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* 4: Glycosylation site

* 2. H228-H228 disulfide bond
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1
200
15 4 18
1 8mgkg 2
1 8mg/kg
1
2
1956 Castleman
Cancer 1956; 9: 822-838
Hyaline-vascular HV
Plasma cell PC
Multicentric Castleman’s Disease
MCD HV PC MCD
CRP
ESR y
QOL MCD
20 30% Kaposi
B IL-6
Blood 1989 ;74:1360 -7 * 1L-6
IL-6 IeG
Proc Natl
Acad Sc1 USA, 1989; 86: 7547-7551 J Clin Invest, 1990; 86: 592-599
IL-6 CRP
A

Blood, 2000; 95: 56-61
IL-6



New Eng J Med, 1994; 330: 602-605

I1-6
MCD
MCD
1990 1999
10 500 600
MRA IgG1 IL-6
I1-6
CHO 1L-6
I1L-6
9] B MRA001JP
20 B MRA005JP
000 12 20
1)
(1)
Yasukawa U266
I11-6 sIL-6R J Biochem 1990; 108: 673-676

L I
1 B




B Coocer Research 1993; 53: 851-856

I . coNA L DNA
|| cro [} B
Mol Cell Biol 1982; 2: 93-96 cuo [
B
I |
FBS cHOJ}
cHo |} FBS
MCB
MCB WCB
MCB TN 00 |
MCB MCB
WCB MCB  WCB MCB B B vo
|
MCB  WCB MCB
MCB  WCB
MCB WCB MCB

WCB MCB WCB CAL

ves [
MCB WCB MCB WCB  CAL
MCB WCB  MCB  MCB
WCB  CAL I

MCB WCB MCB WCB CAL




o'
M .

CAL

DNA

(3

WCB

WCB

WCB

WCB

MRAO004JP
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I I
Bl s IL-6R e
A B IL6R B

A B
A
B
2)
N C
MALDI-TOF-MS IEF SDS-PAGE
GPC IEC
IL-6R IL-6R
I IL-6
L cDNA H N
cDNA 449 448
C Lys
Lys-C
LC-MS Cys23(L)-Cys88(L) Cys134(L)-Cys194(L)

Cys214(L)-Cys222(H)  Cys22(H)-Cys96(H)  Cys146(H)-Cys202(H)  Cys263(H)-
Cys323(H)  Cys369(H)-Cys427(H) 14
2 Cys228(H)  Cys231(H)

_ -mollmol

32

H 299 Asn

4
N CON |

MRA
Oligosaccharide type G(0) G(1)-1 G(1)-2 G(2)
Peak area ratio(%) - - . .
Co428H 9976 N1720020185 42 144,985.03 H
448 L 214 MALDI-TOF
148,000 GPC 140,000



IEF

MCB

3)

pH

il I B vl

IgG1l IgG2 IgG3 1gG4

TeG1 116
] -
96 sIL-6R IgG
SIL-6R I |
116 B
- in vivo
IL-6 IL-6
A * B * Cc * D) * E

WCB MCB WCB CAL

A C
I N I
CHO
MCB FBS BSA |
I
4
1
SDS-PAGE
GPC GPC IL-6R I
GPC I
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TL-6R BN

IL-6R Cell-based Assay -
IL-6R - I

IL-6R B
IL-6R I H
ir6r || IL6

IL-6R IL-6 IL-6R
H
IL-6
I
in vitro
N B N

-6 [
N R

4)

I I~ v



5)

80 pH
20mL
2 B
MRAO005JP) MRAO006GJP
0.1 8mg/mL
30 750lux 27
24
6)
SDS-PAGE pH GPC
GPC IL-6R B
1)
-50 -80 24 5 6
40 3 50 3 60 3 120 lux hr
200W  hr/m2
GPC
A F H

I
I F o
sps-PAGE crc | N A ¥
60
SDS-PAGE  GPC
m -

-50 24



36

2)
5 24 25 6
40 3 50 3 60 3 120 lux hr
200W  hr/m? 5 3 JIS 7 0232 60
SDS-PAGE GPC
I A
B A ¥ GPC
sps-PAGE 6pc | |
50 60
SDS-PAGE GPC
2 8 24
36
1
bolus
14 MRA
14 1 10mg/kg MRA
150mg/kg ( 22.5ml/kg) 100mg/kg (
15ml/kg)
2)
2 4 2
4 26
2 50mg/kg/
MRA
2 4 50mg/kg/
4 50mg/kg/
MRA Yy -
50mg/kg/ Yy -

