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DMSO-dg, 0 4000 MHz)& :0 11.230 (s,0 10 H),0 7.780 (s,0 10 H),O0 5.120 (dd,0 J=6.4
,09.60 Hz,O 10 H),0 4.270 (dd,O0 J=15.2,0 108.80 Hz,O 20 H),O0 2.98-2.820 (m,O0 2H
).0 2.390 (s,0 30 H).O MSO (ES1)0 m/z=250.90 [M+H]" .

gooooaad

ooocooobooboooooooooobobboboooooooobobobobooooooooobooao

goooboooooboboooobboo
goooogao

O O
NH
O

AN

Ooo0o0oooodg
OOo0o0ooogdg
Ooo0o0o0ooodg
OoOoo0oooogdg
Ooo0o0oooodg
Ooo0oooogdg
Ooo0oo0ooodg
OoOoo0oooogdg
OooOoo0ooodg
OoOoo0oooogdg
OooOoo0oood
Oo0ooooogdg
OooOoo0oooodg
Ooooooogdg
OooOoo0oooodg
OoOoo0oooogdg
OooOoOo0oooodg
OoOoo0oooogodg
OO0oo0oooogdg
Oo0o0ooooQgodg
OO0o0o0oooogdg
OoOoo0ooogdg
OOo0o0oooogdg
Oo0o0oooogdg
OO0o0o0oooogdg
Ooo0o0ooood
OoOoo0oooogdg
Ooo0o0oooodg
OoOoo0oooogdg
Ooo0oo0oooodg
OoOoo0oooogdg
OooOoo0ooodg
OoOoo0oooogdg
OooOoo0oood

OO0 oDooooooooooogdg
OO0 Do oDoogogogoooooogdg
OO0 oDooooooooooogdg
OO0 oo ooogog4Qgoooooggogog

OoOoooood

O

OO0 o0DoDoogogdgooooggogog
OO oQgooo
OOoooood
O 0Oo0ooood
OOoooood
O Ooo0ooood
OoOoo0ooood
OOoo0ooood
OoOoo0ooood
O Ooo0ooood
OoOoo0ooood
OOoooood
OoOoo0ooood
OOoooood
OoOoo0ooood
OOoooood
OOoo0ooood
OOoooood
O 0O0o0Oooood
OOoooood
O 0O0oO0ooood
OoOoooood
O 0O0oOooood
OOoooood
O O0Oo0ooood
OOoooood
O Oo0ooood
OOoo0ooood
O 0OooOooood
OOoo0ooood

O
O
O

0 m/z=2830 [M+H]™.

O
O
O

O0Ooo0oooaoo
O 0Oo0oooaog
O0Ooo0oooaoo
O0Ooo0oooaog
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao
O 0Ooo0oooao
O0Ooo0oo0ooao
O0Ooo0oooao
O0Ooo0oo0ooao
O0Ooo0oooao
O0Ooo0oo0ooao
OOoo0oooao
O0Ooo0oo0ooao
OOoo0oooao
O0Oo0oo0ooao
O0Ooo0oooo
O0Oo0Oo0ooo
O0Ooo0oooao
O0Oo0Oo0ooo
O0Ooo0oooao
O0Oo0Oooao
O0Ooo0oooaoo
O0OoO0oooao
O0Ooo0oooaoo
O0Oooooaog
O0Ooo0oooaoo

I [ e [ i O Y Y i [ |
O 0Ooo0oooaog

Oooooooooooooogogoog
OooOoooooooooOooOoQgano
OooDooooooogooo0ogao

Oo0ooooooooooogoQgdg
OO0 oo ooogog4gogooDooggogaog

OooooooQgdg
OOooooogg
OooooooQgdg
OOooooogg
OooooooQgg
Ooooooogg
OooooooQgdg
Oooooogdg
OooooooQgodg
Oooooogdg
OooooooQgodg

X Oooogogooao
OooooooQgodg
Oooooooogg
OoOoooooogodg
Oooooooogg
OoOooo0oooogoadg
Ooooooogg
OOo0Doooogdg
Ooooooogdg
OO0 oooogdg
OooooooQgdg
OO0 oooogg
Ooooooogdg
OOooooogg
OoooooooQgdg

