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#2 — FHHI 1 ~8 5L TRENBHBUARTF ROHRM SBLUL CM SHtk

[ P— HRMS Hjl;jl\%s LCh(A% ,I{& I-AI;LC
1 HRMS (HESIFT) mvz: [M+3H]"™ C120H189N30033 B1 m/iz 859.8 [M+3H]™,
a COWLWT BTl 2575.3799; B 850,4693 Ry =12.21%
2 HRMS (HESI/FFT) miz: [M+3H]™ C12TH191N30033 51 m/z 864.3 [M+3HT™,
a [COWT BTl 2580.3955; 2AI1E 864.1394 Rr=12.55%
R a HRMS (HESIFT) m/z: [M+3H]" C121H191N30033 B m/z 864.2 [M+3H[™,
[COWT _ ETERIE 2589.3955, KHIHE 864.1402 Rr=1271%
4 a HRMS (HESI/FT) mvz: [M+3H]" C127H195N30033 B1 m/z 889.6 [M+3H]™,
[COWT _ EHEiE 2665.4268; S2IME 889.4853 Ry =12.49%
5 a HRMS (HESIFT) m/z: [M+3H]" C122H192N29033 81 m/z 864.1 [M+3H]™,
[C2WT_ EtE51E 2588.4001; PHE 863.8101 Rr=1142%5
6 a HRMS (HESIFT) m/z: [M+2H]" CT27H197N28035 B1 m/z 896.8 [M+3HI™,
[COVWT  ETEHME 2686.437; BFIE1344.2273 Ry =11.53 4%
7 a HRMS (HESI/FT) mv/z: [M+3H)® C121H190N28033 B1 m/z 859.3 [M+3HJ™,
IZ2WT _ FTEHME 2574.3845; KiHIE859.1348 Rr=11.08%
R a HRMS (HESIFFT) m/z: [M+3H]” C158H255N32045 B1 m'z 1107.5 [M+3H]",
IoWT  BTBIE 3317.8418; EiE1106.9577 Rr=14.92% .
m/z 894.4 [M+3H]™,
9 a ND Ry = 9.60 5
10 a HRMS (RESIFFT) m/z: [M+2H]" C127H198N29035 51 m/z 896.8 [M+3H]™,
C2WT  5TE{E2686.437, B 1344.2269 Ry=11.74 5
41 a HRMS (HESUFT) mvz: [M+3H]™ C158H255N32045 a1 m/z 1107.7 [M+3H[",
(oW ETE{E3317.8416; SEHIME 1106.9618 Ry = 10.88 &
m/z 859.4 [M+3H]™,
12 a ND Rr=7.59 5
13 a HRMS (HESWFT) m/z: [M+3H])™ C122H192N29033 B1 m/z 864.2 [M+3H]™,
iCoVWT  EHEIE 2588.4001; EiEIHE 863.8097 Rr=13.9345F
m/z 859.5 [M+3H]™,
14 8 ND R = 11.04 43
15 a HRMS (HESHFT) m/z: [M+3HI" C156H251N32045 B1 m/z 1097.9 [M+3H]*,
[£2WT  BTE{E 3289.8101; EAME 1097.6165 Ry=9.12%
16 a HRMS (HESKFT) m/z: [M+3H[" C156H251N32045 B1 m/z 1097.9 [M+3H]™,
[cDoWLT _ E159ME 3289,8101; EEME 1097.6158 Rr=12.52 53
17 a HRMS (HESI/FT) m/z: [M+3H]* C122HT93N300335 B1 m/z 869.0 [M+3H]™,
(£oWT  ETHEHE 2603.4111; 2HME 868.8140 Ry=13.045%
18 a HRMS (HESIFT) miz: M+3HI™ CT22H192N26033| .~ [ m/z 864.2 [M+3HT",
LOWT ETER{E 2588.4001; SR 863.6103 - Rr=11.74 %
19 a HRMS (HESIFFT) m/z: [M+3H]" C157H253N32045 B4 m/z 1102.7 [M+3H]",
oW ETEE 3303.8257; EAME 1102.2851 Rr= 12464
20 a HRMS (HESIFT) m/z: [M+3H]"" C122H193N30033 B1 m/z 869.1 [M+3H[™,
ZoUWWT  EYEME 2603.4111; =ME 868.8129 Rr=8.4M4%9
21 a HRMS (HESIFFT) nvz: [M+3H]™ C157H251N33044 B m/z 1102.% [M+3H]”,
E2WT  ETE1E 3302.8418; EHIME 1101.9560 Rr=8.16 4
22 a HRMS (HESHFT) m/z: [M+3H}"" C122H183N30032 B2 miz 863.6 [M+3H]",
EDWT _ BTEB 2587.4163; EAME 863 4864 Ry=11.38 4%
23 a HRMS (HESI/FT) miz: [M+3H]™ G129H198N29033 B2 m/z 894 6 [M+3H]”,
[C2WT _ ETEE 2678.4473; STAME 893.8291 Ry=8.59 %
24 a HRMS (HESIFFT) m/z: [M+3H]" C129H199N30033 gy | M/z8989 [M+3H]™,
[COWT _ EHE1E 2693.458; RiAIES98.8311 Rr=8.30 %
25 a HRMS (HESI/FT) m/z: [M+3H]"' C128H199N30033 B1 m/z 8982 [M+3H]™,
[C2WT  FHEME 2693.458; EHME 808.8269 Rr=14.14 4
26 R HRMS (HESIFT) mz: [M+3H]™ C163H259N34044] m/z 1133.1 [M+3H[™,
ISoWLT  FTEME 3393.684; B 1132.6339 Rr=9.78 %}
27 a HRMS (HESI/FT) mvz: [M+3H]™ C118H193N30033 B m/z 853.1 [M+3H]™,
C2WT  BIEME 2555.4111; ZIBHE 852.8142 Rr=1273%
28 a HRMS (HESI/FT) mvz: [M+3H)> C122H193N30034 B1 miz 874.5 [M+3H)™,
{E20WT  EHEE 2619.406; AME B874.1485 R:=1274%5
ogooooano

