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goooao

Table 1-3 3V /ﬁ%ﬂi(@lTﬂ:AM)

Ex. # |{E&¥a

1 ==Y

2 [NFK#(C18 —B)]=S=U>

3 [NFKiH(Cl6 ZBER)I=SZVY

4 [NFK#H(C14 —B)ISSU>

5 [NRIH(C14 =F&-2xgGlu-4xOEG)]= X1 >

6 [NK#(C12 —E)]=3Y>

7 [NF#(C16)]Z 3 U

8 [NXIH(C18 —B&), 5I1==Y>

9 [NK#(C18 —F), OVIZS S Y

10 [NKEH(C18 =EB), OIl==x1) >

11 [N (C18 —E&), 17112V >

12 [NK##(C18 —E), 201133 Y

13 [Nk (C18 —Ek), 18A]I I U Y

14 | [NER#(C18 —B), 9L]I 3>

15 [NXK#(C18 —@), 8L1Z 3>

16 | [NER#(C18 =), 6H]Z3Y>

17 [NRH(C18 =BE§), 5H]IS =YY

18 [NK##(C18 —B), 32H]= 3 Y 2

19 [NRi##(C14 ZEg-gGlu), des1l]= =YY

20 [NXKim(C18 ZER), 23Y]= 31>

21 [N*i$(C18 —B&), 30S, 31G]ZS 3>

22 [NRI#(C20 —E&), 30S, 31G]3 = U’/

23 [N3K##(C18 —F&-gGlu), desl, 30S]3 31>

24 | [NK#E(C18 —E), 5V, 9VIS U

25 [NKif(C18 =@), 5I,9I]1=zY>

26 [Ni#(C18 =), 9V, 10I]33 Y >

27 [NR#(C18 =E), 9L, 10A]= 3 Y~

28 [NzRKi(C18 —E&), 2P, 9VIE =1 >

29 [NR#FH(C18 —E), 3P, 9V]= =1

30 [NK#H(C18 —E), 4P, V]I I >

31 [NE#E(C18 =Ek), 9V, 25P]S S >

32 [NR#H(C18 =@&), 9V, 28P1= =)V

33 [NFRim(C18 @), 9V, 18A]= s>

34 [Nk##(C20 =@-gGlu), 23Y, 30S, 31G]= s>

35 [N*#%(C18 —M-gGlu), desl, 30S, 31P]= 31>

36 [NX#(C18 =), 5V, 9V, 20V]Z 3 1) >

37 | [NK#H(C18 @), 51, 91, 1011221 >

38 [N3k#%(C18 =#), 3P, 4P, 9V]Z = >

39 [NK#(C18 —B), 9V, 12K, 25K]Z = 1J &

40 [N3R#(C20 =@-gGlu), desl, 30S, 31G]I 31 >

41 [N (C20 ZE&-gGlu-OEG), desl, 30S, 31G]= =1 >

42 [N#%(C20 —F-gGlu-2xOEG), desl, 30S, 31G]= 3 >

43 [N*i%(C20 —E-gGlu-3xOEG), desl, 30S, 31G]2 3 1 >
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44 [NR#(C20 —E&-gGlu- 4xOEG), desl1, 30S, 31G]2 = V)

45 INEK#H(C20 =P&-gGlu-5x0EG), desl, 30S, 31G]= =Y

46 [N##(C18 —#-gGlu), desl, 30S, 31G]ZS 3>

47 [NXiH(C16 —Ek-gGlu), desl, 30S, 31G]= x>V

48 [NX#%(C18 =E%), desl, 30S, 31G]= 21>

49 [NRiH(C16 —#), desl, 30S, 31(5]:5uy

50 [NKi##(C14 —@-gGlu), desl, 30S, 31G]S 3>

51 [NK#%(C14 —E), desl, 30S, 31G]I 3 Y

52 [desl, 4K(C20 —E-gGlu), 30S, 31G]1S 3>

53 [des1, 16K(C20 —#-gGlu), 30S, 31G]I 31>

54 [des1, 19K(C20 —@&-gGlu), 30S, 31G]Z 3 Y >

55 [des1, 27K(C20 —M@-gGlu), 30S, 31G]S 3V~

56 | [Nki%(C20 —E&-gGlu), des1, 23Y, 30S, 31G]S 3

57 [NR#(C20 —E-gGlu), 1A, 23Y, 30S, 31G]S 3y Y

58 [N3K##(C18 —E-gGlu), desl, 23Y, 30S, 31G]I 3>

59 [Nk#(C20 —&-gGlu), desl, 30S, 31G, 33Y]2 31>

60 [NR#(C20 —E-gGlu), desl, 30S, 31G, 33H]ZI S

61 [NK#%(C20 —E-gGlu), desl, 30S, 31G, 33F]3 3 v

62 [N3K#(C20 —@&-gGlu), desl, 30S, 31G, 33L]I 3>

63 [NXKI5H(C20 ZEk-gGlu), desl, 30S, 31G, 33S]= = >

64 [NK#%(C20 —E-gGlu), des1, 30S, 31G, 33G]I 3>

65 [Nk#(C20 —E&-gGlu), desl, 30S, 31G, 33A]S 3V

66 [NK#%(C20 —E&-gGlu), des1, 15E, 30S, 31G]S 31U

67 [NXR#H(C20 =Eg-gGlu), desl, 15e, 30S, 31G]S =Y v

68 [NK# (7 FI), desl, 4K(C20 =E-gGlu), 30S, 31G]I IV

69 [N (7 F ), desl, 16K(C20 —E-gGlu), 30S, 31G]I 3 Y >

70 [N (7 FI), des1, 19K(C20 —E%-gGlu), 30S, 31G]S 21 v

71 [NKS#(7 £ FIL), desl, 27K(C20 —@-gGlu), 30S, 31G]1= I >

72 [NR$%(C20 —Et-gGlu), desl, 12H, 30S, 31G]I 31 >

73 [NR#H(C20 =#&-gGlu), desl, 25H, 30S, 31G]= 3 YV

74 [Nk#%(C20 —HEk-gGlu), desl, 30T, 31G, 32T]= I U >

75 [NK$#(C18 —Ek-gGlu), desl, 30S, 31G, 32P]3 31 >

76 [NRi#(C18 —E-gGlu), desl, 9V, 30S, 31G]S =1

77 [NK#(C18 —H#), 5I, 9I, 101, 20I]Z = 1 ¥

78 [NR##(C18 —Bk-gGlu), desl, 4Q, 30S, 31G]= 31 >

79 [NK##(C20 —@£-gGlu), desl, 4G, 23Y, 30S, 31G]I I Y

80 [NXR##(C20 —E-gGlu), des1, 23Y, 30S, 31G, 33Y]= 3>

81 [NRi#(C20 —#-gGlu), des1, 23Y, 30S, 31G, 32A]13 31>

82 [NK#(C20 —E-gGlu), desl, 21S, 23Y, 30S, 31G]I 31>

83 [NR##(C20 —E&-gGlu), -1E, 1A, 23Y, 30S, 31G]= =) >

84 [N##%(C20 —@-gGlu), desl, 12H, 25H, 30S, 31G]S 321>

85 [N3R##(C18 —Ek-gGlu), desl, 6T, 9V, 30S, 31G]= =) >

86 [NXi#%(C18 —#E-gGlu), desl, 5V, 9V, 30S, 31G]S =1 >

87 [NXK##(C18 —E-gGlu), desl, 4Q, 16Q, 30S, 31G]I 3 1Y >

88 [NK#(C20 —E4-gGlu), des1, 23Y, 30S, 31G, 33Y, CKig(-)]S 3>
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89 [NX#(C20 —E-gGlu), des1, 23Y, 30S, 31G, 34G, CKi(-)]S =Y
90 [N*#(C20 —®&-gGlu), desi, 23Y, 30S, 31G, 34K, cxim( NEEYD)
91 [N3R#(C20 —#-gGlu), desi, 9S, 23Y, 30S, 31G, 33Y]3 3 >
92 [NR#(C20 —B-gGlu), des1, 9T, 21S, 23Y, 30S, 31G]= 3 >
93 [Nk#(C20 —E-gGlu), desl, 12H, 25H, 30T, 31G, 32T]2 3 1) :
94 [N*#%(C18 —B-gGlu), desl, 6T, 9V, 30S, 31G, 32T]=2 = U >
95 [N*#%(C18 —@-gGlu), desl, 6T, 9V, 30T, 31G, 32T|S 2>
96 [N##%(C18 —B-gGlu), desl, 5V, 9V, 10V, 30S, 31G]I 2 U >
97 [N&##(C20 —B-gGlu), desi, 21S, 23Y, 30S, 31G, 33Y]3 3 1) >
o8 [NKi#(C20 —B-gGlu), desl, 4G, 9V, 23Y, 30S, 31G, 32T]2 3 Y >
99 [NK##(C20 —F-gGlu), des1, 9T, 21S, 23Y, 30S, 31G, 33Y]2 31>
100 | [NX#(C20 —E-gGlu), desl, 9S, 21S, 23Y, 30S, 31G, 33Y]= 2 U >
101 | [NX#(C20 =Bt-gGlu), desl, 12K, 23Y, 25K, 30S, 31G, 33Y]S 2 I >
102 | [NFi#(C18 =B-gGlu), desl, 5V, 9V, 10V, 20V, 30S, 31G]=Z 3 1>

