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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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(EBER) Apelin fEEIEE RIFE B B 4 7 I FE E—
NXE’641 TaT7INALFIAERE BHF TERfE/FRIRFEE R
(3EBER) PAR-2 Hifk T/oO—FLGE  TRE—MERE% —
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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
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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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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
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