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United States Fentanyl-Related Substance (FRS) Class

Control and Effect of Class Control

e 2018 (Feb 6): DEA publishes temporary

Yy 7 J 4
class control
e 2019 (May 1): China provides a broader
class control m
e Stats
Temporary Control of
d How many FRS have been encountered Fentanyl-Related
to date? 36 Substances TITLE VI—EXTENSION OF TEMPORARY
ORDER FOR FENTANYL-RELATED
O Last new FRS encountered? February SUBSTANCES
2022 SEC. 601. EXTENSION OF TEMPORARY ORDER FOR FENTANYL-
RELATED SUBSTANCES.
Q How many FRS have been placed Reauthosinniion and . Sty o the B o e o
Fentanyl Analogues Act (Public Law 116-114), section 2 of such
Undel’ permanent COI’)tI’O/? 15 Act is amended by striking “December 31, 2022”and inserting

“December 31, 2024”.

Source: DEA, National Forensic Laboratory Information System (NFLIS-

Drug), queried on August 21, 2023. Data excludes substances

controlled prior to 2016. Diversion Control Division
*Reports still pending for 2023. U.S. Drug Enforcement Administration
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Emergence of Nitazenes

DRUG ENFORCEMENT ADMINISTRATION
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November 13, 2023; *2023 still reporting U.S. Drug Enforcement Administration



‘ Nitazenes in the News

UVVvVvVvVew'\Y
New, Dangerous Synthetic Opioid in D.C., Emerging in Tri-State Area ez

DEA Washington, DC Division - Public Information Office Surging Opioid nitazene could be
e deadlier than fentanyl, experts warn

|

There is a new deadly opioid showing up on
San Francisco streets

It's poised to push the overdose death toll even higher.
ﬂ. By Tarz Campbell ofe
Ks Wednesday, February B, 2023 N v =

The drugs are called nitazenes.

DEA Study: Synthetic opioid nitazenes appear
more potent than fentanyl, linked to
overdose deaths

Sep 02, 2023, 10:35am + Updated on Sep 02, 2023

By: Gillian Neff and Rose Shannon

BAY AREA

Meth, ISO and cash seized in

Santa Rosa drug trafficking

AE WIDEDS »

" A new deadly drug is showing up on the streets of San Frandsoe and it's poised to push the overdoss death
P Ix osesras > ' a0 L s todl even higher.

Photo: Santa Resa PD




Encountered Nitazenes - Structural Class Diversification
within a Pharmacological Class

R4 Butonitazene NO, OCH,CH,CH,CH, CH,CH, CH,CH,
\N — R3 Clonitazene NO, Cl CH,CH; CH,CH,
Etodesnitazene H OCH,CH;, CH,CH, CH,CH,
Etonitazene NO, OCH,CH,4 CH,CH, CH,CH,
NO, -OCH,CH,- CH,CH, CH,CH,
Flunitazene NO, F CH,CH, CH,CH,
Isotonitazene NO, OCH(CH,), CH,CH, CH,CH,
R
Metodesnitazene H OCH, CH,CH, CH,CH,
Metonitazene NO, OCH, CH,CH, CH,CH,
CH, OCH,CH, CH,CH, CH,CH,
2 N-Desethyl isotonitazene NO, OCH(CH;), CH,CH, H
N-Piperidinyl etonitazene NO, OCH,CH, -CH,CH,CH,CH,CH-

N-Piperidinyl isotonitazene NO, OCH(CH,), -CH,CH,CH,CH,CH,-
N-Pyrrolidino etonitazene NO, OCH,CH,4 -CH,CH,CH,CH,-
N-Pyrrolidino isotonitazene NO, OCH(CH,), -CH,CH,CH,CH,-

N-Pyrrolidino metonitazene NO, OCH;, -CH,CH,CH,CH,-

Orange = Schedule | controlled substance in U.S. N-Pyrrolidino protonitazene NO, OCH, CH,CH, -CH,CH,CH,CH,-

