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THERAPEUTICS

KarXT (M,/M {EENZE . M,/M,$EHE) CVL-231(M, PAM)

P Cerevel’s Selective M4 Modulation:

KarXT: Proprietary lead product candidate A Compelling and Differentiated Approach to Drive Antlpsych051s S5
Receptor Subtype Selectivity J
M4 Selectively Impacts Brain Functions Offers Potential Improvement
Other Mg

xanomeline trospium chloride Muscarinic Potential Muscarinic Xar_lome]me (Ml/M:}) data ﬁ'om Schlzophrer_ua and Alzh_elmer s
patients show targeting muscarinic receptor impacts brain function

ini ist inic ant. isf Receptors Effect Receptor 2

(muscarinlc rgonizn Ka rXT fmuscadlc entagoalzn But development limited by GI and CV side effects

+ Does not meaningfully cross = Antipsychosis Vv
the blood-brain barrier, limiting _

Human proof-of-concept in

double-blind, placebo-controlledy Karuna’s KarXT creatively addresses this by adding trospium to

trials in schizophrenia and . S effects to peripheral tissues Vv Cognition v Xeneueline traiien sude otivaty
s e xanomeline + trospium chloride ; ~ o :
r's di £ No known metabolic averiap Non-selective approach
» Trials enrolled over 800 patients) KarXT is designed to ; with xanomeline vV GI Side Effects - M4 Knock-out mouse data suggests M4 receptors drive the
including 68 elderly patients for maintain efficacy of xanomeline » Generic drug for overactive . antipsychotic activity of Xanomeline
=1 year while ameliorating bladder used since the 1960s v Cardiovascular v M1 receptors believed to contribute to worrisome side effects

Exclusively licensed from Eli Lilly its cholinergic adverse events

CVL-231: ‘ pelelo) >390x
Highly Selective Once-daily (QD) M4 PAM

more selective for more selective
M4 over M1, 3 and 5 than for M2

Sources: Bodick et al. 1997; Shekhar et al. 2008
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2. CVL-231UEHEIRB L RH UM, RETFATFARTYYHIED 2 L—S—(PAM) Hi#: Cerevel Therapeutics 4t 2 BAE # (2020511 A ) LINK
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