10

20

30

40

50



(49) JP 7492507 B2 2024.5.29
oooooao

29 HRMS (HESUFT) nvz: [M+3H" CT25HTIONS0033[ ., [ m/z 8988 [M+3H[™,
i£OWT  EHEME 2693.458; HHE 898.8323 Rr=13.33%

30 HRMS (HESWFT) nvz: [M+3HJ" C129H189N30033 B m/z 899.0 {M+3H]™,
{LoWT _ ETEME 2693.458; SSRIE 898.8303 Ry=10.15%

31 . HRMS (HESVFT) m/z: [M+3H]” C123H193N30034] o m/z 874.6 [M+3H]™,
LoVt HBIE 2610.406; BME874.1415 Rr=12.31%9

a2 HRMS (HESIFT) m/z: [M+3H]"” C125H199N30033| m/z 883.1 [M+3H]™,
I£2WT  ETEIE 2645.458; EBIME 882.8307 Rr=9.66 9

33 HRMS (HESIUFT) m/z; [M+3H]> C164H260N33045 B1 m/z 1137.9 [M+3H],
LW ETE1E 3408.8836; FHE 1137.3051 Rr=12.91%

34 HRMS (HESIFFT) mvz: [M+3H]" C122H193N30033 B m/z 868.9 [M+3H}™,
£oWT BB 2603.4111; RHE 668.6139 Rr=10.36 53

35 HRMS (HESIFFT) mvz: [M+3H]* C125H199N30033| B1 m/z 883.2 [M+3H]™,
[CoWT  EHEE 2645.458; S2AE 882.8299 Ry =12.30%%

36 HRMS (HESUFT) m/z: [M+3H]™ CT1BHT82N29033| m/z 848.2 [M+3H[™,
[COWT  EHEE 2540.4001; I8 847.8078 Rr=11.14%}

37 HRMS (HESIFT) mvz: [M+3H]™ C125H197N30033 B1 m/z 882.5 [M+3H]T,
[CDWT _ SHES{E 2643 4424, =RIE882.1548 Ry=8.68%

38 HRMS (HESVFT) nvz: [M¢3H]™ C118HT80N29033[ ) m/z 847.3 [M+3H[™,
[TDWT_ 5HEME 2538.3845; EAE 847.1428 Rr=13484%

39 HRMS (HESVFT) mvz: [M+3H]"' C126H197N30033 B1 m/z 887.1 [M+3H]",
[COWT  EHEI{E 2657.458; SSME 886.8297 Ry=12.23%

40 HRMS (HESIFT) nvz: [M+3H]™ C119H192N29033| . miz 8521 [M+3H]™,
[CDLWT  FHEEME 2552.4001; 324l 851.8097 Ry=10.7153

4 HRMS (HESIFFT) mvz: (M+3H]™ C122H192N29034 B vz 869.3 [M+3H]™,
[CoLT  EHEME 2604.3953; FHNE 869.1420 Ry=14.009

42 HRMS (HESIFT) m/z: [M+3HT C122H192N29034 - miz 869.3 [M+3H]™,
[COWT  EHEME 2604.3953; FSHAHE 869.1414 Ry=12.25%

43 HRMS (HESIFT) m/z: [M+3H]" G123H192N30033 B1 m/z 873.4 [M+3H]%,
[COWT Bl 2617.4268; SSI{E 873.4864 Rr=14.31%

4 HRMS (HESIFFT) miz: [M+3H]"' C123H195N30033 a2 m/z 873.7 [M+3H]™,
[£2LT  EtEEE 2617.4268; =30IE 873.8203 Rr=10.84%

45 HRMS (HESI/FFT) nvz: [M+3H]*" C123H195N30034 B1 m/z 878.8 [M+3H]¥,
[COWT  EHEE 2633.4216; BfIE 878.8171 Rr=1240%

48 HRMS (HESIFT) miz: [M+3H] ™ C123H195N30034 B m/z 879.0 [M+3H]%,
EoWT  EHE(E 2633.4218; EHIE 878.8177 Ry =13.31%

47 HRMS (HESI/FT) miz: [M+3H]" C123H195N30034 B2 miz 878.8 [M+3H]™,
COWT_ 5tES1E 2633.4216; SIME 878.8211 Ry =13.06 9

