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United States Fentanyl-Related Substance (FRS) Class 
Control and Effect of Class Control 

• 2018 (Feb 6): DEA publishes temporary 
class control

• 2019 (May 1): China provides a broader 
class control

• Stats

 How many FRS have been encountered 
to date? 36

 Last new FRS encountered? February 
2022

 How many FRS have been placed 
under permanent control? 15

Source: DEA, National Forensic Laboratory Information System (NFLIS-Drug), queried on  
August 15, 2022. Data excludes substances controlled prior to 2016.
*Reports still pending for 2022.

Source: DEA, National Forensic Laboratory Information System (NFLIS-
Drug), queried on  August 21, 2023. Data excludes substances 
controlled prior to 2016.
*Reports still pending for 2023.
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Substances Individually Scheduled by Name Since
2016
Substances Controlled Under the Class-wide
Scheduling of Fentanyl-Related Substances

Temporary Control of 
Fentanyl-Related 

Substances

Diversion Control Division
U.S. Drug Enforcement Administration



TOPICS

• Synthetic Opioids
• Benzodiazepines 
• Ketamine
• Poly Drug Use

Diversion Control Division
U.S. Drug Enforcement Administration



Emergence of Nitazenes
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NFLIS-Drug Yearly Drug Reports, queried 
November 13, 2023; *2023 still reporting
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Nitazenes in the News



Encountered Nitazenes - Structural Class Diversification 
within a Pharmacological Class

Substance R1 R2 R3 R4

Butonitazene NO2 OCH2CH2CH2CH3 CH2CH3 CH2CH3

Clonitazene NO2 Cl CH2CH3 CH2CH3

Etodesnitazene H OCH2CH3 CH2CH3 CH2CH3

Etonitazene NO2 OCH2CH3 CH2CH3 CH2CH3

Ethyleneoxynitazene NO2 -OCH2CH2- CH2CH3 CH2CH3

Flunitazene NO2 F CH2CH3 CH2CH3

Isotonitazene NO2 OCH(CH3)2 CH2CH3 CH2CH3

Isotodesnitazene H OCH(CH3)2 CH2CH3 CH2CH3

Menitazene NO2 CH3 CH2CH3 CH2CH3

Metodesnitazene H OCH3 CH2CH3 CH2CH3

Metonitazene NO2 OCH3 CH2CH3 CH2CH3

5-Methyl etodesnitazene CH3 OCH2CH3 CH2CH3 CH2CH3

N-Desethyl isotonitazene NO2 OCH(CH3)2 CH2CH3 H

N-Piperidinyl etonitazene NO2 OCH2CH3 -CH2CH2CH2CH2CH2-

N-Piperidinyl isotonitazene NO2 OCH(CH3)2 -CH2CH2CH2CH2CH2-

N-Pyrrolidino etonitazene NO2 OCH2CH3 -CH2CH2CH2CH2-

N-Pyrrolidino isotonitazene NO2 OCH(CH3)2 -CH2CH2CH2CH2-

N-Pyrrolidino metonitazene NO2 OCH3 -CH2CH2CH2CH2-

N-Pyrrolidino protonitazene NO2 OCH2 CH2CH3 -CH2CH2CH2CH2-

Protonitazene NO2 OCH2CH2CH3 CH2CH3 CH2CH3

N

N

R1

N R3
R4

R2

Orange =  Schedule I controlled substance in U.S.
Green =  Proposed Schedule I control in U.S.
Blue = other identified nitazenes



TOPICS

• Synthetic Opioids
• Benzodiazepines 
• Ketamine
• Poly Drugs Use

Diversion Control Division
U.S. Drug Enforcement Administration



Designer Benzodiazepines



Annual Reports to NFLIS-Drug for Designer Benzodiazepines

NFLIS-Drug Yearly Drug Reports, queried 
November 13, 2023; *2023 still reporting
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Other Designer Benzodiazepines Etizolam, Flualprazolam, Clonazolam, Flubromazolam, Diclazepam

Diversion Control Division
U.S. Drug Enforcement Administration



Benzodiazepine Involved Overdose Deaths

Centers for Disease Control and Prevention, National Center for Health Statistics. National Vital Statistics System, Provisional Mortality on 
CDC WONDER Online Database. Data are from the final Multiple Cause of Death Files, 2018-2021, and from 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 November 17, 2023

