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20mg 3-6 —

(& NEUROCRINE JP28

' 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 40mg QD 60mg QD 30mg BID

N=68 N=35 N=38 N=34 N=26

Week a5 e

=
w
1]
+
©
©
Q
=
]
P PANSS Total Score
PANSS Total Score = -0
L]
£ LS Mean’ -16.4 -20.2 -18.2
LS Mean Change from Baseline* -10.8 -18.2 -12.6 -13.7 -15.8 5 15
g
7.5 1.9 2.9 5.0 & LS Mean
LS Mean Difference vs. Placebo, p-value* _'0 011 —-0>282 i 0.169 _'0’090 2 Difference -6.8 -10.0 -7.5
p=0: p=0. p=0. p=0. & 20 vs. Placebo! p=0.008 p<0.001 p=0.011
3
Effect Size** 0.61 0.27 0.39 0.23 ?
=z
< 25 iza2
& 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
. y g 4 4 B Least-squares (LS) means are from a MMRM which includes treatment group, visit, and study period as fixed effects; treatment group-by-visit interaction; baseline PANSS total score as a
@ NEU‘ROCNNE Cg:{s};\sgu:{r‘zssﬁgcr?::r:;(:dg;me:er\g:\mm which includes treatment group, visit, and study period as fixed effects; treatment group-by-visit interaction; baseline PANSS total score as a 8 @ ggsléﬁgccg; INE e e 9
BIOSCIENCES 2 Effect size (Cohen’s D) is based on observed data.

**Effect size (Cohen's D) is based on observed data

GHnY3 #£|23 %6 32

Neurocrine 2024/8/28
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and Leading Antipsychotics

Clinical-Stage Muscarinic Programs

0.75
0.68
& 0.61
N
7]
e
o
(]
Y—
—
w
125mg/30mg 30mgQD  125mg/30mg
BID KarXT  Emraclidine  BID KarXT
Ph2 Study’ Ph1b Study*  Ph3 Study®
Sites 12 5 22
tandomization
Ratio 1:1 2:1 11
ictive:placebo)
Weeks of
Treatment S s 5
Date Nov ‘19 Jun’21 Aug '22

O NEURQGRINE

Neurocrine

0.61 0.60

20mg 125mg / 30mg
NBI-568 QD  BID KarXT
Ph2 Study Ph3 Study*

15 30
2:1 1:1
6 5

Aug 24 Mar ‘23

2024/8/28, ASCP2025 Abstract

Leading Approved Treatments

Zyprexa

Olanzapine

056
i 0.55 Az
’ S-griqzuel eicledhd i Latuda Vraylar?
E 0.41 : CAPLYTAY
0.36 0.34
I I 0.3

49

3 Rexuun
Zyprexa Risperdal Seroquel Abilify Latuda Vraylar Caplyta Rexulti
(© R ) (Quetiapine)® (A ( i (Car (L
Source: 1. Brannan S, et al. N Engl J Med. 2021;384(8):717-726. 2. Krystal J, et al. Lancet. 2022;400(10369):2210-
2220. 3. Kaul |, et al. Lancet. 2024;403(10422):160-170. 4. Kaul |, et al. JAMA Psychiatry. 2024;81(8):749-756. 5. Huhn
M, et al. Lancet. 2019;394(10202):939-951. 6. Correll CU, et al. JAMA Psychiatry. 2020;77(4):349-358.
13

Platform

B. Changes in CGI-S Score

0
s
“w
_‘E’ -0.54 1 0.5
3 ; : '
& *k : ;
E |
g 4 " L '
g - 2
2 1.2
]
=
= ‘ -
4 15 -
=
.

-0 Placedo (N-68)
2 == NE-1TDE8 20 mg 00 (N=39)
Week 1 2 3 4 5 6
LSMD at Week 6:-0.7
95% CI: (inf, -0.3)
P=0.0003

*P<0.05 **P<0.01 ***P<0.001

LS means are from a MMRM, which includes treatment group, visit, and stage of randomization
as fixed effects; treatment group-by-visit interaction; baseline score as covariate; and participant
as a random effect. Cohen's d based on observed values
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Table 3.6. Pooled Treatment-Related Adverse Events in EMERGENT trials®

O NEURQCRINE

As

Platform

NBI-568

Adverse Event, %

KarXT (n=340)

Placebo (n=343)

