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Selective Muscarinic Receptor Agonist Xanomeline as a G KARUNA {_,,31 cereve | G KARUNA k B”StOl MverS SQU|bb
Novel Treatment Approach for Schizophrenia RIS i THERAPEUTICS GD KARLUINA
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Shekar et al Am J Psychiatry 2008; 165:1033-1039
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Platform

B. Changes in CGI-S S
Once-Daily 20mg Dose Demonstrated Clinically Meaningful and e

. 4= . - g - 0
Statistically Significant Efficacy at Week 3, 4, 5, and 6 _
&
: 4
= 20mg QD Efficacy Data g 05
o Week 4 — Week 6 §
s ° & o
= § A
y £ ~
S a0 -10.8 4 Xk
§ 2 1.2
g LS Mean' 164 -202 -18.2 g
% 15 é '15 1 * * > .
lf ‘ LS Mean =
g Difference -6.8 -10.0 -75 9
@ -20 J vs. Placebo’ p=0.008 p<0.001 p=0.011 =~ Placebo [N<58)
s - NE-1D%S 20 ng 00 N:=3%)
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
LS means are from a MMRM, which includes treatment group, visit, and stage of randomization
- . s (15) means o fom & MM which nchides resiment aroup, v an sy perod s et efecte siment aroup by nieraction. bacelne PANSS ot ccore e o as fixed effocts; treatment group-by-visit interaction; baseline score as covariate; and participant
U) NEURPC' covariate; and subject as a random effect. 9 as a rancom effect. Cohen's d based on observed values

“20mgiX 58 T, PANSSRO 7, CGI-SRAFHIZ—ELTITSEREDHIAMWEEENR S T-,

BRMEOHIRENEZ. T—2FRELEZEZ TS

H 7R : Neurocrinett 7L +2,2024/8/28
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BEHY 2134 5804 + 515184 517524
BEE RE:. T5tHR = 21 RE:.TS5tR =11 RE:. T5tR =11 RE:. T5tR = 21
) ) i 221 2%(EMERGENT-2) 26} 2% (EMPOWER-2)
T EEE 1558 5% #9208 5% ] ]
32/ 2% (EMERGENT-3) 25H8 2% (EMPOWER-3)
REREAM 1.8% 25%5H-27TH10A (2.25) 1.65 2.2%F
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NBI-568

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

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%

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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Platform
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ORX750 CRYSTAL-1 Phase 2a study in NT1, NT2 and IH

'S

£+ INDR of oral OX2R

agonist addressing wakefulness needs of

Evaluate safety, tolerahility, and PK in NT1, NT2, patients across NT1, NT2 and IH...

and IH patients

Efficacy assessment registrational endpoints:
Maintenance of Wakefulness Test (MWT),
Epworth Sleepiness Scale (ESS), weekly
cataplexy rate (NT1 patients only), and overall
symptom improvement®

Generally favorable safety and tolerability profile

Statistically significant, clinically meaningful
and dose-dependent efficacy

Dose escalation across ongoing and future cohorts
with once-daily and split-dose regimens, enabled
by Phase 1 data

ratory efficacy assessments will measure
, cognition, attention, memory, and

general health
...Expect to initiate registration program in Q1 2026

HEHETEE, 2026 FE F1MFEHICRKERFERIEAT-L

>20 min change at 1.5mg vs baseline (with half of participants
>30 min). NT1
>10 min change at 4mgvs baseline. NT2

REEFEFFRE(MWT)

ITJO)—RERSRE 1.5mg=5.1vs 18.7 (placebo). NT1

—RZkY BOFLFL 228 A (OX2R) EBIEAEIFILIZHhEEYEEDEE=

(ESS) 4mg =8.1vs 15.9 (placebo). NT2

BHH-YUD

heaTLxi— 87% relative reduction at 1.5mg vs placebo. NT7
FAF A (WCR)

SmE 55 participants (NT1, NT2 & IH)

RDATYT Registrational Program initiation planned for Q1 2026
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I, e s Al (MMNEASSRIZWVT Mt & K FRAE
? ;; : 70 mg ;B)H’éﬁﬁ'lid)%l,\/{/rj'V— General cognitive composite mmm
: fﬁ%ﬂ%EEGS—‘—@;ﬁ\Bs ?§5—10 E E ': Attention/Executive Function
- , ' : ﬁﬁggo)i%bﬁ‘ﬁ:uﬁ General Cognition 1.1 0.84 0.77 0.55
Icn T Standardized differences between each dose of NXE’149 compared to placebo
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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 A - SRR
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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EFCORER, 5 IHREBRRERELS, EIT/MABE(EL BRICE S TABITRECELD) ICBERENRLLARBRHAOANMEERRTLIILETANETS
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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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