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Clinical studies, include:

» Initiated Phase 2 placebo-controlled study of NBI-1117568*, a selective M4 agonist, as a
potential treatment for schizophrenia
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> Clinical Trial Application Accepted for NBI-1117570%, a dual M1 / M4 agonist | o m oo oo

v Initiating Phase 1 study in Q3 2023 I MAYEENZE (NBI'568) 320224F|C

Q Without the need of combination therapy to minimize side effects

Q Avoids the need of cooperativity with acetylcholine when compared to non-selective
muscarinic agonists and positive allosteric modulators in development
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» Anticipate advancing additional muscarinic compounds into clinic over time
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ADORA1 CHRM1 I HCRTR2 I PTGER2 ACKR1 ADGRF3 C5AR1 CHRMS FPR2 GNRHR2 GPR151 GPR21 GPR6 GRM1 LGR4 MLNR NPY5R PRLHR TAAR2 TAS2R30 TSHR

I ADORA2A CHRM2 HRH1 PTGER3 ACKR2 ADGRF4 C5AR2 CMKLR1 FPR3 GPBAR1 GPR152 GPR22 GPR61 GRM2 LGR5 MRGPRD NPY6R PROKR1 TAAR3P TAS2R31 UTS2R

ADORA2B CHRM3 | HRH2 PTGER4 ACKR3 ADGRF5 CALCR CNR2 FzZD1 GPER1 GPR153 GPR25 GPR62 GRM3 LGR6 MRGPRE NTSR1 PROKR2 TAAR4P TAS2R38 VIPR1

ADORA3 CNR1 HTR1A PTGFR ACKR4 ADGRG1 CALCRL CRHR1 FzZD10 GPR1 GPR156 GPR26 GPR63 GRM4 LPAR1 MRGPRF NTSR2 PTAFR TAARS TAS2R39 VIPR2

ADRALA CXCR4 HTR1B PTGIR ADCYAP1R1 ADGRG2 CCKAR CRHR2 FzD2 GPR101 GPR157 GPR27 GPR65 GRM5 LPAR2 MRGPRG OPN3 PTGDR TAARG TAS2R4 XCR1
ADRA1B CYSLTR1 HTR1D S1PR1 ADGRA1 ADGRG3 CCKBR CX3CR1 FZD3 GPR107 GPR158 GPR3 GPR68 GRM6 LPAR3 MRGPRX1 OPN4 PTGDR2 TAARS TAS2R40
ADRA1D DRD1 HTR1F S1PR5 ADGRA2 ADGRG4 CCR1 CXCR1 FZD4 GPR119 GPR160 GPR31 GPRT5 GRMT LPAR4 MRGPRX2 OPN5 PTHIR TAAR9 TAS2R41
ADRA2A DRD2 HTR2A SMO ADGRA3 ADGRG5 CCR10 CXCR2 FZD5 GPR12 GPR161 GPR32 GPR78 GRM8 LPARS MRGPRX3 OPRL1 PTH2R TACR2 TAS2R42
ADRA2B DRD3 HTR2B SSTR1 ADGRB1 ADGRG6 CCR2 CXCR3 FZD6 GPR132 GPR162 GPR33 GPRT9 GRPR LPARG MRGPRX4 OR51E1 QRFPR TACR3 TAS2R43
ADRA2C DRD4 HTR2C SSTR2 ADGRB2 ADGRGT CCR3 CXCR5 FzZD7 GPR135 GPR17 GPR34 GPR82 HCAR1 LTB4R NMBR OXER1 RXFP1 TAS1R1 TAS2R45
ADRB1 DRD5 HTR4 SSTR3 ADGRB3 ADGRL1 CCR4 CXCR6 FzZD8 GPR137 GPR1T71 GPR35 GPR83 HCAR2 LTB4R2 NMUR1 OXGR1 RXFP2 TAS1R2 TAS2R46
ADRB2 EDNRA LHCGR SSTR5 ADGRD1 ADGRL2 CCR6 CYSLTR2 FZD9 GPR139 GPR173 GPR37 GPR84 HCAR3 MAS1 NMUR2 P2RY1 RXFP3 TAS1R3 TAS2R5
ADRB3 EDNRB MTNRI1A TACR1 ADGRD2 ADGRL3 CCRT F2RL1 GALR1 GPR141 GPR174 GPR37L1 GPR85 HRH3 MAS1L NPBWR1 P2RY10 RXFP4 TAS2R1 TAS2R50
AGTR1 F2R MTNR1B ADGRE1 ADGRL4 CCRS8 F2RL2 GALR2 GPR142 GPR176 GPR39 GPR87 HRH4 MCIR NPBWR2 P2RY11 S1PR2 TAS2R10 TAS2R60
AVPRI1A FSHR OPRD1 ADGRE2 ADGRV1 CCR9 F2RL3 GALR3 GPR143 GPR179 GPR4 GPR88 HTR1E MC2R NPFFR1 P2RY13 S1PR3 TAS2R13 TAS2RT
AVPR1B GABBR1 OPRK1 ADGRE3 AGTR2 CCRL2 FFAR1 GCGR GPR146 GPR18 GPR42 GPRCHA HTR5A MC3R NPFFR2 P2RY14 S1PR4 TAS2R14 TAS2R8
AVPR2 GABBR2 OPRM1 ADGRE4P APLNR CELSR1 FFAR2 GHRHR GPR148 GPR182 GPR45 GPRC5B HTR5BP MC4R NPSR1 P2RY2 SCTR TAS2R16 TAS2R9
BDKRB2 GLP1R OXTR ADGRES BDKRB1 CELSR2 FFAR3 GHSR GPR149 GPR183 GPR50 GPRC5C HTR6 MC5R NPY1R P2RY4 SSTR4 TAS2R19 TBXA2R
CASR GNRHR P2RY12 ADGRF1 BRS3 CELSR3 FFAR4 GIPR GPR15 GPR19 GPR52 GPRC5D HTR7 MCHR1 NPY2R P2RY6 SUCNR1 TAS2R20 TPRAL
CCR5 HCRTR1 PTGER1 ADGRF2 C3AR1 CHRM4 FPR1 GLP2R GPR150 GPR20 GPR55 GPRC6A KISS1R MCHR2 NPY4R P2RY8 TAARL TAS2R3 TRHR

HHE2: GPCRs as targets for approved drugs: How many targets and how many drugs? (2018) & D S AL
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