[NF#%(C20 —B&-gGlu), 4G, 15Q, 21Q, 23Y, 30S, 31G, 32T, 33Y]= = U
103 |
104 | [NFK#%(C20 —B-gGlu), desl, 4G, 9V, 23Y, 30S, 31G, 32T, 33Y]=2 3 U >
105 | [N&i#(C18 =—HE-gGlu), desl, 6T, 9V, 14T, 21E, 30T, 31G, 32TIS 31>
106 | [NXi#$(C18 —fk-gGlu), desl, 6T, 9V, 14E, 21T, 30T, 31G, 32T]Z 2 Y >
107 | [desl, 4G, 15Q, 21Q, 23Y, 30S, 31K(C20 —E-gGlu), 32T, 33Y]2 31 >

[NK#(C20 —B-gGlu), des1, 4G, 15Q, 21E, 23Y, 30S, 31G, 32T, 33Y]3
108 |3y

[NK#%(C20 —E-gGlu), desl; 4G, 15Q, 21Q, 23Y, 30S, 31Q, 32T, 33Y]
109 |I3YY

[NF#%(C18 —B-gGlu), desi, 4G, 15Q, 21Q, 23Y, 30S, 31G, 32T, 33Y]
110 |S3YY ‘

[NFK#(C20 —B8), desl, 4G, 15Q, 21Q, 23Y, 30S, 31G, 32T, 33Y]S 3 Y
111 | v

[NRi#(C20 —B-gGlu), desl, 4G, 15T, 21E, 23Y, 30S, 31G, 32T, 33Y]=
112 | sy

[Nk#%(C20 —F-gGlu), desl, 4G, 15E, 21Q, 23Y, 30S, 31G, 32T, 33Y]=
113 |3Y>

[NK##(C20 =H-gGlu), desl, 9V, 15Q, 21Q, 23Y, 30S, 31G, 32T, 33Y]
114 | 339>

[NKi#%(C20 —E-gGlu), 4Q, 9V, 15Q, 21Q, 23Y, 27G, 30S, 31G, 32T,
115 [33v]z3 3y

[NXK3%(C20 —E-gGlu), desl, 4Q, 9V, 15Q, 21Q, 23Y, 30S, 31Q, 32T,
116 [33v]z 3y

[Nk##(C20 —&-gGlu), desl, 4G, 15Q, 21Q, 23Y, 25H, 30S, 31G, 32T,
117 |[33v]33y>

[NX#(C20 —@E-gGlu), desl, 4G, 9V, 15Q, 21Q, 23Y, 30S, 31G, 32T,
118 [33v]z 3y

[NK#(C20 —E-gGlu), desl, 4G, 9V, 15Q, 21Q, 23Y, 30S, 31Q, 32T,
119 [33v]3 39>

[Nk##(C20 —B-gGlu-2xOEG), desl, 4G, 9V, 15Q, 21Q, 23Y, 30S, 31G,
120 |[32T,33v]33U>
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ooooaon
[NR#(C18 —E-gGlu-2xOEG), desl, 4G, 9V, 15Q, 21Q, 23Y, 30S, 31G,
121 | 32T, 33Y]33y> :
[NK#(C20 —B%-gGlu), desl, 4G, 9V, 15Q, 21Q, 23Y, 30S, 31A, 32T,
122 |33v]z 3y
[NKi#(C20 —Bk-gGlu), desl, 2L, 4G, 9V, 21S, 23Y, 30S, 31G, 32T,
123 |33v]33Y>
[NX#(C20 —B-gGlu), desl, 4G, 9T, 15Q, 21Q, 23Y, 30S, 31G, 32T,
124 [33v]z3vy>
[NX#(C20 =B -gGlu), desl, 4G, 9V, 15Q, 21Q, 23Y, 25P, 30S, 31Q, 10
125 | 32T, 33v]1z310>
[Nk##(C20 —B-gGlu), desl, 4G, 8L, 9V, 15Q, 21Q, 23Y, 30S, 31Q,
126 | 32T, 33139y
[NXK#(C20 —#-gGlu), desl, 2L, 4G, 9V, 15Q, 21Q, 23Y, 30S, 31Q,
127 |32T,33v1z39y>
[NK#(C20 —B&-gGlu), desl, 4G, 9T, 15Q, 21Q, 23Y, 25P, 30S, 31G,
128 | 321, 33v]33y> '
[NXK#(C20 —E-gGlu), 2L, 4G, 8L, 9V, 15Q, 21Q, 23Y, 27G, 30S, 31G,
129 | 32T, 33Y]33Y> _
[NR#(C20 —®&-gGlu), desl, 4G, 9V, 15Q, 21Q, 23aQ, 23bT, 23cY,
130 | 30S, 31Q, 32T, 33Y]3 3> " 20
[NX#%(C20 —B-gGlu), desl, 4G, 9V, 12K, 15Q, 21Q, 23Y, 25P, 30S,
131 | 31G, 32T, 33Y]s3y >
[NX#(C20 —B-gGlu), desl, 4Q, 9V, 15Q, 16R, 19R, 21Q, 23Y, 27Q,
132 | 30s, 31Q, 32T, 33Y]33 Y >
[NXR#(C20 —E-gGlu), des1, 2L, 4Q, 8L, 9V, 15Q, 16R, 19R, 21Q, 23Y,
133 | 27Q, 30S, 31Q, 32T, 33Y]33U >
134 | [NK#(C18 —B) CRm(-)]=3U>
135 | [CER#(-)]=S=U>
0oooooao 30
0000000000000 000000000000000Table 2(@2)000000
0000000000 Table 2(02)000000000000000001000000
000000000 Table 2(02)00000000000000000Table 1(01)0 0
0000000000000 000000000000000000000000000
0000000000000 0000Table 2020000000000 0Table 1(0 1)
0000000000000 0000000000000000000000O0O0Da0 Tabl
e 1(0 100 Table 3(03)0000EX.#80 00000000 O Table 2(0 2)0 0 Table 4
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0oooo
Table 2-3 3 YRTF Rty yK—) ‘
Ex. # [SSYL(BABES 1)ELEL [Ex. # | S3V (EANES 1)LHELET
-7 2/ BuE S/ BUE
1bb | N/A 68bb | desi, 4K, 30S, 31G
2bb | N/A 69bb | desi, 16K, 30S, 31G
3bb | N/A 70bb | desi, 19K, 30S, 31G
4bb | N/A 7ibb | desi, 27K, 30S, 31G
5bb | N/A 72bb | des1, 12H, 30S, 31G
6bb | N/A 73bb | dest, 25H, 30S, 31G
7bb | N/A 74bb | des1, 30T, 31G, 32T
8bb | 5I 75bb | desi, 30S, 31G, 32P
obb |9V 76bb | desi1, 9V, 30S, 31G
10bb | oI 77bb’ | 51, 9I, 101, 201
11bb | 171 78bb | desi, 4Q, 30S, 31G
12bb | 201 79bb- | desi, 4G, 23Y, 30S, 31G
13bb | 18A 80bb | des1, 23Y, 30S, 31G, 33Y
14bb | oL 81bb | des1, 23Y, 305, 31G, 32A
15bb | 8L 82bb | des1, 21S, 23Y, 30S, 31G
16bb | 6H 83bb | -1E, 1A, 23Y, 30S, 31G
17bb | 5H 84bb | des1, 12H, 25H, 30S, 31G
18bb | 32H 85bb | desi, 6T, 9V, 30S, 31G
19bb | desil 86bb | des1, 5V, 9V, 30S, 31G
20bb | 23Y 87bb | desl, 4Q, 16Q, 30S, 31G
21bb | 30S, 31G 88bb | dest, 23Y, 30S, 31G, 33Y
22bb | 30S, 31G 89bb | desi, 23Y, 30S, 31G, 34G
23bb | des1, 30S 90bb | desi, 23Y, 30S, 31G, 34K
24bb |5V, 9V 91bb | desi, 9S, 23Y, 30S, 31G, 33Y
25bb | 51, 91 92bb | des1, 9T, 215, 23Y, 30S, 31G
26bb |9V, 101 93bb | des1, 12H, 25H, 30T, 31G, 32T
27bb | 9L, 10A 94bb | desi, 6T, 9V, 30S, 31G, 32T
28bb | 2P, 9V 95bb | desi, 6T, 9V, 30T, 31G, 32T
29bb | 3P, 9V 96bb | desl, 5V, 9V, 10V, 30S, 31G

