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KIEMLIEATFFOY R b, BECEHSFESEMSFREO LR

_— T/TAY Py IEE
BB & RHEE Efn+& 7 TR
6 4563.2 4561.6 8y
7 45722 4571.6 Y8
8 4558.2 4557.6 B3
9 4574.2 4574,7 N
10 4574.2 4573.7 S
11 4673.3 4673.6 S
12 45442 4543.2 Y5y
13 4675.3 4676.1 i
14 4546.2 4546.2 )
15 4560.2 4560,0 )
16 4565.2 4564,5 EH
17 4622.3 46213 M)
18 4537.2 4536,4 )
19 4551.2 4550.7 8y
20 4565.2 4564,4 2]
21 4661.3 4660.6 I8y
22 4666.3 4665.4 T8
23 4649.4 4649,2 EF)TAY YT
24 4664.3 4662.9 ey
25 45742 45737 e
26 4663.4 4663,39 BI)TAI P
27 4831.5 4831,60 E)TAY P
28 4859.6 4859,70 E)TAY P
29 4875.4 4875,70 E)TAY Y7
31 47217.5 4727.5 B)TAV R
32 4179.7 4178.7 8
33 4181.7 4181.4 Ty
34 4218.7 4217.7 EHy
35 4220.7 4220.1 iy
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BlFIEE L EM: wEM: (pH4.5) (pH7.4)

(pH4.5) [%] | (pH7.4) [%] | [pg/ml] [rg/ml]
1 (=FEr¥r4) {1000 77.5 933.6 1000
9 - - >5000 >5000
10 92.7 93.4 >5000 >5000
1 97.5 95.8 >5000 >5000
12 96.7 92.0 >5000 >5000
16 94.0 98.0 >5000 >5000
20 95.6 95.2 >5000 >5000
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R6.GLP-1, Z VAT BLUGIPRERTOZ X &L Va7 F FEEME

DEC50fE(pMTRT)
Eo5IE S | EC50 hGLP-1R | ECS0 h7A# <> -R | EC50 hGIPR

1 0.4 >10000000 12500.0

3 9.4 309.0 60.7

7 65 58 25,6

5 45 245 25.8

9 4.0 24.9 175.0

10 3.4 6.9 TR

T 14 8.9 7.9

12 33 128 8.8

13 14 225 79.0

12 a1 58.4 4370

5 24 4.0 555.0

16 4.5 65.2 527.0

17 8.6 79.2 1420.0

18 3.0 225.0 747.0

19 3.5 129.0 400.0

20 3.7 1.7 28.1

21 0.8 85.9 99.4

%)

1.9 8L.6 143.0

23 1.2 124.0 350.0

24 4.5 261.0 19.9

25 8.1 39.9 407.0

26

1.4 18.7 44.7

27 1.4 234 9.5

78 38 171 17.0

29 47 17.9 176
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RIIMLIZIEERLT I /B2 D458 E 3 4ICEELEERTHS
TI/EBEES, MORTRER—O7 2 /BRI ZET DT 22 - AFEEOHE,
GLP-1, Z kT, BLUGIPEAFEDECSHEZPMIZBW TURTE=Y T, M=AFF
=, YE-x53=(S)-4-TNRF L be~FHTH ) ANT I ) -TF Y N, yEXxT0=(8)-4-H1 /v
RELA-FTETHIANT I )-TFIUN-, Ac=TET— b, yE-YE-x53=(S)-4-A LR F
24 ((S)4-INREVANIYTH ) ANT I )-TFINT I ))TF YN

