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K5 ARINARTF FD U R MRUHE S 785

RHENT-FROLEE,
BLSE S HEEE RHIN-HE
8 4576. 2 4575, 6
9 4577.2 4577, 3
10 4478.0 4477, 5
11 4462. 1 4462. 5
12 4548. 1 4547.7
13 4506. 1 4505. 3
14 4561. 2 4560. 9
15 4605. 3 4605. 7
16 4734. 4 4733. 6
17 4561. 3 4561. 4
18 4618. 3 4618. 6
19 4648. 3 4647. 6
20 4647. 4 4647. 4
21 4520. 1 4518, 9
22 4464. 0 4463. 4
23 4565. 1 4564. 5
24 4522. 1 4521. 4
25 4579. 1 4578. 7
26 4620. 2 4619. 6
27 4563. 2 4562. 4
28 4504. 1 4504. 5
29 4477.0 4477. 2
30 4420.0 4419. 2
31 4505. 1 4505. 1
32 4477. 1 4476. 5
33 4519. 1 4518.0
34 4533, 2 4532. 1
35 4449, 0 4448. 4
36 4490. 1 4489. 6
37 4491.1 4491. 0
38 4590. 3 4590, 2
39 4492. 1 4491. 3
*40 4094. 5 4092. 3
#41 4194. 6 4194.0
*IET AEBH LAY
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#6 : (LFREERUEREE

JP 2016-503770 A 2016.2.8

N VAR
TEME LM (pH4. 5) (pH7. 4)
BZIES | (pHd.5) [%] | (pH7.4) [%] | [pg/ml) [ug/ml] Fik

8 98.0 98.0 >1000 971. 7 D

9 92.5 97. 7 >1000 >1000 D

12 100.0 95.3 >1000 >1000 D

13 86. 8 895.9 267.7 21000 D

14 96. 0 94,0 >1000 >1000 D

15 91.0 80.0 997.0 >1000 D

17 100. 0 100.0 970.0 >1000 E

31 94.0 96.0 >1000 >1000 D

35 100. 0 98.0 424. 5 >1000 D
000000
0000000000000 0000000000000000000000000
0000000000000 0000000000000000000000000
0000000000000 0000000000000000000000000
0000000000000 0000000000000000000000000
0000000000000 0000000000000000000000000
000000
0000000000000 0000000000000000000000000
0000000000000 0000000000000000000000000
000000000
000000
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#£7. GLP—1, GI PERINAIZTRETOFELT 4/ —4_XTFF
TFHuaZOECgfE (pMTREND)

10

20

30

40

BB EC50 hGIP R [pM] EC50 hGLP-1 R [pM] | EC50 hGLUC R [pM]

8 9.8 5.3 18.3

9 5.7 3.6 7710.0

10 15.1 13.2 40000. 0

11 3.2 11.5 7220.0

12 8.9 12.7 1890. 0

13 71.0 7.3 31.3

14 4.4 4.3 3760. 0

15 8.2 8.1 5810. 0

16 5.1 4.0 2890.0

17 9.6 8.7 9740. 0

18 8.1 7.6 4950. 0

19 13.8 4.0 707.5

20 24.5 23.2 3310.0

21 6.4 4.8 10100.0

22 16.6 32.0 11600. 0

23. 79.5 11.8 19100. 0

24 23.5 13.5 38900. 0

25 73.6 9.5 20500. 0

26 19.7 4,9 8510. 0

27 6.7 4.0 6390. 0

28 10. 9 3.2 9.9

29 127.0 7.0 46. 8

30 22.1 12.0 226.0

31 6.5 6.0 3080. 0

32 7.1 8.4 82.6

33 9.1 6. 4 12800, 0

34 22.2 4.6 11600. 0

35 7.3 6.9 39100. 0

36 6. 4 3.4 5785, 0

37 21.2 8.9 32.0

38 11.2 6.7 11.4

39 8.5 4.3 19300. 0
goooon
googao
ooocoobobobooooooooobobbooooooooobobobobooooooooobooao
goobobgobdobgobgobobobobobUobUobUobUobUobobuobobono
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goooano

