DRUG ™ Umibecestat (CNP520) SiasLAH

— Of the week

Yyed® ) NOVARTIS FF

Umibecestat

" .

Background - -
0 N\ &
- Alzheimer’s Disease (AD) is the most prevalent neurodegenerative disease \\ R \ //
world , = X
- Genetically linked to the amyloid precursor protein (APP) and its degradation ‘ G'V230
amyloid-B (AB) : 3 :5
- Membrane-bound aspartic protease BACEL1 initiates the A szza

production pathway by cleaving the Met671-Asp672 peptide bond A
- BACEL1 inhibitors have been identified as potential AD therapeutics.

- Umibecestat binds the Asp32 and Asp228 residues of BACE1 \Q‘Y Icm
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- Previously developed BACEL1 inhibitors have been identified as / N cF, am|dénh‘%?oly3|s
possessing affinity for the BACE2 enzyme as well I ;
- Off target inhibition of BACEZ2 leads to improper melanin distribution N ICF3
- Grey patches of fur in mice trials indicative of this off target “ Mo NH,
inhibition A

- “Unknown physiological consequences of the impaired melanin
processing, beyond the effect on the hair color, were internally rated
a significant development risk for an AD drug, in particular when
chronic treatment over several years is expected.”

Umibecestat was found to have higher metabolic stability
than previous iterations
- Has 3-fold higher affinity for BACE1 over BACE2

J. Med. Chem. 2021 https://doi.org/10.1021/acs.jimedchem.1c01300
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TES Enantioselective silylcyanation
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- Diastereoselective synthesis of aziridine Fukuyama-Mitsunobu | PPhs, DIAD
Alkylation 80%

- Obviates the need for osmium or sodium
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