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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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H AT (FBEH0) :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 'ZE#{&k
FREDBEHELTES
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48 NXera~



~

—

AEL— N BREELLV/OOT7ER
MpEHAZL—
20264 20254 20244 20234 20224
USD:JPY ZE#& - 149.65 151.43 140.53 131.30
HeFE 152 152 140 143
GRPJPY E#& - 197.23 193.49 174.81 161.76
HeFE 200 193 172 166
WA E (BAM)
20255  2024%FXK  2023FFXR  2022FFK
EJSvwe 34,802 36,164 37,527 -
BIETSY bI7+—L 7,511 8,365 8,466 8,217
J—EEwye 6,399 6,825 5,825 -
BAEREE 167 227 227 219
roEe® 66 78 89 101
T Dfth 285 252 157 40
= 49,230 51,911 52,291 8,577
49

JVaAT7ER GER) (BAA)
2025% 20244 20234 20224

5o b R ER 248 - 2,401 1,812 -
EBREEDENE 2,784 2,371 1,495 782
tEBEINEEER 198 1,220 1,263 -
AHREEDENE 1,582 1,613 983 563
A AN E A 1,749 1,396 844 542
BEREER 636 28 53 533
Pk =Ei=PS 1,160 - - -
=11 8,110 9,029 6,450 2,420
HBXRE (#%)

Centessa 453,549

Biohaven 27,308

nNxera~



[a7EEXFZIOEA
T LR — UHHIL—TESRROEEC & Y iE OB BEEE

BRI
m O7EEREIF2022F8 KYEH - FE ﬁ n ERIAFEEREEZE (IFRS) [THEHL
BRI ALV EEEFSIEIE T, + BEL 3 E XHEHR LR -1ER SN -%4E
EEOBAENLGREX vV A >
HeehExrd (EHEEEEENE. BEREEENE. hXBMER. REBELL)
m O7 EEFHITEZEFZE (IFRS)
+EELFRL T MR+ EE - — R
L—BNXHERCER P ERE XHRA
m EELGIEREHEAICE, R

= i + . (HREN SR AR TR M SR A OT DD BRL —FIE M)
BHE., BELEEDOENE. &K

#éﬁﬁﬂl%ﬁi BEREBXGENEEN

EHE
"/E (EGHD)

m EELG-BMXHERICIE. BE

E&i%ﬁﬁb%@ﬂﬂ@ig@:_ﬂ% %%r‘-%—-ﬁ/‘] a7

MIEBEMNEENS N—ADRH
m O7ERXRFE-REMNE+EEER

— I & A — BB

(FH5HM) [IFRSIN—RMDE A

50 NXera,~



e

FREEE (1/2)

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
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
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 HEBERERELVS, FITBEGRSUTA7ICE > THEBRBROREMERETEIILETANETS
EFCTOHER, 5 IHBRERELVS, EIT/MIE(BEL RBICE O TABITRECELD) ICBERENRLLARBRHAOANMEERRETLIILETANETS
EFTOHER, FMMABRRKRERELS, FITKFE(EL ERBICE O TABITIRECELD) ICEBERENRLLHARBRBEROEDIMERESIELLEFEANETS
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

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

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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