Green = Proposed Schedule | control in U.S. Protonitazene NO, OCH,CH,CH, CH,CH, CH,CH,
Blue = other identified nitazenes



Benzodiazepines

Diversion Control Division
U.S. Drug Enforcement Administration



Designer Benzodiazepines

TOP STORIES 'Benzos’ Are Rising in Popularity Among Teens and They're
‘Fake Xanax:’ A worry to law < Getting Them On Social Media

enforcement, often mixed : -
with deadly fentanyl; and it Xanax bars in East Dayton testing

in Fort Wayne 2 positive for fentanyl

by: Jamie Duffy

Posted: Aug 29, 2023 / 05:17 PM EDT . b WYS0 | By Mike Frazier ward
Updated: Aug 30, 2023 / 03:55 AM EDT - - F % 300E 28 11°25 AMEST .

FBI seizes more than 4,000 pounds of drugs
from Garden Grove house operating as lab

'These are 100% lethal' | Coroner
says more people are fatally
overdosing on fake benzos

Benzodiazepines, or benzos, are often used to treat anxiety and
insomnia. Popular brand names of benzos include Xanax and Valium.

AUTHENTIC COUNTERFEIT
XANAX XANAX

mr, > IAED
el

gredients were seized from a Garden Grove home,




Annual Reports to NFLIS-Drug for Designer Benzodiazepines

RUG ENFORCEMENT ADMINISTRATION Y7 7 4
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B Other Designer Benzodiazepines M Etizolam, Flualprazolam, Clonazolam, Flubromazolam, Diclazepam
NFLIS-Drug Yearly Drug Reports, queried Diversion Control Division

November 13, 2023; *2023 still reporting U.S. Drug Enforcement Administration



Benzodiazepine Involved Overdose Deaths
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Centers for Disease Control and Prevention, National Center for Health Statistics. National Vital Statistics System, Provisional Mortality on Another drug includes the following: opium, heroin, natural and semi-synthetic opioids,
CDC WONDER Online Database. Data are from the final Multiple Cause of Death Files, 2018-2021, and from provisional data for years 2022- Diversion Control Division methadone, synthetic opioids exc. methadone, cocaine, other narcotics, cannabis, LSD, other
2023, as compiled from data provided by the 57 vital statistics jurisdictions through the Vital Statistics Cooperative Program. Accessed at psychodysleptics, barbiturates, and psychostimulants with abuse potential

http://wonder.cdc.gov/mcd-icd10-provisional.html on November 17, 2023 U.S. Dng Enforcement Administration



Emergency Scheduling of Five Designer Benzodiazepines

y 4 J J
DEPARTMENT OF JUSTICE e July 26, 2023 emergency scheduled 5 designer benzodiazepines

in schedule | of the Controlled Substances Act
e Based on prevalence in NFLIS-Drug reports and utilized DEA
contract pharmacological testing

Schedules of Controlled Substances: \( N

Temporary Placement of Etizolam, | \é
Flualprazolam, Clonazolam, \ /

Flubromazolam, and Diclazepam in

Schedule |

AGENCY: Drug Enforcement
Administration, Department of Justice.

ACTION: Temporary amendment; etizolam flualprazolam clonazolam
temporary scheduling order.

Drug Enforcement Administration

21 CFR Part 1308
[Docket No. DEA-989]

SUMMARY: The Administrator of the Drug
Enforcement Administration is issuing \(/N\
this temporary order to schedule five N
synthetic benzodiazepine substances:
etizolam, flualprazolam, clonazolam,
flubromazolam, and diclazepam, in
schedule I of the Controlled Substances
Act. This action is based on a finding by
the Administrator that the placement of
these five substances in schedule I is
necessary to avoid imminent hazard to
the public safety. As a result of this

flubromazolam diclazepam

Diversion Control Division
U.S. Drug Enforcement Administration



Emergence of other Designer Benzodiazepines
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‘ Benzodiazepines — Bromazolam Prevalence
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Sources: DEA, National Forensic Laboratory Information System (NFLIS-Drug), queried on
21 August 2023. *Reports still pending for 2023. Diversion Control Division

