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Activation Y (Acetylcholine)
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- Follow-Up Targets M1-MS
NBI-'568 Treatment: Visit
Ages 18-65 20 mg QD e
Positive
Randomize 1: -
(PBOAL) Allosteric Yes
Modulation Targets only M4
Selective
Adults with PANSS 285, Primary Endpoint: Change in PANSS Subjects randomized to placebo or NBI-568 20 mg QD during (NB'- 553) )'50?\;;0“"(1 Agczmsésmeomglw
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= 20mg QD Efficacy Data g 05
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g LS Mean' 164 -202 -18.2 g

% 15 é '15 1 * * > .
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g Difference -6.8 -10.0 -75 9
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e -2 v - v - -

3 Week 1 2 3 a 5 6

Z s _— LSMD at Week 6:-0.7
& Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 Effect Size 0.53 0.72 0.61 95% Cl: (jn" 03)

P=0.0003
=e=Placebo 20mg *p < 0.05 vs Placebo *P<0.05 **P<0.01 ***P<0.001
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Table 3.6. Pooled Treatment-Related Adverse Events in EMERGENT trials®

9

Adverse Event, % KarXT (n=340) Placebo (n=343)
Y Nausea 17.1% 3.2%
Y Constipation 15.0% 5.2%
Cobenfy Y Dyspepsia 12.1% 2.3%
Y Vomiting 10.9% 0.9%
Y Hypertension 5.9%
Dry Mouth 5.0%
Tachycardia 4.7%
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GRP:JPY =iE - 193.49 174.81 161.76
P 172 166
ELRE (BAM)
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J—EEwse 6,825 5,825 -
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TS E® 78 89 101
T Dfth 252 157 40
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JVAaA7ERA (GER) (BHM)
202445 20234 20224
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Centessa 0.70
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GPCR
NxStaR™
SBDD
TPD
PAM

G Protein-Coupled Receptor
Stabilized Receptor
Structure-Based Drug Design
Targeted Protein Degradation
Positive Allosteric Modulator
Negative Allosteric Modulator
Agonist

Antagonist

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

Proof of Concept
Acetylcholine

Investigational New Drug
Phase1

Phase2

Phase3

New Drug Application

E WA -EREN
GAV NI B HEZER, AMRIZHIB00IEFEH LN HSN ., TD5H400IBEAMNBIEL— VMY SHIENHMSN TS HY, $I300FEFBE KL TIEFIZEA LY
GPCRIZAIMIZHZRERIL., BEE R T T 5Lt i B DT, REILLI-GPCRM I A& ELMRIAL, SBDDTHRIEADFBHLRBEEL THRKEEDRIZEEZ TSI EA THE
BEA—RBIE, BIEI— YRRV NI E (ZBEARGE) D= RTEEERETL. TNIZEOVWTaVE1— 44— L TEERERNTHFE
ZHA VBN RFEE, RIS~ IR DAV RV E (ZBRGE) OMBANTONMEEREL. EERHLTILTHAERNREASEHA
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% UR (absorption) - 531 (distribution) - {{ 3 (metabolism) - #ttt (excretion) DIEXF . EY D AR~ DRI KR~DO 5. FFigLE TORE . BiGLE OO —EDHRN
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EFTOHRER, FEMARRKRKEREES, FICKFBEEL EBICE > TABIKRECELD) ICEBRENRLLHARBRBEROEDIMERESIE L LEFEANETS
KEFDA(TZAHBREERR) ITHLTITS. FiEEMRT 5D RBHE

REH-Emb

LAMA
LABA
ICS
mCRPC
COPD
AD

Long Acting Muscarinic Antagonist

Long Acting Beta2-Agonist

Inhaled Corticosteroid

Metastatic Castration—-Resistant Prostate Cancer
Chronic Obstructive Pulmonary Disease
Alzheimer’s Disease

Dementia with Lewy Bodies
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M1
M4

CGRP
A2A
GLP-1
CCR6
MC4
GPR35
CXCR4
mGlub

OX1.
(0) v

GPR52
H4
EP4
PAR2
SSTR5
GLP-2
Mpro
5-HT

F—o7>

Bk

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
Protease-Activated Receptor 2
Somatostatin Receptor 5
Glucagon-like Peptide 2
SARS-CoV-2 Main Protease
5-Hydroxytryptamine Receptor
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