10

20

30

40



1) JP 6728141 B2 2020.7.22
00000
30bb | 4P, 9V 97bb | des1, 215, 23Y, 30S, 31G, 33Y
31bb | oV, 25p ospp | 9651 4G, 9V, 23Y, 305, 31G,
32T
32bb | ov, 287 oopp | deS1/ 9T, 21S, 23Y, 30, 316,
33y
33bb | oV, 184 Lo0bp | 46517 95/ 215, 23Y, 305, 31G,
33y
34bb | 23Y, 30S, 31G 101bb ggil’ 12K, 23Y, 25K, 305, 316,
v
35bb | des1, 30S, 31P 102bb gisGl’ SV, 9V, 10V, 20V, 30S,
4G, 15Q, 21Q, 23Y, 30S, 31G,
36bb | 5V, 9V, 20V 103bb | Y
des1, 4G, 9V, 23Y, 30S, 31G,
37bb | 51, 91, 101 10abb | Y
desl, 4G, 9V, 23Y, 30S, 31G,
38bb | 3P, 4P, oV 10abb | 50
desl, 6T, 9V, 14T, 21E, 30T,
39bb |9V, 12K, 25K 105bb | T2
desl, 6T, 9V, 14E, 21T, 30T,
40bb | des1, 30s, 31G 106bb | S707 o
des1, 4G, 15Q, 21Q, 23Y, 30S,
41bb | des1, 30S, 31G 107bb | S0 "o 1y
desl, 4G, 15Q, 21E, 23Y, 308,
42bb | des1, 30S, 31G 108bb | T2 oy
des1, 4G, 15Q, 21Q, 23Y, 30S
31G I ! 7 I I I
43bb | des1, 305, 109bb | S50 Sav
des1, 4G, 15Q, 21Q, 23Y, 30S,
44bb | desl, 305, 31G 110bb | ST Sy _
| des1, 4G, 15Q, 21Q, 23Y, 308,
45bb | des1, 30S, 31G 1a1bb | S v
| des1, 4G, 15T, 21E, 23Y, 30S,
46bb | des1, 30S, 31G 112bb | S0 SN 1
| desi, 4G, 15E, 21Q, 23Y, 30S
47 b 1 I 7 I I 7 I
bb | des1, 30s, 31G 113bb | 00
des1, 9V, 15Q, 21Q, 23Y, 30S,
1
48bb | des1, 30s, 31G 11abb | SO 01
4Q, 9V, 15Q, 21Q, 23Y, 27G,
S, 31G
a9bb | desi, 30s, 1150 | ol Ve 3ot 33y
- desi, 4Q, 9V, 15Q, 21Q, 23Y,
50bb | desi, 30S, 31G 11
es 6bb | 205, 31q, 32T, 33v
des1, 4G, 15Q, 21Q, 23Y, 25H
51bb | desi, G
esl, 305, 31 117bb 308, 31G, 32T, 33Y
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00000
‘ desl, 4G, 9V, 15Q, 21Q, 23V,
52bb | desl, 4K, 30S, 31G 118bb | Lo 5ot 33y
desl, 4G, 9V, 15Q, 21Q, 23V,
53bb | desi, 16K, 30S, 31G 119bb | S0 32T, 33y
des1, 4G, 9V, 15Q, 21Q, 23Y,
54bb | des1, 19K, 30S, 31G 120bb | S0 T Sy
desl, 4G, 9V, 15Q, 21Q, 23Y,
55bb | des1, 27K, 30S, 31G. 121bb | S0 T T 32y
desl, 4G, 9V, 15Q, 21Q, 23V,
56bb | desi, 23Y, 30S, 31G 122bb | S0l T Say
desi, 2L, 4G, 9V, 21S, 23Y,
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Table 8- 3nmol/kgs =) Vit&. HVIHREHLO0~24ER. RUBE#24~48E

FOHRICE 5 BNEREBREDICHT IHR(T v E/4I)

EX.# |PD3wk PDZv b
3nmol/kg 3nmol/kg
(%) (%)
0~24h 24~48h

2 79 60,66667

3 63 9

4 13,5 -4

5 3 -3

6 2 -12

9 58,5 ‘39

13 70 18

21 71 46

22 55,5 63,5

28 84 77

29 52 0

31 62 12

33 73 39

40 49 79

46 82 78

47 66 10

48 52 11

49 28 -2

56 45 67

58 74 63

72 17 11

73 55 62

80 49 56

84 7 3

85 44 24

98 52 57

99 46 68

103 23 10

104 26 28

107 4 =5

108 27 26

109 40 42

110 44 8

113 2T 6

117 20 14

118 26 15

119 25 29

120 22 19

121 0 0
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ocoooo
125 9 5
126 34 24
127 36 21
129 32 0
130 25 10
131 8 9

ocooooao

oooo

Table 9- 3nmol/kg= 3 V) Vib&W. RUE5ROBM ~ 24BEOHMIE T 50BDOE

HERERLVICHYT SHMR(7vEMI)

EX. #
2 21 46 73 104 118 130
3 22 47 80 107 119 131
4 28 48 84 108 120 -
5 29 49 85 109 125 -
6 31 56 98 110 126 -
9 33 58 99 113 127 -
13 40 72 103 117 129 -
ocooooao
ocoooao

Table 10~ 3nmol/kg= =) Vik&EW. RURSZ0BM~24BROHMICHE T5108L
TOBHERERVICHT IHR(TvEAI)

EX. #
2 22 46 72 103 117 128
3 28 47 73 104 118 129
4 29 48 80 108 119 130
9 31 49 85 109 120
13 33 56 98 110 126
21 40 58 99 113 127
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Table 11- 3nmol/kg = 2 Y Uit&W. RUEE%R2465H ~48KM ORI 1+ 508
DEHEREFLVICHTIHR(TvyEAI)

EX. #
2 28 |48 |84 108 119 131
3 31. |56 |85 109 120 -
9 33 |58 |98 110 125 -
13 |40 |72 |99 113 126 -
21 |46 |73 |103 117 127 - 10
22 |47 |80 |104 118 130 -
oooooo
Ooo0ogogoaog
Table 12- 3nmol/kg = 3 Y VL&MW, RUBRE#%245H~48FHORBICE 1510
U EOEBMERERVICHT R(7yvEAI)
TOEX. #
2 31 |56 |98 117 130 20
9 33 |58 |99 118 -
13 |40 |72 |103 119 -
21 |46 |73 |104 120 -
22 |47 |80 |108 126 -
28 |48 |85 |109 127 -
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Table 13- HSAZRAWGEWE FALY F=VRUTIY 2

21 UL AMOEC50(pM)(7 v £ 4 IIb)

(139)
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SREBET v IZBIHS, =

HSA ZFLFIc3ER HSA ZHUVVTICEHER
Ex.# [P 7SV YRR funct. | Exo# [P 73V Y RILEIR funct
funct. EC50 EC50 (pM) funct. EC50 EC50 (pM)
(pM) (pM)

1 3 1 73 27 18
2 3 5 74 50 45
3 8 4 75 80 19
a 6 2 76 10 14
5 27 7| 77 10 6
6 23 8| 78 £l 11
7 10 13| 79 38 42
s 7 7| so 32 29
9 12 9 81 37 41
10 16 5 82 33 27
11 7 5| 83 17 15
12 6 5 84 26 12
13 4 3| 85 33 28
14 28 13| 86 32 13
15 9 7 . 87 9 13
16 15 9 88 461 127
17 p 6| 89 187 64
18 20 17| 90 239 88
19 8 3[ 91 37 4
20 11 7 92 22 23
21 9 6| 93 64 24
22 11 9 94 42 30
23 9 4| o5 65 32
24 20 14| 96 11 8
25 10 7| 97 >0 >
26 7 6 98 47 28
27 8 4 99 20 23
28 8 7| 100 17 16
29 10 7| 101 51 37
30 14 7] 102 12 6
31 14 6| 103 43 23
32 31| 12| 104 67 70
33 8 7| 105 235 45
34 12 14| 106 386 66
35 13 8| 107 68 36
36 23 54| 108 ND ND
37 10 5| 109 37 25
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oooooan
38 12 6| 110 ND ND
39 16 8| 111 22 24
40 13 14| 112 54 18
a1 27 18] 113 36 21
42 17 12| 114 76 60
43 18 11| 115 66 56
44 24 13| 116 62 63
45 15| 10| 117 41 27
46 16 17| 118 57 65
47 18 15| 119 72 49
48 18 17| 120 89 52
49 10 10| 121 50 22
50 6 al 122 53 52
51 7 5| 123 24 28
52 39 34| 124 40 34
53 22 31| 125 70 57
54 28 19| 126 52 40
55 41 29| 127 31 31
56 22 23| 128 23 19
57 20 22| 129 25 25
58 10 10| 130 54 45
59 46 37| 131 18 15
60 53 48| 132 16 15
61 50 40| 133 10 12
62 55 31| 134 481 45
63 63 38| 72bb 14 3
64 142 66 | 95bb 46 9
65 67 40| 127bb 11 6
66 a1 25| 22bb 5 2
67 20 14| 8ebb 7 2
68 36 27 | 106bb 629 103
69 21 28| 135 23628 840
70 32 19 | 124bb 5 4
' 118bb,

