TSND-201 (Methylone) as a Treatment for PTSD:
Rapid, Robust, and Long-Lasting Activity in Phase 2

Jennifer Warner-Schmidt'?, Amanda Jones?, Martin Stogniew’, Blake Mandell', Benjamin Kelmendi?

"Transcend Therapeutics, ¢Yale University School of Medicine, Department of Psychiatry

Introduction About TSND-201 (Methylone)

TSND-201 is in clinical development as a potential f
treatment for post-traumatic stress disorder (PTSD).
PTSD is a debilitating psychiatric iliness affecting 13
million adults in the United States. Current treatment
options for PTSD, psychotherapy or SSRIs, have
limited effectiveness. Non-hallucinogenic compounds
with rapid and sustained therapeutic benefits may be
clinically useful as they may be more accessible to
patients, compared to classical psychedelics.

* Primary pharmacology: Highly-selective and rapid releaser of serotonin,
norepinephrine and dopamine’

« No agonist/antagonist activity at 168 G-protein coupled receptors, including SHT2A'
* No depletion of brain monoamines after repeated doses?
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\  Pharmacodynamics: Rapid and long-lasting neuroplasticity
* Increased expression of neuroplasticity factors (e.g., BDNF)*3
* Increased neurite length (~2x) and branching (~3x)3

“\.| *No hallucinogenic activity in humans*® or animals®

« Rapid, robust, and long-lasting effects in multiple behavioral models3.’:8

Results
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 TSND-201 is a non-hallucinogenic, rapid acting neuroplastogen that increases neurite outgrowth e -10
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Results support the further development of TSND-201 as a treatment for PTSD, and potentially other CNS disorders — 23 |
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