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ADIZH T 55K ADEPT-2 / NCT06126224 400 2025/7/31  P3 25%2H Readout
ADIZE T2 5E1HF ADEPT-4 / NCT06585787 408 2026/10/30 P3 264 Readout
WS REE 15 BALSAM-3 / NCT06929273 300 2028/6/13  P3 254 2H Start
ADIZHIFBHT7IoT—3av ADAGIO-3 / NCT06937229 600 2029/7/20  P3 25%2H Start
Emracridine M4 PAM Cerevel/AbbVie  {E#F e RERAE EMPOWER-2 / NCT05227703 373 2024/8/23 P2 RiE
& K ERAE EMPOWER-3 / NCT05227690 379 2024/8/15 P2 K&

H 7R - Neurocrine, BMS. AbbVieDiiBAS & $ LU Lt AL
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https://clinicaltrials.gov/study/NCT05545111?term=NBI-1117568&rank=1
https://clinicaltrials.gov/study/NCT06963034?term=NBI-1117568&rank=1
https://euclinicaltrials.eu/search-for-clinical-trials/?lang=en&EUCT=2023-508814-40-00
https://clinicaltrials.gov/ct2/show/NCT04659161
https://clinicaltrials.gov/ct2/show/NCT04738123
https://clinicaltrials.gov/ct2/show/NCT04659174?term=NCT04659174&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT04820309?term=NCT04820309&draw=2&rank=1
https://clinicaltrials.gov/study/NCT05643170?term=xanomeline%20and%20trospium%20chloride%20capsule&aggFilters=phase:3&rank=7
https://clinicaltrials.gov/ct2/show/NCT05145413?term=ARISE&cond=Schizophrenia&draw=2&rank=1
https://clinicaltrials.gov/study/NCT05511363?term=ADEPT-1&rank=2
https://clinicaltrials.gov/study/NCT06126224?term=ADEPT-2&limit=10&checkSpell=false&rank=1
https://clinicaltrials.gov/study/NCT06585787?term=NCT06585787&rank=1
https://clinicaltrials.gov/study/NCT06929273
https://clinicaltrials.gov/study/NCT06937229?term=NCT06937229&rank=1
https://clinicaltrials.gov/study/NCT05227703?term=Emraclidine&rank=8
https://clinicaltrials.gov/study/NCT05227690?term=Emraclidine&rank=9

~ "4

25 =+ P A NEUROCRINE [Ps
MAFBIREDOP2IRER Y T 51 R O bR o
Bo TTEREDLLE T, I 53-6 A THEIMICHEELE

Platform

' 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 4 5 6**

=
w
n
+
©
©
Q
=
]
P PANSS Total Score
PANSS Total Score = -0
i
£ LS Mean’ -16.4 -20.2 -18.2
o
LS Mean Change from Baseline* -10.8 -18.2 -12.6 -13.7 -15.8 S 45
g
-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 2 Difference -6.8 -10.0 -7.5
P= P= P= P= & 20 vs. Placebo! p=0.008 p<0.001 p=0.011
=
o
A =
Effect Size** 0.61 0.27 0.39 0.23 ?
=z
< 25 ira2
& 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
A & S fi MMRM wi , l, i ffe -by- ; PANSS
@ NEURQCR INE *Least- ‘sq :,,ZSS(LDSJEC( = S are d( ;\:M:\IIRM which includes treatment group, visit, and study period as fixed effects; treatment group-by-visit interaction; baseline PANSS total score as a 8 @ B‘ES%%E?CCEQQ IN E c;::j;t?ﬁ:z&;;ﬁ:jgi;:D:::"ZCKM which includes treatment group, visit, and study period as fixed effects; treatment group-by-visit interaction; baseline PAN! total score as a 9
BIOSCIENCES E"e { size (Cohen's D) is n ad on-obgervad tata 2 Effect size (Cohen’s D) is based on observed data

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

MRZ, T—FILBELEZZ TS

H 7R : Neurocrinett 7L +2,2024/8/28
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N

' NBI-'568 Effect Size Comparable to Known Muscarinic Programs
and Leading Antipsychotics