71 120bb,

53 30| 121bb 8 4
72 17 12
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Table 14- HSAZBEWEE POV FZVRUTE) U2BEARBET vEAMIZETSH. =
21 U AMDOECS0(pM)(7 v 4 I1a) '

HSA #RVTER :
EX. # | h 731 >-R funct. EC50 (pM) | hCTR funct. EC50 (pM)
21 39 19
22 61 26
23 26 9
34 143 74
35 39 19
40 51 29
41 73 30
42 67 35
43 68 25
44 62 25
45 66 27
46 26 11
47 4 2
48 9 8
49 4 3
50 4 4
51 6 4
52 74 30
53 57 48
54 49 28
55 140 42
56 67 24
' 57 82 51
58 24 15
59 62 49
60 125 72
61 94 73
62 168 78
63 328 154
64 435 239
65 265 102
66 85 40
67 94 23
68 72 37
69 100 44
70 47 22
71 164 59
72 230 48
73 185 22
74 134 56
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000000
75 413 95
76 17 11
79 71 45
80 93 71
81 100 37
82 58 30
83 181 113
84 440 123
85 19 9
86 356 87
88 976 418
89 210 50
90 209 53
91 81 42
92 150 105
93 729 109
94 30 75
95 52 13
96 38 11
97 64 48
98 66 35
99 92 40
100 143 108
101 |93 73
102 106 28
103 128 92
104 122 53
105 179 22
106 157 31
107 |[335 113
108 150 68
109 158 108
110 |70 53
111 52 49
112 | 291 67
113 159 57
114 | 142 97
115 | 546 366
116 |67 36
117 | 212 99
118 | 105 54
119 |86 61
120 |123 68
121 80 38
122 |77 37
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ocooooao
123 64 34
124 122 92
125 152 72
126 223 142
127 140 73
128 173 77
129 565 852
130 185 99
131 154 62
132 37 50
133 44 50
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Table 15-8RL1=3 3 Y VL AMOREM(T v 1 III)

Ex. # | ThT pH 7.5 :EZEER (h) ThT pH 7.5 BIRE#E(%)
40 | >45 100
41 >45 100
42 >45 100
43 >45 100
44 >45 100
45 >45 100
46 >45 100
47 >45 100
50 >45 98
52 >45 100
53 >45 100
54 >45 100
55 >45 94
56 >45 100
58 >45 100
59 >45 100
60 >45 100
61 >45 100
62 >45 100
63 >45 100
64 >45 100
65 >45 100
80 >45 100
98 >45 | 100
101 0 100
104 >45 100
107 0.3 0o
108 >45 100
109 >45 100
110 >45 100
116 1 16
118 0 23
119 1.5 39.5
120 >45 100
121 >45 100
125 >45 100
126 8.4 90
127 >45 100
130 8 2
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Table 16-X 3 Y VL &EMDBEHEH(T v EA1IV)

JP 6728141 B2 2020.7.22

BRE(uM)

Ex. pH pH pH pH pH pH pH pH
# 3.0 4.0 5.0 6.0 6.5 7.0 7.5 8.0
2 >200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
3 >200 | =200 | =200 | =200 | =200 | =200 | =200 | =200
4 >200 | =200 | 2200 | =200 | 2200 | =200 | 2200 | =200
5 >200 | =200 | 2200 | =200 | =200 | 2200 | 2200 | =200
6 2200 | 2200 | =200 | =200 | =200 | =200 | =200 | =200
7 >200 | =200 | =200 | =200 | 2200 | =200 | 2200 | =200
8 >200 | 94 35 >200 | =200 | 2200 | 2200 | 2200
9 >200 | 2200 | 2200 | 2200 | =200 | 2200 | =200 | =200
10 >200 | 182 >200 | >200 | =200 | =200 | =200 | =200
11 >200 | 2200 | 2200 | =200 | 2200 | =200 | 2200 | =200
12 >200 | 2200 | =200 | =200 | =200 | 2200 | =200 | =200
13 >200 | 2200 | =200 | =200 | =200 | =200 | =200 | =200
14 >200 | 2200 | =200 | =200 | =200 | =200 | =200 | =200
15 >200 | 2200 | 2200 | =200 | 2200 | =200 | 2200 | =200
16 >200 | 2200 | 2200 | 2200 | 2200 | 2200 | 2200 | =200
17 >200 | =200 | =200 | =200 | =200 | =200 | 2200 | =200
18 >200 | =200 | =200 | =200 | =200 | =200 | =200 | =200
19 >200 | =200 | =200 | =200 | =200 | =200 | 2200 | =200
20 ND ND ND ND ND ND ND ND
21 >200 | >200 | >200 | =200 | =200 | =200 | 2200 | =200
22 >200 | 2200 | 2200 | =200 | =200 | 2200 | =200 | =200
23 >200 | 2200 | =200 | 2200 | =200 | 2200 | =200 | =200
24 >200 | 150 145 | =200 | 2200 | =200 | =200 | =200
25 >200 | 218 >200 | =200 | 2200 | 2200 | 2200 | =200
26 >200 | =200 | 2200 | =200 | =200 | =200 | 2200 | =200
27 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
28 >200 | =200 | =200 | =200 | =200 | =200 | 2200 | =200
29 >200 | 2200 | =200 | 2200 | =200 | =200 | =200 | =200
30 >200 | 2200 | 2200 | =200 | =200 | 2200 | =200 | =200
31 2200 | =200 | =200 | =200 | =200 | =200 | =200 | =200
32 >200 | =200 | =200 | >200 | =200 | =200 | 2200 | =200
33 >200 |1 >200 | =200 | =200 | 2200 | =200 | =200
34 >200 | 2200 | 2200 | =200 | 2200 | 2200 | 2200 | =200
35 >200 | =200 | =200 | =200 | =200 | =200 | =200 | =200
36 117 9 10 >200 | 2200 | =200 | =200 | =200
37 =200 | 18 >200 | =200 | =200 | 2200 | 2200 | =200
38 >200 | 2200 | =200 | =200 | =200 | =200 | =200 | =200
39 >200 | 2200 | 2200 | =200 | =200 | 2200 | 2200 | =200
40 >200 | 2200 | 2200 | 2200 | =200 | 2200 | 2200 | =200
41 2200 | 2200 | 2200 | =200 | 2200 | =200 | =200 | =200
42 >200 | 2200 | 2200 | >200 | =200 | =200 | 2200 | =200
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43 >200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
44 >200 | =200 | 2200 | =200 | =200 | =200 | =200 | =200
45 >200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
46 >200 | =200 | 2200 | =200 | =200 | =200 | =200 | =200
47 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
48 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
49 >200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
50 >200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
51 >200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
52 >200 | =200 | 2200 | =200 | =200 | =200 | =200 | =200
53 >200 | =200 | =200 | =200 | =200 | =200 | =200 | =200
54 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
55 >200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
56 >200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
57 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | 2200
58 >200 | =200 | =200 | =200 | =200 | =200 | =200 | =200
59 >200 | =200 | 73 >200 | =200 | =200 | =200 | =200
60 >200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
61 >200 | 2200 | 101 >200 | =200 | =200 | =200 | =200
62 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
63 >200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
64 >200 | =200 | 2200 | =200 | =200 | =200 | =200 | 2200
65 >200 | =200 | =200 | =200 | =200 | =200 | =200 | =200
66 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
67 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
68 >200 | =200 | 2200 | =200 | =200 | =200 | =200 | =200
69 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
70 >200 | =200 | =200 | =200 | =200 | =200 | =200 | =200
71 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
72 2200 | 2200 | 2200 | 2200 | =200 | =200 | 2200 | =200
73 >200 | =200 | 2200 | =200 | =200 | =200 | =200 | =200
74 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
75 =200 | =200 | =200 | =200 | =200 | =200 | =200 | =200
76 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
77 =200 |7 11 =200 | 2200 | 2200 | =200 | =200
78 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
79 =200 | 2200 | 2200 | =200 | =200 | 2200 | =200 | =200
80 >200 | =200 | 10 =200 | =200 | =200 | =200 | =200
81 =200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
82 =200 | =200 |1 =200 | =200 | =200 | =200 | =200
83 =200 | =200 | =200 | =200 | =200 | =200 | =200 | =200
84 =200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
85 =200 | 2200 | 2200 | =200 | 2200 | 2200 | =200 | =200
86 =200 | =200 | 2200 | 38 =200 | =200 | 2200 | =200
87 >200 | 2200 | 2200 | 2200 | =200 | =200 | =200 | =200
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88 =200 |1 6 >200 | =200 | =200 | =200 | =200
89 ND ND ND ND ND ND ND ND
920 ND ND ND ND ND ND ND ND
91 =200 | 7 29 >200 | =200 | =200 | =200 | =200
92 >200 | 2200 | 169 >200 | =200 | =200 | =200 | 2200
93 >200 | 2200 | 2200 | =200 | =200 | =200 | =200 | =200
94 >200 | =200 | =200 | =200 | =200 | =200 | =200 | =200
95 >200 | 2200 | =200 | =200 | =200 | =200 | =200 | =200
96 >200 | 177 45 >200 | 2200 | =200 | =200 | =200
97 =200 | =200 | 40 =200 | =200 | =200 | =200 | =200
98 >200 | =200 | =200 | 2200 | =200 | =200 | =200 | =200
99 =200 | =200 | 19 >200 | =200 | 2200 | 2200 | =200
100 | =200 | O 1 63 180 =200 | 2200 | =200
101 | =200 | =200 | >200 | =200 | =200 | =200 | =200 | =200
102 |6 0 >200 | 2200 | =200 | =200 | =200 | =200
103 | =200 | =200 | 156 >200 | 2200 | 2200 | 2200 | =200
104 | =200 | =200 | 119 >200 | =200 | =200 | =200 | =200
105 | >200 | 2200 | =200 | =200 | =200 | =200 | =200 | =200
106 | =200 | =200 | =200 | =200 | =200 | =200 | =200 | 2200
107 | =200 | 2200 | =200 | 148 129 74 =200 | =200
108 | =200 | =200 | 65 >200 | =200 | =200 | 2200 | =200
109 | =200 | =200 |7 >200 | =200 | 2200 | 2200 | =200
110 | =200 | =200 | 149 >200 | =200 | 2200 | =200 | =200
111 (=200 |1 2 0 1 0 0 0
112 | >200 | 132 22 >200 | =200 | =200 | 2200 | =200
113 | =200 | 195 57 =200 | =200 | 2200 | =200 | =200
114 | =200 | 65 7 >200 | 2200 | =200 | =200 | =200
115 | ND ND ND ND ND ND ND ND
116 | 2200 | 2200 | 32 >200 | =200 | 2200 | =200 | =200
117 | =200 | =200 | 38 >200 | 2200 | 2200 | =200 | =200
118 | =200 |2 8 17 5 26 90 173
119 | =200 | 170 56 >200 | =200 | 2200 | =200 | =200
120 | 2200 | 2200 | 96 =200 | =200 | 2200 | =200 | =200
121 | =200 | =200 | 110 >200 | 2200 | =200 | =200 | =200
122 | 2200 | 2200 | 32 =200 | 2200 | 2200 | =200 | =200
123 | =200 | 2200 | 2 >200 | 2200 | 2200 | =200 | =200
124 | =200 | =200 | 61 =200 | =200 | =200 | =200 | =200
125 | =200 | 28 >200 | 2200 | =200 | 2200 | =200 | =200
126 | =200 |0 0 161 >200 | 2200 | =200 | =200
127 | =200 | 31 0 =200 | =200 | 2200 | 2200 | =200
128 | =200 | 25 =200 | =200 | 2200 | =200 | =200 | =200
129 | =200 | =200 |1 1 1 1 52 185
130 | =200 | 174 9 >200 | 2200 | 2200 | 2200 | =200
131 | =200 | 10 >200 | =200 | =200 | 2200 | =200 | =200
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Table 17-S S Y VEAMTOT I YV RUBILY F=UBREIC50(pM)(7 v A VRY