48 HRMS (HESIFT) mvz: [M+3H]™ C122H193N30033 B2 m/z 868.9 [M+3H]"",
L2WT BB 2603.4111; BB 868.8184 Rr=10.34 9

49 HRMS (HESIFT) m/z: [M+3H]" C123H195N30033[ o, m/z 873.6 [M+3H]™,
ICOWT  EHENE 2617.4268; S2ME 873.4885 Ry = 10.924%

50 HRMS (HESYFT) nvz: [M+3H]™ C121H191N30033| o, m/z 864.2 [M+3H]”,
[CDWT  ETES{E 2589.3955; =AME 864.1454 Rr=1368%

51 HRMS (HESI/FT) m/z: [M+3H]™ C123H195N30034| &, m/z 878.9 [M+3H[™,
(COWT _ 5HE1E 2633.4216; S8 878.8212 Rr=13724%

52 HRMS (HESIFT) m/z: [M+3H]" C124H195N30033 B2 m/z 877.5 [M+3H[",
[C2WT  BHE{E 2629.4268; SZAE 877.4890 Ry=12.204%

53 HRMS (HESIFT) m/z: [M+3H]"' C123H195N30033 B2 m/z 873.7 [M+3H]™,
[COWT  EHEE 2617.4268; S2HIfE 873.4804 Rr=11771%

54 HRMS (HESI/FT) m/z: [M+3H[™ C123H193N30034[ ., | m/z 878.0 [M+3H]T,
C2WT  BHEME 2631.406; ZHHE 878.1494 Rr=1381%

55 HRMS (HESIFFT) m/z: [M#3H]" C133H208N34039 B2 m/z 869.1 [M+3H]™,
[COWC  EHEME 2003.5181; EAME 968.8527 Rr=10.39%

56 HRMS (HESI/FT) nvz: [M+3H)> C134H211N34039 B1 m/z 973.5 [M+3H]",
[CoWT  EHEME 2017.5337; BANE 973.5199 Ry=13.968 4%

57 HRMS (HESIFT) m/z: [M+3H]* C133H208N33039 B miz 963.9 [M+3H™,
[CDWTC _ EHESME 2688.5073; SEHNE 963.8461 Rr=1224%
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oooooao
58 a HRMS (HESIFT) miz: [M+3H]" C139H212N33038 g2 | Mz 984.0 [M+3H)™,
[COWT  StEE2948.5437; B 983.8103 Rr=13.83%
59 2 HRMS (HESHFT) m/z: [M+3H]™ C133H209N34039 B1 m/z 969.2 [M+3H]%,
IoWT  5HE{iE2903.5181; SSHIE 968.8477 Ry=13.81%9
60 a HRMS (HESIFT) mvz: [M#3H]™ C134H211N34039 B1 m/z 973.8 [M+3H]",
£oLT  STEEE2017.5337; BANE073.5238 Rr=10.444%
of a HRMS (HESI/FT} mvz: [M+3H]" C140H217N34041 gz | Wz 10105 [M+3H[",
[CoWT  ETEfBE3027.5706; SSHME 1010,2023 Ry=9.259
62 a HRMS (HESI/FT) miz: [M¢4H[" C202H307N43058| o m/z 1421.2 [M+3H]™,
[£2WT  BTEME 4259.208; RIE 1065.8148 Rr=11.74%
63 b HRMS (HESI/FT) miz: [M+3H]™ C154H230N38047[ o, | m/z T124.4 [M+3H™,
[COWT  STEHE 3369.7246: SZHE 1124.2550 Rr=9.77%
o4 b HRMS (HESI/FT) miz: [M+3H]™ C147H232N37047| m/z 1088,0 [M+3H]"",
SoWT BT 3264.6667; SSHME 1089.2328 Ry=14.42%
65 a HRMS (HESIFT) m/z: [M+3H]™ C134H212N33041 B2 m/z 980.7 [M+3H]™,
[COWT _ 5TEIfE 2036.5283; FAHE 979.8584 Rr=1215%
66 a HRMS (HESI/FT) mvz: [M+3H]"" C195H299N42058 B1 miz 1386.5 [M+3H]",