Clinical-Stage Muscarinic Programs Leading Approved Treatments

0.75
0.68 zvmxa v
0.61 0.61 Oanzapine  Risperdal
5 : : 0.60 Risperdal
N A=
w ’ ‘Seroquel ABILIFY
e 0TS i Latuda Vraylar?
o 0.42 .
@ APLYTAY $>/\
} REXULTI
2 036 034 B
125mg/30mg 30mgQD  125mg/30mg 20mg 125mg / 30mg Zyprexa Risperdal Seroquel Abilify Latuda Vraylar Caplyta Rexulti
BID KarXT ~ Emraclidine  BID KarXT  NBI-568 QD  BID KarXT (Ol (Queti: (L i (Car (!
Ph2 Study’ Ph1b Study*  Ph3 Study® Ph2 Study Ph3 Study*
Sites 12 5 22 15 30

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-
tandomization 2220. 3. Kaul |, et al. Lancet. 2024;403(10422):160-170. 4. Kaul |, et al. JAMA Psychiatry. 2024;81(8):749-756. 5. Huhn

Ratio 11 21 11 2:1 11 M, et al. Lancet. 2019;394(10202):939-951. 6. Correll CU, et al. JAMA Psychiatry. 2020,77(4):349-358.
ictive:placebo)
Weeks of
Treatment S s 5 6 5
Date Nov ‘19 Jun’21 Aug 22 Aug 24 Mar 23
@ NEUROCRINE 13
BIOSCIENCES

H AT : Neurocrinett 7L +2,2024/8/28, ASCP2025 Abstract
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Platform

~LTLVD,

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
H !
= |
= ‘ -
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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JHAEEREEIR
(M2)

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%

\

© NEUROCRINE PRl

T75tR
LR

*

TS5t
T3-5{%

(10%LL EDIEH
hY4D)

BIOSCIENCES

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)

60

Platform

Z D

ItEHE
HFEL

FSA<TORX

NXerda:~



~

NEUROCRINE [P

=T SIU ke =4 ! L 7S
ﬁﬁé%t@ﬁﬁﬁ&é& - Eit:% 7%%50)]:'3%& D BIGSCIENCES
NBI-1117568MPIFHER (FRE : T3t I(H1:1, EERBZEH205ERIRKRYRAH . T RDEELEBABRT S

Platform

L&Y NBI-1117568 NBI-1117568 Cobenfy/Kar-XT CVL-231/Emraclidine
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% 255 5R-27F 108 (2.2%) 1.6%E 224
J1—X 21—X2(FTh) 7z —X3(RB&Rh) Jr1—X3(ETh) TJ1—X2 (4B
T PANSSEERAa7DELE PANSSE&FRa7DELE PANSSE:Aa7DELE PANSSEFRA7DELE
(6:E &) (5:E &) (5:E &) (6:E %)

H 7R - Neurocrine, BMS. AbbVieDiiBAS & $ LU Lt AL
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TSR RDT—ALLE (Total PANSS) O NEURQCRINE PR

L2ZN)VBEETATS LDTSRYRFERLEAEMT W IEEEDERIZHDH
20
Emraclidine (Empower-3)
15

Emraclidine (Empower-2)

KarXT (Emergent-3)

NBI-1117568 (P2)
Y KarXT (Emergent-2)

Emraclidine (P1b)
KaréT (Emergent-1)
5 R2 = 0.6587

0 5 10 15 20 25 30 35 40

SR BRI AR

TOERHREEET A OICERBEBIEEGERD—DEBATNS,

H{FR : Neurocrine, BMS, AbbVieM StBAS &l kY L1t ek
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Platform

— T : Amisulpride for Patients With Positive Symptoms

// / 7 o | // | (BATIERH)

04

03

02
|

\
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\
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)
|

Hi Ffr : https://doi.org/10.1176/appi.ajp.2019.19010034

63 NXerd .~



LAN) oae3—7ybELT-IEEYMDMRRERT —4 g

RELANILTHAD . LAA) o TATSLTEITT DX H /AN BO I (TERT

RVBOIATOREDAA—

1254 Decrease in cAMP Increase in cAM

100_./ ..................... S

(o))
o
1
P T T - - —

Normalized response (%)

log [Acetyicholine], M

H P : https://doi.org/10.1002/prp2.70123

LAN)EEEEYMOHMRERT VA

A 48h dox induction (high receptor expression)
125+ 125~
< 100+ < 1004
8 75- 2 75-
o Q gl o
s 2 50— | & 504
S| 3 1 8
el 2 254 sl £ 254
) g} 2| ©
% ooq & oy
=l 8 -25- | g -25-
Y S -50- Y 5 50
1 | | | | 1 | 1 1 1 | |
-1 10 9 8 -7 -6 -5 -1 10 9 -8 -7 -6 -5
= Varoineline log [Compound], M log [Compound], M