(148)
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VII)

Ex. |h 73U -R$#EA | hCT-R#A r73sY > -R#A |rCT-R#A&
# IC50 (pM) IC50 (pM) IC50 (pM) . IC50 (pM)
41 | 141 85 146 44
42 | 159 50 ND ND
43 | 164 50 ND ND
45 | 389 112 ND I ND
46 | 516 84 ND ND
47 |37 24 22 13
48 | 77 34 63 13
49 |15 11 64 11
50 |54 23 122 17
51 | 773 140 ND 123
52 | 724 136 ND 114
53 | 114 215 1302 65
54 | 442 85 455 44
55 | 202 84 242 27
56 | 394 70 3986 202
57 | 124 108 25 44
59 | 243 113 29 23
60 |57 34 46 20
67 |29 22 17 17
68 |50 10 46 10
69 |74 46 115 42
70 | 206 77 684 71
71 | 251 70 374 31
72 | 565 97 1529 85
81 |[141 102 26 39
99 [ 159 154 45 69
100 | 171 100 46 62
.105 | 309 222 162 72
109 | 131 51 78 12
110 | 122 57 13 13
114 | 297 85 146 21
117 | 166 150 26 31
119 | 152 67 53 16
120 | 166 91 29 27
121 | 371 120 357 32
126 | 225 193 91 31
128 | 216 53 98 28
131 {720 651 385 246
132 | 390 131 1159 69
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Table 18-S = J#IcBHHS S U EAMOTL/2(7 v EAIX)

Ex. # PK2=7J4ivT1/2 (h)
Yirhnid
k=2 0
1 0
2 85
3 17
4 2
6 1
9 90
13 86
21 118
22 108
40 171
46 118
56 88
110 32
116 87
oooooao
ooooao

Table 19-5 v FMIBITEHSI S Y EEMOTL/2(7 vE4X)

EX. # PKSwbkivTi/2 (B | PKS v b sc T1/2 (B5R)
)

YA b=y ND 1

2 12 13

3 3 3

4 3 3

5 6 13
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Table 20-1 S5 LF REARERITHBE LEBAD, LYD-TRICBFEARTFIIYY

FBEXKOPK(7 vtE1AXV)
EEERSA— | A *iEE
d
YS5LFF Ex #2 YsSTLFE Ex # 2

T1/2(85M) 20 67 19 67
Cmax/D 3.9 5.8 3.4 6.9
(kg/L)
AUC/D 129 732 114 712
(hr*kg/L)
L&D VSTLFF Ex #46 YSTILFF Ex #46
T1/2(B5ME) 25 133 21 129
Cmax/D 3.7 5.7 3.4 5.2
(kg/L)
AUC/D 136 656 111 624
(hr*kg/L)
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Table 21-LYD-7 22833 TL/2 RUVETNRAAFALSEN T4 (7 vE4A4 XVI)

Ex. #

LYD-TJ % iv PK, t1/2( /) *

BTFRAFTFRLFEY T4 (%)

2

64

99

HEREE R (L1/2)(ZFAMTHE. n=3TH5

ugboogood
ugbooaod

Table 22-BBiARUVEFEEED. E—FTLRIZBH 24 ERTOENBETMHE(T v
+ 4 XVII)

Ex. #

E—J LXK iv PK, t1/2(BRE)*

BFRAFATRASEY T 1(%)

2

95

98

R RAE PR (t1/2)ERMFEBHE. n=2THD
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(00 0A)
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OooOooooogod
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(0 0 0B)

O 0 0 0O EX.#400 O EX.#460
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OoOdpHDOOD)ODDODODOODODOOOO

goooooooOooogo/WoOoceP-200O0O0O0O0O0O0OOODOODODDOO
goooOooooooOooooboooooboooooobooceLP-1000
gbobooboobooooobobobdpHD0Oboboboboboo
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ooobDADOOO0ODO.smMODODDOEX.#0DDO0O.8BMWODOOEX #4600 O0O0DDDOOO
ocoooDoDoDOoOsmmOOOO0OOOOOpH8.20pHO OO OO OS8mMO O OO O O O 14mg/m
ID0o0o0o0o0ooO0Db0O0O000000oo0oooooOoODODOO0O00DOoooooaIIa)booono
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Table 23-1t &4 EX.#40 R U EX.#46 # &L HFOREM