R8. BRRELTI/BEIEL 4TSI X LT 4 — AFFEKICHT S, MfLE
1 4ACHEERERLT I /B Sty =X LT 41— ABESONME, GLP
—1RUGIPEFBTDECS 0EZpMTHY (K=UP Nle=
A, L=uafy, yE—x53= (S) —4—HNFFT—4—

~EYFH)ANT ) —=TFIN—)

EiFIE S EC50 hGIP R [pM] | EC50 hGLP-1 R [pM] | fiff& 14 FBH:
32 7.1 8.4 K{~y E-x53)
40 858 3.2 L
9 5.7 3.6 K(yE-x53)
41 449 11.2 Nle
ogooooao
Ooo0oooooooooooOoaodd
N I 1 P [
oooooooad
Ooo0o00ooao
ooooao
K9, X BT 42— ABHEEOEYHET 2T 4 —1,
< U A (lmg/kg) I =7 #(0. Img/kg)
BRI E5 T, [FEE] Cmax [ng/ml] [T, [FEE)] | Cmax [ng/ml]
8 3.4 3740
9 4.1 5470 12.2 278
10 2.7 5820
12 2.8 3790
13 3.1 3790
14 2.8 5340
15 3.5 5000
16 5.3 3460
18 2.1 5750
21 4.0 5050 19.1 479
26 3.7 3120
32 2.7 5520
34 2.8 5130
Ooo0o00ooao
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#10. DI O~ AIZEIT? 4 EEONERRIC O 2EER{L (EYESEM)

Ehef (R 2EOEELE(g) {ERERAFZE L (g)

R RRAEHER AT -0.7 £ 0.2 1.5 & 0.2

TR E IR R EE -0.98 = 0.4 -0.8 = 0.4
BoFIES 9 (10 ue/ke) -5.0 = 0.5 4,2 *+ 0.4
AFEE 9 (30ue/ke) 6.9 = 0.5 6.1 = 0.4
BEFIES 9 (100 1 g/ke) -7.3 = 0.6 6.4 + 0.5
VS 7 F R (100 u g/ke) -3.9 + 0.4 -3.3 £ 0.4
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Ooo0ooOoao
#12 : Bl

