STATE OF

OHIO

BOARD OF PHARMACY

EMERGENCY MEETING NOTICE
May 22, 2020 - 8:40 a.m.

LOCATION:
This meeting is being convened telephonically at 8:40 a.m.

Dial-in Number: 614-721-2972 | Conference ID: 829962746#

PURPOSE:

The State of Ohio Board of Pharmacy, pursuant to section 3719.45 of the Ohio Revised Code,
proposes the placement of isotonitazene into Schedule | as an opium derivative through the
adoption of emergency rule 4729:9-1-01.2 of the Ohio Administrative Code.

Pursuant to section 3719.45 the Board may add a previously unscheduled compound, mixture,
preparation, or substance to Schedule I by emergency rule if the Board determines the compound
has no accepted medical use in treatment in this state and poses an imminent hazard to the public
health, safety, or welfare.

In making a determination to add an unscheduled compound by emergency rule, the Board is
required to consider the following three criteria:

(@D) Its actual or relative potential for abuse;
2) The scope, duration, and significance of that abuse;
A) The risk it poses to the public health.

The Board’s three-factor analysis starts on the next page of this meeting notice.

PROPOSED EMERGENCY RULE:
4729:9-1-01.2 — Isotonitazene.

Pursuant to section 3719.45 of the Revised Code, the state board of pharmacy hereby adds to
controlled substance schedule | the following opium derivative, including its salts, isomers, and
salts of isomers, unless specifically excepted under federal drug abuse control laws, whenever the
existence of these salts, isomers, and salts of isomers is possible within the specific chemical
designation:

(A) N,N-diethyl-2-[[4-(1-methylethoxy)phenyl]methyl]-5-nitro-1H-benzimidazole-1-ethanamine
(isotonitazene).
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PROPOSAL TO SCHEDULE ISOTONITAZENE

Section 1: Summary

The State of Ohio Board of Pharmacy (Board), pursuant to section 3719.45 of the Ohio Revised
Code, proposes the placement of isotonitazene into Schedule | as an opium derivative.

Section 2: Background

Pursuant to section 3719.45 the Board may add a previously unscheduled compound, mixture,
preparation, or substance to Schedule I by emergency rule if the Board determines the compound
has no accepted medical use in treatment in this state and poses an imminent hazard to the public
health, safety, or welfare.

In making a determination to add an unscheduled compound by emergency rule, the Board is
required to consider the following three criteria:

(D Its actual or relative potential for abuse;

2 The scope, duration, and significance of that abuse;

3) The risk it poses to the public health.

Section 3: Evaluating Isotonitazene Under the Three Criteria

(1) The actual or relative potential for abuse.

Isotonitazene is a synthetic opioid bearing structural resemblance to etonitazene, a synthetic opioid
that is classified as a Schedule | controlled substance in Ohio and nationally. Isotonitazene and
similar analogues (e.g. etonitazene, metonitazene, and clonitazene), known as benzimidazole
opioids, were first synthesized and reported in the literature in the 1950s." Most recently,
isotonitazene was reported to be highly potent and efficacious for activation of p-opioid receptors.

A review of U.S. isotonitazene-related deaths found that the drug is being used by individuals who
are also currently abusing opioids and other controlled substances. Of the 18 deaths [lllinois
(n=9), Indiana (n=7), Minnesota (n=1), and Wisconsin (n=1)] reported in the U.S., at least six of
the decedents included individuals with a documented history of opioid-use disorder." In addition,
isotonitazene was identified along with one or more other psychoactive substances (controlled
drugs and new psychoactive substances) in all the deaths, which suggests that polydrug use was
common in these individuals.V

Pharmacological data suggest that the group of synthetic opioids that includes isotonitazene (along
with etonitazene, metonitazene, and clonitazene) has potency similar to or greater than fentanyl
based on their structural modifications. Etonitazene is reported to be the most potent of the group
followed by isotonitazene and metonitazene.v The toxicity of isotonitazene has not been extensively
studied but recent association with drug user deaths leads forensic professionals to believe this
new synthetic opioid retains the potential to cause widespread harm and is of public health
concern.“

(2) The scope, duration, and significance of abuse.