EiF&E R | EC50 hGLP-1R | EC50 h#a#=>-R | ECS0 hGIP-1 1 4pr0EE
32 0.6 406.0 12.7 | M
34 0.7 828.5 25.4 | K(Ac)
7 6.5 58 25.6 | K(YE-x70)
11 1.4 8.9 7.9 | K(YE-YE-x53)
12 3.3 12.8 8.8 | K(yE-x53)
33 0.6 1480.0 1930.0 | M
35 0.4 2860.0 4040.0 | K(Ac)
13 1.4 22.5 79.0 | K(yE-yE-x53)
14 4.1 58.4 437.0 | K(yE-x53)
25 8.1 39.9 407.0 | K(yE-x70)
ooo0o0ogadg
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KT I RIIBIT AL P ABMEAOEYEES 0 7 7 AL

BlFIE = T1/2 [h] Cmax [ng/ml]
11 3.3 3510
20 4.5 4020
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1 H-G-E-G-T-F-T-8-D-L-8-K-Q-M-E-E-E-A-V-R-L-F-[-E-W-L-K-N-G-G-P-§-8-G-
A-P-P-P-5-NH2

2 H-A-E-G-T-F-T-§-D-V-§-8-Y-L-E-G-Q-A-A-K-E-F-I-A-W-L-V-K-G-R-NH2

3 H-S-Q-G-T-F-T-S-D-Y-8-K-Y-L-D-S-R-R-A-Q-D-F-V-Q-W-L-M-N-T-OH

4 H-A-E-G-T-F-T-8-D-V-8-5-Y-L-E-G-Q-A-A-K(yE-x53)-E-F-I-A-W-L-V-R-G-R-G
-OH

5 Y-A-E-G-T-F-I-8-D-Y-8-1-A-M-D-K-I-H-Q-Q-D-F-V-N-W-L-L-A-Q-K-G-K-K-N-
D-W-K-H-N-I-T-Q-OH

6 H-Aib-Q-G-T-F-T-58-D-L-S-K-Q-K{yE-x70)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-G
-P-S-S-G-A-P-P-P-S-NH2

7 H-Aib-H-G-T-F-T-8-D-L-8-K-Q-K(yE-x70)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-G
-P-§-8-G-A-P-P-P-5-NH2

S H-Aib-H-G-T-F-T-8-D-L-8-K-Q-K({yE-x70)-D-E-E-A-V-R-L-F-I-E-W-L-K-A-G-G
-P-8-8-G-A-P-P-P-8-NH2

9 H-dSer-H-G-T-F-T-5-D-L-5-K-Q-K(yE-x70)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-
G-P-§-8-G-A-P-P-P-S-NH2

10 H-S-H-G-T-F-T-8-D-L-S-K-Q-K(YE-x70)-E-E-E-A-V-R-L-F-I-E-W-L- K-A-G-G-P
-8-8-G-A-P-P-P-5-NH2

i1 H-Aib-H-G-T-F-T-8-D-L-S-K-Q-K(YE-YE-x53)-E-E-E-A-V-R-L-F-1-E-W-L-K-A-
G-G-P-8-8-G-A-P-P-P-5-NH2

12 H-Aib-H-G-T-F-T-8-D-L-8-K-Q-K(vE-x53)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-G
-P-§-§-G-A-P-P-P-8-NH2

13 H-dSer-H-G-T-F-T-S-D-L-8-K-Q-K(YE-yE-x53)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-
G-G-P-5-5-G-A-P-P-P-S-NH2

14 H-dSer-H-G-T-F-T-8-D-L-S-K-Q-K(YE-x53)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-
G-P-5-8-G-A-P-P-P-§-NH2

15 H-dSer-H-G-T-F-T-§-D-L-S-K-Q-K(yE-x70)-D-E-E-A-V-R-L-F-I-E-W-L-K-A-G-
G-P-§-8-G-A-P-P-P-§-NH2

16 H-08¢r-Q-G-T-F-T-S-D-L-S-K-Q-K(yE-x70)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-
G-P-8-8-G-A-P-P-P-S-NH2

17 H-dSer-Q-G-T-F-T-S-D-L-8-K-Q-K(YE-X70)-E-E-E-A-V-R-L-F-I-E-W-L-K-K-G-
G-P-8-8-G-A-P-P-P-S-NH2
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18 H-dSer-Q-G-T-F-T-5-D-L-S-K-Q-K(yE-x53)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-
G-P-8-5-G-A-P-P-P-S-NH2