=2 ~ 10
~ ~ | ¥
~ ~ p n - ~
|2 |§E|D = |G
£ £ = o | D = Q
o [ - Q ,\ ~ ﬁ‘ o
) © ud I 2E | ®© o
< < ﬁ D.U ~ M H"
# # N o
B | s 5% AN | H Og = N
= w w =) N N S = k4
F1 | 0.8 |- 8. |- - >45 | 102
F2 | 0.8 |- 8 58 | 14 >45 | 101
F3 | - 0.8 | 8 >45 | 102
F4 |- 0.8 |8 58 | 14 >45 | 102 20
oooooao
OooDooNDIODODODODODOODODODOODDOODOoDODGOaOn
oooooo
Ooo00oao
Table 24-1t &% EX.#40 R U EX.#46 28T HAIOREY
2 ' 0
I o &
~ o ~
g g |g|2|= |7 X
- * o 30
E |E [E|EIx |G |8 |»
~ ~ — =2 A D g :I'J N n
e © L I QD El O o (Y #K
§ § - I ] = L o
B | 5 5 AN | H | Oc¢g o s X it
B | w i > D | DEla T ¥ &
F5 | 0.8 - 8 - - 101 0.75 8.2 5.9
F6 0.8 - 8 58 14 101 1.2 4.2 4.3
F7 |- 0.8 8 - - o8 0.40 4.8 8.9
F8 | - 0.8 8 58 | 14 102 0.81 1.4 4.0
* PAIME L LB L=, 37°CTOD 8 BEEDRTF FRE
£ 37°CTO 8 HRiEM HMWP , 40
$ 37°CTD S BEMEDRA &/ ¥—T 4+ ABHMAE
x 37°CTCOHMEERX%/H
0oo00o0oQ0o
(@oaoo
O00ODOEX.#400 O EX. #4600 000 0OO0OO
O000ADDODODDO.5MmMOOOOEX.#40000.5mvO0000EX.#460 00000000
000000 DO0O10mMMO DO DO D OO pH7.40 O pH8.20 pHO O O O O O 50mM NaclO O /
gosommOb OO Oo0OoOoOoOOoOoOoOO0oOoOoOO0oooOOoooOOoboosOoo0o0o0oboo40s5000000
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Table 25-1b &% EX.#40 kU EX.#46 Z 2T HAI D RMRENAE

(152)

JP 6728141 B2 2020.7.22

~ (6] g)

T |g |g z i a

E|E |E |T |3 g g

St ~

=) © w | E | o o
< < ~ O O 4
= % [% % 5 |} ias | &%
a2 |8 X |5 |2 |n |5 |®E |RE
F9 0.5 10 7.4 0.47 0.47
F10 | 0.5 10 50 7.4 0.48 0.48
F11 [ 0.5 10 50 7.4 0.48 0.48
F12 | 0.5 10 50 50 7.4 0.48 0.48
F13 0.5 10 7.4 0.48 0.48
F14 0.5 10 50 7.4 0.50 0.49
F15 0.5 10 . 50 7.4 0.50 0.50
F16 0.5 10 50 50 7.4 0.50 0.50
F17 | 0.5 10 8.2 0.4. 0.48
F18 | 0.5 10 50 8.2 0.48 0.48
F19 | 0.5 10 50 8.2 0.48 0.49
F20 | 0.5 10 50 50 8.2 0.49 0.49
F21 0.5 10 8.2 0.49 0.50
F22 0.5 10 50 8.2 0.50 0.50
F23 0.5 10 50 8.2 0.50 0.50
F24 0.5 10 50 50 8.2 0.50 0.50
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g2001omvbgo0ooco01lomvm-000000SGSmMOO O DOCO20mM NaCID O OO DOOOO
20000028 m-0000000O0O0OO0CQCOOOANADUOOOOOOODODDOO
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Table 26-1t &% EX.#46 # 8L HAIDREN

:
£
< s e
=] ~ E ~ o
s |E1§|3|¢ =
E 2| E\F|% 2 £ |y
~’ I Y IE = e -4
-~ ‘\ Nt E ’
© o | [ |2 | @ o L
N 2 ~ 7]
E x‘ = H 1 A © T !E N
® w DD E || Z = = %
F25 | 0.3 16 (19 |19 |5 (20 |7.4 >45 |98
F26 | 0.03 16 |19 {19 |5 |20 | 7.4 >45 | 105
F27 | 0.3 16 | - 28 |- |- 7.4 >45 | 104
- F28 | 0.03 16 |- 28 |- |- 7.4 >45 | 84
oooooad
(00 OE)
OO00O0OEX.g400 00000000
Oo0ooADOO0Oooo.2nMOOODDODEX 40000 0O0O0O0O0O0OO0DOOOOOOOSmMOO
godbboUdpHOpH8. 20000 0D0O0ODO0OO0ODODO0ODDO0ODDO40UODDOUODDOO
0000000 Ooooono@oo200500100mg/mHO0 0000 ODO4000O00O00O00O00NO
0000000000 @oOz00500100mg/mHO 0D ODOOSOD0OO3700400 0000
0000000 ooxXID0DODooDooDoDOoDbDOooooan
OoOoo0ooOooOoao
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Table 27-7F 0% EX.#40 ODREMH

s |8
~ |8 |
~ S R e
£ G L I -
= PR L ~ |3
o z u .
E | o %z & g g lE
e ] i & e o s.a S g
Y £ e e ~ | 9 Q o
~ T R - ~ 3 c, 1oy o N
I = - 9 o z | | ®
=) g (&) ) ~ o &
~ 1 E b 3} o [ (8] o o ; 3
= g2 |3 £ | (& [ b |8 || Y|
£ > = T 2 3 | & 2 2 £ £ £
S | E : o 0 o
| A I m ¢ | | E T <
S (&> @ i |a g | |& |a |E|EE
| &V M ) 0 [ 3 2 3 |+ L |+
E | (A8 | = 1z |& & & |2 |2 |2 (K |X X
| W | =>D |5 o | $ |$ |[¢ | x X | T |¥ |¥ [*¥
F29 (0.2 |8 |- - 8.2 |100 [ 113 (104 (0.9 |08 [0.5 |1.1 [3.4 |4.2
F30 | 0.2 (8 |10 - 8.2 | 100 | 103 (102 (0.8 |0.8 [0.5 |1.1 |1.5 | 3.4
F31 | 0.2 |8 |20 - 8.2 |100 | 102|103 |0.8 (0.8 |05 |1.0 |1.6 |3.1
F33 | 0.2 |8 |50 - 8.2 (100 | 101|101 |0.8 |0.9 |04 |1.0 1.6 |3.2
F34.{0.2 |8 |100 | - 8.2 (100 (101 {101 |0.8 | 0.8 (0.4 |1.1 (1.4 | 2.8
F35 (0.2 |8 |- 10 8.2 | 100 | 101 | 102 | 0.8 0.8_ 0.9 |1.0 (1.5 | 3.0
F36 (0.2 |8 |- 20 8.2 |100 | 101|103 {0.8 | 0.8 |2.2 [1.0 |1.4 |3.3
F37 [ 0.2 |8 |- 50 8.2 (100 | 101|100 |0.8 |0.8 |0.9 |1.1 |1.8 |13
F38 | 0.2 |8 |- 100 | 8.2 | 100 {100 {101 (0.8 |0.8 0.6 |1.0 |2.1 |16
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DoooooQ
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OO0D0O0EX.#2000000000

ODO0O00ADDODO0OU0O0OOEB#200000000000000NOODODO0DO0O00O0d
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Table 28-{t & EX.#2 2 &L HA DR EM

JP 6728141 B2 2020.7.22

2 ~

| - = ~ |8

~ |0 g |5 |~ | & | =

= N ji = = = —~ o v

E N |3 |E [E | ] e £ | o

o |SE|L |8 8 (3 |3 |

:E o E’ H R) o ‘? o := = N

[ NS | D o T £ r4 o = X

F39 |0.4 14 58 |8 - - - 8.2 |>45 |103
F40 |0.4 14 58 |8 - - 2 7.8 | >45 | 102
F41 | 0.4 14 58 |8 - - - 7.4 | >45 |103
‘F42 | 0.4 14 58 |8 - - - 7.0 |>45 | 106
F43 | 0.4 14 |58 |8 - - - 6.6 |>45 | 103
F44 | 0.3 14 58 |8 - - - 6.6 |>45 |99
F45 | 0.3 14 58 |8 - - - 7.0 |>45 | 101
F46 |0.3 14 58 |8 - - - 7.4 |>45 | 101
F47 |0.3 14 58 |8 - - - 7.8 | >45 | 105
F48 | 0.3 14 58 |8 - - - 8.2 |>45 |100
F49 |0.3 14 58 |8 ) - - 8.6 | >45 |100
F50 | 0.003 | 14 58 |8 - - - 7.4 | >45 |72
F51 | 0.013 | 14 58 |8 - - - 7.4 |>45 |99
F52 | 0.027 | 14 58 |8 - - - 7.4 | >45 | 101
F53 | 0.134 | 14 58 |8 - i - 7.4 | >45 | 102
F54 | 0.268 | 14 58 |8 - - - 7.4 | >45 | 104
F55 | 1.34 |14 58 |8 - - - 7.4 | >45 | 103
F56 |2.68 |14 58 |8 - - - 7.4 | >45 | 103
F57 | 0.4 |14 58 |8 - - - 8.2 |>45 |101
F58 | 0.4 14 58 |- 10 |- - 8.2 |>45 | 101
F59 | 0.4 14 |- - 10 |30 ) 8.2 |>45 |101
F60 | 0.4 14 58 |8 - - - 8.2 |>45 |102
F61 | 0.4 14 58 (8 |- - 5 8.2 |>45 |101
F62 | 0.4 14 58 |8 - - 10 8.2 |>45 [102
F63 | 0.4 |14 58 |8 - - 30 8.2 |>45 |102
F64 | 0.4 14 58 |8 - - 50 8.2 |>45 | 103
F65 | 0.4 14 58 |8 - - 100 |8.2 |>45 |101
F66 | 0.4 14 58 |8 - - 150 |8.2 |>45 | 100
F67 | 0.4 14 58 |8 - - - 8.2 |>45 |98
F68 | 0.4 14 58 |- - - - 8.2 |>45 |101
F69 | 0.4 14 58 |- 8 - - 8.2 |>45 | 100
F70 | 0.4 14 ) 8 - - - 8.2 |>45 | 101
F7t | 0.4 |14 - - 8 - - 8.2 |>45 |101
F72 | 0.4 - 58 |8 - - - 8.2 |>45 | 103
F73 | 0.4 - - - 8 - - 8.2 |>45 | 100