Y Nausea 3.2%
vk Constipation 15.0% 5.2%
CObenfy e Dyspepsia 12.1% 2.39
Y Vomiting 10.9% 0.99
Y Hypertension 5.9% 1.2%
D 5.0%
Tach 4.7% 2.0

Neurocrine 2024/8/28

3-5
10%

5.9%

KarXTfor Schizophreniadraft evidence report Nov. 28, 2023 (https://icer.org/wpcontent/uploads/2023/07/ICER_Schizophrenia_Draft_Report_FePublication_112823.pdf)
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Muscarinic Platform Includes Multiple Clinical Programs

From M1 to M4 Selective Orthosteric Agonists

[Mma

DUAL
Phase 1Data in 2025

Initiating Phase 2 in Schizophrenia in Q4 2025

PREFERRING PREFERRING
Phase 1 Data in 2025

N

Phase 1 Data in 2025

12 16 Neurocrine R&D

Direclidine

M4 bl 7f|2|3v%Yb

“Psychosis”
Direclidine

bl 7fIZFlV%Yb

7 f kK P TMW4
SELECTIVE NBI-"567 SELECTIVE
— Enrolling Phase 3 Studies
in Schizophrenia )
Preclinical 7f K P2v@
“— Initiating Phase 2 Bipolar
' Mania Study in Q4 2025
% %?Qg?gg{gfgﬂggzéo {fo Acetylcholine Cooperativity 7f kK PSMIL
(& NEUROCRINE Avoid%d e S o Not Required .

M1 M4 M1/M4

NxWave"

r—
O NEYRQGRINE P

Platform

Phasel Phase2 Phase3

Ph2
Q4 2025

Ph2
Q4 2025

2025 3
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ORX750 ORX142 ORX489 NT1 NTZ2 IH
OX2 Centessa
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hOX2R EC50
(nM) vs hOX1R
A 2032 50 A ) (NT2) 1 (NT1)
A OXx2 2032 26 ORX750 (IH)P2a 0.110 9,800x
A 2026
ORX750
ORX-489 ORX142 NT1NT2/IH
K CENTESsA XK CENTESSA K CENTESSA
- A P1
DI orx142 (2025 7 ) 0069  13,000x
E2086 TAK:360 TAK861 A 2026 P2
NT2/IH NT1
ALKS-2680 A 2026 P1
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P2 MWT
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Screening —+ Randomization
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9 MTL,.,: n=6 (4:2)
MTZ,.,: n=8 (4:4) Zweeks 2 wieeks 2 weeks
A o 'y A A rF g
- MWT IHy,p:n=12 (8:6]  yyr MWT MWT MWT
Aged 18-65 years (inclusive) . E5SA ESS ESS ESS #

BMI of 17-37 kg/m? (inclusive)

Meets IC5D-3-TR diagnostic criteria
for NT1, NT2, or H

a r

MNT1) and
nd IH)

ORKTS0 or placebo

I

]

:

: Screening —  Randomization
: NTL,: n=6 (4:2)
|
|
|
I
I

Discontinue all medications used to
treat narcolepsy or IH

Key exclusion criteria

ORXTE0 or placeba

‘ NT2,: n=8 (4:4) ‘ 2weeks ‘ 2weeks A 2 weeks ‘

MWT IH,: n=12 (6:6) MWT MWT MWT MWT

Sy disign is Mo Alumrathee purposas aiby.
Bacaline MIWT and £33 aetamants are conductid aller waihoul of medication: waed lor sarcelepsy or IH

ES5, Epavaith Slos pineks Seali I, iiopathic bparsomnia; VAT, Maintenance of Wakehlness Tt BTL narcelipsy ype 1, MT, sancelspsy type L D, oncedaily.
9 S S CURRENT STATUS AND
FUTURE DIRECTIONS
N 5 . Primary
Medical disorder associated with EDS . i
other than NTL, NT2, or [H endpoints Safety and toleraklity - The CRYSTAL-1study is currently recruiting at
participating sites in the United States,
Presence of significant cardiovascular, *  Pharmacokinetic pararmeters of ORXT50 Canada, and the European Union
pulmanary, gastrointestinal, hepatic, Secondary . El'licac;:,ranl measures of excessive daytime sleepiness: «  Data from this study are expected in 2025
renal, hematologic, endocring, endpoints - Objective: Maintenance of Wakefulness Tast (MWT) «  This will be the first time ORXTSE is

neurologic, or psychiatric disease or - Subjective: Epworth Sleepiness Scale (ESS)

malignancy

evaluated in participants with NT1, NT2,
and IH, and the results will inform future

