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Novel Muscarinic Receptor Agonists Collaboration with
Sosei Heptares

K

Neurocrine Biosciences Initiating Clinical Studies for Muscarinic Portfolio

Initiating clinical studies, including:

» Phase 2 placebo-controlled study of NBI-1117568*, a selective M4 orthosteric agonist, as a

potential treatment for schizophrenia scheduled to start in 2022
v NBI-1117568 offers the potential for an improved safety profile:

O Without the need of combination therapy to minimize side effects

O Avoids the need of cooperativity with acetylcholine when compared to non-selective

muscarinic agonists and positive allosteric modulators in development
» Phase 1 study of a dual M1 / M4 orthosteric agonist in 2023

» Phase 1 study of a selective M1 orthosteric agonist in 2023

)

NEUROCRINE *In-licensed from Sosel Heptares, formery HTL-0016878. NEl-1117568 Is investigational and not approved in any country
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PF-07081532: Potential Best-In-Class Once-Daily Oral GLP-1 Profile

Upcoming EASD Phase 1 data show rapid, robust reduction in glucose and body weight’

99 mg/dL Reduction in Mean Daily Glucose after 6 weeks' 5kg Reduction in Body Weight after 6 weeks'

Placebo PF-07081532 Placebo PF-07081532
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Similar changes in body weight observed in participants with non-diabetic obesity
Safety and tolerability profile consistent with GLP-1 RA class, further titration optimization in planned Phase 2 Study
Three presentations? across oral GLP-1 RA franchise at EASD Annual Meeting, September 2022
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Alternative route for clinical development, enabling partners
to realise the full potential of their oncology pipelines.
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GPCR G Protein-Coupled Receptor GAVIN)BH B R NMAIZHIB00FEEH A EMNFSN ., ZDIHA00FEHANBIEA—7 YMIAEYSBTEMNFSNTLNSAY, #I300FEFEI R L TIFFEZZEM RN
StaR® Stabilised Receptor GPCRIZAIMICEZEREZECL. BEZRELT A E OB, REILLIZGPCROILIAEEEAEZBAL. SBDDTORIEADFALHREL TRAEEDRIZELEITICENATEE
SBDD Structure-Based Drug Design BER—RBIE, BIES—S I ERDEU NI E (RBRLE) DZRABEEHRNL. ThICE O\ CAvEa— 42— L TEEGEERFTHFE

TPD Targeted Protein Degradation BRIV N\ VBNRRGEEE, BIEA—T YNGR NIE (RERRGE) DMBATOMBEREL. EFEOT LTI HILTRENREIESEA

PAM Positive Allosteric Modulator BT ART)VIRBRF . SRAORELIFERLGLFEEML(FARTYvIEML) (THEL. (FEIME ORI RLIENS L LH/ERF

NAM Negative Allosteric Modulator EHT7TARTYYIRERF, ZREOEFEFELLFEEA(TARTUYIELD ITHEL. (fEIMEDHRMME LD RE LS IHAERF

Ag Agonist TIAZRhEEE, ZRRITHEL. EANYELRBZROMBENEREEREZEBSELIEY

Ant Antagonist FUATZRN ERE, RBRRICHEL. KAREESTARESEARNMELZEAOREZAEL. ERREENFITIEY

PK Pharmacokinetics EMENRE, ERIORE-AELMPREDERICET SR - HER, EICADMEDEREBIEZLBRT S

PD Pharmacodynamics ENZ, EMEECEENRORBRICET MR -HR

ADME Absorption, Distribution, Metabolism and Excretion | BUX (absorption) = 43 (distribution) * { &1 (metabolism) - £k (excretion) DEXF , BMDAR~DRIN ., FAAAD L. FFigLE TORSE. BlighETOHMO—EDRN
POM Proof of Mechanism ERMF ORI, XICNA\(AY—h—LGEEZBLT AERAANZ X LDIRAFTSCE, POCKYBL DB THSIEE AT REEERIZ T HEKRELY

POC Proof of Concept AEBSOEI, IR TOAEMELLTEMEICEI ST ABMSORAETICE

Ach Acetylcholine FHEFILa), BIRBRHRCESHHBORMEMNSHE SN ., HRFHEER SR EENE

IND Investigational New Drug REFDA(TAVNEREERR) ICERRFBRORIEFRICIRE T 5. AEBRERORREFLO /W —DLZ DR

Ph1 Phasel ENTORER, £ [ HEERREEBR LB, FITBBELGARSUTATICL > THRBEHRDREMEHRTILZEENET S

Ph2 Phase2 EFTORER, £ ITHEEREBRELLS, FITMREEL RRBICEI S TARIIKREELD) ICEEHREXNRELARBHEROANMEMRE T I LEEHMETS
Ph3 Phase3 EFTORER, FMAERRFBRELS, FITKIRBEBEL RRBICEISTARIIKRELKELGD) ICEREHRENRELARBEROBAINMEHRESEHILEEBMET S
NDA New Drug Application KEFDA(TAHEBREERR) ICHLTITS. iEEZTIRT 5O DRZEHE

KBA-Ead

LAMA
LABA
ICS
mCRPC
COPD
AD

DLB

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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M1 Muscarinic M1 Receptor

M4 Muscarinic M4 Receptor

CGRP Calcitonin Gene-Related Peptide
A2A Adenosine A2A receptor

GLP-1 Glucagon-like Peptide 1

CCR6 Chemokine Receptors 6

MC4 Melanocortin 4 Receptor

GPR35 G Protein-Coupled Receptor 35
CXCR4 CXC Motif Chemokine Receptor 4

mGlu5 Metabotropic Glutamate Receptor 5
OX1, OX2 ' Orexin 1 Receptor. Orexin 2 Receptor
GPR52 G Protein-Coupled Receptor 52

H4 Histamine H4 Receptor

EP4 Prostaglandin EP4 Receptor

PAR2 Protease-Activated Receptor 2
SSTR5 Somatostatin Receptor 5

GLP-2 Glucagon-like Peptide 2

Mpro SARS-CoV-2 Main Protease

D2 Dopamine Receptor D2

5-HT 5-Hydroxytryptamine Receptor
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