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21 11 25
100
20 9 26
20 mL 100 mg
1 kg 3 mg
2 6
1 kg 5 mg
2 6
1 kg 5 mg
2 6
1 kg 5 mg
2 6
1.2



TNF «
IgG; « TNFa
2002 1 RA 2003 7
2007 1
Ankylosing Spondylitis AS
NSAIDs NSAIDs
AS
TNFa
AS AS
2000 2008 6
20 209
20 6 6 0606001
AS 20} 2003 5 EU
2009 8 91
AS ol N
2.
AS
3.
i
AS TA-650-18
<5.3.3.2.2> AS C0168T51<5.3.3.2.1>
RA
Antibody to infliximab; ATI
ATI



ELISA 0.1 pg/mL
=+
1 53.3.2.2 TA-650-18 20jj]
AS 33 17 73 65.6+£14.1 kg
5mg/kg 0 2 6 6 42
1 0.1 pg/mL
12~36 6.1% 2/33 42~50 3.1% 1/32
1 AS 5mgkg 0 2 6 6
0 2 6 12 18 24
Core 23.67+7.39 16.10%8.32 8.88+5.10 8.11%5.08 7.40+4.33
(ug/mL) (33) (33) (33) (33) (33)
Cun 91.76+21.10 | 113.40:21.43 | 110.75:20.48 | 103.75x22.91 | 101.47+22.14
(Mg/mL) | (33) (33) (33) (33) (33)
30 36 42 48 50
Core 7.25¢4.21 7.20£4.83 7.30+4.54 6.96+4.48 3.41+2.93
(Mg/mL) | (33) (33) (32) (32) (32)
Cpre ClH 1 +
50 33 ATI 2 6.1% 1 3.0%
30 90.9% ATI 2 12
2 ASSERT 53321 c0168751 20} I 20l B
AS 279 18 74 78.1+£14.2kg
5 mg/kg 0 2
6 12 18 24 5 mg/kg
9% 5mglkg 24 26 30 6 96
-5 mg/kg 36 2
BASDAI Bath Ankylosing Spondylitis Disease Activity Index b3
7.5 mg/kg 5 mg/kg - 7.5 mg/kg
5 mg/kg 24 2 24
102 -5 mg/kg 5 mg/kg 5 mg/kg - 7.5 mg/kg
3 36
18 0.1 pg/mL
5 mg/kg 0 45% 5mg/kg- 7.5 mg/kg 41 14.8%
102 ATI ~5mglkg 563 7.9% 5mgkg 5/83  6.0%
5 mg/kg - 7.5 mg/kg 13/93 14%

L' AS

VAS 0-10
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2 AS 5mglkg 0 2 6 6
0 2 6 12 18 24
Core 29.6£10.9 235£13.0 14.7+10.6 13.4+9.6 11.9+9.4
(ug/mL) (191) (194) (191) (187) (190)
Cun 111.4+27.9 137.4£32.2 136.5¢34.4 126.3+30.6 132.9+33.7
(ug/mL) | (194) (194) (194) (190) (188)
Cpre ClH 1 +
3 AS 24 102
24 36 48 60 72 84 96 102
ema/kg | 00200 1715121 | 19.1+27.6 | 13.9+103 | 13.8£10.1 | 114486 | 12.2¢113 | 25.4%48.3
9G] (72) (58) (53) (45) (43) (39) (35) (34)
smalkg 12.8+10.1 | 13.2t109 | 146593 | 14.1+10.4 | 1544134 | 14097 | 144%89 | 155141
(90) (84) (74) (68) (67) (67) 66 66
sma/ka7 smafka | L1868 | 124%13.1 | 17.7420.3 | 2582368 | 10.2¢158 | 17.9¢152 | 193131 | 2374264
9Kg=1.omaikg | (103) (102) (88) an 75 69 65 63
24-96 e
1
AS
ASSERT 24 0.1 pug/mL
0.1 1pg/mL 1 10 pg/mL 10 pg/mL 24 ASAS Assessment in Ankylosing
Spondylitis 20% 2 10.00 50.00 65.43 66.32%
0.1 pg/mL 1 pg/mL
ASAS 20%
ATI
ATI
ASSERT 24 ATI 24 ASAS
20% ATI 0% 0/5 62.7% 121/193
ATI 24 ATI
2 24 ASAS 20%
AS AS
RA
AS ATI
2
ASSERT
AS
ASSERT
BMI 0 BASMI 0 BASFI
2 VAS
3 20%