—»— Carbachol

—4— Oxotremorine-M

—e— Acetylcholine

—+— compound-110
+— Clozapine

—e— compound-6
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4,000
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2,000
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1,000
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5
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Platform

Muscarinic Platform Includes Multiple Clinical Programs FOYS5L | AH=XL | Phase | RDRFYS )
From MI to M4 Selective Orthosteric Agonists

[M4 M4 A RIBIE

: NBI'568 |M44EB)EE 3
DUAL " "
+Phase s AT
PREFERRING * Advancing into Phase 2in PREFERRING
Schizophreniain 2H 2025 7)l/‘yl\’f'7—rﬁ(>5 00075*)
*Phasel *Phasel .
NBI'S67 |M1fEE)E 1 - TABHEREE (#34,00055 A)
S FUER 4
SELECTIVE ,':_;'; SELECTIVE LE—/IMARIERENSE (>1,0005 A)
» Initiating Three Phase 3 Studies NBI’569 MAYEENZE 1 - / g—j\:‘/‘j)fﬁ(ff}’\JSOOEA)
in Schizophrenia in 1H 2025
Preclinical NBI- » Advancing into Phase 2 Bipol =
' '568 Mania Study in2H 2025 WA RIE (12,3005 A)
— NBI’570 |M1/MAYEBNZEE 1 & KIRE
© NEUROCRwE [% %?ong?g?ft-]far:ggf Eflots "j;%f_mAcetyICEgltir&Z g&gggrotivit\/} 19 mo
Avoided ’
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D CENTESsA [PRS

HARMACEUTICALS

CentessaD R EZHEDHDOXEENER— T4 A
20254 I [ZORX750 D P2aik ERFE R (NT1/NT2/IH). ORX142MDP1HERIER A KR FE
ZHEIZIXORX489IT FE IR R B X RIZHFEH

Platform

: Potential to Redefine the Standard of Care for Patients with

. NT1, NT2, and IH Represent Large Addressable Patient Populations
Sleep-Wake Disorders 204 P 9 P

High unmet medical need in NT1, NT2 and IH
ORX750

Addressable Patient

Proof-of-concept achieved and asset clinically
derisked in Phase 1 study of acutely sleep-deprived
healthy volunteers

NT1
~80,000

Prevalent U.S. Patients

NT2
~180,000

Prevalent U.S. Patients

IH
~360,000

Prevalent U.S. Patients

Population
NT1,NT2, and IH

" o . - : * ~50,000 diagnosed * ~100,000 diagnosed i * ~120,000 diagnosed
AdVan('ng Phase 2a studies in patlents with NTl, and treated today ; and treated today and treated today

NT2 and |H; Data expected across all three * Characterized by EDS : * Characterized by EDS / * Characterized by EDS
in di C ati ons in 2025 with cataplexy 3 (without cataplexy) (without cataplexy),

fatigue, sleep inertia y ~270,000

Diagnosed and Treated

~620,000

Prevalent U.S. Patients

Significant commercial opportunity as potential

Highly potent, selective
OX2R agonist

Y CE :
X CENTESSA

treatment for all three indications

FILaL T —1/28(NT1/2) 45 F MR

H R CentessaDERBAS EH

EDSis

X CENTESSA s

U.S. Patients

BERSE (IH) IZHFEIRRA M 5 R EHH D ORX750(XBEEMARTU UL KEL

NXera~
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OX2MEENFEAR— DA ) A DT —2 18 X CENTESSA j‘o
ORX750(ZP1bRERICHS LN TEEIC B IFLT—4%HE . ERNOP2RERGER AR

Positioned to be Potential Best-in-Class / First-in-Class in Emerging Category of OX2R