Isotonitazene was first reported in August 2019 based on the results from seized drug and
toxicology casework in Europe (Belgium) and Canada (Alberta); the Canadian toxicology case was
collected in March 2019.V Although the size of the market is unknown, isotonitazene is sold online
as a legal replacement to controlled opioids.Vii In March 2020, isotonitazene was found in 1,900
fake pharmaceutical pills in Nova Scotia and Newfoundland. The drug has been pressed into tablets



to resemble Dilaudid, or hydromorphone. Dilaudid is a much-desired, highly euphoric synthetic
opioid similar to oxycodone, aka Oxycontin.™

In the United States, isotonitazene is considered one of the most persistent and prevalent new
opioids.* Data from the Ohio Bureau of Criminal Investigation finds that isotonitazene has been
identified in the state at least 11 times since the start of 2020.4

Isotonitazene has been identified in at least 18 deaths in the United States. The deaths occurred
between August 2019 and January 2020 and were from the Midwestern United States [lllinois
(n=9), Indiana (n=7), Minnesota (n=1), and Wisconsin (n=1)]. Based on information from the
death investigations and forensic toxicology results, at least some of the individuals were high-risk
drug users and included people who had a history of injecting opioids such as heroin. Isotonitazene
was identified along with one or more other psychoactive substances (controlled drugs and new
psychoactive substances) in all the deaths, which suggests that polydrug use was common in these
individuals. In particular, many of the cases involved the use of other CNS depressants along with
isotonitazene (such as other opioids and/or benzodiazepines).

(3) The risk to the public health.

Isotonitazene is not approved for medical use by the United States Food and Drug Administration.
Additionally, researchers have issued warnings about the drug’s potency and efficacy, stating:

The high potency and efficacy of isotonitazene, combined with the fact that this compound
was being sold undiluted, represents an imminent danger to anyone aiming to use this
powder. i

Pharmacological data suggest that the group of synthetic opioids that includes isotonitazene (along
with etonitazene, metonitazene, and clonitazene) has potency similar to or greater than fentanyl
based on their structural modifications. Etonitazene is reported to be the most potent of the group
followed by isotonitazene and metonitazene. The toxicity of isotonitazene has not been extensively
studied but recent association with drug user death leads forensic professionals to believe this new
synthetic opioid retains the potential to cause widespread harm and is of public health concern.*V

Similar to other opioid analgesics, the most serious acute health risk from using isotonitazene is
likely to be respiratory depression, which in overdose could lead to apnea, respiratory arrest, and
death. This risk may be greater due to the fact that isotonitazene is the first of the benzimidazole
opioids to be identified on the drug market in recent years, and users have no experience with this
family of opioids, including a lack of information on what doses to use and what effects the
substance can have. The timely administration of the antidote naloxone has been shown to be
effective in reversing respiratory depression caused by potent opioid analgesics. *V

Section 4: Finding of the Board

Section 3719.45 of the Ohio Revised Code authorizes the State of Ohio Board of Pharmacy to add a
previously unscheduled compound, mixture, preparation, or substance to schedule | by emergency
rule if the Board determines the compound has no accepted medical use in treatment in this state
and poses an imminent hazard to the public health, safety, or welfare.

After a review of all available data, the State of Ohio Board of Pharmacy finds that isotonitazene:

1. Has no accepted medical use in treatment in this state; and
2. Poses an imminent hazard to the public health, safety, or welfare.



Based on these findings, the Board hereby issues a resolution requesting the Governor to issue an
order pursuant to division (G) of section 119.03 of the Revised Code to file emergency rule 4729:9-
1-01.2 of the Administrative Code.

Section 5: Proposed Emergency Rule
4729:9-1-01.2 — Isotonitazene.

Pursuant to section 3719.45 of the Revised Code, the state board of pharmacy hereby adds to
controlled substance schedule | the following opium derivative, including its salts, isomers, and
salts of isomers, unless specifically excepted under federal drug abuse control laws, whenever the
existence of these salts, isomers, and salts of isomers is possible within the specific chemical
designation:

(A) N,N-diethyl-2-[[4-(1-methylethoxy)phenyl]methyl]-5-nitro-1H-benzimidazole-1-ethanamine
(isotonitazene).
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