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Aims: In late 2024, the US unregulated drug supply experienced a sharp decline in fentanyl
potency and availability nationally, with local supplies stabilizing by mid-2025. This work
summarizes significant shifts in the drug landscape, either coinciding with changing fentanyl
concentrations or emerging afterwards, and associated harms, drawing on information gathered
over 14 meetings, an annual Summit, 8 Sentinel Site reports, and 4 informal Network reports (2
from the Medicolegal Death Investigator-Network and 2 from the Harm Reduction
Organization-Network) as part of a multifaceted early warning reporting system between
2024-2025.

Methods: The NIDA funded National Drug Early Warning System (NDEWS) utilizes an Early
Warning Network (EWN), which integrates members of a Scientific Advisory Group, Sentinel Site
Directors, and Community-Based Health Experts, with a newly added informal component. This
addition engages informal expert networks who offer unique insights and multidisciplinary
perspectives, enhancing the existing EWN and providing a more comprehensive overview of
national and region-specific drug trends.

Results: Through EWN reports and discussions, NDEWS tracked xylazine's westward spread and
medetomidine’s emergence in the Eastern US, where xylazine declined, while also capturing the
nationwide rise of BTMPS. EWN data showed overdoses initially declining post-fentanyl supply shifts
but reported rebounds in early 2025. Drug checking and post-mortem reports indicate rising
polysubstance use, particularly stimulant and fentanyl co-use or detections, heightening the risk of
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xylazine or medetomidine exposure. Emerging adulterants complicate overdose response, requiring
more naloxone; and causing severe withdrawal or intensified effects like hallucinations. Contacts
noted abnormal nonfatal overdoses presentations and complex withdrawal, attributed to
medetomidine, often requiring ICU care. Reports of carfentanil reemerging increased in recent
months.

Conclusions: The expanded EWN is a vital part of NDEWS’ broader drug monitoring system. It
provides complementary data that enriches the understanding of substance use patterns and harm
reduction strategies while underscoring the growing unpredictability of the unregulated drug

supply.
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