Agonist Therapeutics
Table 1. LS Mean Sleep Latency

for the treatment of NT1, NT2 and IH LS Mean (95% Cl)
Sleep Latency, min

hOX2R EC50 Selectivity vs.
{nM) hOX1R

Molecule

for the treatment of neurological and Difference

neurodegenerative disorders Native ligand 0.035 = ORKTS0 -
z /a
orexin-A (OXA}* Placebo | # value

0.110 9,800x

for the treatment of neuropsychiatric S Ao LOmg
disorders : . nest

0.035 8,800x

25 mg

e ' st 'n=EL (37 7 A A5 5
OX2R agonists and therapeutics R |22, 41.3] ) (6.9, 6.5

for additional potential indications -
C » 35mg 336 13.4 —

in=10] [27.1,40.1) (6.9 199) (152,252

5.0mg 374 153 i1.6

, . v | . =0.0001
{n=g} 131.7,44.0] {9.1,21.5) [17.0,2B.2)

Cl, confidance infandal; LS, least squanss.

Hi P CentessaDERBAS EH
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https://www.blogger.com/blog/post/edit/8698698784556970169/1322981000817458292
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OX2{EBNEDFRE T —F I
MWTIEPIHER D F EETMIE R THY., LLERITEE

o gz HE s
% Phase o i MWT(RBEEH R E)
Placebo 0.5/0.5mg  2.0/2.0mg  2.0/5.0mg
Tf;‘jg P2b  week8 112
( ) 4.7min 16.5min 27.6min 30.7min
(11.8min) (22.9min) (26.0min)
Placebo 1.0mgQD 2.5mgQD  3.5mgQD
ORX750 P1 i 34
(18 1[=) 9.6-16.7min 17.6min 32.0min 33.6min
(8.1min) (15.2min) (20.2min)
Placebo 1.0mg QD 3.0mg QD 8.0mg QD
AI;II<E|8126@80 P1b - 10(NT1)
( ) 4.4min 24.8min 29.5min 35.9min
(20.4min) (25.1min) (31.5min)

7.0mg QD

19.5min
(14.8min)

5.0mg QD

37.9min
(22.6min)

H7f: Centessa, Takeda, AlkermesD RS EF & U L 1ER

70

D CENTESsA [PRS

HARMACEUTICALS

Platform

ESS SZE
Placebo 0.5/0.5mg  2.0/2.0mg 2.0/5.0mg 7.0mgQD
-2.5pt -8.9pt -13.8pt -12.8pt -11.3pt Link
(-6.4pt) (-11.3pt) (-10.3pt) (-8.8pt)
Placebo 1.0mgQD 2.5mgQD 3.5mgQD 5.0mgQD
- - - - - ink
Placebo 1.0mg QD 3.0mg QD 8.0mg QD -

NXerda:~


https://www.nejm.org/doi/full/10.1056/NEJMoa2405847
https://investors.centessa.com/static-files/6dc0abc2-f840-4a00-8fb2-c62cb1acc892
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OX2MEENEDFRE T — R K CENTESSA PRe
BERDT 2%, SHOBPRBRT —FOLEAEE

= =_1
St ER Any TEAE
% Phase ge 3 , Insomnia =
I & R A (Moderate/Severe) 5%
Placebo 0.5/0.5mg 2.0/2.0mg 2.0/5.0mg 7.0mg QD Placebo  0.5/0.5mg 2.0/2.0mg 2.0/5.0mg 7.0mgQD
(T1Ag'§g) P2b  week8 112
31.8% 56.5% 71.4% 91.3% 91.3% .
0, 0, 0, 0, 0,
(9.1%/0%)  (13.0%/0%) (23.8%/19.0%) (34.8%/8.7%) (34.8%/4.3%) 4.5% 21.7% 47.6% 56.5% 65.2% Link
Placebo 1.0mg QD 2.5mg QD 3.5mg QD 5.0mg QD Placebo 1.0mgQD 2.5mgQD 3.5mgQD 5.0mgQD
ORX750 P ) 51
(TH1=) 27.0% 33.0% 11.0% 0.0% 33.0% ) ) ) ) ) -
(0%/0%) (0%/0%) (0%/0%) (0%/0%) (0%/0%) o
Placebo 1.0mg QD 3.0mg QD 8.0mg QD -| Placebo 1.0mgQD 3.0mgQD 8.0mgQD -
AUSZOR L
44.0% 66.7% 55.6% 90.0%
- 0, 0, 0, 0, -
(0%/0%) (0%/0%) (0%/0%) (10%/0%) 0.0% 0.0% 11.1% 60.0%