DEA TOX, queried on 15 August 2023. *Reports still pending for 2023. U.S. Drug Enforcement Administration
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Ketamine

Diversion Control Division
U.S. Drug Enforcement Administration



Ketamine — Prescription products

L FDA warns patients and health care 2o

pray for
Showing 1to 16 of 16 entries

e Droviders about potential risks associated =&t

Status

KETAMIME HYDROCHL

KETAMINE HYDROCHL With CompoundEd kEtamine prOdUCtS, 2d to essential

KETAMINE HYDROCHL ° . - ||St as an
o including oral formulations, for the s anesthetic
KETAMINE HYDROCHL

treatment of psychiatric disorders

KETAMINE HYDROCHL D roval of
KETAMINE HYDROCHL

s anesthetics
KETAMINE HYDROCHL

SSen | KEAMNE FYDROGHL f Share | X Post | in Linkedin | % Email | & Print PSICS

DISCN  KETAMINE HYDROCHL
ESKETAMINE HYDROC
R KETAMINE HYDROCHL
R KETAMINE HYDROCHL
R KETAMINE HYDROCHL

TEIRLIRRRRRZ

2

October 10, 2023

Diversion Control Division
U.S. Drug Enforcement Administration



Ketamine — Supply and Demand
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https://smartlaunch.imshealth.com/ui/default.aspx November 30, 2023 U.S. Drug Enforcement Administration



Ketamine Clinics o —————

‘ Specializing in Ketamine
Therapeutics for Depression
Lol . and Suicidal Ideations)
How We Can Help l v {5 . )
Medical elinic - 1600 Wilson Blvd
Suite 320

! - Closed - Opens 9 AM -
Q (703) 340-1454

Treatment-Resistant  Generalized Anxiety Post Traumatic Suicidal NOVA Health Recovery
Depression Disorder Stress Disorder Ideations SANJAY GUPTA REPORTS Ketamine Infusion Center &
£ o T e ) 47 (17 Website
' : Mental health service - 8101 Hinson
Farm Rd Ste 201 Suite 201
Closed - Opens 8 AM -
(703) 844-0184

Adelphi
Avesta Ketamine = Virginia Premier Ketamine
and Wellness 7R i
Silver'Spring 5.0 (2
Chronic Spravato ® Chronic Pain Obsessive- . 100) Eethesda 201 Mental health clinic - 7918 Jones

Headach Esketami Synd C Isive Disord i
- il - & eamme. i romes.\ nr.l?pu b |so_r\. er Takoma Park Branch Dr 4th Floor

e { s | R ey (355) T s Closed - Opens 8:30 AM -
A St as River =4
Mag Friendshio — (202) 240-9013
(358) Village 7

Elon Musk Microdoses Ketamine for Avesta Ketamine Ne " @ [ AvestaKetamine and Wellness

and Wellness

Depression, Takes Full Doses at Parties, @ © § € | 49 (7

H o WASHINGTON Medical clinic - 1400 16th St NW
Accordlng to WSJ e . Suite 101
. 1 B Closed - Opens 9AM -

Sarah Rumpf | Jun 27th, 2023, 1:27 pm
(202) 410-5123

202 t: .
comments Avesta Ketamine

and Wellness
Avesta Ketamine and Wellness —, TN
48 (57) \ @
5 W Medical clinic - 6861 Elm St Suite 3B yphsite  Diroctions
-;;b CAPITOL HILL —M Closed - Opens 9AM -
L
&y (703) 570-1346

2 MindPeace Clinics @
Idylwood 56 3 (Physicians:= A )

Falls Church Arlington

Seven Corners (d'j
Care Clinic Mental Health and
Ketamine Therapy > D
44 (23} Directions
Mental health clinic - 4017
_\ s ¢ Williamsburg Ct Suite 100
— Google : VST Closed - Opens 9 AM -