E2WT  ETES4E 4154.1504; S48 1385.7322 Ry=1277%
. a HRMS (HESIFT) miz: [M+4HI" C195H297N43058[ m/z 1269.5 [M+3H]™,
[COWT  EHENE 4185.1563; SRt 1047.3042 Rr=12.88%
o8 . HRMS (HESIFFT) miz: [M+3H[” C147H233N38047| o m/z 10943 [M+3H[*",
[COWT  EHESME 3279.6775; SAME 1094.2364 Ry =10.81%5)
HRMS (HESIFFT) m/z: [M+3H]™ 3
69 a C184H298N43059S (COWT FTEIE 4083.1125; B1 g"z;ffé'fﬁgws“] '
SANE 1362.0493 TS
20 R HRMS (HESI/FT) miz; [M+4H]" C158H248N40047 B1 m/z 1152.5 [M+3H]",
COWT  EHEE 3453.7932; S2HE 864.4504 Rr=12.86 %
71 a HRMS (HESI/FT) m/z: [M+3H]'* C193H308N43059 g2 | Wz 13911 (M+3HI™,
(C2LT  SHEE 4169.2188; SEHIGE 1390.7396 Rr=1168%
12 . HRMS (HESIFT) miz: [M#3H]™ C148H235N38047| g, | m/z 1089.1 [M+3H[™,
[COWT  ETEIE3293.6931; SSHIME 1098.9091 Rr=11.324
73 R HRMS (HESI/FT) mvz: [M+3H]*" C147H233N38047 B m/z 1094.7 [M+3H]™,
COWLWT  ETESE3279.6775; AME 1094.2365 Ry =10.78%
74 R HRMS (HESUFT) m/z: [M+3H]" C148H232N38047 B1 mvz 1099.7 [M+3H],
[COWT  5HESE 3203.6931; TSI 1098.9095 Ry= 10814
75 R HRMS (HESIFT) m/z: [M+3H]" C147H233N38C47 B2 m/z 1084.3 [M+3H]T,
ICOWT  ETE(E 3279.6775; HIME 1094.2397 Ry=10.88%
76 a HRMS (HESI/FT) mvz: [M+3H]™ C148H235N38047 81 miz 1098,1 [M+3H]",
COWT  51EAiE3203.6931; FAE 1098.9059 Ry =10.85%)
m/z 1085.8 [M+3H]™,
7 a ND R; = 1062 %
78 R HRMS (HESIFT) m/z: [M+3H]" C147H233N38047 B2 m/z 1094.6 [M+3H™,
[EDWT Bl 3270 .6775; S2IE 1094.2395 Rr=10.304}
79 c HRMS (HESIFT) m/z: [M+3H]" C148H235N38047 B2 m/z 1099.1 [M+3H]",
[£2L\T  EHifi 3293 .6031; 323lE 1098.9121 Rr=10.86 %3
m/z 882.8 [M+4H]™,
80 a ND Rz 9.70 5}
m/z 1155.5 [M+4H]™,
&1 a ND Ry = 11.46 5
82 a HRMS (HESI/FT) nvz: [M+4H]" C214H333N45069 B2 m/z 1160.0 [M+4H]™",
EoWT  5TESE 4633.3618; 2B 1159.6002 R;=13.56 %}
83 R HRMS (HESI/FT) mvz: [M+3H]" C148H235N38047 B2 m/z 1098.9 [M+3H[™,
CoWT_ 5TEME 3293.6931; SHE 1098.9110 Rr=11.90%
a4 R HRMS (HESI/FT) m/z: [M#3H]™ C148H235N38047 gy | MWz 10992 [M+3HJ™,
EoWT  ETE{E 3293,6931; SRAME 1098.9110 Rr=11.79%
85 c HRMS (HESIFT) miz: [M+3H[™" C148H235N38047| o, | m/z 1099.1 [M#3HI",
EoWT  ETEEME 3203.6931; STHME 1098.9111 Ry=12305
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Dooo
Eh GLP-1R Ehk GLP-1R
=Syl T2o9A=Z cAMP 2 Hin) FoAT=Z I~ cAMP
fpKb fpKb