+ Weekly cataplexy rate (NT1 only) clinical studies
Exploratory +  MNarcolepsy Severity Scale (NS5/NSS2] or Idiepathic Hypersomnia Severity Scale (IHS5)
endpoints +  Karolinska Sleepiness Scale (K55)

BN, body mds indes; EDS, axcessie daytim s Wepiness; 10503 Additional efficacy assessments of cognition, attention, memory, and general health
TR, imernational Classitication of Skep Disordars, Snd edition,
Danl riaii o 1H, idizpathic hypersemnia; NTL, nancolepay type 1

NTZ, narcolapsy tppa 2. KT, narcolopsy typa L
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GPR52
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U PD
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1] 1 1
o SAD PK data
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Frontal Cortex 3
GPR52 & D1 :
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‘ /ﬂJﬂ‘M @ u T\rr;eihi g
S~k 1 Pilb 2025 4Q

AEKNIMO®

1

GPR52 Ag Study Linkattps://www.isrctn.com/ISRCTN17231793?q=_&filters=&sort=&offset=58&totalResults=23608&page=6&pageSize=10
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https://www.isrctn.com/ISRCTN70080074?q=nxera&filters=&sort=&offset=1&totalResults=2&page=1&pageSize=10
https://www.isrctn.com/ISRCTN70080074?q=nxera&filters=&sort=&offset=1&totalResults=2&page=1&pageSize=10
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A KRAS

A CPI

EP4

EP4

PI3K

20

PGE2

E2 PGE2

PGE2

45,6

CPI

ONO-4578

EP4

CPI

1.Take et al.,Front Immunol 2020; 2.Amodia et al.,Cancers, 2021; 3. Mariniello et alBiodrugs2025; 4. Shi et al.
Molecular Cancer 2025, 5Boumelhaet al. Cancer research 2024; 6 Hsu et al Int. J. Mol Sci. 2017
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- ]
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T cell
Decrease
tumour proliferation PD1
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proliferation
Direct effect on tumour Direct effect on immunosurveillance
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https://www.isrctn.com/ISRCTN70080074?q=nxera&filters=&sort=&offset=1&totalResults=2&page=1&pageSize=10
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KY1051 CXCR4mADb sanofi

(Not disclosed)  Al-Augmented Drug Discovery / AP prammenroLe —

(Not disclosed)  Multi targe .E,Z?S!E.E?T.‘l?

TMR301* mGlu5 NAM @ TEMPERORIO I —
TMR301* mGlu5 NAM @ 1EMPEROEIO I
ORX750 OX2 12 IH Hoentessy  POrexa 1
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NBI-1117568 M4
NBI-1117568 M4
NBI-1117568 M4
NBI-1117569 M4
NBI-1117570 M1/M4