24

ATI ASSERT
AS
AS TA-650-18
<5.3.5.2.1> AS 2 C0168T51<5.3.5.1.1>
P01522<5.3.5.4.1>
1
1 53521 TA-650-18<20j] >
NSAIDs AS ° 30
50
5mglkg 0 2 6 6 42
50 5mg/kg 6
4
33 FAS Full Analysis Set
50 2 1
24 ASAS 20% 97.0% 32/33
ASAS 20% BASDAI 50%
4 ASAS  20% BASDAI 50%
ASAS  20% BASDAI 50%
2 69.7 23/33 394 13/33
90.9 30/33 485 16/33
12 97.0 32/33 57.6 19/33
24 97.0 32/33 78.8  26/33
36 938 30/32 750 24/32
50 87.5 28/32 781 25/32
%
8 3 Modified NewYork Criteria 1984
BASDAI VAS 4

8



50 97.0% 32/33

6.1% 2/33
3.0% 1/33
87.9% 29/33
5
5 50
15 455 9 273
3 91 2 61
5 152 2 6.1
2 61 2 61
2 61 2 6.1
DNA 16 485 16 485
8 242 4 121
ALT GPT 6 18.2 3 91
2 6.1 2 6.1
2 61 2 61
%
AS
2
ASSERT 535.1.1:co168T51<20ff]l I 20l B >
NSAIDs As ¢ 275 < 200 75 >
Brandt Brandt J et al., Arthritis Rheum, 43: 1346-52, 2000,
5 mg/kg 0 2 6 12 18
24 5 mg/lkg 6 96
5 mglkg 24 26 30 6 96 o
5 mg/kg 36 BASDAI 2 3
7.5mg/kg 102
279 201 78
277 202 75 °
24 ASAS 20% 6
p<0.001 Cochran-Mantel-Haenszel %2
24 BASDAI 50% 6
3 Modified NewYork Criteria 1984
BASDAI 4 VAS 4

1 5mg/kg



6 24 ASAS 20% BASDAI 50%

201 78 :
ASAS  20% 61.2 123/201 19.2 15/78 <0.001°
BASDAI 50% 51.0 101/198 107 8/75 <0.001°
2 Cochran-Mantel-Haenszel y° Py %
36 7.5mg/kg 106/201
BASDAI 54 44 48 5.3 4.2
4.8 BASDAI 3 6.6% 20.6%
32.9%
24 82.2% 166/202
72.0% 54/75 3.5% 7/202
2.7% 275 2 / / /
1
2 1
64.9% 131/202 48.0% 36/75
8.4%<17/202 > 2.7%<2/75 >
4.0%<8/202 > 1.3%<1/75 > 4.0%<8/202 >
0.0%<0/75 > GPT ALT 7.4%<15/202 2.7%<2/75
> GOT AST 3.0%<6/202 > 0.0%<0/75 >
102 — 5 mg/kg 24-102
97.3% 72/74 5 mg/kg - 5 or 7.5 mg/kg 0-102 97.5% 196/201
— 20.3% 15/74 3
2 0-102 16.9% 34/201
3 2
— 9.5% 774 9.0% 18/201
— 79.7% 59/74 86.6% 174/201 7
AS