H7f: Centessa, Takeda, AlkermesD RS EF & U L 1ER
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https://www.nejm.org/doi/full/10.1056/NEJMoa2405847
https://investors.centessa.com/static-files/6dc0abc2-f840-4a00-8fb2-c62cb1acc892
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St R B A E D B E(OX2{E B &)

IRB/FFEI—F ST ub/ERERE B R St R WEREH ®TH RDRTIT

LZAA)TATF L

ORX750 OX21EENZE Nxera/Centessa K% F NT1/NT2/IH NCT06752668 78 2025/12 P2 25%F Readout
ORX142 OX21EENZE Nxera/Centessa {E5F /IR EERE - - - P1 254F Readout
ORX489 OX21EENZE Nxera/Centessa {E45F REaaRRE - - - -
TAK-861 OX2{EENE Takeda &5 F FLaLFo—1EI(NT1) The First Light/NCT06470828 168 2025/6/30  P3 25% [ 1H Readout
FLaLFo—1E(NT1) The Radiant Light/NCT06505031 105 2025/7/3 P3 25% & 1H Readout
TAK-360 OX21EEIZE Takeda ESF FILaL T —28(NT2) NCT06952699 40 2026/3/23 P2
54 BARAE (IH) NCT06812078 40 2026/2/19 P2
ALKS2680 OX21EENZE Alkermes E9F NT1(4.0mg/6.0mg/8.0mg) Vibrance-1 P2 25% Q3Readout
NT2(10mg/14mg/18mg) Vibrance-2 P2 254 Readout
IH(10mg/14mg/18mg) Vibrance-3 P2 264F Readout
ALKS4510 OX21EENZE Alkermes EDF - - - - -
ALKS7290 OX21EBHZE Alkermes B9 F - - - - -

HFR: Centessa, Takeda , AlkermesDERBAS &R & Y L VERK
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https://clinicaltrials.gov/study/NCT06752668?term=ORX750&rank=1
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TAK-861MP3FAERD F EFFMIE B (X5 12:8Z DMWT

Indication
Phase

# of Patients

Target Patients

Arms/Intervention

Primary endpoint and key
secondary endpoint(s)

Study start date

- i B E D ENR(OX2/FENE &)

Narcolepsy Type 1 (NT1)

Phase Il
The First Light

N=168
Participants with Narcolepsy Type 1

+ TAK-861 Dose 1
+ TAK-861 Dose 2
* Placebo

Primary:

* Change from Baseline to Week 12 in Mean Sleep Latency measured through MWT

Key Secondary:

Change from Baseline to Week 12 in Epworth Sleepiness Scale (ESS) Total Score

* Change from Baseline to Week 12 in Weekly Cataplexy Rate

+ Change from Baseline in number of Lapses on the 3 Post Meridiem (PM) Psychomotor Vigilance Test (PVT) Session at Week 12
* Change from Baseline in Patient Global Impression of Change (PGI-C) Score at Week 12

Change from Baseline in Narcolepsy Severity Scale for Clinical Trials (NSS-CT) Total Score at Week 12
Change from Baseline in Functional Impacts of Narcolepsy Instrument (FINI) Domain Scores at Week 12
Change from Baseline in Short Form-36 Survey (SF-36) Mental and Physical Component Scores at Week 12
Occurrence of at least 1 TEAE during the study including the follow-up period, as applicable.

July 2024

HifT: Takeda DERBARE R & U Lt/

Al

Indication
Phase

# of Patients

Target Patients

Arms/Intervention

Primary endpoint and key
secondary endpoint(s)

Study start date

73

Narcolepsy Type 1 (NT1)

Phase I
The Radiant Light

N =105

Participants with Narcolepsy Type 1

+ TAK-861
+ Placebo

Primary:

+ Change from Baseline to Week 12 in Mean Sleep Latency measured through MWT

Key Secondary:

