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Commentary on Bade et al.: Threat of nitazenes and other
potent synthetic opioids—Is Europe prepared? Time to respond

and to learn

Preparedness to respond to increased access and use of
new and potent synthetic opioids requires developing
action-oriented monitoring systems capable of combining
multiple data sources, performing analytical triangulation,
and the generation of timely alerts.

Bade et al. [1] make an important contribution to the potential
use of wastewater analysis for monitoring the presence of nitazenes.
They state that this approach may be useful for capturing early signals
of the presence of these substances (and potentially other highly
potent opioids) on a population level, especially when combined with
other data sources and systems. Given the high potency of nitazenes,
the low expected use dose, the still small number of regular users in
most countries and the dilution of a wastewater treatment plant due
to the size of the catchment area, the presence of nitazenes may be
challenging to detect if relying primarily on wastewater analysis.

Over reliance on one data source increases the risk of missing
local outbreaks of poisonings [1, 2]. Reports from Germany, France,
Ireland and the Netherlands illustrate that the detection of new syn-
thetic opioids has been confirmed using triangulation of multiple data
sets [3-6]. The European Union Early Warning System (EWS) on new
psychoactive substances (NPS) is Europe’s flagship mechanism for
detecting NPS, such as nitazenes, and it draws on multiple information
sources. Alongside the EWS, the European Union Drugs Agency
(EUDA) monitoring framework provides a robust analysis by analysing
seizure data, data from drug-related death mortality registries as well
as the European web survey on drugs (EWSD), along with city level
sources, such as wastewater analysis, analysis of syringe residues,
samples collected by drug-checking services and acute toxicity pre-
sentations to hospitals [7].

Since 2019, the EU EWS has reported the emergence of 23
different nitazenes detected in at least 21 European countries [8, 9].
The quantities of nitazenes seized in 2023 tripled compared to
2022, and the number of tablets seized containing nitazenes dou-
bled in 2024 compared to 2023 [8]. These include nitazenes found
in counterfeit medicines. Syringe residue analysis identified nitazenes
in Tallinn, Estonia (34% in 2023 and 35% in 2024), in Riga, Latvia
(74% and 33%); and in Klaipeda, Lithuania (4% in 2024). The type of

nitazenes found were: isotonitazene, metonitazene, protonitazene,

N-Desethyletonitazene, protonitazepyne, etonitazepyne. Most syrin-
ges contained at least one other drug, a signal of potentially com-
mon polysubstance use. In 2023 and 2024, drug-checking services
sporadically detected nitazenes in samples brought on-line and given
by the buyers to the services for content confirmation. In the 2024
European web survey on drugs, participants in Germany, Austria,
Latvia, Sweden and Spain reported having used nitazenes in the past
12 months [10].

The European Drug Emergencies Network hospital in Riga, Latvia,
reported 21 presentations in 2023 and 2024. The median age was 37,
17 of 21 were males. The most commonly identified nitazenes were
etonitazene, metonitazene and etodesnitazene. The most common
substances reported alongside nitazenes were benzodiazepines,
cannabis and cocaine. Hospitals in Munich, Germany (in 2021), and
Utrecht, the Netherlands (in 2024), reported one case each of
nitazenes in acute drug toxicity presentations.

Nitazenes drove the increase in drug-related deaths in Latvia and
Estonia in 2022 to 2023 [11], and were implicated in 101 of
154 (66%) of the cases in Latvia in 2023, decreasing to 33 of 76 (43%)
in 2024. In Estonia, although numbers peaked in 2023, (61 of
119 cases, 52%), nitazenes were still implicated in 42 of 100 cases
(42%) in 2024. Norway (June 2023-August 2024) and Sweden
(January 2023-September 2024) reported, respectively, 34 and
30 deaths associated with nitazenes [8].

