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DISCLAIMER 2

This material includes forward-looking statements based on assumptions and beliefs in light
of information currently available to the Astellas and subject to significant risks and
uncertainties.

This material contains information on pharmaceuticals (including compounds in research or
under development) and other matters. Notwithstanding the foregoing, Astellas makes no
representations, warranties, assurances or guarantees of any kind or nature whatsoever,
whether expressed or implied, regarding the information in the materials (including, without
limitation, no representations, warranties, assurances or guarantees as to the accuracy,
sufficiency or completeness of any information, as to whether Astellas has rights to any such
information or pharmaceuticals/compounds, as to whether any third party has or does not
have any rights to any of such information or pharmaceuticals/compounds, as to the safety,
efficacy, or effectiveness of any preparations described in this material, as to the regulatory
status of or potential for regulatory agency action regarding any pharmaceuticals/
compounds described in this material, or as to any uses, including unapproved uses, of any
such preparations in any fashion). This material does not provide medical advice of any kind.

Astellas undertakes no obligation or duty to change, remove, add, clarify, correct or update
any information in the materials at any time.
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DRP1 INHIBITOR - CONCEPT 3

* Drplis essential for mitochondrial fission

MiDS1/MIEF1 attenuates GTP hydrolysis of Drp1 @
. . and stimulates self-assembly of Drp1
* A member of the Dynamin superfamily, a J i
GTPase linked mechano-enzymes that n

oligomerizes and constricts mitochondria

..........

* Recruited to mitochondria by membrane Mt MIDS1/MIEF]

receptors Mff, Mi D49/ 51 , an d Fisl 1. Drp1 recruitment 2. Drp1 self-assembly 3. Mitochondrial 4. GTP hydrolysis-
fission complex dependent fission
formation

Strategy: Target a pocket in the assembly that stabilizes the

closed conformation and thereby prevents conformation
* Huntington change

Target Indications

GTP
* Alzheimer
* Parkinson

* Charcot-Marie-Tooth 2B

GTP binds
Conformational change
Nucleotide-free GTP bound

closed open 7astcllas

Disambiguation: DRP1; Dynamin-Related Protein 1 = DNM1L gene
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DRP1 INHIBITOR (MB-0481) - IN VITRO EXAMPLE 4
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I DRP1 INHIBITOR - SUMMARY 5

Identified a novel series of DRP1 inhibitors which exhibit good on-target
biochemical and cellular potency

 Patent filed

In vitro: Assays established (IC50 0.2 uM PPI assay)
* Invivo: Good Safety profile, up to 300 mg/kg, attractive overall ADME profile

» Molecule: Unique binding mode

« Publication (2023): Furuya T, Lin J, Afanaseva A, Molz L, Lagu B, Ma B.
Discovery of Potent Allosteric DRP1 Inhibitors by Disrupting Protein-Protein
Interaction with MiD49. ACS Med Chem Lett. 2023 Jul 24;14(8):1095-1099. doi:
10.1021/acsmedchemlett.3c00223. PMID: 37583827; PMCID: PMC10424310.
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