10



MRA

4
10mg/kg/

2

26
14.3mg/kg/
24 25

MRA

10mg/kg/

1mg/kg/
12

10mg/kg/ 26

MRA
10

3)

50mg/kg/

5mg/kg/

MRA

24 8 12
50mg/kg/
0.4mg/kg/ 2mg/kg/
10 50mg/kg/
50mg/kg/
MRA Yy -
14 2mg/kg/
10mg/kg/ 1 MRA
28 1 50mg/kg/
1 100mg/kg/ 1
4 (10mg/kg/ ) 1mg/kg/
1
2
12 62,500
1/4 100mg/kg/ 3/5 4/5 MRA
MRA
4 10mg/kg/ 4
100mg/kg/ 26
8mg/kg 8
5mg/kg/
5mg/kg/ 50%
5mg/kg/ 50mg/kg/
MRA
50mg/kg/

11



0.5 5 50mgkg/ 5mg/kg/

0.5 50mg/kg/

0 2 10 50mg/kg/ 10
20 50 100 102
2mg/kg/ 1/10 10mg/kg/ 2/10 50mg/kg/
3/10
MRA 50
10mg/kg/ MRA 2 10mg/kg/
2mg/kg/ 10mg/kg/
50mg/kg/
50mg/kg/
50mg/kg/
50mg/kg/
10mg/kg/
4)
5)
DNA
1 6
1L-6
2
6)
7)
IgE

12



8)

2 4 26
CDh4 CDS8 CD20
2 4 4 26
CD20 4 26 CDS8
26 IgA IgA
4 26
CPK
CPK
CPK
CPK 90% MM
BB MB
9
MRA MRA MRA
_______________________________________________ MRA . MRA
2mg/kg/ 1/10
2mg/kg/ 2/8 10mg/kg/ 4/7 2/8 50mg/kg/
1/8 3/8
........ MRA
50mg/kg/
__________________________ 2 6. MRA O MRA
2 0.4mg/kg/ 2/2 2mg/kg/ / 1/2
10 50mg/kg/
1 2mg/kg/ 3/4 2/4 10mg/kg/ 1/4
1/4 14 10mg/kg/ 2 28
2mg/kg/ 50mg/kg/
6 2 1mg/kg/
4/4 3/4 10mg/kg/ 4/4 4/4 100mg/kg/ 2/5
1/5

13



2 1 50mg/kg/
__________________________________________________ MRA . .MRA
MRA
titer  H5mg/kg/ 0.5 50mg/kg/
MRA
________ MRA
5mg/kg/
MRA
MRA
MRA
tolerance) IL-6
MRA
MRA
1L-6
IL-6
IL-6
1L-6
1L-6
IL-6
MRA

14

50mg/kg/

(high dose

MRA

IL-6

B



MRA MRA MRA
1)
IL-6R
IL-6R IL-6R 1-344 CHO
sIL-6R ELISA 0.001
0.1y g/mL sIL-6R
IL-6R COS-7
10y g/mL FITC
IL-6R IL-6R U266B1
1.1x 106 125]-MRA 11nmol/L MRA
2
IL-6R 2.54+ 0.12nmol/L 2.82+ 0.07nmol/L
meant S.E.
IL-6R Phytohaemagglutinin PHA 1L-6
[3H] MRA
T 1L-6 [3H]
T MRA IL-6R
IL-6 R
2)
sIL-6R  IL-6 MRA sIL-6R 10ng/mL
IL-6 MRA sIL-6R IL-6
sIL-6R IL-6 MRA 0.002 4y g/mL IL-6 sIL-6R
IL-6 400 MRA
KPMM?2 IL-6 autocrine 1L-6
105
MRA IL-6 MRA
IL-6R sIL-6R
IL-6
IL-6  autocrine 1L-6
IL-6

15



II-6 100ng/mL

sII-6R 500ng/mL

[3H]