These examples of different methods employed to detect nita-
zene use illustrate the value of multi-layered monitoring systems and
signal detection tools that combine population and individual level
data and that can integrate analysis received directly from people
using drugs. Improvement of the toxicology capacity—including more
and better post-mortem, drug-checking, wastewater analysis and ana-
lytical confirmations from forensic and clinical laboratories is crucial to
ensure our preparedness for potent—and quickly appearing—new
drugs [12]. As highlighted, wastewater and toxicology data need to be
triangulated with drug seizure data, information about the availability,
purity and prices of drugs from different sources (e.g. bought over the
internet or in the streets) [8]. However, a key challenge remains to
triangulate these sparse signals, whether from wastewater or other
sources and identify ways of transforming them into policy recom-
mendations and evidence-based and innovative actions in Europe and
beyond [13-15].
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To conclude, timely, granular and actionable information based on
a set of key national-level epidemiological indicators, EWS and city-
level data collection methods are allowing policy makers to respond
rapidly to drug-related problems. Developing integrated approaches is
one of the key pillars for preparedness policies, alongside ensuring
evidence-based, resilient and agile drug prevention, treatment, and
harm reduction services and sustainable funding streams.

KEYWORDS
deaths, European Union, nitazenes, preparedness, synthetic opioids,

toxicity

AUTHOR CONTRIBUTIONS

Isabelle Giraudon: Conceptualization; data curation; formal analysis;
writing—original draft; writing—review and editing. Ana Gallegos:
Data curation; validation; writing—review and editing. Senad
Handanagic: Formal analysis; validation; writing—review and editing.
Jane Mounteney: Conceptualization; formal analysis; validation;

writing—review and editing.

ACKNOWLEDGEMENTS

We thank the Reitox national focal points and national experts (Katri
Abel-Ollo, leva Pugule, Brigita Rasimaite, Diana Vanaga-Araja, Gleb
Denissov), EUDA colleagues (Thomas Seyler, Nicola Riccetti, Berta
Grau-Pujol, Jodo Matias, Katefina §kar‘upové, Joanna de Morais,
Filippo Pericoli and Bruno Guarita), as well as to the coordination and
researchers of the following networks: Escape (Aime Riikoja, Osvalds
Pugovics, Eduards Sevostjanovs), EWSD, Trans-European Drug Infor-
mation (Mireia Ventura) and Euro-DEN Plus (Paul Dargan, Alison
Dines, David Wood, Roberts Stasinskis).

DECLARATION OF INTERESTS

None.

DATA AVAILABILITY STATEMENT
The data that support the findings of this study are available from the
corresponding author upon reasonable request.

Isabelle Giraudon
Ana Gallegos

Senad Handanagi¢
Jane Mounteney

Substance Use, Harms and Responses Unit, European Union Drugs
Agency (EUDA), Lisbon, Portugal

Correspondence
Isabelle Giraudon, Substance use, harms and responses unit, European
Union Drugs Agency (EUDA), Lisbon, Portugal.

Email: isabelle.giraudon@euda.europa.eu

ORCID

Isabelle Giraudon

Senad Handanagic

https://orcid.org/0000-0003-4365-1404
https://orcid.org/0000-0001-8212-1153

REFERENCES

1.

10.

11.

12.
13.

14.

15.

Bade R, Nadarajan D, Hall W, Brown JA, Consortium NPSW,
Schumann J. Early identification of the use of potent benzylbenzimi-
dazoles (nitazenes) through wastewater analysis: Two years of data
from 22 countries. Addiction. 2025;120(9):1739-46. https://doi.org/
10.1111/add.70027

Bretteville-Jensen AL, Amundsen EJ, Mounteney J. Key interpreta-
tion challenges for wastewater-based epidemiology of illicit drugs: A
Norwegian Three-City case study. Eur Addict Res. 2022;28(6):
436-45. https://doi.org/10.1159/000526144

Killeen N, Lakes R, Webster M, Killoran S, McNamara S, Kavanagh P,
et al. The emergence of nitazenes on the Irish heroin market and
national preparation for possible future outbreaks. Addiction. 2024;
119(9):1657-8. https://doi.org/10.1111/add.16525

Trimbos Institute. Waarschuwing: Namaak-oxycodonpillen met het
levensgevaarlijke isotonitazepyne in omloop [Warning: Counterfeit
oxycodone pills containing the life-threatening isotonitazepyne in
circulation. Avertissement : Des pilules d'oxycodone contrefaites
contenant de l'isotonitazepyne, une substance potentiellement mor-
telle, sont en circulation.]. 18/03/2025. 2025.