O0Ooo0oooog

O o

OooooooQgdg

o

O Oo0ooooaog

(]

O Ooooo
O Ooooao
O Ooo0ooo
O Ooooao
O Ooo0ooao

O0Ooo0ooao.o

O

O Ooogooao
O 0Ooo0oo0ooo
O Ooogooo
O oOoooOoood

mMSO

Oooooogg
OooooooQgdg
Ooooooogdg
Ooooooogdg

10

20

30

40

50



(142) JP 2020-504711 A 2020.2.13
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0000000000000 0000000O0C0O000000000000000000
000000000000 0000000 HI NMRO (4000 MHz,O DMSO-dg)d & O 10.970

(s,0 10 H),0 7.690 (d,0 J=4.4,0 10 H),0 7.240 (d,0 J=4.8,0 10 H),O 5.04-4.990 (m

,0 10 H),0 4.56-4.430 (m,0 20 H),0 2.90-2.860 (m,0 10 H),O0 2.620 (s,0 10 H),O 2.
38-2.340 (m,0 10 H),O0 2.03-1.990 (m,0 10 H).O MSO (ES1)O m/z=2510 [M+H]*.
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0000000000000 00000000O0O0O00000000000000000
0000000000000 0000000O0C0O000000000000000000
000000000000 00O0000000 HI NMRO (4000 MHz,O DMSO-dg)0 & O 10.
730 (s,0 1H),0 8.520 (s,0 10 H),O 7.50 (t,0 J=54.40 Hz,O 10 H),O0 4.07-4.060 (m,

0 2H),0 3.29-3.240 (m,0 1H),0 2.95-2.820 (m,0 1H),0 2.53-2.520 (m,0 1H),0 2.14-2
070 (m,0 10 H),O0 1.74-1.640 (m,O0 1H).O MSO (ES1)O m/z0 333.00 [M+H]O *.
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0 H),O0 8.280 (s,0 10 H),O0 7.370 (t,0 J=55.6,0 10 H),0 5.05-5.000 (m,0 10 H),O 4.

48-4.330 (m,0 20 H),0 2.92-2.830 (m,0 10 H),0 2.640 (d,0 JO =25.2,0 10 H),0 2.37
-2.330 (m,0 10 H),0 2.02-1.970 (m,O 10 H).O MSO (ES1)O m/z=3010 [M+H]*.
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0 (s,0 30 H),O 2.540 (s,0 30 H).
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3000 MHz,O CDClZ)0 & O 7.470 (s,0 10 H),0 4.890 (s,0 20 H),0 3.920 (s,0 30 H).
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000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 000O00000000O0000O00O0O0OYHO NVMRD (4000 M
Hz,O DMSO-dg)d & O 10.680 (s,0 10 H),0 7.640 (s,0 10 H),0 5.130 (dd,0 J=5.6,0 8.
40 Hz,O 10 H),O0 4.460 (s,0 20 H),O 3.10-3.020 (m,0 20 H),0 2.58-2.540 (m,O0 10 H)
,0 2.28-2.230 (m,0 10 H),0 2.10-1.990 (m,O0 40 H),O0 1.80-1.720 (m,0 30 H),O 1.65-
1.530 (m,0 40 H).0O MSO (ES1)0 m/z=333.10 [M+H]*.
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8.0,0 13.20 Hz,O 1H),0 4.400 (d,0 JO =6.00 Hz,O 2H),0 4.280 (q,0 JO =41.60 Hz,O
2H),0 2.93-2.840 (m,0 1H),0 2.73-2.600 (m,0 1H),0 2.37-2.260 (m,0 1H),0 2.07-1.9
70 (m,0 1H).
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20 (m,0 1H),0 2.580 (s,0 3H),0 2.61-2.560 (m,0 2H),0 2.34-2.250 (m,0 1H),O0 2.00-
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0 1H),0 6.180 (t,0 J=5.60 Hz,O 1H),0 5.140 (dd,0 J=5.2,0 12.40 Hz,O 1H),0 4.41-4
.310 (m,O0 4H),0 3.920 (t,0 J=5.60 Hz,O 2H),0 3.20-3.170 (m,0 3H),0 3.09-3.010 (m
,0 2H),0 2.68-2.580 (m,0 1H),0 2.170 (s,0 3H),0 2.09-1.980 (m,0 2H),0 1.84-1.77