NBI-1117567 M1

PF-07054894 CCR6
PF-07258669 MC4
TMP-301** mGlu5 NAM
TMP-301** mGlu5 NAM
ORX750 OXx2
ORX142 OXx2
Cenerimod SIP1 modulator
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NXE0039732 EP4
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*
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NCT06327880
NCT05549323 NCT04388878
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NCT06706869 NCT05113940
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NCT06648655 -
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NCT05944237 -
ISRCTN70080074 -
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https://clinicaltrials.gov/study/NCT05545111?term=NBI-1117568&rank=1
https://clinicaltrials.gov/study/NCT06963034?cond=NBI-1117568&rank=2
https://clinicaltrials.gov/study/NCT07114874?term=NBI-1117568&rank=1
https://clinicaltrials.gov/study/NCT07105098?term=NBI-1117568
https://clinicaltrials.gov/study/NCT07114874?term=NBI-1117568&rank=1
https://euclinicaltrials.eu/search-for-clinical-trials/?lang=en&EUCT=2023-508814-40-00
https://euclinicaltrials.eu/search-for-clinical-trials/?lang=en&EUCT=2023-508814-40-00
https://euclinicaltrials.eu/search-for-clinical-trials/?lang=en&EUCT=2023-508814-40-00
https://euclinicaltrials.eu/search-for-clinical-trials/?lang=en&EUCT=2023-508814-40-00
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https://euclinicaltrials.eu/search-for-clinical-trials/?lang=en&EUCT=2023-508814-40-00
https://euclinicaltrials.eu/search-for-clinical-trials/?lang=en&EUCT=2023-508814-40-00
https://clinicaltrials.gov/study/NCT05549323?term=PF-07054894&rank=3
https://clinicaltrials.gov/study/NCT06327880?term=PF-07054894&rank=1
https://clinicaltrials.gov/study/NCT04388878?term=PF-07054894&rank=2
https://clinicaltrials.gov/study/NCT07009353?term=PF-07054894&rank=1
https://clinicaltrials.gov/study/NCT06706869?term=PF-07258669&rank=2
https://clinicaltrials.gov/study/NCT04628793?term=PF-07258669&rank=1
https://clinicaltrials.gov/study/NCT05113940?term=PF-07258669&rank=3
https://clinicaltrials.gov/study/NCT07086664?term=PF-07258669&rank=2
https://clinicaltrials.gov/study/NCT06648655?term=TMP301&rank=1
https://clinicaltrials.gov/study/NCT06648668?term=TMP301&rank=2
https://clinicaltrials.gov/study/NCT06752668?term=NCT06752668&rank=1
https://clinicaltrials.gov/study/NCT07096674?term=ORX750&rank=1
https://clinicaltrials.gov/study/NCT07082829?term=ORX142&rank=1
https://clinicaltrials.gov/study/NCT05648500?term=Cenerimod&aggFilters=phase:3&rank=3
https://clinicaltrials.gov/study/NCT05672576?term=Cenerimod&aggFilters=phase:3&rank=2
https://clinicaltrials.gov/study/NCT06475742?term=Cenerimod&aggFilters=phase:3&rank=1
https://www.isrctn.com/ISRCTN44913564?totalResults=3&pageSize=10&page=1&filters=&sort=&offset=1&q=Nxera
https://www.isrctn.com/ISRCTN17231793
https://clinicaltrials.gov/study/NCT05944237?term=HTL0039732&rank=1
https://www.isrctn.com/ISRCTN70080074?totalResults=3&pageSize=10&page=1&filters=&sort=&offset=2&q=Nxera

M . dAlaw

5,500 (2010) (2009/Aricept) M1 M1/M4
"""""""""""""""""""""""""""""" Z,50'5"'"'""'"'""2'[{7"'"'"'{z'éIi;'"""'"'""'"Z{%'"""'Eéb'ié}}ié.]}y')"""'"'LAZ'"'"'"LAI/KAZ""'""};EEE,Z"""""""""
R S . mowsNam
''''''''''''''''''''''''''''''''''''''' w0 25 oy 14 oamway  ox2
'''''''''''''''''''''''''''''''''''''''''''''''''''''''' 4200 2105  (024) 287 (024Keywda) EP4
''''''''''''''''''''''''''''''''''''''' 1000 28  (o24) 6  (022Hum)  CCRe  GPRES  EP4
''''''''''''''''''''''''''''''''''''''' 0 27 (o) 19 (0Benyst))  Ceneimod
"""""""""""" >+ a2 w8 o 18  (@0e0wmpc) oL
''''''''''''''''''''''''''''''''''''''' 1000 - oo wea
3,440 / 660 /

P VI GT WeWetqoéWwsl Ne URAC qRYUAWER G G2 ¢ qUWAG e ¢ SLWNG IJWE 2 EFEGY,Naltdlépsy Netvork, dn&, TRELLIYusLESUNdétibiIdh AmeHERRDaCI3Diséageraadniugy hdderpdandIPrevaleicet R ¢ aq R Y |
OYUUEHYl ¢cqVYlt We§HqYHAI WEMNZb OWmB] GYAcTGAW WNRYU¢ G AWe UT IHSeasgpsavdimutied] RAOEE RINIP G HLIG ALIG It 162Id0 & 1 ERARIILE W@ @1 WIRIP dUn Y LU LR 2 10TLLL S FY dAéE L TILAI6@ [ RI00 RLGY ' LL

T NXera~

EvaluatePharma 2024 12 25 2



Idorsia

1 APAC
*

Lucerastat 3
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ACTF777991 CXCR3 1
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2025 2024 2023 2022
USD:JPY - 151.43 140.53 131.30
140 143
GRP:JPY - 193.49 174.81 161.76
172 166
2024 2023 2022
Hfl ' pa® 36,164 37,527 -
k' eshoor 8,365 8,466 8,217
«dffPe® 6,825 5,825 -
227 227 219
ol { ® 78 89 101
/ - 252 157 40
51,911 52,291 8,577
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2024
2,401
— 2,371
1,220
— 1,613
1,396
28