19 H-dSer-Q-G-T-F-T-8-D-L-8-K-Q-K(YE-x70)-D-E-E-A-V-R-L-F-I-E-W-L-K-A-G-
G-P-8-8-G-A-P-P-P-S-NH2

20 H-8-Q-G-T-F-T-8-D-L-8-K-Q-K(yE-x70)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-G-P
-§-S-G-A-P-P-P-S-NH2

21 H-dSer-H-G-T-F-T-8-D-L-S-K-Q-K(yE-yE-x53)-D-E-E-A-V-R-L-F-I-E-W-L-K-A-
G-G-P-8-8-G-A-P-P-P-S-NH2

22 H-dSer-Q-G-T-F-T-S-D-L-8-K-Q-K(yE-yE-x53)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-
G-G-P-S-S-G-A-P-P-P-S-NH2

23 H-dSer-Q-G-T-F-T-S-D-L-8-K-Q-K(YE-YE-x53)-D-E-E-A-V-R-L-F-I-E-W-L-K-A-
G-G-P-§-S-G-A-P-P-P-S-NH2

24 H-Aib-Q-G-T-F-T-S-D-L-S-K-Q-K(yE-YE-x53)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-
G-G-P-8-S-G-A-P-P-P-S-NH2

25 H-dSer-H-G-T-F-T-S-D-L-S-K-Q-K(yE-x70)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-
G-P-S-8-G-A-P-P-P-S-NH2

26 H-S-Q-G-T-F-T-S-D-L-S-K-Q-K(YE-yE-x53)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-
G-P-8-S-G-A-P-P-P-S-NH2

27 H-Aib-H-G-T-F-T-S-D-L-S-K-Q-K(AEEAc-AEEAc-gE-X53)-E-E-E-A-V-R-L-F-I-
E-W-L-K-A-G-G-P-S-5-G-A-P-P-P-S-NH2

28 H-Aib-H-G-T-F-T-S-D-L-S-K-Q-K(AEEAc-AEEAc-gE-x70)-E-E-E-A-V-R-L-F-I-
E-W-L-K-A-G-G-P-S-S-G-A-P-P-P-S-NH2

29 H-Aib-H-G-T-F-T-S-D-L-5-K-Q-K(AEEAc-AEEA c-AEEAc-x70)-E-E-E-A-V-R-L
-F-I-E-W-L-K-A-G-G-P-8-8-G-A-P-P-P-S-NH2

30 H-Aib-H-G-T-F-T-8-D-L-S-K-Q-K(AEEAc-AEEAc-gE-x99)-E-E-E-A-V-R-L-F-I-
E-W-L-K-A-G-G-P-S-S-G-A-P-P-P-S-NH2

31 H-Aib-H-G-T-F-T-S-D-L-S-K-Q-K(YE-yE-x53)-E-E-E-A-V-R-L-F-I-E-W-L-K-K-~
G-G-P-S-S-G-A-P-P-P-S-NH2

32 H-Aib-H-G-T-F-T-S-D-L-S-K-Q-M-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-G-P-§-S-
G-A-P-P-P-S-NH2

33 H-dSer-H-G-T-F-T-§-D-L-S-K-Q-M-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-G-P-§-5-
G-A-P-P-P-S-NH2

34 H-Aib-H-G-T-F-T-S-D-L-S-K-Q-K(Ac)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-G-P-S
-S-G-A-P-P-P-S-NH2

35 H-dSer-H-G-T-F-T-S-D-L-S-K-Q-K(Ac)-E-E-E-A-V-R-L-F-I-E-W-L-K-A-G-G-P-
$-S-G-A-P-P-P-S-NH2
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J,™),EP(AL,AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI,FR,GB,GR,HR,HU, IE, IS, IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,R
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