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Disclosures

I 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.

2. 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?



Clonazolam - Novel Benzodiazepine

Murphy  Toxicology Communications  
2019

● Designer triazolobenzodiazepine
● First synthesized in 1971
● Never licensed for therapeutic use (anywhere)
● First seen sold online starting in 2014

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



Marin et al, AACC 2019



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?



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

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



UNODC Early Warning Advisory on NPS 2019



Challenges Monitoring NPS



Emergence of Novel Benzodiazepines
● “Classical” benzodiazepines - where do synthetic benzos fit?

○ Schedule 4 - UN 1971 Convention
○ Schedule IV - US Controlled Substances Act

EMCDDA The Misuse of benzodiazepines among high-
risk opioid users in Europe 2018





Online Forums - Bluelight



Online Forums - Reddit



Online Forums - Reddit



Patient Symptoms – Study of Online Trip Reports

Balkhi et al, J of Psychopharmacology 2020



Thank you! 
@ximenalevander
levander@ohsu.edu

Finley at Powell Butte with Mt. Hood in the Background


