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1. Summary and purpose

Brorphine is a synthetic opioid monitored by the EMCDDA as a new psychoactive substance. It has been
available in Europe since at least March 2020. Its identification has been reported by 4 countries: Belgium,
Germany, Slovenia, and Sweden. Similar to other new opioids, brorphine is sold as a replacement to
controlled opioids on the surface web, darknet markets, and at street-level.

The available information suggests that, similar to fentanyl, brorphine is a potent opioid. Overdose may
cause life-threatening poisoning from respiratory depression and arrest. Deaths inwlving brorphine have
been reported in the United States (20 deaths).

The purpose of this advisory is to:

e Highlight a recent identification of two fake oxycodone tablets containing brorphine in Slovenia that
were sold on the internet as oxycodone.

e Highlight that brorphine appears to be a potent opioid that may pose a high risk of life-threatening
poisoning. Deaths have been reported in the United States.

¢ Request that you report any information you have on brorphine to the EMCDDA as soon as possible
so that we can improve our understanding of the potential risks. Information should be reported by

email to ews@emcdda.europa.eu

2. Advisory

Background
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Brorphine is a synthetic opioid monitored by the EMCDDA as a new psychoactive substance [1]. It is
structurally related to the internationally controlled opioid analgesic bezitramide [2] that was first reported in
the 1960s [3]. Brorphine was first synthesized and reported in the scientific literature in 2018 [4].

The available information suggests that brorphine is a potent opioid [5-7]. As such, its effects are likely to
share similarities with fentanyl and other opioid analgesics. These include relaxation and euphoria and, at
higher doses, sedation, profound intoxication, and respiratory depression. Owerdose may cause life-
threatening poisoning from respiratory depression and arrest [8,9].

The notification of brorphine was based on its identification in a seizure of less than 0.05 grams of powder
seized by Swedish Police that was collected by the Swedish Post and Telecom Authority on 25 March 2020.
The substance was identified in a bag labeled as ‘Brorphine 0.05g’. Since then, Belgium, Germany (1), and
Slowvenia (1) have also reported the identification of the substance.

During 2020, brorphine was identified in Belgium in a powder and in the serum of a patient seeking medical
help for detoxification [6].

The United States and Canada have reported identifications of brorphine since late 2019. Between June and
July 2020, a total of 20 deaths with confirmed exposure to brorphine have been reported in the United States
(2). In these cases brorphine was commonly found in combination with fentanyl and flualprazolam. Brorphine
was listed in the cause of death for three of the cases. Opioid-related drug paraphernalia was commonly
found at the scene and many individuals had a history of drug use, specifically heroin or other opioids [10].

Details of the event

In 2021, Slovenia reported two fake oxycodone tablets containing brorphine collected in January 2021. The
fake tablets were round, scored, and blue in colour (Figure 1). The amount of brorphine present in the tablets
was not reported. No other substances were detected in the tablets. The tablets were submitted for analysis
after a user experienced serious adwerse effects. The poisoning was considered non-life threatening but
required treatment in hospital. The clinical features of poisoning included prolonged loss of consciousness
(approximately 12 hours), rhabdomyolysis and acute kidney failure. Exposure to brorphine was analytically
confirmed from biological sample; no other substances were reported. According to the patient, the tablets
were bought as oxycodone on the internet (no further details are available).

! Brorphine was identified in a testpurchase.

% Note: It is not possible to confirm whetherthe 20 cases reported byKrotulski et al., include some or all of the 7 cases
from the United States that we highlighted in EU-EWS-SITREP-2020-0002 and thatwere reported by the Center for
Forensic Science Research and Education (CFSRE):

CFSRE. The rise of brorphine — A potent new synthetic opioid identified in the Midwestern United States. 27 July 2020.

https://
www.npsdiscovery.org/wp-content/uploads/2020/07/Public-Alert_Brorphine_NPS-Discovery_072720.pdf
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Figure 1. Fake oxycodone tablets that contained brorphine submitted for analysis in Slovenia in January
2021.

The prevalence of fake tablets containing brorphine in Europe is unknown. In the last few years, the
EMCDDA issued a number of advisories to the EWS Network on fake medicines containing new opioids [11-
13]. Given the international supply chains for such fakes, including on darknet drug markets, the availability
elsewhere cannot be excluded.

Risks to users

Fake medicines are typically visually indistinguishable from legitimate products. Only chemical analysis can
determine the contents. People using such fakes will be unaware of both the substances they contain and
the amount. This poses an inherent risk to the individual. Fake medicines containing new opioids have
caused large numbers of severe and fatal poisonings, including mass poisonings, in the United States and
Canada in the past few years [14-17]. In some cases, mass poisonings have stressed the capabilities and
resources of first responders, emergency departments, and intensive care units, and have led to the rapid
depletion of supplies of naloxone [17]. It is of particular concern considering the ongoing COVID-19
pandemic.

The risk of poisoning may be greater by the unintentionally high doses that users may take, especially when
combined with other substances. Similarly to other opioids analgesics, the use of brorphine with other central
nenous system (CNS) depressants, including other opioids, sedatives/hypnotics, alcohol, pregabalin,
gabapentin, tranquillisers, and sedating anti-histamines, is likely to produce additive depressant effects
which can increase the risk of life-threatening respiratory depression and arrest. The timely administration of
the antidote naloxone has been shown to be effective in reversing respiratory depression caused by potent
opioid analgesics [18,19].

The risk of poisoning includes both current high risk opioid users and other groups who may have no or
limited tolerance to opioids, including 'recreational' users. Recreational users are less likely to be aware of
the risk of overdose and are unlikely to have access to community opioid overdose prevention programmes,
including take-home naloxone programmes [20,21].
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3. Action required

The EMCDDA requests that the Network report to the EMCDDA any identifications of brorphine, especially
first identifications in country (FICs), in a timely manner in order to help us understand the risks this
substance may pose to Europe. Information should be reported through the EDND or by email to:
ews@emcdda.europa.eu

Further information on the procedures and specific types of information that should be reported is available
in the operating guidelines and guidance notes for the European Union Early Warning System:
http://www.emcdda.europa.eu/publications/guidelines/operating -guidelines-for-the-european-union-early-
warning-system-on-new-psychoactive-substances_en

4. Further information

Further information on brorphine is available in the EDND profile:
https://ednd2.emcdda.europa.eu/ednd/substanceProfiles/1108

5. How to use this advisory

This advisory is addressed to the Early Warning System Network, specifically the national early warning
system correspondents in the Reitox National Focal Points, Europol, and the Commission. Guidance on the
use of advisories and other risk communications issued by the EMCDDA is provided in section 4.11.2 of the
operating guidelines for the European Union Early Warning System.

If you received this advisory as a national early warning system correspondent at the Reitox National Focal
Points, please note that it must be restricted to your national early warning system network and other
partners (as relevant to your national situation). Do not make it public. If you have any questions in this
respect, please contact the EMCDDA.

If this advisory has been sent to you by your national early warning system correspondent at the Reitox
National Focal Point please direct any questions that you may have to them.?
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