Another drug includes the following: opium, heroin, natural and semi-synthetic opioids, 
methadone, synthetic opioids exc. methadone, cocaine, other narcotics, cannabis, LSD, other 
psychodysleptics, barbiturates, and psychostimulants with abuse potential
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Percentage Overdose Deaths Involving Benzodiazepines and Synthetic Opioids

Diversion Control Division
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Emergency Scheduling of Five Designer Benzodiazepines

• July 26, 2023 emergency scheduled 5 designer benzodiazepines 
in schedule I of the Controlled Substances Act

• Based on prevalence in NFLIS-Drug reports and utilized DEA 
contract pharmacological testing 

etizolam flualprazolam clonazolam

flubromazolam diclazepam
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Adinazolam Bromazolam Deschloroetizolam Flubromazepam

Emergence of other Designer Benzodiazepines
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NFLIS-Drug Yearly Drug Reports, queried 
November 13, 2023; *2023 still reporting

adinazolam bromazolam deschloroetizolam flubromazepam

Diversion Control Division
U.S. Drug Enforcement Administration



Benzodiazepines – Bromazolam Prevalence 

Diversion Control Division
U.S. Drug Enforcement Administration

Sources: DEA, National Forensic Laboratory Information System (NFLIS-Drug), queried on 
21 August 2023. *Reports still pending for 2023.

DEA TOX, queried on 15 August 2023. *Reports still pending for 2023.
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TOPICS

• Synthetic Opioids 
• Benzodiazepines, 
• Ketamine
• Poly Drugs Use.

Diversion Control Division
U.S. Drug Enforcement Administration



U.S. FDA and EU approved (s)-
ketamine nasal spray for 
treatment resistant depression

WHO added to essential 
medicines list as an 
intravenous anesthetic

U.S.FDA approval of 
ketamine as anesthetics 
and analgesics

Synthesis of (R,S)-ketamine

Ketamine – Prescription products

2019

1970

1985

1962

Currently approved ketamine products

Diversion Control Division
U.S. Drug Enforcement Administration
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Ketamine – Supply and Demand
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IQVIA: National Prescription Audit (NPA)  -- accessed at 
https://smartlaunch.imshealth.com/ui/default.aspx November 30, 2023

Diversion Control Division
U.S. Drug Enforcement Administration



Ketamine Clinics



TOPICS

• Synthetic Opioids
• Benzodiazepines
• Ketamine
• Poly Drugs Use

Diversion Control Division
U.S. Drug Enforcement Administration



Polydrug Reports

Diversion Control Division
U.S. Drug Enforcement Administration



Poly-Drug Combinations in Toxicology

DEA TOX Monthly Case Summary August 2023, October 2023, and November 2023
Diversion Control Division

U.S. Drug Enforcement Administration



Synthetic Opioids Drive Overdose Deaths

0%

10%

20%

30%

40%

50%

60%

70%

80%

90%

Pe
rc

en
ta

ge
s o

f d
ru

g 
ov

er
do

se
 d

ea
th

s b
y 

dr
ug

 o
r 

dr
ug

 c
la

ss
 th

at
 a

lso
 in

vo
lv

ed
 sy

nt
he

tic
 o

pi
oi

ds
, e

xc
l. 

m
et

ha
do

ne

Heroin (T40.1) Natural & semi-synthetic opioids (T40.2) Methadone (T40.3)

Cocaine (T40.5) Other and unspecified narcotics (T40.6) Benzodiazepines (T42.4)

Psychostimulants with abuse potential (T43.6)

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 
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.
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-
2020, 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.html on May 11, 2022.

Diversion Control Division
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.

Diversion Control Division
U.S. Drug Enforcement Administration



Xylazine

Source: DEA, NFLIS-Drug.
Accessed at https://www.nflis.deadiversion.usdoj.gov/ on 
November 29, 2023.
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U.S. Drug Enforcement Administration



Xylazine involved overdose deaths

25

Of the 144 reports involving xylazine in 
DEA TOX, 125 also contained fentanyl 
(87%), all other reports contained at 
least 2 other substances

Diversion Control Division
U.S. Drug Enforcement Administration



Contact Information

26

Drug Enforcement Administration
Diversion Control Division

Drug & Chemical Evaluation Section

Contact Info:
dpe@dea.gov
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