10



57.1% 20/35

48

p<0.001 Fisher

7 5% 102
5mg/kg—5or
Ts% 102 0-24 —b5mg/kg 7.5mg/kg
76 (24-102 ) (0-102 )
74 201
25.3 70.2 94.2
183 60.1 84.2
39 (51.3%) 59 (79.7%) 174 (86.6%)
7(9.2%) 33 (44.6%) 78 (38.8%)
4 (5.3%) 8 (10.8%) 35 (17.4%)
2 (2.6%) 10 (13.5%) 28 (13.9%)
2 (2.6%) 6 (8.1%) 20 (10.0%)
1(1.3%) 6 (8.1%) 14 (7.0%)
1 (1.3%) 5 (6.8%) 13 (6.5%)
5 (6.6%) 4 (5.4%) 20 (10.0%)
3(3.9%) 7 (9.5%) 15 (7.5%)
0 (0.0%) 1 (1.4%) 17 (8.5%)
0 (0.0%) 4 (5.4%) 9 (4.5%)
1(1.3%) 2 (2.7%) 11 (5.5%)
2(2.6%) 4(5.4%) 4(2.0%)
3(3.9%) 9 (12.2%) 27 (13.4%)
4 (5.3%) 6 (8.1%) 14 (7.0%)
2 (2.6%) 2 (2.7%) 17 (8.5%)
0 (0.0%) 5 (6.8%) 17 (8.5%)
1(1.3%) 4 (5.4%) 12 (6.0%)
0 (0.0%) 5 (6.8%) 9 (4.5%)
2 (2.6%) 2 (2.7%) 11 (5.5%)
7(9.2%) 11(14.9%) 31(15.4%)
1(1.3%) 3 (4.1%) 17 (8.5%)
0(0.0%) 5(6.8%) 8(4.0%)
2 (2.6%) 5 (6.8%) 18 (9.0%)
1(1.3%) 4 (5.4%) 14 (7.0%)
GPT 3(3.9%) 6 (8.1%) 21 (10.4%)
GOT 0 (0.0%) 5 (6.8%) 14 (7.0%)
1(1.3%) 4 (5.4%) 13 (6.5%)
%
2 01522 5354.1:P0152<20ffl | 20l I >
NSAIDs As °© 70 < 35 >
Brandt 0 12
5mg/kg 0 2 6 12 54
5mg/kg 6
5mg/kg 12 14 18 6
48 - 54
5mg/kg 6 102 Year 2
70 35 35
1 53 Year 2
12 BASDAI 50%
8.6% 3/35
6 3 Modified NewYork Criteria 1984
BASDAI NRS 4
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12 71.4% 25/35 77.1% 27/35
3 3
1 11 3
60.0% 21/35 48.6% 17/35
12 54 — 88.6% 31/35 96.7%
— 3 4
8 9 3
/ MRI 1 —
3 1
— 68.6% 24/35 93.3% 28/30
54 102 88.7% 47/53
6 7 /
69.8% 37/53
102 8
8 3
12 12 54 54 102
5mg/kg 5markg 5mg/kg 5mg/kg
27/35 (T7%) | 25/35 (71%) | 31/35 (89%) | 29/30 (97%) | 47/53(89%)
ALT GPT 0 1(3%) 1(3%) 2(7%) 3(6%)
0 0 1 (3%) 1 (3%) 3 (6%)
0 0 0 3 (10%) 0
0 1 (3%)) 1 (3%) 3 (10%) 1 (2%)
2 (6%) 1 (3%) 4 (11%) 0 0
0 0 4 (11%) 3 (10%) 0
0 0 0 0 3(6%)
1(3%) 1(3%) 0 0 4(8%)
0 0 0 0 4(8%)
0 0 2 (6%) 4 (13%) 0
0 0 3 (9%) 0 0
6 (17%) 3 (9%) 3 (9%) 2 (7%) 5 (9%)
3 (9%) 0 4 (11%) 0 6 (11%)
0 1 (3%) 2 (6%) 0 4 (8%)
NOS 1 (3%) 3 (9%) 4 (11%) 2 (7%) 0
0 0 0 0 5 (9%)
0 2 (6%) 1 (3%) 3 (10%) 5 (9%)
1 (3%) 0 2 (6%) 3 (10%) 2 (4%)
(%
AS
102
1
1

12




AS

AS 0.0065 01 0.2
AS HLA-B27 90%
HLA-B27 0.1 0.5%
7%
HLA-B27
1984
HLA-B27
NSAIDs
ASSERT 24 ASAS 20%
5mg/kg 97.0% ASSERT 5mg/kg 61.2%
ASSERT
ASSERT
ASSERT
MTX
4 9
BASDAI 50%
ASSERT 24 ASAS
20% BASDAI 50% CRP
0
CRP ASSERT
0 CRP 2.442.7mg/dL ASSERT
2.242.0mg/dL
30 36.4%  ASSERT
18.9% 30 40 33.3%  ASSERT 30.3% ASSERT

13



9 24 BASDAI 50%

a

81.8% (18/22) | 18.2% (4/22)
72.7% (8/11) 27.3% (3/11)
85.0% (17/20) | 15.0% (3/20)
69.2% (9/13) 30.8% (4/13)
73.9% (17/23) | 26.1% (6/23)
90.0% (9/10) 10.0% (1/10)
R 83.3% (10/12) | 16.7% (2/12)
76.2% (16/21) | 23.8% (5/21)

MTX

@ MTX
1
CRP
AS
AS
AS
AS
AS
2
AS
ASSERT 24 MRI chronicity !