+ Change from Baseline to Week 12 in Epworth Sleepiness Scale (ESS) Total Score

+ Change from Baseline to Week 12 in Weekly Cataplexy Rate

Change from Baseline in number of Lapses on the 3 Post Meridiem (PM) Psychomator Vigilance Test (PVT) Session at Week 12
Change from Baseline in Patient Global Impression of Change (PGI-C) Score at Week 12

Change from Baseline in Narcolepsy Severity Scale for Clinical Trials (NSS-CT) Total Score at Week 12
Change from Baseline in Functional Impacts of Narcolepsy Instrument (FINI) Domain Scores at Week 12
Change from Baseline in Short Form-36 Survey (SF-36) Mental and Physical Component Scores at Week 12
Occurrence of at least 1 TEAE during the study including the follow-up period, as applicable.
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Figure 1. Key Eligibility Criteria Figure 2. CRYSTAL-1 Study Design
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ES5, Epavaith Slos pineks Seali I, iiopathic bparsomnia; VAT, Maintenance of Wakehlness Tt BTL narcelipsy ype 1, MT, sancelspsy type L D, oncedaily.
9 Ao s vy e CURRENT STATUS AND
FUTURE DIRECTIONS
N 3 . Primary
Medical disorder associated with EDS o
other than NTL, NT2, or [H @ endpoints Safety and tolerability +  The CRYSTAL-1 study is currently recruiting at
participating sites in the United States,
Presence of significant cardiovascular, *  Pharmacokinetic pararmeters of ORXT50 Canada, and the European Union
pulmonary, gastrointestinal, hepatic, Secondary . El'licac;:,ranl measures of excessive daytime sleepiness: - Data from this study are expected in 2025
renal, hematologic, endocringe, endpoints - Objective: Maintenance of Wakefulness Test (MWT} «  This will be the first time ORNTSD is
neurologic, or psychiatric disease or - Subjective: Epworth Slespiness Scale [ESS) evaluated in participants with NT1, NT2,
malignancy 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 (KS5)

BRI, body i s indes; EDS, et e daytime shiepingss; ICS0-3-
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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Additional efficacy assessments of cognition, attention, memory, and general health
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Wakix Harmony
4,000 Xywav Jazz
TAK-861 Takeda

3,500
m Lumryz Avadel
3,000 m ORX750 Centessa
m ALKS 2680 Alkermes
2,500 AXS-12 Axsome
5000 780 m Xyrem UCB
, — B Sodium Oxybate Hikma
1,500 571 Sunosi Axsome
KP1077 Zevra
1,000 386
224 Xyrem Jazz
- - >28 Modafinil Viatri
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. — m Pitolisant HD Harmony
— — _—— — —
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HELZ/FFKI—F  4—SyNERKRE L EXYT4  BEIGE WERE RDRTVT
EpafEinsE
KA
S EBEMSSCRC), ERERE. 5BY
NXE0039732 EP4¥EinEE Nxera BEHF 58/ £ RIE(HNSCC). mCRPC. FEHsIE. NCT05944237 150 2026-09 P1/2  P2/S—hA~4T
fmfE. BEtE. P RIE. FESE. BE.
RE. B MiaE
ONO-4578 EP4¥5inZE INBREE S, B F HER2[ZME B A A, RABERBER) NCT06256328 210 2025/11/30 P2 2BFEET—HEIE
EE-EEAA NCT06547385 40 2027/10/31 P1
PD-L1[SHERBEAA(B - K). FKABHE NCT06948448 144 2028/02/15 P2 27EET—AEE
JE/NHRRERH A A NCT06542731 42 2026/09/12 P1 26 ET—SIE
RILEY ZBRKIGEHER2IEEZEL A A NCT06570031 46 2025/07/31 P1 2B5EET G
CR6086 EP4¥EinEE Rottapharma BEHF EiE-EEAA NCT05205330 107 2026/12 P1/2
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https://clinicaltrials.gov/study/NCT05944237?term=HTL0039732&rank=1

