GLP-1R | 2B ERIBIGTT A E =

ETFGLP-TRI2EBRFAMALTNERIEA, LERASELEMRERBER2AE (Shanghai Model Organisms
Center, Inc., &R "BEEY" ) BEWMATGLP-IRABRMNERER, ARRBAMFIE, BXARLRSFHRELRTE

BONIA,

LRERMZZ NEBZRRBEENL, HhRERRFRERAHBELKZE, E&1.312, A2EEAO08
9.4%[1], FESMEREMERL-124K (glucagon-like peptide-1 receptor, GLP-1R) 28728 RmRE
MHERZ—,

Number of adults (20-79 years) with diabetes worldwide

North America & ’_;&":‘: .,;ZF WORLD
Caribbean T ek
" XN -
E73 63 million T 23% ° A . EZ3 700 million ¢ 51"/
EED 56 million | increase . EED 578 million  : y
EZ0 48 million ' - E Increase
= 1in 6 adults in this Region is at risk of €I 463 million ¢
type 2 diabetes
* 43% of global diabetes-related health
expenditure occurs in this Region
Europe
EI5 68 million 15%
South & Central America EI 66 million T increaose

EZ3 49 million /I\ 55% EZ 59 million
EED 40 million -
E5 32million
*2in 5 people with diabetes were undiagnosed

* Only 9% of global diabetes-related health
expenditure for diabetes is spent in this Region

+1in 6 live births are affected by
hyperglycaemia in pregnancy
* The Region has the highest
number of children and
adolescents (0-19 years) with
} type 1 diabetes - 297,000 in total

Africa Middle East & North Africa South-East Asia Western Pacific

EZ5 47 million 1\ 143% EI 108 million T 06% EIE 153 million 1\ 74% I3 212 million T 31%

EED 29 million ! increase EE 76 million ! increase EED 115 million } increase €D 197 million | increase

E 19 million £ EZ5 55 million ET 88 million : ET) 163 million

*3in 5 people with diabetes are undiagnosed * 1in 8 people have diabetes * 1in 5 adults with diabetes lives in = 1in 3 adults with diabetes

+ 3in 4 deaths due to diabetes were in people * 1in 2 deaths due to diabetes were this Region lives in this Region

under the age of 60 in people under the age of 60 *1in 4 live births are affected by +1in 3 deaths due to diabetes

hyperglycaemia in pregnancy occur in this Region
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¥EH (8818H) EAEYHIFEGLP-1R/GCGRIUHENFIIBI362 (LY3305677)—HA I PR 45 3R 1E E FRk 2 1A
FIHIH JJ FFIEClinicalMedicine L &%, SF48, HBEMBERNGLP-1REHF SR IEZEEKEERER
NEH, SARERT SR, BeIERN LHEGLP-1RENLGYIXTISE, IR NEENREE,

BNEFEERE. BE. NEMELES/ER., AERGLP-TREIIN LY HIZMEREIZE, 2020FE LK
MiIAMAEEIX 10012 T,

GLP-TRAMAE BRI LAMBR, SRNGHAR—HRE,

GLP-1R{& 7

GLP-IRETFTGERBEZMABEIESMERZATIRIK, CHARSERET— Nt XEENZOEF—
NEXS LR ABRESME[2], ABIGLP-TREREMNFE6SREMK L, HBA63INTEE, FEEANNGLP-TRE
BERXRXEEDRMED, REDI, GLP-TRIE ZFREXTFE. /NF. OiE. B, MRANFAHRARE
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(3], BmERBX, GLP-IRIFE/EARMBESMERFA-1 (glucagon-like peptide-1 receptor,
GLP-1) &&, AT M.

El2 GLP-1RE[EX = #4545

GLP-1

GLP-12—fEEZHBELAMATENNE, BTHRER. GLP-1H¥RIIEERE, N1-2min, HEKIE
SEINEFERBIESHHEGLP-TR, AMRAMIRERIRGLP-1/MNEEEEFE KB R B RBEMA
(GIP) , ERRBGLP-1oJLMIFIESMBERNEK, SIEIEER[4], BIER2021F, IGKLHERERSE
AR TFGLP-1,

GLP-1RE9II B

GLP-IR[TZNmAERS. 8. /NFH. M. BE. . KIRFHARBZEP, SEHGLP-THATSEHK
HIGLP-TREHFIMERS, EEAESHARNEENRE. AESHARD, GLP-IRNEZ/EAZREHES
MMENIEE, RIBESENENESRE, HONFRESOERNENSRR. EEHESHRA P, GLP-TRT]
PUDEI B R WS EnEs, TRENHAS, BIMBeR, BRORYEN4]. AHE2AHRD, GLP-1R
oJARIFHZMEE, WASRARKR, BRICIZH. A OMESE, GLP-TRETLURFOMERINEE, BRI
(5.
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Brain Heart
Neuroprotection t Myocardial contractility
t Neurogenesis | t Heart rate
Liver t Memory t Myocardial glucose
t Glycogen storage uptake
} Ischemia-induced
@ DPP4 ‘ myocardial damage

Surs Pancreas

—4[ t New f-cell formation
-~ | | p-cell apoptosis

t Insulin biosynthesis

Fat cells
t Glucose uptake
t Lipolysis

Kidney
t Natriuresis

\ Skeletal muscle

t Glucose uptake

Blood vessel

t Endothelium-dependent
vasodilation

E3 GLP-1REI&EIEINAE

GLP-1REYEE

GLP-IREBRANEE AR TEES AR “two-domain model” , BLARBICERSCEGLP-1REFESME 45
&, FEGLP-IRNZEHRAENRE, REHEZOENESN S, ABEMAHNIEFGLP-1RIZMILES,
BWUEGLP-1R, —f&3KiH, GLP-1REESMEMEZ/ERRIRGIFRENER, mxOBNEESHREESTD
RESEER6].
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El4 GLP-1REEMAREESHER E