(&1 ! (571) 418-8141

o
()
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Bailey's
Crossroads

Annandale




Poly Drugs Use

Diversion Control Division
U.S. Drug Enforcement Administration



‘ Polydrug Reports

DEA Washington Warns of Deadly Counterfeit Drugs on Social Media
Counterfeit Xanax, OxyContin and Adderall are Being Sold to Kids
DEA Washington, DC Division - Public Information Office

—f‘k Medical Examiner X

S @mkemedexamine - Follow

Of the 604 confirmed OD deaths in Milwaukee County in
2021, 146 involved para-fluorofentanyl and 21 involved
metonitazene. Additional cases still pending further
toxicology. #fentanyl

@ CDUHR @CDUHR_NYC e g e

Two powerful drugs now adding to US overdose crisis - para-
fluorofentanyl & metonitazene
apnews.com/article/corona...

2:56 PM - Jan 28, 2022 e pos ® o
- ‘Euphn ria’ star Angus Cloud accldemally uver[luse[t on m@t]l
-':ucajne femanyl COroner says

et 1]

¥ 19 @ Reply 1, Share

A Monster’: Super Meth and Other

Most common drug combinations in San Francisco overdose deaths : Drugs PHSh C”Sls Beyond OplO!ds T

Percentages reflect suspected accidental overdoses in 2022 =23 Millions of U.S. dl‘llg users now are addicted to several
Fentanyl and methamphstamine substances, not just opioids like fentanyl and heroifi. The shift is
— making treatment far more difficult.

Fentanyl and cocaine

Read 5 replies

3
i

Fentanyl and ethanol

g
H

Boston warns of surge in overdoses

Methamphetamine and cocaine

mmm  linked to cocaine laced with e

— | SATITS B SocEne Cloud’s cause of death was “acute intoxication” due to the “combined effects
=] fentanyl . | s
s o e e e e of methamphetamine, cocaine, fentanyl and benzodiazepines,” the Alameda
e County Coroner’s Bureau said. The office confirmed the overdose was an

Diversion Control Division
U.S. Drug Enforcement Administration accident.



Poly-Drug Combinations in Toxicology

SUBSTANCE DRUG CLASS e
Norfentany! Metabolite of
DEA TOX
N,N-dimethylpentylone Stimulant
Pentylone Stimulant DRUG ENFORCEMENT ADMINISTRATION
Fentanyl Opioid
A-ANPP Precursor of fentan\ﬂ TOXICOI—OGY TESTING PROGRAM
Morphine Opioid
Benzoylecgonine Metabolite of cocaine
Beta hydroxy fentanyl Mianbtz'ﬁ of SUBSTANCE DRUG CLASS CONCENTRATION | SAMPLE TYPE
————— Benzoylecgonine Metabolite of cocaine 48.6 ng/mL Whole blood
4-Anilinopiperidine Precursor of fentanyl = —
(4-AP) N-Pyrrolidino Opioid 8.8 ng/mL Whole blood
para-Fluorofentany! Opioid SRS
Xylazine Depreasant Cocaine Stimulant 0.3 ng/mL Whole blood
6-Acetylmorphine Metabolite of heroin SUBSTANCE DRUG CLASS | CONCENTRATION | SAMPLE TYPE
Codeine Opioid M- stimulant 45.3 ng/mL Whale blood
Methamphetamine Stimulant dimethylpentylone
Despropionyl para- Metabolite of para- Furanyl UF-17 Opioid 38.4 ng/mL Whole blood
f|uor0fentanv| f|uor0fentanv| PCP HE“UCi"IGgEﬂ 22.2 ngme Whaole blood
Cocaine Stimulant Fente;rwl Dpiﬂlid t 14352 n;meL ﬁ:a:e E:mg
- Pentylone Stimulan .5 ng/m ole bloo
CAEEc;g:;:a::\'e Musjzllzlc:nxant He.:lageri{_:lol Anjcipsyrt:hatic Detected Whole blood
y P Mirtazapine Antidepressant Detected Whole blood
Diphenhydramine Antihistamine Naloxone Opioid antagonist Detected Whole blood
Doxylamine Antihistamine Risperidone Antipsychotic Detected Whole blood