CORRECT, CRC 3L, P3 1
Regorafenib vs Placebo

RECOURSE, CRC 3L, P3 2
TAS102 vs Placebo

Imblaze 370, CRC 3L, P3 3
Atezolizumab+Cobimetinib vs
Regorafenib

Imblaze 370, CRC 3L, P3 3
Atezolizumab vs Regorafenib

LEAP 005, CRC 3L, P3 4
Pembrolizumab + Lenvatinib

CRC3L,P1 %
Pembrolizumab + Favezelimab

SUNLIGHT, CRC 3L, P3 8 7
TAS102+Bev vs TAS102

FRESCO-2, CRC 4L, P3 &
Fruguintinib vs Placebo

CRC 3L or later, P1 9
Nivo+ONO-4578

BT NHFERTEORDRHASEN

ORR:1.0vs 0.4
DCR: 41 vs 15

ORR:1.6vs 0.4
DCR: 44 vs 16

ORR: 3vs 2
DCR: 26 vs 34

ORR: 2vs 2
DCR: 21 vs 34

ORR: 10.4
DCR: 63.1

ORR: 6.3 (All comer)
ORR: 11.1 (CPS=1)
DCR: 25.4 (All comer)
DCR: 36.1 (CPS=1)

ORR:6.3vs 0.9
DCR: 76.6 vs 47.0

ORR:1.5wvs 0
DCR: 55.5 vs 16.1

ORR: 3.9
DCR: 39.2

TaRDEE

=

Median: 1.9 vs 1.7
HR: 0.49

Median: 2.0 vs 1.7
HR: 0.48

Median:1.91 vs 2.00
HR: 1.25

Median:1.94 vs 2.00
HR: 1.39

Median: 3.8 vs 3.3
HR: 0.69

Median:2.1
(All comer)
Median: 2.2
(CPS21)

Median: 5.6 vs 2.4
HR: 0.44

Median: 3.7 vs 1.8
HR: 0.32

Median: 1.54

78

|
KEEMA(CRO)IZEITAEE]

Median: 6.4 vs 5.0
HR: 0.77

Median: 7.1 vs 5.3
HR: 0.68

Median:8.87 vs 8.51
HR: 1.00

Median:7.10 vs 8.51
HR: 1.19

Median: 9.8 vs 9.3
HR: 0.83

Median: 8.3
(All comer)
Median: 12.7
(CPS1)

Median: 10.8 vs 7.5
HR: 0.61

Median: 7.4 vs 4.8
HR: 0.66

Median: 10.68

Lancel. 2013 Jan 363819863 303-12
M Engl J Med 2015:372:1909-18
Lancei Oneal. 2019 Jun; 20(E):845-881
ESMD 2025, Absiract LEA-G

ESMOD Open. 2022, 7(6): 1006359

M Engl J Med 2023, 388: 165767
ASCO Gl 2023 Absiract 4

Lancel. 2025402010395):41-53

J Clin Oneol. 202442, Abstracl 93
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CTX-009
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Erbitux
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Erbitux
Vectibix
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TMP-301 mGlu5 NAM Nxera B F 7 ILa— )UKRTFE NCT06648655 100 2025/11/15 P2 2BFERHERAR
IHAKRFIE NCT06648668 18 2025/05/05 P1 BEM(CEERNE
ZFEOA FMKFAE

