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D Developing Novel Muscarinic System Portfolio

Neurocrine Biosciences Advancing Muscarinic Portfolio

» Phase 2 placebo-controlled study of NBI-1117568*, a selective M4 agonist, as a potential
treatment for schizophrenia with top-line data expected in Q3 2024

v NBI-1117568 offers the potential for an improved safety profile:
O Without the need of combination therapy to minimize side effects

O Avoids the need of cooperativity with acetylcholine when compared to non-selective
muscarinic agonists and positive allosteric modulators in development

» Phase 1 Studies for:
v NBI-1117567* (M1 preferring agonist)
v NBI-1117569* (M4 preferring agonist) — for central nervous system disorders
v' NBI-1117570* (dual M1 / M4 agonist)

\_ v" NBI-1076986 (M4 antagonist) for movement disorders .

u‘) NEUROCRINE *In-licensed from Nxera Pharma UK Limited (formerly Sosei Heptares); 22

BIOSCIENCES NBI-1117567, NBI-1117568, NBI-1117569, NBI-1117570 and NBI-1076986 are investigational and not approved in any country
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G Protein—Coupled Receptor
Stabilised Receptor
Structure—Based Drug Design
Targeted Protein Degradation
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Negative Allosteric Modulator
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Antagonist

Pharmacokinetics
Pharmacodynamics
Absorption, Distribution, Metabolism and Excretion
Proof of Mechanism

Proof of Concept
Acetylcholine

Investigational New Drug
Phase1

Phase2

Phase3

New Drug Application
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M1
M4

CGRP
A2A
GLP-1
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MC4
GPR35
CXCR4
mGlub

OX1.,
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GPR52
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PAR2
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GLP-2
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5-HT
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Muscarinic M1 Receptor
Muscarinic M4 Receptor

Calcitonin Gene—Related Peptide
Adenosine A2A receptor
Glucagon-like Peptide 1

Chemokine Receptors 6
Melanocortin 4 Receptor

G Protein—Coupled Receptor 35
CXC Motif Chemokine Receptor 4
Metabotropic Glutamate Receptor 5

Orexin 1 Receptor, Orexin 2 Receptor

G Protein—Coupled Receptor 52
Histamine H4 Receptor
Prostaglandin EP4 Receptor
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5—-Hydroxytryptamine Receptor
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