FSlES | BcAl

1 H-G-E-G-T-F-T-S-D-L-S—K-Q-M-E-E-E-A-V-R-L~F-I-E-W-L-K-N-G-G-P-S
-8-G-A-P-P-P-S-NH2

2 H-A-E—-G-T-F-T-S-D-V-S—5-Y-L-E-GQ-A-AK-E-F-T-A-W-L-V-K-G-R-NH2

3 H-A-E-G-T-F-T-S-D-V-S-S-Y-L-E-G-Q-A-A-K ( v E-x53) -E-F-1-A-W-L-V-
R-G-R-G

4 Y-A-E-G-T-F-1-S-D-Y-S-I-A-M-D-K-I-H-Q-Q-D-F-V-N-W-L-L-AQ-K-GK
—K-N-D-W-K-H-N-I-T-Q

5 H-S—Q-G-T-F-T-S-D-Y-S—K-Y-L-D-S—R-R-A—Q-D-F-V-Q-W-L-M-N-T

6 Y-G-E-G-T-F-T-S-D-L-S-1-Q-M—-F-E-F-A—V-R-L-FP-I-E-§-L-K-N-GG-P-S
—S—G-A-P-P-P-S-NH2

7 Y-A-E-G-T-F-T-SD-V-S-T1-Y-L-E-GQ-A-AK-E-F-T-A-W-L-V-KG-R-NH2

8 Y-Aib—Q-G-T-F-T-S-D-L-S-I-Q-K ( y E~x53) ~E-K-R-A-A-Aib-E-F-I-E-W-
L—K-N-T-G-P-S-S—G-A—P-P-P-S-NH2

9 Y-Aib—E-G-T-F-T-S-D-L-S-I-Q-K ( y E-x53)-E-K-R-A-A-Aib-E-F-I-E-W-
L-K-N-T-G-P-8-S—G-A-P-P-P-S—NH2

10 Y-Aib-E-G-T-F-T-5-D-L-S-1-QK (v E-x53) -E-S-R-A-A-Q-D-F-1-E-W-L-
K-A-G-G-P-$-S-G-A-P-P-P-S-NH2

11 Y-Aib-E-G-T-F-T-S-D-L-S-1-Q-K ( y E-x53) -D-K-R-A-A-Aib-D-F-I-E-W-
LX-A-G-G-P-5-5—G-A-P-P-P-S-NH2

12 Y-Aib-E~G-T-F-T-S-D-L-S-I-Q-K ( v E-x53) -D-K-R-A-A-Q-D-F-I-E-W-L-
K-N-G-G-P-S—S-G-A-P-P-P-S—NHZ

13 Y-Aib—Q-G-T-F-T-8-D-L-5~1-Q-K (  E-x53) -D-S-R-A-A-Q-D-F-I-E-W-L-
K-N-G—G-P-5-S—G-A-P-P-P-S-NHZ2

14 Y-Aib—E-G-T-F-T-§-D-L-S-1-Q-K{ y E-x70) ~E-K—R-A-A-Q-E-F-1-E-W-L-
K-A-G—G—-P-S-S-G-A-P-P-P-S—NH2

15 Y-Aib-E-G-T-F-T-S-D-L-S-1-Q-K ( y E-x70) -E-K-R-A-A-Aib-E-F-T-E-W-
L-K-N-T-G-P-S-5-G-A-P-P-P-S-NH2

16 Y-Aib-E-G-T-F-T-S-D-L-S-1-QK { y E- y E—x70) -E-K-R-A-A-Aib-E-F-I-
E-W-L-K-N-T~G~P-S$-S-G-A-P-P-P-S-NH2

17 Y-Aib-E-G-T-F-T-S-D-L-S-1-Q-K (GABA-x70) -E-K-R-A-A-Aib-E-F-I-E-W
—L~K-N-T—G-P-5-5-G-A—P-P-P-S-NH2

18 Y-Aib—E-G-T-F-T-S-D-L-S-I-Q-K ( 8 A- B A-x70) -E-K-R-A-A-Aib-E-F-I-
E-W-L-K-N-T-G-P-S-S—G-A-P-P-P-S-NH2

19 Y-Aib—E-G-T-F-T-S-D-L-S-1-Q-K ( y E-x70} -E-K-R-A-A-Q-E-F-I-E-W-L-
K-N-T-G—P-S-S-G-A-P-P-P-S-NH2

20 Y-Aib-E-G-T-F-T-S-D-L-S-1-Q-K ( y E~x76) ~E-K-R-A-A-Aib~E-F-I-E-W-
L-K-N-T-G-P-8-S-G-A—P-P-P-S—NH2

gooooao

10

20

30

40



goooano

(81) JP 2016-503770 A 2016.2.8

21

Y-Aib-E-G-T-F-T-S-D-L-S-I-Q-K (y E-x70) ~E-S-R-A-A-Q-E-F-1-E-W-L-
K-A-G—GP-S5-S5-G-A-P-P-P-5-NH2

22