10

20

30

40

50



(155) JP 6728141 B2 2020.7.22

DoooooQ
(0 006)

OO0D0O0EX.#2000000000
DO00D0DADCOODCOCOOCOODCOOOODEX.#200000000000000000 14mg/m
I0000000000058MMO0000008MI 0000000000 pHD pH6.60 pHS
0000000000000 00000IINDOO0DD0DD0ND0ODO0ODO0OOO
Dooooo

Ooo0o0ooaog
Table 29-t &% EX.#2 280 8F DL EME 10
| 2 0
| q g
— n ;-: _ °. @
= = = s * > |
£ > - = o o ¥
~— A =2 ~ g : N u
N S B o (5] 0. W K
# u B ~N & . ; L I
& % - o gl H A T S | = X 1
i i Dol D =) o o T S &
F74 0.268 14 58 8 7.4 |98 0.27 3.2 1.0
F75 1.34 14 58 8 7.4 |98 0.25 3.4 0.77
F76 2.68 14 58 8 7.4 |97 0.24 3.6 0.75 20
F77 0.268 14 58 8 8.2 |98 0.15 4.0 2.8
F78 1.34 14 58 8 8.2 |94 0.26 4.7 2.2
F79 2.68 14 58 8 8.2 |94 0.26 4.6 2.0
F80 0.3 14 58 8 6.6 |- 0.102 - 0.22
F81 0.3 14 58 8 7.0 |- 0.075 . | - 0.39
F82 0.3 14 58 8 7.4 |- 0.064 - 0.58
F83 0.3 14 58 8 7.8 |- 0.053 - 0.88
F84 0.3 14 58 8 8.2 |- 0.047 - 2.26
F85 0.3 14 58 8 8.6 |- |0.021 - 4.39

* PAIAEE LI L=, 37°CTO 11 BB TF FRE

£ 37°CT® 11 BMED%HMWP(&EI F74~F79)X & 37°CT®H HMWP ﬁ,mzp(%/ﬁ
) (8% F80~F85)

$ 37°CTM 11 BREORR FE/ v—< 1+ XBR{E

® 37°CTOHEELX%/A
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O0D0O0EX.#2000000000
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mMOOODODODOO0OO0O00O0O58mMO 000000 8mWOOO0O0pHS.20 000000000
O@IINDOODO0DO00DO00O000000000 40
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Table 30-1t &% EX.#2 Z 8L HA DR EME

JP 6728141 B2 2020.7.22

| A

~ | I s | A < -

s |2 E | = * | 2 '

£ oD - £ U o LN

~ N E = ~ c ~ N x

o A5 |8 S | & H ¥

# °-LI E \ ﬁ 3 ; -+ ~ !M
& 5% OC | H || £ & s X 9
i w N2 || | a T ¥ | E
F86 | 2 14 58 (8 |8.2 | 100 | 0.22 0.24 1.8
F87 |1 14 58 (8 |8.2 | 100 | 0.20 2.1 2.1
F88 | 0.5 14 58 |8 |8.2 | 100 | 0.27 2.2 2.6
F89 | 0.2 14 58 | 8 8.2 |99 0.17 1.2‘ 2.4
FO9O0 | 0.05 | 14 58 (8 [8.2 |97 0.06 nd 3.0

* BAIAMEE BB LTz, 37°CTO 8 BHEDRTF FiRE
£ 37°CTO 8 BM#ED HMWP
$ 37°CTO 8 BHEDKRR b E/ T—7 A F+ ABIKRE(Nd=HFH)

" 37°CTCOHERKY/E

ooooo
@oon

O

O000E.#20 00000000
oobobACDOOO0ODo.ocloo.5SmvO 000 EX. #2000 0000C0O00O0O0DOOCOOOODODO 14m
go/mMIDO000000C0O0ODOSSWOOO0O0O00CO8SmMODODOOOpH8.200000000O0O
oonnpnpooooobooooooooooonon

gboooad
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Table 31-{t&# EX.#2 8L 8K 0L ENE

Ny
| q
Il o~ °
() — E ~~ ~
= i £ = *
£ ' < £ o
! ‘\ = Q L g x
~ D E | g ; «
| # us S & . b
& 5 o g H - o ]
Fo1 | 0.01 14 58 8 |[8.2 84 1 2.8
Fo92 | 0.02 14 58 8 |8.2 94 2.7
F93 | 0.05 14 58 8 | 8.2 98 2.7
F94 | 0.1 14 58 8 |8.2 98 2.7
F95 | 0.2 14 58 8 |8.2 99 2.9
F96 | 0.5 14 58 8 |[8.2 99 2.5

* BSRE S B LT, 37°CTO 8 BMEDRTF FRE

x 37°CCOHEIE%.%/A

Doooo
(0 ooJ

O

UO000OEX.#20 00000000
gbobADbDOoDOz2.7pMO2. /MO0 0OD0EX.#20000000000000O0O0O0ODO1
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Table 32-t &% EX.#2 B8O HADREN

ssmMmO OO OD0OpH7 400000000

JP 6728141 B2 2020.7.22

a
I °
mn g g
) = |E |E x| 9
E o ~ E Q [4)
~— A =2 ~ c ~ ®
N A E| ug S | a #
# U S & a3 B
= w DNl D = o o T &g
F97 0.00268 | 14 58 8 7.4 |77 |0.09 |6.1
F98 0.0134 14 58 8 7.4 |89 |0.05 |21
F99 0.0268 14 58 8 7.4 |92 |0.04 |1.2
F100 | 0.134 14 58 8 |74 |94 (024 |1.1
F101 | 0.268 14 58 8 7.4 |94 |0.28 |0.9
F102 | 1.34 14 58 8 7.4 |99 |0.41 |1.0
F103 | 2.68 14 58 8 7.4 |99 |0.42 |0.7

* BIBE S LB L=, 37°CTO 11 BR#BORTF FEE
£ 37°CTOM 11 5@RH#% 0 HMWP
x 37°CTHOHEIERLY%/A

oooooo
(0 0O0K)

O000EX.#20 00000000

OCOoOO00ADDDOOO0OO0OOE#200000000000000NIHDOODODOOOOOO

oooooao
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Table 33-1t &% EX.#2 28U HADRKEM

:\
£
~
[=)]
E )
2 )
il 5 q g
_ ni|s £ S, -
”~~ ~ L
= || |=|8 |2 * o | 10
E |RI|% |E|E|] s g 2 >
N S || W lw | A ) o o H
E * md H I\ w 1 ] T % z °r<
= [ DN | D >~ | = E r4 =Y o T ¥
F104 |0.4 |14 |58 |8 |- |- - 82 |107 |0.30 [3.4
F105 (0.4 |14 |58 |- |10 |- - 8.2 |105 [0.25 [3.2
F106 | 0.4 |14 |- - |10 [30 - 82 |105 |0.23 [3.0
F107 |0.4 |14 |58 |8 |- |- - 8.2 |99 0.31 |0.77
F108 |0.4 |14 |58 |8 |- |- 5 8.2 |99 0.38 | 0.99
F109 |0.4 |14 |58 |8 |- |- 10 |82 |99 0.36 | 0.85
F110 (0.4 |14 |58 |8 |- |- 30 |82 |97 0.41 |0.71 - 20
F111 |0.4 |14 |58 |8 |- |- 50 |8.2 |98 0.53 |0.43
Fi12 |0.4 |14 |58 |8 |- |-~ 100 | 8.2 |99 0.67 | 0.94
F113 |0.4 |14 |58 |8 |- |- 150 | 8.2 |99 0.69 |0.66
F114 |04 |14 |58 |8 |- |- - 8.2 |104 |0.27 |o0.51
F115 |0.4 |14 |58 |- |- |- - 8.2 |99 0.14 |0.72
Fi16 |0.4 |14 |58 |- |[8 |- - 8.2 |101 [o0.20 |o0.66
F117 | 0.4 |14 |- 8 |- |- - 8.2 101 |o0.18 |1.02
F118 |0.4 |14 |- - |8 |- - 8.2 |101 |0.17 |o0.68
F119 |04 |- |58 |8 |- |- - 8.2- |101 |0.37 |o0.70.
F120 (0.4 |- |- - s |- - 82 [102 |0.20 |0.73 30

