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CME

The Washington State Medical Association (WSMA) is accredited
by the Accreditation Council for Continuing Medical Education
(ACCME) to provide continuing medical education for physicians.

The WSMA designates this enduring material for a maximum of
0.75 AMA PRA Category 1 Credits™. Physicians should claim
only the credit commensurate with the extent of their
participation in the activity.
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Maintenance of Certification (MOC)

Successful completion of this CME activity, which includes completing the evaluation component and earning 100% on
the quiz component, enables the participant to earn up to:

0.75 MOC points in the American Board of Internal Medicine’s (ABIM) Maintenance of Certification (MOC)
program;

0.75 MOC points in the American Board of Anesthesiology’s (ABA) redesigned Maintenance of Certification
in Anesthesiology™ (MOCA®) program, known as MOCA 2.0®. Please consult the ABA websites,
, for a list of all MOCA 2.0 requirements;

0.75 part-ll self-assessment credits in the American Board of Otolaryngology — Head and Neck Surgery’s
Continuing Certification (ABOHNS) program (formerly known as MOC);

0.75 MOC points in the American Board of Pathology’s (ABPath) MOC program;
0.75 MOC points in the American Board of Pediatrics’ (ABP) MOC program;

0.75 MOC points for the CME requirement of the American Board of Surgery’s (ABS) Continuous Certification
program; and

0.75 MOC points in the American Board of Thoracic Surgery’s (ABTS) MOC program.

It is the CME activity provider's responsibility to submit participant completion information to ACCME for the purpose of

granting ABIM or ABP MOC credit.
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http://www.theaba.org/

Disclosure

No one in control of content has indicated a relevant
financial relationship with an ACCME-defined ineligible
company, also known as a commercial interest. All clinical
content presented will be evidence-based and unbiased.
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Variants and Novel Drugs

Why are variants & novel drugs a critical issue?
What is important for physician and prescribers
to know?
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SOURCE: National Center for Health Statistics, National Vital Statistics System, mortality data (http://www.cdc.gov/nchs/deaths.htm)
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Drug Overdose Mortality Over Time
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Drug Overdose Mortality Over Time
2006
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Drug Overdose Mortality Over Time
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Drug Overdose Mortality Over Time
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Drug Overdose Mortality Over Time
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Drug Overdose Mortality Over Time
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Drug Overdose Mortality Over Time
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Drug Overdose Mortality Over Time
2019
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Drug Overdose Mortality Over Time
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Drug Overdose Mortality Over Time
2021
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Drug Overdose Mortality Over Time
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SOURCE: National Center for Health Statistics, National Vital Statistics System, mortality data (http://www.cdc.gov/nchs/deaths.htm)
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12 Month-ending Provisional Number and Percent Change of Drug
Overdose Deaths

Based on data available for analysis on: April 6, 2025

Figure 1a. 12 Month-ending Provisional Counts of Drug Overdose Deaths: Washington

4,000

Number of Deaths

0
Jan 2015  Jan 2016

Jan 2017 Jan 2018 Jan 2019 Jan 2020 Jan 2021 Jan 2022 Jan 2023 Jan 2024
12-Month Ending Period

Source: https://www.cdc.gov/nchs/nvss/vsrr/drug-overdose-data.htm

Select Jurisdiction

WASHINGTON

O Predicted Value

M Reported Value

BETTER



Definition
Adulterant refers to pharmacologically

active ingredients

Contaminant refers to the by-products
of the manufacturing process

Diluent refers to inert substances

Analogue is a similar substance often
with the same “core” structure but
different functional groups (add-ons)
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NPS Definition

1. A substance that has been discovered or synthesized for the first time since the mid-
2000s and is being ingested, regardless of degree of psychoactive effect

2. A substance that was previously discovered, synthesized or reported (e.g., patents,
literature publications) but recently observed in the current recreational drug supply

3. Asubstance that since the mid-2000s has been used in a novel way or differing manner
from its originally intended use

4. A substance that previously was not well described or studied but now presents significant
challenges or threats due to an altered toxicological effect profile as a result of increased
use or popularity

5. Asubstance that is not controlled by the United Nations drug conventions (1961 Single
Convention on Narcotic Drugs or the 1971 Convention on Psychotropic Substances) but
that may pose a public health threat comparable to that posed by substances listed in

these conventions
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Since 2018, NPS Discovery has identified 269 NPS in forensic samples (Figure 3). NPS opioids, stimulants, and cannabinoids represent the largest

subclasses observed. In 2024, 103 total NPS were detected (Figure 4).

m Benzodiazepines
5 : 0 20 40 60 80 100
®m Cannabinoids
2018 1] S ; 94
. 2019 3 8 B 6
= Hallucinogens - ’ ’ ; i
2020 16 4 N @ 28 23 94
Mi I 2021 101
= Miscellaneous 2022 ) i 5 5 i 76
o ployX3® 6 8 8 @ 1 14 79
= Opioids 2024 5 O 0 SIS 103
Sti | ® Benzodiazepines m Cannabinoids m Hallucinogens
= Stimulants » Miscellaneous m Opioids m Stimulants
Figure 3: Breakdown by subclass of individual NPS detected 2018-2024 Figure 4: Individual NPS detected each year, cumulative since 2018.

