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' Once-Daily 20mg Dose Demonstrated Clinically Meaningful and
Statistically Significant Efficacy at Week 3, 4, 5, and 6

0

Once-Daily 20mg Dose Met Primary Endpoint

PANSS Total Score vs Placebo

20mg QD Efficacy Data
Week 4 — Week 6

Placebo 20mg QD 30mg BID

N=68 N=35 = = N=26

Week a5 e

PANSS Total Score
PANSS Total Score

PANSS Total Score Change from Baseline LS Mean' £ SEM
o

LS Mean’ -16.4 -20.2 -18.2
LS Mean Change from Baseline* -10.8 -18.2 -12.6 -13.7 -15.8
-7.5 -1.9 -2.9 -5.0 LS Mean
LS Mean Difference vs. Placebo, p-value* 0.011 0.262 0.169 0,090 Difference -6.8 -10.0 -7.5
P= P= P= P= 20 vs. Placebo! p=0.008 p<0.001 p=0.011
Effect Size** 0.61 0.27 0.39 0.23
-25 lza2
Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 Effect Size 0.53 0.72 0.61
=e=Placebo =e=20mg *p < 0.05 vs Placebo
** Primary Endpoint = Week 6
Ls t- (LS) fi MMRM which ludes treats t , it, and stud: d fixed effects; treatr t -by-visit inte tion; b: il PANSS total
@ NEU‘ROCNNE *Leas! (‘sq fnﬁs'f])'?a ns ar dt ;m;’:MlMRM which includes treatment group, visit, and study period as fixed effects; treatment group-by-visit interaction; baseline PANSS total score as a 3 @ B‘CES%'E?CCEg“NE mjﬂa{s‘at?n;anr:smmecz«::gsr:;:D::new"am which includes treatment group, visit, and study period as fixed effects; treatment group-by-visit interaction; baseline otal score as a 9
BIOSCIENCES E"e t size (Cohen's D) i sba ol i ohead Al 2 Effect size (Cohen’s D) is based on observed data.

0mgix 5H T, 3BELILEFET—ELTITEREDMEMEBERENRON-C LN BREDH IR

MRZ, T—FILBELEZZ TS
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SRERE / O—F NCT05545111 NCT06963034 EMERGENT-2/3 EMPOWER-2/3
B 5iER #¥O(—Aa1aEn #O(—Aa1@E) #¥O(—Aa2@E) #¥O(—Aa1aE)
BEHY 2134 2804+ £15184 §1752%4
BEENT RE . JS5tKR =21 RE:. JS5tHR =11 RE . JS5tKR =11 RE:. ISR =21
) ) ) 2218 5% (EMERGENT-2) 261 :%(EMPOWER-2)
Jith 5% 155 % #9208 5% _ _
321 5% (EMERGENT-3) 251 5% (EMPOWER-3)
At R 2 1.8% 254 5R-27F10A (2.2%) 1.6%E 224
J1—X 21—X2(FTh) J7x—X3(B&Rh) Jr1—X3(ETh) TJ1—X2 (4B
T PANSSEERAa7DELE PANSSE&FRa7DELE PANSSE:Aa7DELE PANSSEFRA7DELE
(6:E &) (5:E &) (5:E &) (6:E %)

32

nNxera~



TS5t RB DT —2 LB (Total PANSS) O NEUROCRINE' gPge

LZNYBEETOTS LOTSRBREERHAEMS ML EHERHDH
20
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15
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T5ERHR

KaréT (Emergent-1)
5 R2 = 0.6587
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NBI-568

Cobenfy

e e e e

Table 3.6. Pooled Treatment-Related Adverse Events in EMERGENT trials?°

Adverse Event, % KarXT (n= 340) Placebo (n=343)
Nausea 17.1% 3.2%
Constipation 15.0% 5.2%
Dyspepsia 12.1% 2.3%
Vomiting 10.9% 0.9%
Hypertension 5.9% 1.2%
Dry Mouth 5.0% 1.5%
Tachycardia 4.7% 2.0%

JHAEEREEIR
(M2)

T75tR
LR

*

TS5t
T3-5{%

(10%LL EDIEH
hY4D)

BIOSCIENCES

© NEUROCRINE PRl

I EfEIK
(M3)

T5tR
b

*

TS5t
T4
(5.9%THE)

H 7 : Neurocrinett 7L ¥2,2024/8/28., KarXT for Schizophrenia draft evidence report Nov. 28, 2023 (https://icer.org/wp-content/uploads/2023/07/ICER_Schizophrenia_Draft_Report_For-Publication_112823.pdf)
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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
BiE7OXRTYYIRBEERF, SRAEDBELFRLDEEE(FORTYYIEE) AL, FEME DR LM REE M 2RBREF
BEE7RRTFIVIHABRR T, SEROBE LEEGDFEEHIHE(FTORTUYIEA) ITHEL. FHMEORNMELDREH O SEIRBEF
FIAZREBE, SERITHEL. EARYELRZROMBNBERGERZEBSELEY
FUORATZRN HERE, RBRRICHEEL. AR ETREERNNELZBAROBEEZEEL . EARREEIFHT5EY
EMENRE, ERIORE-AELmPREDERICET MR -HER, EICADMEQREBIEZ BT S
ENZ EMREECEENEORRRICET SR - HR
% 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

REFEAETDUVE, BIXBHRETESESTEFILAV DOZRIEMI) ITERL. ZOBEEREIT S LICI>TREXEIRIRL ., FRIEREEHET SRAR
REFEEARB2RIHE, REX DR BEMERZBARERBT S LIS TREXEMIRL ., FFREEEEHET DRAE
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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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GAVNYEHREZEARIS, A —T7V2E/R, TICRES LU BRMABCTREL. HILEORERSE. RE. PREZROERICEELTVSEEZLN TN
CXCEF—ITENAVZBERIAT 4, NAMIRADBEELZFEL. EBLEDBAEICEETHDIESND

RBE T ILAZUEEREIRS, DR EHRRICHERTIRBETILIZVEZERDID, FILAZVBIFEOHRRATRIEEICHEET SREH GREEMELLTHOND

FLFVNRBRELUVFLF V2B LIV BRERTFEO—ETHY . REFRENLTREORELSIVEEQOMFICBEELTNSEEZLN TS
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TaT7—EEEE R BN, RE. EBEHE. BHED. A MPAHDISLEDEBFMSLIHFEERENTOLRICEELTNSEEZLA TS
YRMRAFUZERS, EITNERS B CERMRICREL TS RZART, YIMRIF U DHEE TOLP-10PYYRE DHILERILEL D5 ENFIT S
GINHTERTFR-22 84K, BAGLP-2(, FEEMBFIGLP1&ELIIHBEN. BHFEDISHE. FHEICIX=2<

SARS-CoV-2 (COVID-19DEE™ 1 JLR) D A>T OTF—=F (Mpro) , Sars-CoV-2DE I BELEER, ML AEORRICEL TIEM ELR BRI BED—D
5-EFAXSIRITRIY (A=) REK, A=V (E, PRERROGEMEEL T, MEEDOARKICEVTEELEBZR-TEEZILA TS

0 0%
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