Ex 9-39 7.8 43 8.5
1 8.2 44 8.7
2 8.4 45 8.4
3 8.3 46 8.4
4 8.3 47 5.4
5 8.3 48 8.5
6 8.3 49 8.4
7 8.3 50 8.3
8 8.3 51 8.3
9 8.6 52 8.3
10 8.2 53 8.8
11 8.2 54 8.4
12 8.2 &5 8.3
13 8.4 56 8.2
14 8.4 57 8.2
15 8.3 58 8.2
16 8.3 59 8.3
17 8.2 60 8.3
18 8.5 61 8.7
19 8.3 62 8.5
20 8.4 63 9.0
21 8.2 64 8.6
22 8.3 65 8.5
23 8.6 66 8.2
24 8.6 67 8.2
25 8.2 68 8.5
26 8.2 69 8.4
27 8.3 70 8.3
28 8.2 71 8.8
29 8.4 72 8.5
30 8.2 73 8.6
31 8.2 74 8.5
32 8.5 75 8.6
33 8.3 76 8.4
34 8.3 77 8.5
35 8.3 78 8.4
36 8.3 79 8.4
37 8.5 80 8.3
38 8.5 81 8.3
39 8.3 82 8.3
40 8.2 83 8.5
41 8.3 84 8.4
42 8.5 85 9.1
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YA GLP-1R YIX GLP-1R
255 PoAIZ2 - cAMP 254545 F2AIZZ S cAMP
fpKb fpKb
Ex 9-39 7.2 55 7.9
2 7.0 56 8.0
3 7.4 57 8.1
10 7.7 58 8.1
24 8.0 59 8.1
25 7.8 62 7.8
29 7.7 64 8.3
30 7.9 65 8.4
32 7.8 69 7.8
35 7.4 70 7.5
36 74 71 7.3
38 7.6 72 7.9
39 7.2 73 7.7
44 7.1 74 7.7
45 7.5 75 7.5
46 7.2 76 7.6
47 7.0 77 7.7
48 7.1 78 7.5
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50 7.0 80 7.5
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JL3-2 AUC
(mM. B)
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JN3-A AUC
(mM. &)

J)I3-2 AUC
(mM. B¥)
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JNI-Z AUC
(mM. B)
28 283 4

8 8 88 5 3

JLI1-2 AUC
(mM. B%)
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s EEJ) / Ex-4

N\ EHEHI34 2 mglkg iv
SHEGI38 2 malkg iv

| <) Whd<) 2

ww EEOI / Ex-4

s SAEHI44 1 mgikg iv
we FHEHI24 0.6 mg/kg iv
s\ SHEFIBS 1.5 mglkg iv

W</ W</

s EEJ) / Ex-4

N SHEFI31 2 mglkg iv
cs SENEGIB3 2 mg/kg iv

. LI/ EEOIL
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N\ EHEFIS3 0.2 mglkg iv
SEHEBI63 0.6 mglkg iv
N\ SRHEFIB3 1.5 mglkg iv
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s BRI / Ex-4

N\ EHEHI85 0.1 mg/kg iv
e SHEHISS 0.6 mg/kg iv
N\ SEHEFIBS 1.2 mg/kg iv
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