STP7/mavoglurant  mGlu5 Stalicla BESF DA NARTFAE NCT06273540 21 2024/10/07 P1

NCT03242928 68 2019/12/16 P2

Stalicla/NIDA 7 ILa— )UKRTFE NCT03327792 34 2023/7/13  P1

NCT06136195 63 2026/5/31 P2

NCT05203965 80 2026/7/31  P1

) - - P3  2025%Riia RiAH
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https://clinicaltrials.gov/study/NCT06273540?term=NCT06273540&rank=1
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200
TNX-1300  7EA Tonix aHAAKTEE NCT06045793 36(P2)  2025/03/31
150
| i 144 439 EMB-001 GABA A agonist Embera INAAKTFIE NCT04501874 82(P2)  2022/07/27
100 OMS-405 PPAR-gamma agonist Omeros JAALAKRFAE NCT01395784 32(P2) 2014/01
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https://clinicaltrials.gov/study/NCT06327880?term=PF-07054894&rank=1
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H AT (B EH) :World Health Organization, Evaluate Pharma, The European Federation of Crohn ‘s & Ulcerative Colitis Associations (EFCCA), Narcolepsy Network, Inc., The Lupus Foundation of America, GBD 2015 Disease and Injury Incidence and Prevalence
Collaborators (October 2016). “Global, regional, and national incidence, prevalence, and years lived with disability for 310 diseases and injuries, 1990-2015: a systematic analysis for the Global Burden of Disease Study 2015”. Lancet. 388 (10053): 1545-1602 'ZEY{KTIFAE
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20255 20245 20234 20224
USD:JPY  £# 151.43 140.53 131.30
HUFE 140 143
GRPJPY =& - 193.49 174.81 161.76
HUFE 172 166
WM EE (BAA)
20245 K 20235 K 20228 K
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TIE® 78 89 101
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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 R -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
BH7ORT)YIRBRF, SRAOBEEIZELLEFEEL (FAORTYYIEE) AL, S EOBRNE LV REFH LS EIR/BRAF
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
YEFRMF DAL, EITNAFI—H—EFTBL T MEAAN=X LDFEAEITICE, POCKY LD HBITHMNED AIAEHEZ RIET HEKRELY
BEBMESORIT. EICERTOENELREEICL>T AR SOMRAETICE
FEFILA), BIRBHZCEBHBORENSKE SN, HERIBE A MR EEYE
KEFDA(TA)HBRGEERR) (CERRAEROBMBICIZE T 5. AR RHROBHREFE LD/ \VT—D LT DR
EFCORER, 5 I HEERRERELS, EICBELARSUTAT7ICE > THEBRBROREMERETEIILETANET S
EFCORER, 5 IHREBRRERELS, EIT/MABE(EL BRICE S TABITRECELD) ICBERENRLLARBRHAOANMEERRTLIILETANETS
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

WARTAARE, URAEFRATRED RIELHFIL. MEICLDIZDREELGEETHL. T B2RIFEDEREZREL. REBHEERETIRAE

BB RBERMAILIRS A, BIILIRSADRE ETICEASLTOSBRRILELEMASERETOTVBITEA N DL T . BURKRIEL (B LTLESFRILIRA A
EHRAEMEMERE, RECEEWEERATHLTRE X OIS A—DE R ITIEREREE-LIFE

TILINAR—FR, BOFEMIDE D . D —EHOEMRITKYBEMERENRAITETLTOKHBERMHRE T, REED P TRLELVEAT

LE—/IMARIERANAE . KRR B O MEMIBAICLE —/MAEWSYMBEALEL. BEEEELHED, T YNAI—RHITRE, 2B BIZB UV RAME
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RIFES—47"y MR

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

ZBK

LRA)OMIZEIK, TEFILA) O ZBED—ETHILAN) O ZBEDEDYITZ4TMI~MED 1D, E2E | BBEICESLTLSEEZALNATINS
LRA)OMAZEIK, TEFILA) O ZBERD—BTHEILAN) D ZBEDSTEOY TEATMI~M5M 1D, T8, K/SSUBMHICBIEL TS EEZ LN TV

AN BIEFEERTFR, FREFENLTOELE. DASBLELIVCOHIRBHEXGEICEELTVSEEZLNA TN

FTTI/OUNARER TT/OURBRDIFED Y TIATA1, A2A, A2B, A3BD 12D, ZLOMMICHKIBLARTER ., MENR., RERAELE ZLDOWEEEIFOLIND
TIATUHERTFR-1, BEFLDHEHLERBEIY S BSh . REAZNLEZEREN DAV R 3P h iR TORMARICEE 5315
RIERFICRET BT ENAVICKRHIET B BrENAVZRAD—TE, EICKREMRBA~OBMKROBEETEEFETHILT, RiE-REICERTHESA TS
AZ/ANFUREBRL, DIREBRICEBL, atAS/H A MIEARLEL OBSIMGMEREENT2E 528K

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

BRERCBVWTERET IS —T7 0 ZER, FEM - RERBICE T HHTEE - REARB LU KKAB RO —N\SU OAHMICEBNERI-T RSN H D
ERAIVHAZRR, HICRERMIMICZEEL, FEOTLUILF—IZEELTWSEEZILNTLNS

TARBGSOUERERL, BRABSLVESREZNFIL. BBOETEZETILEEIALNTNS

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%

BIRFEAGEICEYFEENHLNTODIDOD, UAVFBRESNTOENZER, MEZEARELNS
BHEDZRKRICHIEL T, EFNTRENITREE T HME, FLEOHBEEMELRE, IR LRDOZRBEDOYAVRETEFLIY Y
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