9,029

2023

1,812
1,495
1,263
983
844

53

6,450

2022

782
563
542

533

2,420

(%)

2024

TemperoBiq Inc 8.863
Centessa 0.70
Biohaven 0.03
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GPCR
NxStaR*
SBDD

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
Phasel

Phase2

Phase3

New Drug Application

GPCR

absorption
FDA
3
"
i
FDA

800

distribution

metabolism

400

ADME

excretion

GPCR

SBDD

300

LAMA
LABA
ICS
mCRPC
COPD
AD

Long Acting Muscarinic Antagonist

Long Acting Beta2Agonist

Inhaled Corticosteroid

Metastatic CastrationTResistant Prostate Cancer

Chronic Obstructive Pulmonary Disease
GAGWRGVI Kkt W?RE et 1

Dementia with Lewy Bodies

82

M3

NXerd .~



2/2

M1
M4

CGRP
A2A
GLR1
CCR6
MC4
GPR35
CXCR4
mGlu5

OX1
OoXx2

GPR52
H4
EP4
PAR2
SSTR5
GLR2
Mpro
5-HT

Muscarinic M1 Receptor
Muscarinic M4 Receptor

Calcitonin Gene-Related Peptide
Adenosine A2A receptor
Glucagortlike 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 ProteinCoupled Receptor 52
Histamine H4 Receptor
Prostaglandin EP4Receptor
Protease-Activated Receptor 2
Somatostatin Receptor 5
Glucagontlike Peptide 2
SARSCoV-2 Main Protease
5-Hydroxytryptamine Receptor

M1
M4
A2A
-1
4
G 35
CXC
1
H4
E 4
5
-2

SARSCoV-2 COVID19
5-

GLR2

Al A2A A2B A3 1

GLR1
Mpro Sars-CoV-2

83

M1 M5 1
M1 M5 1

GLR1 PYY

NXerd .~



Spi=2

107-0052

1 .
= N E' 3

F17, 410 Teheran
Ro

GangHam-Gu
Seoul 06192

Steinmetz Building
GrantaPark,
Cambridge

CB21 6DG

SpacesGrosspeter
Tower,
Grosspeteranlage
29,

4052 Basel




: -

ol

BREAKTHROUGHS IN PROGRESBREAKTHROUGHS IN PROGRESSBREAKTHWROUGHS IN PROGRESS




	既定のセクション
	スライド 1: ログミーIR Live
	スライド 2
	スライド 3

	タイトルなしのセクション
	スライド 4: バイオセクター概要
	スライド 5
	スライド 6
	スライド 7
	スライド 8
	スライド 9
	スライド 10
	スライド 11
	スライド 12
	スライド 13

	タイトルなしのセクション
	スライド 14: 当社の概要
	スライド 15
	スライド 16: 新CSOにパトリック・フォルシュ博士が就任
	スライド 17
	スライド 18
	スライド 19
	スライド 20
	スライド 21
	スライド 22
	スライド 23
	スライド 24
	スライド 25
	スライド 26
	スライド 27
	スライド 28
	スライド 29
	スライド 30
	スライド 31
	スライド 32
	スライド 33
	スライド 34
	スライド 35
	スライド 36: 今後の展望
	スライド 37
	スライド 38
	スライド 39
	スライド 40
	スライド 41

	タイトルなしのセクション
	スライド 42: Deep Dive
	スライド 43
	スライド 44
	スライド 45
	スライド 46
	スライド 47
	スライド 48
	スライド 49
	スライド 50
	スライド 51
	スライド 52
	スライド 53
	スライド 54
	スライド 55
	スライド 56
	スライド 57
	スライド 58
	スライド 59
	スライド 60
	スライド 61
	スライド 62
	スライド 63
	スライド 64
	スライド 65
	スライド 66
	スライド 67

	タイトルなしのセクション
	スライド 68: 質疑応答
	スライド 69
	スライド 70: 補足資料
	スライド 71
	スライド 72
	スライド 73
	スライド 74
	スライド 75
	スライド 76
	スライド 77
	スライド 78
	スライド 79
	スライド 80
	スライド 81
	スライド 82
	スライド 83
	スライド 84