Bayerische Akademie fiir Sucht und Gesundheitsfragen. Aktuelle
Warnung: Lebensgefahr durch synthetische Opioide in Bayern
[Current warning: Danger to life from synthetic opioids in Bavaria.
Alerte actuelle : danger de mort di aux opioides synthétiques en
Baviére]. Bas; 25/02/2025. 2025.

Bendijilali-Sabiani JJ, Eiden C, Lestienne M, Cherki S, Gautre D, Van
den Broek T, et al. Isotonitazene, a synthetic opioid from an
emerging family: The nitazenes. Therapie. 2024;79(6):655-8.
https://doi.org/10.1016/j.therap.2024.05.004

EUDA. European drug emergencies network (euro-DEN plus): Data
and analysis. Lisbon; 2024 November. 2024,

EUDA. European drug report 2024: Trends and developments.
Luxembourg; 05/06/2025. 2025.

EMCDDA. Risk assessment report on the new psychoactive sub-
stance  N,N-diethyl-2-[[4-(1-methylethoxy)phenyl]methyl]-5-nitro-
1H-benzimidazole-1- ethanamine (isotonitazene) in accordance with
article 5c of regulation (EC) no 1920/2006 (as amended).
Luxembourg. 2020.

EUDA. European web survey on drugs 2024: Top-level findings,
24 EU countries and Norway Lisbon: EUDA; 2025.

Giraudon |, Abel-Ollo K, Vanaga-Araja D, Heudtlass P, Griffiths P.
Nitazenes represent a growing threat to public health in Europe.
Lancet Public Health. 2024;9(4):e216. https://doi.org/10.1016/
S$2468-2667(24)00024-0

UNODC. Emerging analogues of brorphine Vienna: UNODC; 2025.
Mammoliti E, Nielsen S, Roxburgh A. A scoping review of the emer-
gence of novel synthetic opioids in Australian drug markets: What
does this mean for harm reduction responses? Drug Alcohol Rev.
2025;1-16.

Fischer B, Jutras-Aswad D, Le Foll B, Robinson T. The (hypothetical)
scenario of a fentanyl-overdose death epidemic in Europe:
Considering Canada-based experiences and insights. Sucht. 2025;
71(3):168-79. https://doi.org/10.1024/0939-5911/a000930
Holland A, Copeland CS, Shorter GW, Connolly DJ, Wiseman A,
Mooney J, et al. Nitazenes-heralding a second wave for the UK
drug-related death crisis? Lancet Public Health. 2024;9(2).e71-2.
https://doi.org/10.1016/52468-2667(24)00001-X

85UB017 SUOWIWOD BA R8O 3(ceal|dde 3y} Aq peusenob are 9 VO ‘SN 0 S3INJ 10} A%eiq1T 8UIUO /B[ UO (SUOPUOD-PL-SWBHALID A8 | WA 1 1[BUUO//StIY) SUORIPUOD PUe SW 1 38U 89S *[9202/T0/ST] Lo ARiqiTauluo A8|im ‘Efnuiod aueIyo0d Aq 0STOL PRe/TTTT OT/I0p/W00 A3 1M Afeiq1Bul|Uo//SANY WOy papeojumod ‘6 ‘G202 ‘Er7009€T


https://orcid.org/0000-0003-4365-1404
https://orcid.org/0000-0001-8212-1153
mailto:isabelle.giraudon@euda.europa.eu
https://orcid.org/0000-0003-4365-1404
https://orcid.org/0000-0003-4365-1404
https://orcid.org/0000-0001-8212-1153
https://orcid.org/0000-0001-8212-1153
https://doi.org/10.1111/add.70027
https://doi.org/10.1111/add.70027
https://doi.org/10.1159/000526144
https://doi.org/10.1111/add.16525
https://doi.org/10.1016/j.therap.2024.05.004
https://doi.org/10.1016/S2468-2667(24)00024-0
https://doi.org/10.1016/S2468-2667(24)00024-0
https://doi.org/10.1024/0939-5911/a000930
https://doi.org/10.1016/S2468-2667(24)00001-X

	Commentary on Bade et al.: Threat of nitazenes and other potent synthetic opioids—Is Europe prepared? Time to respond and t...
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGEMENTS
	DECLARATION OF INTERESTS
	DATA AVAILABILITY STATEMENT
	ORCID
	REFERENCES