BAF-h130 pro-B BAF-B03 gp130
IL-6/ sIL-6R gpl130
MRA 0.01 100p g/mL sIL-6R IL-6
KPMM2 IL-6 0.01,0.1, 1, 10, 100ng/mL [3H]
MRA 0.01 100p g/mL
IL-6 0.1 Ing/mL
10 100p g/mL
IL-6 10 100pg/mL IL-6R IL-6
MRA 1 10p g/mL
100y g/mL T/C% IL-6 MRA
[*H] 100 40% 60% ICso
MRA
MRA  100u g/mL IL-6 [3H]
40
IL-6 0.lng/mL MRA 0.01 0.1y g/mL
IL-6 MRA
IL-6 IL-6R MRA
MRA II-6 IL-6R
IL-6R
IL-6R invivo IL6
5 mg/kg 5u g/kg IL-6 7
CRP IL-6 1
5 7 in vivo 1L-6 CRP
IL-6
IL-6
I1gG
IL-6 R 4 2mg/body
100p g/body 2 18 IgG1
v 100mg/mL 14 18 IL-6 R
IgG1

16



mg/kg
IL-6 R
IL-6 R
3)
in vivo
MRA
FITC
IgG
10mg/kg
MRA
4)
GLP
0 133.4mg/kg

IL-6

1v.

IL-6R

IL-6R IL-6

100mg/kg

FITC MRA

FITC

FITC
FITC
FITC

MRA

in vivo

17

10

100

1n vitro

MRA

FITC

FITC

in vitro



200y g/mL  in vivo 0 133.4mg/kg iv.

0 133.4mg/kg iv. 0 133.4mg/kg iwv.
IL-6 R
5)
(1) IL-6R
IL-6R
IL-6R N 2
3 IL-6R
IL-6R
C
IL-6R C
Western
blot sIL-6R
C 1L-6
IL-6R IL-6 IL-6

IL-6R 1IL-6
(2)

IgE

IgM>>1gG1, IgG3>1gG2, IgA

IMMUNOBIOLOGY, The immune system in health and disease, eds. Charles A. Janeway,

Jr., Paul Travers, Mark Walport, J Donald Capra, 4th Edition, p.324-326 IgG1
CHsy C4
CHsp C3 C4
CHso C3 C4

IL-6R

18



Immunol. Lett. 2002; 84: 223-229

IL-6R
delayed-type
hypersensitivity IL-6R
IL-6
IL-6R 1L-6
IL-6
1 2
CD20
CD20
Y
IgE
LRO301 2 4mg/kg 5
3 4 IgE MRA
IgE MRA
(3) IL-6R
IL-6R
1993 Boston The 5th Human Leukocyte Differentiation Antigen
Workshop (HLDA5) IL-6R CD126 PM1 MRA
MT18 IL-6R CD126
MRA IL-6R C
National Center for Biotechnology Information = BLASTP
IL-6R
MRA IL-6R MRA IL-6R

IL-6 IL-6R
IL-6R

19



(4)

1n vivo

(5)

in vivo MRA 10mg/kg
FITC IgG

FITC MRA  in vitro

FITC MRA
MRA
FITC MRA
MRA
MRA 3
IgG Pre-complex
in vitro
IL-6R
Pre-complex
IgG
MRA

IL-6R IL-6 sIL-6R

gp130 IL-6R IL-6

20



gpl30
gpl30
IL-6R
FITC MRA
IL-6R
II-6 IL-6R
in vivo
NOS 4
2 0.9% NOS
1 0.4%
IL-6R
50mg/kg/
FITC
IL-6R
IL-6R

21

IL-6

60%

216

IL-6R

1.9%

IL-6R

3

IL-6R

IL-6R

MRA

IL-6R

1.4%
NOS



IL-6R

IL-6R
1n vivo
1n vitro
gp-130
IL-6R
IL-11R LIF-R CNTF-R Oncostatin M-R
IL-6R
IL-6R
IL-6R
IL-6R
IL-6R
MRA
IL-6R C
IL-6R
IL-6R

22

gp-130



125 _ 2

MRA EIA
1)
(1)
129 05 5 50mg/kg
2 Ty, a 533 6.08 Ty, B 720 874
AUC
125 5mg/kg
TCA MRA
Ty B AUC mg hrimL  Cliga mbL/hr/kg  Vgss mL/kg 3
5mg/kg MRA
5 mg/kg MRA
Ty, B AUC mg hr/mL  Cliga mL/hr/kg  Vgss mML/Kg
MRA
5mglkg 1 1 8 05
MRA 5 6
AUC 9.28 9.66mg hr/mL
3 1 6

