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s EdEHE AFste] ddE WE T de FE FFERZ IFIE HAF BE=-1 (Glucagon like
peptide-1, GLP-1)olg}= T2 o] glrk. GLP-12 3743 7o) L-AlaxedA EHEe da#d(incretin) 2
2oz 19859 A2 wAE ATk, GLP-12 GLP-1R(glucagon like peptide-1 Receptor)o]2l= 8415 S7HAA
JEH EHE 7MY, GLP-IRS FEE ¥R B g9 =0 A5E& wol EujdEd. GLP-1& o] &3
I A5v XET R0 wet 1Ed FH7F HY| died Addo] dojuA ke el vk, mgh, o
SEZL AN A EE A, A& T Lol i 7|Ed EAlEkE A HEAEE FAAZ
FE vk &EA

olelgk 5 oR A2 o] X g

= WHo R AgE, HE Wzr7h 2] AUA ol AR Afdet= b
Be Aot AN TR sRFEoITh. FEAIRel Folbd EAIZE MY GLP-19] @& SH3E7] s H
g 3o GLP-1% 443}“‘1 Dipeptidyl Peptidase IV (DPP-IV)&t= &l dia] AadAS zb= GLP-1 AHAI9}
DPP-IV AAlgt = F 7FA] WHo 2 X JAE /st vh(Oh, S. J. “Glucagon-like Peptide-1 Analogue
and Dipeptidyl Peptidase-IV Inhibitors” w3hl&EH]8t3]4] Vol. 21(6), pp. 437-447, 2006; Holst, J. J.
“Glucagon like peptide 1: a newly discovered gastrointestinal hormone” Gastroenterology Vol. 107,
pp. 1848-1855, 1994).
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horridum)©] EFe} EH]Eel] EAjstal, fAld-d= Amviv] MxFe] g RHlE] EAshs o2 GLP-1

a3 =& FsAdES YeEAHGoke et al.
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. Biol. Chem. Vol. 268, pp. 19650-19655, 1993). °Fe]s}# <l
e GLP-1 841, 7o} ¥ AFomtE e vt
FEol e, ofed REEE AvtEAEY WEE A
Alshe Ao Bu=gin.
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ol GLP-IRE BA3A71E A8AI (Y AE)E Waste] Ynt AuA] FHEAR Abgetas e o
T7F AR e, FE HE =] GLP-IR g4 HE AT7vF go, A vE ] GLP-1R 28
¢l Boc5(cyclobutane derivative), Compound-2(quinoxaline derivative)ol] w3k A+%= &= 31 JAcH(Chen,
D. et al., “A nonpeptidic agonist of glucagon-like peptide 1 receptors with efficacy in diabetic
db/db mice” PNAS Vol. 104(3), pp. 943-948, 2007; Wang, M.-W. et al. “Non-peptidic glucagon-like
peptide 1 receptor agonist: aftermath of serendipitous discovery” Acta Pharmacologica Sinica Vol. 31,
pp. 1026-1030, 2010).
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}(Moon, H.-S. et al., “The development of non-peptide glucagon-like peptide 1 receptor agonist for

the treatment of type 2 diabetes” Arch. Pharm. Res. Vol. 34(7), pp. 1041-1043, 2011)

B ool e e FREAZRE GLP-1 849 84S F7HA7E a7 953 A2 vFE A 2
LA FFES A9, o5 WEAZ AZAS u dEd EHrl TUMES wgdozM o] #&A 53
B fFagdioz ¥sle A2y I XNEE ot 2AE 9 olF o]&d A2% Wy ARWHS st
oﬂx;}
A .



[0011]

[0012]

[0013]

[0014]

[0015]

[0016]

[0017]

on

£=0l 10-1533376

0001) KR 10-2008-0060685 A (2008. 7. 2. &)
(53]¢ 0002) KR 10-2009-0008151 A (2009. 1. 21. F7H)

(53] 0003) WO 2006/126688 Al (2006. 11. 30. &7H)

B £35]F ¢

(M| E3]%3 0001) Chen, D. et al., “A nonpeptidic agonist of glucagon-like peptide 1 receptors with
efficacy in diabetic db/db mice” PNAS Vol. 104(3), pp. 943-948, 2007.

(ME3E3 0002) Wang, M.-W. et al. “Non-peptidic glucagon-like peptide 1 receptor agonist:
aftermath of serendipitous discovery” Acta Pharmacologica Sinica Vol. 31, pp. 1026-1030, 2010.

(R 53 E¥ 0003) Moon, H.-S. et al., “The development of non-peptide glucagon-like peptide 1

receptor agonist for the treatment of type 2 diabetes” Arch. Pharm. Res. Vol. 34(7), pp. 1041-1043,
2011.
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3 (fetal bovine serum, Gibco/16000-044), penicillin 100 IU/ml, streptomycin 100 pg/ml(PenStep,
gibco, 15140-122), glutamine 2 mMo] ¥ &% RPMI1640 ®iA| S A}g3}e] 3dwitt AS sl wjksld
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119 mM, KC1 4.74 mM, CaCl, 2.54 mM, MgCl, 1.19 mM, KH.PO, 1.19 mM, NaHCO; 25 mM, HEPES 10 mM, BSA 0.5%,
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F3 WEE 28 RStk 10 mME DMSOOl <91 $1 33HES Krebs bufferel 1/1000 5418te] 200 ul
T 5 WARE A e 150 nl FHske] 70T Basi iy w2 shdke] ELISA WS F3 <l
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Mouse Insulin ELISA kit(shibayagi, AKRIN-011T)E A}-&3}o] wlE} TC6 M EolA FTH 3}gEo] 23] Hwujd

Aude) g vheat ge PHow SR,

Washing buffer concentrate(10x)E <ol 1/10 A3t 1xZ wHE°] =& washing Aol AFE3ISIY.
Anti-insulin-coated plate?] W&%ES W g]al Washing buffer concentrate(lx) 300 pl ¥il B5F A|ASLE
49 W30k, Buffer solution®] Biotin conjugated anti-insuling 1/40002.% 3]A1sle] 100 pl® 2o +
t}. Standard mouse insulin solution(200ng/ml)< Buffer solution®l 3]23&}e] 10ng/ml, 5ng/ml, 2.5ng/ml,
1.25ng/ml, 0.625ng/ml, 0.313ng/ml WF=3l Buffer solution®t ¥WolF&= ZAS blank= Aol 10 p 1¥ QolF
AlEE Buffer solutionol 1/10 #A3le] 10 p1¥ @of A=oA 2417 dbSAZITE, Qo] Sl UEES W
I Washing buffer concentrate(lx) 300 pl Y3 EF AASZLE 4 ¥E3ch. HRP conjugated
streptaviding Buffer solution®] 1/20002.& 3]Al&le] 100 p ¥ Yold & A2oA 2A7F wkS-A) 71T}, o
of 9= WE&ES wElx Washing buffer concentrate(lx) 300 pl ¥3x 25 AASGLE 4H wHE3C)
Substrate chromogen reagent(TMB) 100 p 1% ol & HW& 21435t o)A 30% WHEA]ZITh. Reaction
stopper (IM H:80,) 2 F7F 100 p1¥ YolFo] wghalom npys AL #olstm 308 oluld] 450mm S4=S
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A7) ABeRE B owgel $e4 12 mAEE D 170026 SH§HRo] MEATelA AEY BHlE Z/AIYE
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