with CBT or MET
positive treatment
outcomes

Abbreviations: CBT, cognitive-behavioral therapy; CM, contingency management; LRCUG, lower
risk cannabis use guidelines; MET, motivation enhancement therapy.

® The intervention is effective to decrease the number of days of use, to decrease the number of
joints per day and to increase past month abstinence.

® The intervention is effective to decrease the number of days of use and the number of joints
per day.



Pharmacologic Agents?

Pharmacologic interventions LIMITED POSITIVE OUTCOMES
=  Some tried for Cannabis Withdrawal Syndrome
= None approved by the FDA for CaUD
Agents (some evidence)
= Cannabinoid Agonists
— Delta-9-tetrahydrocannabinol analogues
—  Dronabinol (Marinol)
— Nabilone (Cesamet)
— Combined delta-9-etrahydrocannabnol/cannabidiol product
— Nabiximols (Sativex)
= Gabapentin
— Initial promising results (300mg BID and 600mg qHS reduced cannabis use; 12week RCT n=50)
= N-Acetylcysteine (NAC)
— Based on data from an adolescent trial — not replicated in adults
Others... number of clinical trials out there....

— Clonazepam, quetiapine, lorcaserin, FAAH-inhibitor, nabilone, NAC, cannabidiol, dronabinol+clonidine,
deXtroa m Dheta m | ne/a m pheta m | ne. varen iteMEﬁJée A and Le Foll B. When and How to Treat Possible Cannabis Use Disorder. Med Clin N Am. 2018;102:667-681



CASE A: Mr. X

Mr. John Xavier is a 45-year-old man with a history of total hip arthroplasty
presented for first-time visit with complaints of hip pain

One year ago, he had a displaced left femoral neck fracture requiring total hip
arthroplasty with subsequent chronic hip pain

His pain was managed by his orthopedist, originally with oxycodone and more
recently with ibuprofen

Recent extensive reevaluation of his hip pain was negative



CASE A: Mr. X

He requested that his orthopedist prescribe something stronger like “oxys” for his
pain, as the ibuprofen was ineffective

e was told to discuss his pain management with his primary care physician (you)
e’s been on disability since his hip surgery and lives with his wife and two children
e denies current or past alcohol, tobacco, or drug use



CASE A: Mr. X

Currently, he’s on ibuprofen 800 mg three times per day
He walks with a limp and uses a cane

His vitals are normal

He's 6 feet tall and weighs 230 pounds

He has a large, well-healed scar over the left lateral thigh and hip area with no
tenderness or warmth over the hip

He has full range of motion

He doesn’t want to return to his orthopedist, because “he doesn’t believe that I'm
still in pain.”



CASE A: Mr. X (SUMMARY)

- Mr. Xis a 42 year old on disability with chronic hip pain who is requesting oxycodone

Is he “Drug Seeking”?

= Are opioid analgesics indicated?

- What would you do?



CASE A: “Drug seeking”

“Drug seeking” is a directed or concerted effort to obtain a specific medication.

- |tis difficult if not impossible to distinguish between inappropriate drug seeking and
appropriate pain relief-seeking during the initial visit(s).



Substance Use Disorders Along a Continuum

Facilitated Self-Change +
Brief Counseling

Prevention

Pharmacotherapy +
Non-pharmacotherapy

At-Risk
Consumption

No to Some
Consumption
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Quantity of Substance
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DSM 5 DEFINITION:

Opioid use disorder

(2 or more criteria)

Failure to fulfill role obligations at work, school, or home

Recurrent use in hazardous situations

Continued use despite substance-related social or interpersonal problems

Tolerance
Withdrawal/physical dependence

#4 Tolerance and #5 dependence alone don’t necessarily imply a
disorder — can’t use as criteria if person is prescribed opioids

Loss of control over amount of substances consumed
Preoccupation with controlling substance use

Preoccupation with substance use activities

Impairment of social, occupational, or recreational activities

Criteria:

4-5 (moderate)

Use is continued despite persistent problems related to substance use
Craving or a strong desire to use a substance (NEW)

—tegatprobtemsrelatedtooptottuse{GONE

Not one of the criteria indicate a QUANTITY
of substance consumed...