O (m,0 2H),0 1.130 (s,0 9H).0O MSO (ES1)O m/z0 803.70 [M+1]” *.
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0 2.34-2.220 (m,0 1H),0 2.120 (s,0 3H),0 1.98-1.950 (m,0 1H),0 1.81-1.770 (m,O0 2
H),O 1.120 (s,0 9H).
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=6.0Hz,O 1H),O0 7.850 (s,0 1H),O0 7.490 (d,O0 J=8.80 Hz,O 2H),0 7.41(d,0 J=8.40 Hz,
0 2H),0 5.130 (dd,0 J=5.2,0 12.40 Hz,O 1H),0 4.510 (t,0 J=6.40 Hz,O 1H),0 4.440

(d,0 JO =5.60 Hz,O 2H),0 4.360 (s,0 2H),0 3.28-3.220 (m,0 4H),0 3.170 (s,0 2H),
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2.400 (s,0 3H),0 2.19-2.130 (m,0 1H),0 2.07-1.980 (m,0 2H),0 1.82-1.750 (m,O 1H)
,0 1.610 (s,0 3H),0 1.460 (s,O 4H).
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0 H),O 4.250 (d,0 J=17.6,0 10 H),0 3.09-3.000 (m,O 1H),0 3.00-2.840 (m,0 1H),0 2
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tanEs | BRE W
IL-18 IL-6 TNF-a IL-2
DNSO 0. 1% 0% 0% 0% 1.0
1 5 25 0 22 0.8
2 5 88 31 65 1.9
3 10 0 0 0 0.9
4 10 0 0 0 0.7
5 10 0 1 0 1.4
6 10 14 8 16 1
1 10 60 47 41 1.7
8 10 80 n N 1
9 0.1 98 100 98 0
10 10 21 13 37 0.6
1 10 65 26 46 2.6
12 10 52 0 56 0.8
13 10 90 66 84 1.2
14 10 88 65 85 1.5
15 10 617 56 55 0.17
16 10 80 51 18 2.2
17 10 4 14 26 1
18 10 36 32 48 0.9
19 10 19 18 59 4
20 10 50 19 58 2.2
21 10 14 13 74 2.9
22 10 0 16 26 0.8
23 10 69 45 82 2
24 10 1" 6 23 0.7
25 10 45 22 4 1.3
26 10 2 14 K] 0.9
21 10 21 3 22 0.8
28 10 0 9 0 0.9
29 10 517 19 60 —
30 1 81 98 84 0.4
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31 1 16 40 80 1.7
32 0.1 67 65 62 0.8
33 0.1 95 99 95 0.3
34 1 10 39 69 1.6
35 1 44 16 39 1.4
36 1 40 38 33 0.8
37 1 4 3 6 1.1
38 1 84 94 87 0.6
39 1 24 0 18 1.4
40 1 37 17 34 0.3
41 1 89 95 90 0.3
42 1 9N 97 90 0.4
43 1 13 88 17 0.5
44 1 45 6 41 1

45 1 19 18 22 —
46 0.1 54 85 58 -
47 0.1 99 100 97 -
48 0.1 96 100 92 —
49 0.1 61 87 62 -
50 1 14 0 1 -
51 1 38 5 49 -
52 0.1 98 100 95 -
53 0.1 60 90 65 -
54 0.1 96 100 93 -
55 0.1 99 100 96 -
56 1 b5 12 59 -
57 1 42 32 44 —
58 10 82 53 92 1.9
59 10 45 10 81 1.8
60 1 91 95 93 0.2
61 10 53 11 66 0.8
62 10 51 15 63 -
63 10 27 1 34 -
64 10 22 8 45 -
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30 42,68