23



MRA MRA

MRA
MRA
2
125 5mg/kg TCA
sIL-6R
30 2
125 5mg/kg
TCA IL-6
Blood 1989; 74: 110
125 IL-6
20 50 2 10 50mghkg 1 1 3
10mg/kg MRA
2 10mg/kg 2mg/kg MRA
28 0.08 0.26
©)
MRA IgG MRA
IgG sIL-6R MRA
IL-6R 3
MRA
MRA MRA MRA  MRA
IL-6R MRA
125 5mg/kg
MCG GFC
7 -MRA
129 sIL-6R 129 93

24



125|_

5mg/kg

MCG GFC MCG 14
MRA MRA
125 46 6.9%
sIL-6R
sIL:6R  '*I-MRA
MRA
4
129 05 5 50mg/kg
28 6
6.86 7.67
454 468 MRA
129 5mg/kg
74.3 2.46
TCA 5.24
125
|
19G
©)
1gG
IL-6R
IL-6 CYP CYP3A4
Biochem Biophys Res Commun 2000; 274: 707-713
2)
(1) | M RA00LIP( -1) MRAO004JP

17 5
05 1 2mglkg 1

25

Cmax

125| _

GCF

sIL-6R

62.7 64.7
TCA

1gG

IL-6R

2 0.15



kel CLtot T/

MRT
sIL-6R 6 sIL-6R MRA 11
(Img/kg 98.6 98.7 2mg/kg 99.7 99.9
13 1mg/kg 8.568 15.1
2mg/kg 69.5 98.7
MRA MRA IL-6 sIl-6R
MRA-sII-6R invivo MRA
MRA B
ng/mL
(2 I MRAOQ005JP -3
I
7 2 4 8mg/kg 2
3 9 2
(i)
2 I Cunax
CLitot T2 MRT
(i)
2mglkg T2 MRT
CLtt 48.4hr 70.7 hr 0.90mL/hr/kg T2

MRT CLtt¢ 74.3hr 106.5 hr 0.63mIL/hr/kg

(iii) PK/PD
MRA IL-6 sIL-6R CRP
CRP IL-6 2mg/kg 2 IL-6
CRP IL-6 IL-6R IL-6
MRA 8mg/kg
CRP 6 5 CRP 50.0% 3/6
8mg/kg 2
I
28 8
mgkg 2 8 16 1

26



T2 AUC#nite Va

3)

(1)

1996; 11: 194-208

IL-6R

8mg/kg 1 MRA
8 6 CLitot MRT
6
(if)
Il
Cmax AUCfinite Tl/2 CLtot MRT Vdss
(i)
IL-6 IL-6
MRA 1L-6 MRA
Langmuir
MRA
CRP
8mg/kg 2
(©)] MRAO005JP -3 -25
Il
i i i i 8mg/kg 3

Bl o

8mglkg 6

1997, 48: 759-763

IL-6R

27



IL-6R

sIL-6R IL-6R
IL-6R
IL-6R
(2 MRA
MRA

)

MRA 2 IL-6R

IgG1 21
8mg/kg
5 126.63 MRA
IL-6R sIL-6R IL-6R
IL-6R
IL-6R
IL-6R

sIL-6R FASEB J. 2001 Jan; 15 (1): 43-58

IL-6R IL-6R

B-cell IL-6R
IL-6R IL-6R
Ann Hematol 1996; 73: 179-182
B-cell IL-6R MRA
IL-6R
IL-6R
IL-6R
(4)
IL-6
IL-6R IL-6 heme oxygenase
CYP CYP3A CYP2C CYP1A2 pregnane X receptor

28



PXR constitutive active receptor CAR

constitutive androstane receptor

CYP
IL-6
CYPp
CYP
CYPp
CYP
LDH
IL-6 CYpP
4
1
1) MRAOO1JP -1
ol B <l 1
6
180mL/hr
4
MRA 1
2.0mg/kg
IL-6 sIL-6R
2.0mg/kg
MRAO01JP 6
5 2 7
28 20
28 20 71.4% 89 0.15mg’kg
4 80.0% 25 1.0mg/kg 4 80.0% 25