American Psychiatric Association, DSM-V 2013



CASE A: Mr. X Follow up

One month later Mr. X is currently taking oxycodone 5 mgs, every six hours, 120 per
month, as you have prescribed.

However, he rates his pain as “15” out of 10 all the time and describes no
improvement in function.

Should you increase his dose of oxycodone?
What should you do now?



CASE B: Mr. Zevon

Mr. Zevon is a very pleasant 30 year-old male with a history of severe Rheumatoid
Arthritis

Among his medications, he is taking the following:
Percocet 1 tablet every 6 hours for pain
MS Contin 15mg every 12 hours for pain
He has been stable on this medication for 3 years, without problems
He has signed an opioid analgesic agreement
He generally relates that his pain is “tolerable” at 5/10

Today, he states he has started smoking marijuana, and that it makes his pain feel
better

What do you do?



CASE C: Mr. Candy

A 31-year-old white male law student in his fourth year of law school had a long
history of experimental drug use including alcohol (his first drug), marijuana and LSD;
but at no time had he abused a psychoactive drug

Approximately two years ago he was introduced to cocaine in a social setting by a
group of friends and fellow law students

He became a regular recreational user of cocaine and in a social setting during an
evening would chop up and snort between 10 and 20 lines of cocaine in the usual
fashion

With this law student, the pattern of recreational cocaine use continued for some
time, but moved to a more daily pattern when he found that the inhalation of
cocaine stimulated his performance and ability to study at night, something he found
desirable because he had begun to prepare for the bar examinations



CASE C: Mr. Candy

- One evening, a female friend with whom he was periodically having sexual relations
produced a needle and syringe and indicated that the injection of cocaine produced
a pleasurable, orgasmic-like “rush”

- The law student injected the cocaine simultaneously with his female sexual
acquaintance and found the orgasmic “rush” quite desirable

- Over a several months basis he escalated his intravenous cocaine use on a daily
basis, injecting from approximately 10 p.m. until 7 a.m., on a 15 minute to 1 hour
repeated schedule, using approximately 2g of cocaine per night



CASE C: Mr. Candy

Despite the fact that the law student was independently wealthy as a result of a

family inheritance, he found that he was rapidly consuming his inheritance as
cocaine habit was costing him $50-150 a day

his

As a consequence he began dealing his own cocaine to his friends in order to help

support his own habit

While the injection of cocaine involved both male and female figures, he wou
almost invariably inject with a woman in sexual context, although he reportec

d
that as

he became deeply involved with cocaine, his libido dropped dramatically; for
and his female sexual partners, the orgasmic effects of the cocaine injection b
a substitute for actual sexual experience

noth he
ecame



CASE C: Mr. Candy

One evening, he injected a female friend in his usual fashion (he would first inject the
woman and then himself).

She suddenly had a series of seizures, became comatose, required mouth-to mouth
resuscitation and was subsequently transported to an emergency room.

During this particular cocaine run, he also experienced the first evidence of cocaine
psychosis, with auditory and visual hallucinations and extreme paranoia

=  The negative effects both to himself and to his girlfriend were quite shocking because
he had believed cocaine to be as free of adverse consequences as marijuana

Because of these two episodes, he decided to quit cocaine use and seek treatment

During the “withdrawal period” he experienced a difficulty sleeping and a severe drug
induced depression associated with anxiety that lasted for approximately one week

Most depressive symptoms gradually abated; however, the anxiety continued along with an
urge to use cocaine late in the evening at the time for his previous cocaine runs



CASE C: Mr. Candy

To help with the anxiety, depression and sleep disorder, his “normal” physician
prescribed 10mg of Valium p.o. was administered each night

As there was no evidence of a prolonged underlying depression which preceded the
cocaine abuse or that lasted following the “fade out” period of the drug-induced
depression, no antidepressants were prescribed

He made a decision to self-medicate the lethargy and reactive depression with the
intranasal use of cocaine, which he resumed on a daily basis.

He expressed great surprise at the toxic effects of cocaine, but was also quite
ambivalent about whether he would completely discontinue cocaine

What would you suggest for Mr. Candy?