0.00 5mg/kg 0.50 van der Waerden normal
score p=0.096 ASSERT 156 X
2 mSASSS 8 165

ASSERT MSASSS 0.0

van der Heijde D et al., Arthritis Rheum, 58: 3063-3070, 2008

van der Heijde D, et al., Arthritis Rheum, 58:1324-1331, 2008

TNF AS
AS 10
Sieper -
Sieper J et al., Arthritis Rheum, 58; 649-56, 2008 ASSERT
MRI activity o 24
0.25 -2.00 van der Waerden normal score
:p<0.001 AS
! 23 0-6
s
0-4
s 23 0-6
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AS

AS
2
AS 5mg/kg 0 2 6 6 RA
3mg/lkg 0 2 6 8 5mg/lkg 0 2 6 8
AS
Brandt
Brandt RA 3 10mg/kg
3mg/kg 10mg/kg
3mg/kg 1
5mg/kg AS 11 5mg/lkg 0 2 6
12 6 10 8 14 8
4 6
AS RA
AS
AS 5mg/kg 6 8
8
P01522 5mglkg 0 2 6 6
Collantes
P01277 38 Preliminary report
5mgkg 0 2 6 6 8
P01277
NSAIDs MTX 1938
AS 29 5mg/kg O
2 6 8 30 BASDAI mm
10 ESSG Amor 1 NSAIDs
MTX

15



+ 2 42422 6  38+23 14 3621 22
30 4024 0 71413
55 2
3
Collantes-Estevez et al., Ann Rheum Dis, 62: 1239-1240, 2003 38
8 BASDAI 38 31+17 54
38 9 6

40425
22

E
13
38422

BASDAI 38 53+18 50 41424  E Collantes-Estevez

et al., Rheumatology, 44: 1555-8, 2005

2 6
6
AS
5mg/kg 6 P01277 8
ASSERT 103 2 6 8
EASIC 1
F. Heldmann, et al., Ann Rheum Dis,;67 (Suppl 11) :386, 2008
8 HE K 6 Il
AS 8 AS
AS ASSERT RA
CL
V1 V2 Q
AS 0.273L/day 3.06L 2.94L 1.72L/day RA 0.334L/day 2.69L
4.09L 2.22L/day 0.397L/day 3.41L 2.19L 2.64L/day
AS 5mg/kg 1
AS 86.28ug/mL  ASSERT 110.0pg/mL
78.2ug/mL ACCENT-1 92.9ug/mL
3
AS ASSERT
0.1pg/mL 0.1pg/mL
AS
8
6
AS

16



Collantes

5mg/kg 8
8
AS 8
AS 5mg/kg 6
8 8 6
6 8
AS 8
3
1 AS
AS RA
AS RA 10
AS AS
AS
RA AS RA 1.6 RA
ATTRACT C0168T22 96.7
97.7%
AS TNF
AS RA 11 AS
RA
2009 2
1,153,934 RA:586,079
<50.8%> :378,681 <32.8%> AS:44,720 <3.9%>
14,123 AS 557 3.9% 1303 AS 116 8.9%
1385 AS 39 2.8% 285 AS1 04%
1161  AS27  2.3% . 3729  AS
97 2.6% Infusion reaction 1301 AS 53 4.1% 799 AS 15
1.9% 465 AS 36 7.7% 763 AS 10
1.3% 959 AS 44 4.6% AS 3.9%
AS MedDRA
AS
1 o008 2