Diversion Control Division
U.S. Drug Enforcement Administration DEA TOX Monthly Case Summary August 2023, October 2023, and November 2023



Synthetic Opioids Drive Overdose Deaths
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Centers for Disease Control and Prevention, National Center for Health Statistics. National Vital Statistics System, Provisional Mortalityon CDC WONDER Online Database. Data are from the final Multiple Cause of Death Files, 2018-2021, and from . . P
provisional data for years 2022-2023, as compiled from data provided by the 57 vital statistics jurisdictions through the Vital Statistics Cooperative Program. Accessed at http://wonder.cdc.gov/mcd-icd10-provisional.html on August 21, 2023. Diversion Control Division
Centers for Disease Control and Prevention, National Center for Health Statistics. National Vital Statistics System, Mortality 1999-2020 on CDC WONDER Online Database, released in 2021. Data are from the Multiple Cause of Death Files, 1999- P :
2020, as compiled from data provided by the 57 vital statistics jurisdictions through the Vital Statistics Cooperative Program. Accessed at http://wonder.cdc.govimed-icd10.html on May 11, 2022, U.S. Drug Enforcement Administration



http://wonder.cdc.gov/mcd-icd10-provisional.html
http://wonder.cdc.gov/mcd-icd10.html

Substances Co-Reported with Fentanyl

If the presence of
illicit fentanyl alone
is not bad enough -
other substances
are being either
mixed with fentanyl
or misused with
fentanyl

Source: DEA, NFLIS-Drug.
Accessed at https://www.nflis.deadiversion.usdoj.gov/ on October
13, 2022.
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Diversion Control Division
U.S. Drug Enforcement Administration



Xylazine
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Source: DEA, NFLIS-Drug.
Accessed at https://www.nflis.deadiversion.usdoj.gov/ on
November 29, 2023.
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@ NPR

Xylazine causes open wounds, making the illegal drug supply
even more dangerous

The fentanyl-additive Xylazine causes open wounds, making the illegal drug supply
even more dangerous and treatment more complicated.

-

£ WeekKs ago

[ Firstpost

US doctors alarmed at rapid spread of Zombie Drug
‘Xylazine’ in New York

The flesh-eating 'zombie drug' is causing alarm on the US streets, literally rotting
people's bodies, and medical professionals appear to be...

3 The Economist
How dangerous is trang, the new drug sweeping America?

It comes with grim side-effects and there is no antidote | The Economist explains.

Diversion Control Division
U.S. Drug Enforcement Administration




Xylazine involved overdose deaths

Morbidity and Mortality Weekly Report (MMWR)

llicitly Manufaced B1d€n-Harris Administration

Xylazine — United Designates Fentanyl Combined with
T Xylazine as an Emerging Threat to the
st United States

Among 21 jurisdictions Jthe m
2019 (2.9%) to June 2022 (10.9 APRIL1Z2, 2023 » PRESS RELEASES

percentage of IMF-involved de

es Ol Xylazine’s growing role in overdose deaths nationwide prompts
aErDSSJUFISdICtIOﬂS.

Administration to make this designation for the first time in U.S. history
ATLANTA, GA - Today, Dr. Rahul Gupta, Director of the White House Office =

Of the 144 reports of National Drug Control Policy (ONDCP), has officially designated fentanyl

DEA TOX, 125 also
(87%), all other ref adulterated or associated with xylazine as an emerging threat to the United...

animal

least 2 other substd

Jun 29, 2023
Diversion Control Division
U.S. Drug Enforcement Administration



‘ Contact Information

Drug Enforcement Administration
Diversion Control Division
Drug & Chemical Evaluation Section

Contact Info:
dpe@dea.gov
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