GLP-1R{ES# AN
GLP-1RE—MZ MM BEEZR, FEBISELSMGEH (Gas. Gai. GaoFGaq/11) BELRIBZMARE
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¥, H5GLP-145/5, GLP-1REEDRAMDBIXGosER, BFRTNLES, (RECAMPEAKRASE
A5, SIRBEFAR, BEBREEREREM, REMBKSIEESZNIMW7]. BRIEZI, GLP-1RE
o LAUBIEHUEPI3K. MAPKHIRas/MAPKIE 5B SRR E B B A BVIG A k. AR, GLP-1RIZRE

BB EHIRAMPR M THESER (CREB) MEAEEEFBcl-2. Bcl-XLERIMNFIMMAT(8].

o> — 0

Channel

‘/"”- le;;llllﬂ T E‘m
L-Type # [ Tr:nm:nplmn e
vpee q”lfﬁ:r{?'xmm il

o RERAUMA

&5 fE SRR GLP-1RIFIZH{E B

NS FIERKEGLP-T1RE Eh I

20195 BB REMFDAMEEORZIEM (FmARybelsus) £, MALKERORGLP-TREEIF,
ORZIERVEIITETRRFEEFTESXASATHAYNIRK, FFHiHEXE, MET/NDFIEK
ZGLP-TREEIFI B & ITH !
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TTP-2T3

Danuglipron

(PF-06882961)

LY-3502970
(OWLB33)

TTP-034
TT-0ADZ

BOCS

RGT-1383

WO2021081207A1

x1 EHHNSFGLP-1REEF

GLP-1RA B /NR
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R ESEESE

WViv Therapeutics
lMonash

FiEEnRr

riEFTanEEs/

LEEYRT

=HlE

i ElTE

EED=REIER
EAit#INEE (T2DM)

[IER (RE#F=. T2DM)

|EA

SiEMEFRIIEE
ImFRRTRIE

I=FRRTRIE

I=FRRTRIE

ETFGLP-IRE2EBERFAMALRTNERER, LsmAKRIEMRERNEIRAE (Shanghai Model
Organisms Center, Inc., &R "BEEY" ) BEHATGLP-1IRABRM/NRER, ARRBAVIFIE,

BXAYLRERRRERTRENNIR,

e I ¥ 25 2B

GLP-TIRABW/NE, ELANALANFEHTHTOREME (OGTT) XL (n=5) ,

EEmnEXEYRERDERAE
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OGTTin C57BL/6-Glp1r (¥, N=5)
Two-way ANOVA: *5<<0.05; ***»<0.001 vs Vehicle AUC of OGTT
T-test: ***p<0.001 vs Vehicle

- 25 - Vehicle 1500
= 1 mm Vehicle
g 204 - Compound 1-30mg/kg = Compound 1-30mg/kg
! 1200
E £
- E
% 13 5 900 1
5 10 o
5 g 600
B s <
° 300
[11]
0 T T T T 1 0
0 15 30 50 90 120 Group ( N=5)
Tirve afterglucose challerge (i)

El6 OGTTSEX (IFHIEHEFIRMA)

ERER: %ﬂa‘)\;‘r GLP-1R, FMt &R L RIFHIRIMAERE (p<0.001) , LIRFIEIERE, GLP-1R
ANBWNRER, 2RTERBAMFENEGRIA,

REEYAMERRERE, RHSSUEXEYRS, SEERSHMREMN, MICERES . 18
FEE. RESH. AWENE, BEFARDLREFZK.

Reference:
[11E FR%E FRAEXEE IDF 20192 BR¥E PR Y% i & (B 9hR)

[2]Blad CC, Tang C, Offermanns S. G protein-coupled receptors for energy metabolites as new
therapeutic targets. Nature Reviews Drug Discovery, 2012, 11 : 603-619.

[3]Pabreja K, Mohd MA, Koole C, et al. Molecular mechanisms underlying physiological and
receptor pleiotropic effects mediated by GLP-1R activation. British Journal of Pharmacology,
2014,171 :1114-1128. DOI:10.1111/bph.12313

[4]Brubaker PL, Drucker DJ. Structure-function of the glucagon receptor family of G protein-
coupled receptors: the glucagon, GIP, GLP-1, and GLP-2 receptors. Receptors & Channels, 2011, 8
: 179-188.

[5]Laviola L, Leonardini A, Melchiorre M, et al. Glucagon-like peptide-1 counteracts oxidative
stress-dependent apoptosis of human cardiac progenitor cells by inhibiting the activation of the
c-Jun N-terminal protein kinase signaling pathway. Endocrinology, 2012, 153 : 5770-5781.
DOI:10.1210/en.2012-1461

[6]8B TP, 2R, #AMR, FXIERE. GLP-1REMFINEER/ND FAMTHEAFHE]]. EVEABER, 2017,
33(2): 30-40

[7]Dalle S, Ravier MA, Bertrand G. Emerging roles for B-arrestin-1 in the control of the pancreatic
B-cell function and mass: New therapeutic strategies and consequences for drug screening.
Cellular Signalling, 2011, 23 : 522-528. D0OI:10.1016/j.cellsig.2010.09.014

AR EMRE RO BIRAT www.modelorg.com 400-728-0660 6/7



\SGLLEX]
,\ A \ EAERAREN

[8]Robert G, Xiaomang Y, Baggio LL, et al. Cardiac function in mice lacking the glucagon-like
peptide-1 receptor. Endocrinology, 2003, 144 : 2242-2252. DOI:10.1210/en.2003-0007

EEmAEREMRR BN ERA D www.modelorg.com 400-728-0660 717



