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Drugs ~Intractable disease~

Development of new therapeutic agents focused on the liquidliquid
phase separation phenomenon of cells

. . Osaka Metropolitan Universit
Principal pol erstty

Investigator

Project Outline

Associate professor Hidemitsu NAKAJIMA

GAPDH Aggregation Inhibitor for the Treatment of Cranial Neuropathy

We are seeking companies to develop it further through licensing.

Potential preventive/therapeutic agent for neurodegenerative diseases such as
Alzheimer’s disease, Parkinson’s disease, Huntington's disease, ALS, MSA and
stroke

¢ Background

Glyceraldehyde-3-phosphate dehydrogenase (GAPDH) transphosphorylates glyceraldehyde-3-phosphate
(G3P) to reversibly convert G3P to 1,3-Bisphosphoglycerate (1,3-BPG). It is reported that GAPDH induces
apoptosis in response to oxidative stress. Dr. Nakajima’s group at Osaka Prefecture University has been
investigating this GAPDH-induced apoptosis cascade and found that GAPDH self-assembles to form a

amyloid-like aggregate, which later triggers to promote amyloid fibrosis in various neurodegenerative diseases.

# Description TN-101

The research group developed a novel compound TN-7071 that HOL d‘|0 L
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targets GAPDH aggregation to prevent, treat and improve cranial

neuropathy such as Alzheimer's disease, Parkinson’'s disease,
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IC50 = 0.90 + 0.11 uM
Amphiphile: cLogP =-1.25
BA=25% (30 mg/kg, p.o.)

Huntington’s disease, ALS, MSA and stroke.

MW = 237

@ In-vivo evaluations of TN-101
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3 o —g 14 volume decreased and neurological symptoms improved.

3 These results show that inhibiting GAPDH aggregation can

0 T z0 r effectively prevent, treat, or improve neurological symptoms
vehicle  TN-101 vehicle  TN-101 caused by blood flow disorders such as stroke.

Indication : Neurodegenerative diseases such as Alzheimer’s disease, Parkinson’s disease, Huntington’s disease
ALS, MSA and stroke.

Patent : JP6838743B2 , Non-peptidic GAPDH aggregation inhibitor

Modality : New Chemical Entity

We are seeking companies to develop it further through licensing.