17



AS

10 AS RA
AS* RA® ¢ | As? RA® f
33 561 122 275 2363 1085
353.4 294.9 314.7 87.8 53.5 46.0
32 (97.0) 543 (96.8) 116 (95.1) 268 (97.5) 2060 (87.2) 991 (91.3)
2(6.1) 65 (11.6) 29 (23.8) 49 (17.8) 370 (15.7) 247 (22.8)
0 4 0 0 13 3
1(3.0) 76 (13.5) 23 (18.9) 25(9.1) 210 (8.9) 89 (8.2)
a.TA-650-18 b. TA-650-P2-03 TA-650-P3-01 TA-650-P3-03 TA-650-13 TA-650-11 (MRA) c. TA-650-11 CD TA-650-P3-04
TA-650-P3-02 TA-650-10 d. C0168T51 e. C0168T07 CO0168T09 CO0168T14 CO0168T15/17 C0168T18 C0168T22
C0168T41 (C0168T29 f.C0168T08 (C0168T11 CO0168T16 C0168T20 CO0168T21 C0168T26
%
11 AS RA
AS RA AS RA
33 561 122 275 2363 1085
353.4 294.9 314.7 87.8 53.5 46.0
9.0 6.1 6.4 14.8 7.8 4.8
20 (60.6) 341 (60.8) 93 (76.2) 218(79.3) 1309 (55.4) 571 (52.6)
0 0 1(0.8) 0 13 (0.6) 1(0.1)
0 2(0.4) 0 0 1(0.0) 0
0 32(5.7) 16 (13.1) 11 (4.0) 140 (5.9) 49 (4.5)
0 7(1.2) 0 3(1.1) 35(1.5) 7 (0.6)
Infusion reaction 7(21.2) 188 (33.5) 42 (34.4) 51 (18.5) 396 (16.8) 212 (19.5)
Infusion reaction 0 2(0.4) 1(0.8) 2(0.7) 12 (0.5) 10 (0.9)
0 1(0.2) 0 0 0 0
0 1(0.2) 0 1(0.4) 102 (4.3) 28 (2.6)
0 0 0 1(0.4) 11 (0.5) 4(0.4)
0 0 0 0 3(0.1) 0
0 0 1(0.8) 4(1.5) 5(0.2) 5(0.5)
%
AS
AS
AS
AS
AS
AS
4
AS

18




AS AS

ASAS/EULAR European League Against Rheumatism AS
ASAS/EULAR Zochling J et al, Ann Rheum Dis, 65:442-52, 2006
TNF Keat A et al., Rheumatology (Oxford), 44:939-47, 2005 TNF
12 AS
NSAIDs NSAIDs
MTX
NSAIDs
NSAIDs
NSAIDs BASDAI 4
NSAIDs BASDAI 4 TNF

15% Vander Cruyssen B et

al., Ann Rheum Dis, 66: 1072-7, 2007 BASDAI
van der Linden S et al.,Arthritis Rheum 27: 361-8, 1984 ~ Amor Amor B et
al., Rev Rhum Mal Osteoartic, 57: 85-9, 1990 ESSG Dougados M et al., Arthristis Rheum, 34:

1218-27, 1991 AS
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12 TNF
ASAS/EULAR TNF
.2 NSAIDs
) NSAIDs 4
3
3
. 2 « BASDAI 4
« BASDAI 4 . VAS 1 4
. 2 4
. 6~12 BASDAI 50% 10 . 12 BASDAI  50%
TNF 2 10 2
VAS 2
AS
NSAIDs
AS
5
AS
AS AS
RA AS
RA
RA
AS
AS
AS
RA
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2 GCP
5.3.3.2.2 5.35.21 GCP
SMO
SMO

NSAIDs
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AS

50

20

13

50
441.8

50

20

ASAS

26

20%

100

5.3.5.2.1: TA-650-18

2009 7 31
2 31
BASDAI
98

22

22

50%

20

13

12

25

80%



13 ASAS  20% BASDAI 50%
ASAS  20% BASDAI 50%
2 69.7 23/33 394 13/33
6 90.9 30/33 485 16/33
12 97.0 32/33 57.6  19/33
24 97.0 32/33 78.8  26/33
36 93.8 30/32 75.0 24/32
50 87.5 28/32 78.1 25/32
62 93.3 28/30 80.0% (24/30)
74 90.0 27/30 86.7% (26/30)
86 96.6  28/29 93.1% (27/29)
98 96.4 27/28 92.9% (26/28)
110 94.7 18/19 89.5% (17/19)
122 100.0  9/9 77.8% (7/9)
134 1000 171 100.0 1/1
%
77.4% 24/31
3.2% 1/31
48.4% 15/31
14 50
4 129 1 32
2 65 1 32
2 65 1 32
2 65 2 65
DNA 3 97 3 97
%
50 50

AS

23

14



10

1 kg 3mg 1
2 6 8
O
___________________________________ 1Yk 8
A0 Ma ] 6mg. .
________________________________________ 4
1 kg 5mg 1
2 6 8
1kg bmg 1
2 6 6~8
1 kg 5mg 1
2 6 8
1.2
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