Y-Aib—E~G-T-F-T-S-D-L-5-1-Q-K (v E-x563) -D-S-R-A-A-Q-D-F-I-E-W-L-
K-A-G—G-P-5-5-G-A-P-P-P-5-NH2

23

Y-Aib~E-G-T-F-T-S-D-L-S-1-Q-K (y E-x53) ~E-S-R-A-A-Q-D-F-I-E-W-L-
K-N-T-G-P-5-S-G-A-P-P-P-5-NH2

24

Y-Aib-E-G-T-F-T-S-D-L-5-1-Q-K(y E~x53)-E-S-R-A-A-Aib-D-F-I-E-W-
L-K-N-T-G-P-S-SG-A-P-P-P-5-NH2

25

Y-Aib-E-G-T-F-T-S-D-L-S-1-Q-K( v E-x53) -E-S5-R-A-A-Q-E-F-1-E-W-L-
K-N-T-G—P-5-S—G-A-P-P-P-S-NH2

26

Y-Aib-E-G-T-F-T-S-D-L-§-1-Q-K( y E-x53) -E-K-R-A-A-Q-E-F-I-E-W-L-
K-N-T—-G-P-5-5-G-A-P-P-P-5-NH2

27

Y-Aib—E-G-T-F-T-S-D-L-S-I-Q-K( v E-x53) -E-K-R-A-A-Aib-D-F-I1-E-W-
L-K-N-T-G-P-5-S-G-A-P-P-P-5-NH2

28

Y-Aib-Q-G-T-F-T-S-D-L-S-1-Q-K ( v E—x53) -D-K-R-A-A-Q-D-F-I-E-W-L-
K-A-G—G—P-S—S5-(G-A-P-P-P-S-NH2

29

Y-Aib-Q-G-T-F-T-S-D-L-S-1-Q-K (v E-x53)-D-S-R-A-A—Q-E-F-I-E-W-L-
K-A-G-G—P-5-5-G-A-P-P-P-SNH2

30

Y-Aib—Q-G-T-F-T-S-D-L-S-1-Q-K(y E-x53) -D-S-R-A-A-Aib-D-F-I-E-W-
L-K-A-G-G—P-S-S-G-A-P-P-P-S5-NH2

31

Y-Aib-E-G-T-F-T-S-D-L-S-1-Q-K{ y E-x53) -D-K-R-A-A—Q-D-F-I-E-W-L-
K-A-G—G—P-5-S—G-A-P-P-P-S-NH2

32

Y-A1b—Q-G-T-F-T-S-D-L-S-1-Q-K( v E-x53) “E-S—R-A-A—Q-D-F-I-E-W-L-
K-A-G—G—P-5-5-G-A-P-P-P-S5-NH2

33

Y-Aib—E-G-T-F-T-S-D-L-S-1-Q-K (v E-x53) E-K-R-A-A—Q-D-F-I-E-W-L-
K-A-G—G-P-S-5-G-A-P-P-P-S-NH2

34

Y-Aib-E-G-T-F-T-S-D-L-S-1-Q-K(y E—x53) -E-K-R-A-AQ-E-F-I-E-W-L-
K-A-G—-G—P-S—S-G-A-P-P-P-S-NH2

35

Y-Aib-E-G-T-F-T-5-D-L-5-1-Q-K (y E-x53) -E-S-R-A-A-Aib-E-F-I-E-W-
L-K-A—G-GP-5-SG-A-P-P-P-SNH2

36

Y-Aib-E-G-T-F-T-5-D-L-S-1-Q-K(y E-x53) -E-K-R-A-A-Aib~E-F-1-E-W-
L-K-A-G-G-P-5-5-G-A-P-P-P-S-NH2

37

Y-Aib-Q-G-T-F-T-5-D-L-S-1-Q-K(y E-x53) ~-D~S-R-A-A-Q-D-F-I1-E-¥-L~
K=A-G-G-P-5-S-G-A-P-P-P-5-NH2

38

Y-Aib—Q-G-T-F-T-S-D-L-S-1-QK(y E-x53) -D-K-R-A-A-Aib-E-F-I-E-W-
L-K-N-T-G-P-5-5-G~A-P-P-P-5-NH2

39

Y-Aib-E-G-T-F-T-S-D-L-S-1-Q-K( v E-x53) -E-S-R-A-A-Q-E-F-1-E-W-L-
K-A-G—G—P-S-S~G-A—-P-P-P-S-NH2

40

Y-AibQ-G-T-F-T-5-D-L-5-1Q-L-E-5-R-A-A-QD-F-I-E-W-L-K-A-GGP
-5-5-G-A-P-P-P-5-NH2

41

Y-Aib—E-G-T-F-T-5-D-L-S-1-Q-N1e-E-K-R-A-A-Ai b~E-F-I-E-W-L—K-N-T
~G-P-S-S-G-A-P-P-P-S-NH2
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