9 6.7 10
31 131.32

32 61. 69

33 5.90

34 84. 88

35 112. 06

37 123.56

38 49.00 20
39 87.44

40 46.04

A1 55. 24

42 50. 70

43 56. 02

36 92. 87 0
44 57.33

45 90.35

52 0.58

46 65. 15

53 2347

47 0.64

54 225 40
48 1.46

55 1.51

49 11.93

57 265. 24




ogogoano

(195)

£33 1IuUNDIEEWEETHGPTI 20 B LA

GSPT1 & > /3%
{LEanES
HULAL

DMSO 100. 00
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35 44. 46
37 153. 84
38 5.52

39 95. 98
40 39. 98
41 6. 40

42 8. 44

43 14. 23
36 32.62
44 53. 61
45 22. 34
52 1.05

46 4.73

53 6.18

47 2.61

54 2.72

48 3.85

55 2.86

49 20. 01
57 28. 42
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4 TuNDIEEHBETO HI048 MlnEHFF

tanEs HRaEHFE
DNSO 100. 00
9 1.50
30 8.55
3 84.29
32 10. 62
33 8.76
34 12.95
35 15. 49
36 10. 64
37 55. 04
38 8.35
39 58. 32
40 12.95
41 9.42
42 8.70
43 1.97
44 13. 82
45 12.70
46 9.35
47 8. 91
48 9.03
49 1.67
50 15.83
51 94. 94
52 9.22
53 8.51
54 8.1
55 1.63
56 29.12
57 12. 36
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9 7.93
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31 26.82
32 10.77
33 8.21
34 8.34
35 12. 40
36 71.51
37 10. 48
38 7.89
39 19. 88
40 13. 64
41 9.37
42 8. 68
43 7.63
44 14.28
45 9.89
46 11. 46
47 8.58
48 6.89
49 6.10
50 13. 40
52 10. 30
51 24.09
53 8.09
54 6.12
55 7.94
56 26.33
57 8.70
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LtEHES RE @M &%
DNSO 0. 1% 0
1 10 6
2 10 32
3 10 0
4 10 0 10
5 10 24
6 10 0
7 10 24
8 10 42
g 0. 003 50
10 10 18
1 10 18 20
12 10 31
13 10 0
14 10 0
15 10 19
16 10 23
17 10 21
18 10 3
30
19 10 29
20 10 19
21 10 16
2 10 23
23 10 34
2 10 26
25 10 20
26 10 0 40
27 10 0
28 10 0
29 10 10
30 1 50
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31 10 12
32 0.5 25
33 0. 003 50
34 10 99
35 10 93
36 10 100
37 10 51
38 0.3 50
39 10 9
40 0.02 50
LY 0.3 50
42 0.8 50
43 10 100
44 0.1 50
45 1 59
46 0.1 100
47 0.1 100
48 0.1 100
49 0.1 100
50 1 41
51 1 0
52 0.1 99
53 0.1 100
54 0.1 100
55 0.1 100
56 0.1 10
b1 1 45
b8 6 50
59 2.8 50
60 0.2 50
61 2.8 50
62 1 "
63 1% 50
64 10 13
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30 52.81
9 19.57
31 102. 66
32 91.23
33 21.72
34 102. 35
35 99. 01
37 105. 62
38 54.70
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International application No.
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BoxNo.ll Observations where certaln clalms were found unsearchable (Continuatlon of Hem 2 of first sheet)

This internaticnal search report has not been established in respect of certain elaims under Article 17{2)(a) for the following reascns:

1. D Claims Nos.:
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2 I:I Claims Nos.:
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3. D Claims Nas.:
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Box No. lll Observations where unity of Inventlon Is lacking {Continuation of ltem 3 of first sheat)

This International Searching Authority found multiple inventions in this internatiohal application, as follows:

see additional sheet

As all required additional search fees were timely paid by the applicant, this intemational search report covers all searchable
claims,

2. |:| As all searchable claims could be searched withaut effort justifying an additional fees, this Authority did nat invite payment of
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restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

11, 13{completely); 1-10, 14-18, 20-94(partially)

Remark en Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fes.

The additional search fess were accompanied by the applicant's protest but the applicable protest
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