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Disclosures

| have no financial disclosures related to material covered in presentation

This case is from my 1st year of addiction medicine fellowship.

Details are recalled to best of my ability.



Learning Objectives

By conclusion participants should be able to:

1.

Interpret a "negative" benzodiazepine urine drug screen and
determine next steps for further confirmatory testing.

Recognize emergence of novel psychoactive substances (NPS)
including novel benzodiazepines and the challenges of monitoring
and reporting this rapidly changing drug-use landscape.



Case Presentation



On initial history

40-year-old woman — mildly tremulous and anxious

Hx of OUD on methadone 110 mg daily for > 1 year

~3 months ago started taking clonazolam

Went to her counselor 2 months ago requesting “detox”
UDS is “negative” for benzodiazepines on multiple occasions
Ongoing difficulties trying to stop on her own

Took “a bar” (alprazolam)

She then had a “positive” UDS result

Recommendation - admit for supervised benzo withdrawal



Clonazolam?



What is Clonazolam? Did you mean - clonazepam?
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Did you mean: clonazepam

[ No resuits were found containing clonazolam.




Clonazolam - Novel Benzodiazepine

Designer triazolobenzodiazepine
First synthesized in 1971
Never licensed for therapeutic use (anywhere)

First seen sold online starting in 2014

e Contents from this vial were analyzed from a case
of clonazolam ingestion using LC/QTOF MS had 30-
60 (0.2-0.4mg) doses

Murphy Toxicology Communications
2019
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Case Presentation Continued



On further history

Reports Clonazolam sold as “Research Chemicals” through Internet
Currently taking between 1-2 “vials” a day of clonazolam

Clear liquid, sips on the vial(s) throughout day

No previous history of using benzodiazepines prior to 3 months ago
One day had no access to clonazolam

On this day needed 12 mg of alprazolam to stave off withdrawals



Concerns about Counterfeit Benzodiazepines

Can you tell the difference?
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What happened with her UDS results?

Learning Objective #1: Interpret a "negative" benzodiazepine urine drug screen and
determine next steps for further confirmatory testing.



Benzodiazepine Metabolism

i_hlordiazepoxide =3 Norchlordiazepoxide - Demoxepam ——p= Nordiazepam (des-methyl-diazepam) » Oxazepam

—» Temazepam —» Oxazepam
—» Diazepam —i

Medazepam —p Nordiazepam (des-methyl-diazepam) ———» Oxazepar

e Nordiazepam (des-methyl-diazepam) ——p Oxazepamn

Halazepam
-lonazepam — 7-aminoclonazepam Clorazepate ——» Nordiazepam (des-methyl-diazepam) ———» Oxazepary

Prazepam

Alprazolam ——» Alpha-hydroxyalprazolam

Information from Valentine JL, Middleton R, Sparks C, Identification of urinary benzodiazepines and they
metabaiites: comparison of automated HPLC and GC-MS affer immunoassay screening of clinical
specimens. J Anal Toxicol. 7996;20(6):419.

Kale American Family Physician 2019




Benzodiazepine Urine Drug Screen

1. Immunoassay (POC screening)
a. False-negative
b. False-positive
2. Confirmatory LC/GC-MS
3. Send-off to specialized lab for
designer drug panel




Novel Psychotropic Substances (NPS)
&
Novel Benzodiazepines

Learning Objective #2: Recognize the emergence of novel psychoactive substances
(NPS) including novel benzodiazepines and the challenges of monitoring and
reporting this rapidly changing drug-use landscape.



What is a Novel Psychotropic Substance?

Not controlled under UN drug control conventions

Similar threats to health

Many categories of substances

Marketed as “legal” replacements for illicit drugs

Large number of new substances — development and distribution
Significant diversity of substances

Challenging to monitor

Challenging to develop effective and timely responses
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Challenges Monitoring NPS ]
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Emergence of Novel Benzodiazepines

|”

e “Classical” benzodiazepines - where do synthetic benzos fit?
o Schedule 4 - UN 1971 Convention
o Schedule IV - US Controlled Substances Act

Figure 1. Timaline of the reporting of new benzodinzepines 10 the EMCDDA

EMCDDA The Misuse of benzodiazepines among high-
risk opioid users in Europe 2018
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Arcovery Bippart + Mealth and Recsvery

- 4 day clonazolam binge, don't know what to do
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Online Forums - Reddit

o r/researchchemicals

Hello. I'm an idiot who took clonazolam. People who are experienced with this... can you
shed some light on the situation?

Hi guys. I'll keep it short and sweet,

Saturday night I ok .48mg of clonazolam
Sunday I took .44mg of clonarolam
Monday I tock .22 of clonazolam

Taday | took 05mq of clonazolam.

Am [ going to feel like shit tomorrow? Luckily [ can stop mysedl but I'm scared of the anxiety that awaits me tomorrow. !
Know this is child's play cormpared 1o what ather people have 1o deal with and for that | feel lucky but I want some input
by someone who knows what I'm in for... am 1in for anything? ['ve had a headache today but other than that (and anxiely)
I feel alright. I've already gotten rd of the donazelam and don't plan on taking anymare. Luckily | Saw that it had caws
after a few days and got my head right, but i'm nervous.

Can anyone shed some light on my situation/day tomorrow? it would be much appreciated
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A dedicated subreddit for the discussion of
synthetic psychoactive research chemicals.
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tnardedacaun 7
You're going to be fine. . It's no different than taking any other benzo for 4 days. No reason to freak cut.
And there Is nothing wrong with taking Clam as long as it's done responsbiy after researching it just ke any othar

benzo,

speely et

You should Be fine, Might have a little rebound anxiety but nothing major

o2z dude you're fine, JusSt SITIICOOR Now wihide youre way anead man and only use onde o week TOPS
Apaciminmly
Shouldn't be an cssue. 've taken etzolam for two maonths straight before and quit with only some anxiety but no wd

I thank I'm G to STOR R L manarity for that H'<:ngh 1 was Wheng muaytie a mg a d.ry uu..nlly S but same people

develop dependency in only 8 couple weeks

4 days shouldn't be an Issue thh, Don't stress it



Patient Symptoms — Study of Online Trip Reports
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[0 Sedation
@ Hypnotic
2 Muscle relaxation
[ Anxiolysis

0 Disinhibition

(J Euphoria
O Amnesia
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Balkhi et al, J of Psychopharmacology 2020



Thank you! 3
@ximenalevander y

levander@ohsu.edu

Finley at Powell Butte with Mt. Hood in the Background