* BIGEE B L=, 37°CTH 1 ¥ ARDORTF FEE
£37°CTh 1 5 B#NO HMWP
$37°CTD 1 5 ARDOKRR FE/ T—< 4 F ABIAE

oooooo
(0 ooL)

0000000000000 O00O00EX.#000000000
D0D0D0DADODCOODOOOEX.#20000000000000000000000000
20000000000000000000000QNQIC00000IINDOIO000
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Table 34-') S/ ILF FEMAEDETLEY EX.#2 ZETAFIDOREMH

) -
aF 2 |3
= |35l T Q S | K
£ £ n E E./ 2 " =
5 |7 E | T * T | B % | E
£ LD ~ £ 9] o '{E = -+ 10
N RNDE | L Q o B o~ 2
v $# DUy S| D & . 3 : $* E o
& 5 N O g | H | A T 3 s e 3¢ 1N
b wi SIS | D [ o o T = w =
F121 | 0.6 - |14 58 |8 8.2 97 0.02 >45 107 | -
F122 |1 - |14 58 | 8 8.2 98 0.03 >45 96 -
F123 |2 - |14 58 |8 8.2 98 0.03 >45 106 |-
F124 | - 1 |14 58 | 8 8.2 99 2.54 >45 - 104
F125 | - 3 (14 58 | 8 8.2 101 1.17 >45 - 105
F126 | - 6 |14 58 |8 8.2 100 0.62 >45 - 100
F127 106 |1 |14 58 | 8 8.2 98 1.78 >45 105 |97 20
F128 | 0.6 3 |14 58 |8 8.2 99 1.06 >45 98 106
F129 | 0.6 6 | 14 58 | 8 8.2 99 0.67 >45 107 | 103
F130 |1 1 |14 58 |8 8.2 98 1.55 >45 110 |98
F131 |1 3 114 58 | 8 8.2 99 0.85 >45 99 95
F132 |1 6 |14 58 | 8 8.2 | 100 0.75 >45 102 | 104
F133 {2 1|14 58 | 8 - 8.2 99 1.14 >45 97 95
F134 |2 3 |14 58 | 8 8.2 99 0.79 >45 99 98
F135 |2 6 |14 58 | 8 8.2 100 0.66 >45 110 |98

a1 mg/ml EX.#2 #50.27 mM; 1 mg/ml V) 55 )LF F#30.27 mM.

* PRIAEL LB L=, 37°CTO 12 BR%ORTF FRE

£ 37°CTMH HMWP R E(%/A) ' 30
#UV-215 nm BRH; U ST ILF EhbR— 174/ SBEL TLVEL

x UV-280 nm #&H
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Table 35-£ </ LF FEMAEHEILEYMEX. #2EELERORES

p -
o e e
=
= £ |7 2 | K
E (2 |n |2 g T i £
[=)] byl i~ E = *, (] - s
£ |+ EN) - = %) o Eﬂf E ~L
L H\ '\ : Q Nt c : . t-l- H" 10
N [2 |[DE|[ | @& S |a |H i 2
2 | S U S & . | = Bl N N
T ><' ¥ O £ H A T % = _'E :< ¥
® w | M DED >~ | a o T - ) kY|
F136 | 0.6 | - 14 58 8 7.4 95 | 0.00 | >45 101 -
F137 | 6 - 14 58 8 7.4 96 0.08 | >45 102 -
F138 |12 - 14 58 8 7.4 90 0.09 | >45 103 -
F139 | - 0.5 14 58 8 7.4 98 1.36 | >45 96 107
F140 | - 2 14 58 8 7.4 97 0.68 | >45 117 97
F141 | - 4.1 14 58 8 7.4 99 0.47 | >45 100 106
F142 | 0.6 | 0.5 14 58 8 7.4 97 0.74 | >45 100. 101
F143 | 0.6 |2 14 58 8 7.4 95 0.37 | >45 102 102 20
F144 | 0.6 | 4.1 14 58 8 7.4 96 0.34 | >45 95 97
F145 | 6 0.5 14 58 8 7.4 95 0.14 | >45 104 96
F146 | 6 2 14 58 8 7.4 96 0.20 | >45 .| 103 91
F147 | 6 4.1 14 58 8 7.4 97 0.26 | >45 98 98
F148 | 12 0.5 14 58 8 7.4 926 0.13 | >45 100 96
F159 |12 2 14 58 8 7.4 96 0.17 | >45 107 92
F150 |12 4.1 14 58 8 7.4 95 0.19 | >45 98 99
almg/ml EX.# 2#10.27 mM; 1 mg/ml £< 5 )LF F$ 0.24 mM
* BAIR{EE BRI L=, 37°CTOD 12 8MEBORTF FEE
£ 37°CTMH HMWP B E(%/A)
30

$ AR TF FEIEEX EX.#2 RUEITILF FEEORILEZ KRB L TWOS(EX.#2 [FE<7
TLVFREELEBITHEHRT D)
x 5 ILF FD UV-280 nm R
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Table 36-Fi50RAE7 vEA(XIV)DYSHLF FRUEEY EX.#2 I2&b. KRERDIIHT

SHE
B #xt BW 83t BW
(9) (BRL4BS BW (233 5 %)
0HH 15 HHE 28 HAR 15 HH 28 AH
7 7 * . + .
sk 8347 £40 | 8244 £|8332 *lgg0, 050 |g0g k11
USTLF K, 824.6 £ |774.2 £ |773.9 b b
9 % 0. .9 % 0.
0.1mg/kg 44.7 @ 42,9° 41.2° 93.9 £ 0.5 93.9 0.7
EX. #2, 815.5 % |740.3  +|726.5
6+0.6¢ 9+0.7°¢
3.71g/kg 33.3° 34.3° 33.9° 90.6 % 0.6 " | 88.9 + 0.7
VSTLTFE,
0.1mg/kg 819.3 +[765.1 =+ |681.5 .
+EX.#2, 3.74 | 27.7° 27.1° 26° 93.4£0.5° |83.2%1.3°
g/kg

¢ n<0.05, &H&N—TEE ANOVA RU Tukey DB EHERTE; (EFT)ALXFTEED
BATWELHREVNCHEENHS, HREGTFHELSEM, n=10 TRT,
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Table 37-=% =
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JoAEEMTOT I VRUEAILY F=UREK IC50(pM)(7 vt 4A Va RV

Vila) _
h7sY | hCT-R%& h7zJ> [hCT-R h7z1> | hCT-R
Ex. | V-R®E | & Ex. | -R#E& |#& Ex. |-R¥& |#&
# |IC50 IC50 # IC50 IC50 # IC50 IC50
(pM) (pM) (pM) (pM) (pM) (pM)
1 511 431 34 1592 2266 97 186 307
2 902 798 43 432 352 | 100 3167 2824
3 498 413 56 2609 2935]| 101 588 628
4 1189 - 1050 57 1231 2536 | 102 1649 1242
5 8377 6506 60 1067 1527 | 105 22900 17318
6 8972 5684 61 1360 1760 | 106 19721 9146
7 435 834 62 3053 2332 | 107 5445 1267
8 429 368 63 4066 2597 | 111 222 747
9 796 736 64 4360 3632 | 112 431 547
10 417 523 65 1888 1246 | 114 278 326
11 1475 1369 72 697 438 | 115 338 796
12 511 419 73 608 442 | 117 142 450
13 329 279 74 606 1085 | 121 801 300
15 275 473 75 21984 20475 | 122 244 318
16 1312 981 76 764 855 123 11784 5624
17 832 577 77 998 1100 | 124 79 312
i8 1265 1172 78 587 605 | 126 1481 1833
19 1144 515 79 111 385 128 116 200
21 187 315 81 2015 4929 | 129 2560 3624
22 240 188 83 1916 1567 | 132. 3701 1549
23 830 541 85 653 821 ] 133 10698 9664 |
24 824 749 86 812 943 [ 134 297898 42425
25 _ 400 413 87 428 590 135 294388 | 630425
106
26 891 570 88 92023 24195 bb 71390 62870
127
27 374 219 89 7260 3600 bb 1183 959
22b
28 375 351 20 21010 6843 b 469 481
, 72b
29 352 309 92 2609 2935 b 5100 4529
86b
30 323 478 93 1507 1028 b 982 520
95b
31 383 506 94 652 651 b 20158 15330
32 9000 3348 95 2147 1696 | - - -
33 745 752 96 1170 767 | - - -
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