https://www.cfsre.org/images/trendreports/yir-2024/2024_Year_In_Review_CFSRE_NPS_Discovery_010725.pdf
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Novel Psychotropic
Substances/Benzodiazepines

Psychotropic molecules, synthesized to mimic classic
illicit drugs while evading scheduling law (May be
legitimately prescribed other countries)

80% of those detected for first time between 2014-
2020

Counterfeit pharmaceuticals llicit counterfeit alpf;za;m bar
Mixed in illicit drug supply containing flualprazolam

Clinical effects: Extreme drowsiness, confusion,
impaired coordination, amnesia, hostility, irritability, and
vivid or disturbing dreams, decreased reflexes,
respiratory depression, coma, and possible death
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Clinical Manifestations

Synergistic respiratory depression with other agents
Life threatening withdrawals

« Amnesia

« Sedation

« |ncoordination

« Bradycardia/Hypotension
- Vertigo

- Somnolence>Coma

« Respiratory depression
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NPS Benzodizepines Q1 2025 Trend Report
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https://www.cfsre.org/images/trendreports/2025-Q1-NPS-Benzodiazepines-Trend-Report.pdf
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The Daily Journal of the United States Government

Schedules of Controlled Substances: Temporary Placement of
Etizolam, Flualprazolam, Clonazolam, Flubromazolam, and
Diclazepam in Schedule |

A Proposed Rule by the Drug Enforcement Administration on 12/23/2022

QTRT QTR2 QTR3 QTR4 QTR1T QTR2 QTR3 QTR4 QTR1 QTR2 QTR3 QTR4 QTR1 QTR2 QTR3 QTR4 QTR1 QTR2 QTR3 QTR4 QTR1 QTR2
2018 2018 2018 2018 2019 2019 2019 2019 2020 2020 2020 2020 2021

2021 2021 2021

1ples

—4—Etizolam

~@-Diclazepam

—a—Flubromazolam

——Pyrazolam

=¥=Flubromazepam

=e—Clonazolam

—t—Flualprazolam

—Bromazolam

— Adinazolam

—+—Deschloroetizolam

= Desalkylgidazepam

2022 2022 2022 2022 2023 2023

<10




Nitazenes

5
O,NQ}%Q
—~

Isotonitazene

1) 7.\

INSTRUCTOV

BETTER a BETTER
Montanari E, Madeo G, Pichini S, Busardo FP, Carlier J. Acute Intoxications and Fatalities Associated With Benzimidazole Opioid (Nitazene PRESCRIBING TREATMENT -

analogueue) Use: A Systematic Review. Ther Drug Monit. 2022;44(4):494-510. doi:10.1097/FTD.0000000000000970



Benzimidazoles * o D

Butonitazene

Activity at Mu Opioid Receptor g H<J METe AR

Potencies range (similar to fentanyl) Csiene Ly

lllicit market presence 2019 #R‘ “we | ¢ [
HN_/ F

N 0
[
Mixed into illicit supply ] @E%

. . . < S Isotonitazene
-seen independent or mixed with \ § | N S
other opioids or benzodiazepines , B

Powers, counterfeit pharmaceuticals,
liquids, white paper/blotters

Naloxone likely effective 05 @

: S > Metonitazene
i HL/

~ N-Pyrrolidinio-
‘0 =S etonidazene

BETTER
. : . TREATMENT m
Old Drugs and New Challenges: A Narrative Review of Nitazenes PMID 37485167 U-



INTERNAL MEDICINE

UCLA researchers find high levels of the industrial

chemical BTMPS in fentanyl

Book An
Appointment

See a doctor, virtually or in-
person, with our easy online
booking options.

Schedule Now

Related Content

Articles:
Addiction, Science & Research

iStock

Services:
General Internal Medicine & Health

Services Research
# February 7, 2025

& 2 minread .

Media Contact
A UCLA research team has found that drugs being sold as fentanyl contain high Enrique Rivero
amounts of the industrial chemical bis(2,2,6,6-tetramethyl-4-piperidyl) 310-267-7120
sebacate, or BTMPS. This new substance of concern emerged in the illicit drug erivero@mednet.ucla.edu

supply nearly simultaneously in multiple U.S. locations from coast-to-coast.

BETTER
(") TREATMENT




u
Xylazine )
N
Clonidine’s Xylazme | Clumdme

Central Mechanism
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Figure 1. Chemical structures of xylazine and clonidine.
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Withdrawal Management

Not well defined syndrome (yet)
Anxiety, irritability, restlessness, severe hypertension

If patients are admitted inpatient be prepared to treat xylazine withdrawal
symptoms simultaneously with opioid withdrawal

Consideration of benzodiazepines and/or alpha-2 adrenergic agonists,
clonidine, dexmedetomidine, tizanidine, guanfacine
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Thank you for listening or watching!

Visit: Better Prescribing, Better Treatment

Listen to more: Better Prescribing, Better Treatment Podcast

Email contact: WSMA Better Prescribing Reports
betterprescribing@wsma.org
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https://wsma.org/wsma/resources/better-prescribing-better-treatment/wsma/resources/better-prescribing-better-treatment/better-prescribing-better-treatment.aspx?hkey=a292b39e-5cd1-4d1f-88ad-2dab80619b46
https://wsma.org/wsma/resources/opioids/better-prescribing-better-treatment-podcast.aspx
mailto:betterprescribing@wsma.org
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