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CRHR2
FFAR4
GPR119
NPY1R
P2RY4
PTAFR
GPRC6A
GRM2
GRM3
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SSTR4 GRMS5

ADORA1 CHRM1 I HCRTR2 I PTGER2 GCGR HRH3 MRGPRX1
IADORAZA CHRM2 HRH1 PTGER3 GHRHR TRHR CCKAR
ADORA2B | CHRM3 | HRH2 I PTGER4 I GLP2R GPR55 MC1R
ADORA3 CNR1 HTR1A PTGFR HCAR2 GPER1 NPY4R
ADRA1A HTR1B PTGIR I HRH4 GPR35 I GPR68
ADRA1B  CYSLTR1 HTR1D S1PR1 HTR1E GPBAR1 S1PR2
ADRA1D DRD1 HTR1F S1PR5 HTR5A GPR18 S1PR3
ADRA2A DRD2 HTR2A SMO HTR6 HCAR1 S1PR4
ADRA2B DRD3 HTR2B SSTR1 HTR7 PTH2R ADGRG3
ADRA2C DRD4 HTR2C SSTR2 MC2R P2RY1 MC5R
ADRB1 DRD5 HTR4 SSTR3 MLNR P2RY11 MC3R
ADRB2 EDNRA LHCGR NTSR2 P2RY13
ADRB3 EDNRB MTNR1A TACR1 P2RY2 P2RY6 CRHR1
AGTR1 F2R MTNR1B PTGDR SUCNR1
AVPRIA FSHR OPRD1 PTGDR2 ACKR3 NPSR1
AVPR1B  GABBR1 OPRK1 PTH1R CCR4 NPY2R
AVPR2 GABBR2 OPRM1 SCTR CCKBR AGTR2
BDKRB2 OXTR TAAR1 HCAR3 GPRC5A
CASR GNRHR P2RY12 TBXA2R GPR143 CXCR1
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Novel Muscarinic Receptor Agonists Collaboration with
Sosei Heptares

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

U 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

b‘) NEUROCR'NE *In-licensed from Sosel Heptares, formerly HTL-0016878. NBI-1117568 is investigational and not approved in any country
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T7A Y —LH9 A DERINFEFRIFFE S (EASD) TR U IS ADRIGEMZETRT T — 2 HK

Robust Declines in Mean Daily Glucose with Once-daily PF-07081532
in Participants with T2D

o

Observed mean reductions from baseline in
284 MDG were dose-dependent

s
o
o—8—

47.8 % Each of the PF-07081532 doses were
statistically significantly different to placebo

o
o
2
-

Posterior mean (0% Cl) change from
baseline in MDG (mg/dL) atend of treatment

98.8

0
5

Placebo 10 30 60 120 180

® Placebo @ PF-07081532 dose

@ Pﬁzer Analystand investor Call to Review Oral GLR.1 Cata

Dose-responsive Weight Reduction with Once-daily PF-07081532
for 4 to 6 Weeks

o

While longer duration of intervention is
required to assess the effect of treatment on
body weight, reductions were observed
following dosing with PF-07081532 for 4 to 6
weeks: mean decreases from baseline of up
to approx. -5.5% in participants with T2D and

% } approx. -5.2% in participants with obesity

497

LS mean (SE) change from baseline
in weight (kg) atend of treatment
& [P
— e
——
——
—

& A
b
&
&
g
&
a
—

-4.66

&

-5.10

7

Placebo Placebo Placebo 10 30 60 120 180 180
29 days 43 days Obesity (n=7) (n=8) (n=7) (n=7) (n=8) Obesity
(n=8) (n=2) (n=3) (n=11)

® Placebo/T2D @ Placebo/Obesity ® PF-07081532/T2D  ® PF-07081532/Obesity

@Pﬁzer Analystand investor Call to Review Oral GLR1 Data
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Source: Figure adapted from Wang and Dubois, Role of prostanoids in gastrointestinal cancer, J Ciin Invest, 2018
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