29

constitutive active receptor

Mol. Pharmacol. 1993; 44: 707-715

IL-6
CYP

CYP3A4

CYP

0.15 0.5 1 2 4 Tmglkg

0.15mg/kg
MRA

015 05 1 2 4 Tmgkg

2mg/kg
8
2 40.0% 5 0.5mg/kg
2.0mg/kg 5 100.0 % 12



5 62.5% 22

89 78  87.6% 1 0.5mg/kg
NOS
1 1.0mg/kg 1

28 9 32.1% 36

0.5mg/kg 2 40.0% 22 1.0mg/kg 2 40.0% 4 2.0mg/kg 5

100.0% 10
NOS 4 4  2.0mgkg 3 3 1.0mgkg 2 2 2.0mg/kg
1 1 2 2 0.5mg/kg 1 1 2.0mg/kg 1 1

2 2 0.5mg/kg 1 1 2.0mg/kg 1 1 2 2 0.5mg/kg

1 1 2.0mg/kg 1 1 2 2
mg/kg 1 1 36 28 77.8%
8 NOS
0.5mg/kg
1L-2 sIl-6R 11-6
MRA
2) MRAO00O4JP -2
MRAO004JP
1 I
12 144
6 2mg/kg
2
e N | e N |
6 30 6 24
Fib
1
6 13
Fib 6 1
1
2 2 14
Fib 5 3 1
21
Fib
MRA
PR

30

1.0mg/kg 1 1

2.0

I
MRAOO01JP

500mL

QRS



3)
(1)
2
10
3 7
Set<PPS>

MRAOO0O5JP

20} B

CRP (mg/dL)

4mg/kg 2

- N
w o

o

(4]

o

20} B

2mgl/kg

Full Anaysis Set<FAS> Per Protocol

20mL/hr 15
2mg/kg 2 3
3 8mg/kg
2mglkg 3 MRA
1 6
CRP
2mg/kg Amg/kg 8mg/kg

6
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1000

800

600

Fib (mg/dL)

400

200

200

—
(4]
o

ESR (mm/h)
)
o

2mg/kg

4dmg/kg

8mg/kg

¢+ o+ 0+ s 0
)
)

* o

¢
:
:

O mmemmmmm——

12 14 16 1

8mg/kg

8 (&)

50 - i
0 - ) L] v 5 d L] L bl I; d L] b | bl L}
0 2 6 8 10 12 14 16 18 GA)
3
Mean +SD 9
(n) y
1 2 ’
6.39+ 2.30 4.03 + 3.87 9.57 + 3.58
2 mg/kg @ © @ 0.0 (07
CRP 2.93+4.25 5.66 = 5.59
me/dL 4 mglkg ®) ©) 16.7 (1/6
8 mg/kg 1.95(2)3.18 3.09(2)4.45 50.0 (36
700.4 + 215.7 | 586.8 + 138.6 | 711.4 + 176.8
2 mg/kg ) ®) ) 0.0 (0/7
Fib 485.8 + 181.5 | 558.5 + 220.2
mg/dL 4 mg/kg ) ©) 33.3 (2/6
8 mg/kg 411.2(2)159.5 453.7(;)191.2 500 (3/6
115.0 £ 29.5 108.8 +34.9 | 128.7+28.8
ESR 79.8 + 37.6 80.2 + 53.2
mm/hr 4 mglkg 6) (5) 00 (@5
8 mg/kg 64.4(:;)44.5 76.5(2)55.0 00 (06
VEGF Hb Ht
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A IgG IgA IgM

Y
A 2mg/kg
4 8mg/kg
VAS CRP
CRP 3 1 2
2 CRP
A CRP
CRP 1
CRP 8mg/kg A
IgG IgA IgM 2 mg/kg
2mg/kg 0 6 4mg/kg 6
8mg/kg 12 18
7 1 2mg/kg MRA IgE
8mg/kg
8mg/kg 2
(2 8mgkg 2
8mg/kg 2 8
10mL/hr 15 1
30
1 29 1
28 FAS PPS
1
5 2
27
CRP Fib ESR Hb VAS
CRP Meant SD 8.71+ 4.99mg/dL
1 0.71% 0.67mg/dL p 0.001 t
16 0.92+ 1.96mg/dL 26 18 69.2% CRP
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Fib ESR 639.1+ 188.2mg/dL 113.67+
34.12mm/hr 16 317.1+ 138.7mg/dL 48.15
+ 40.21mm/hr p 0.001 t

16 Fib 25 20 80%
ESR 24 8 33.3%
2.72+ 0.53 g/dLL
6 3.56+ 0.52g/dL 8 3.62+ 0.47g/dL
p 0.001 t
16 3.68% 0.46g/dL. 26 10 38.5
Hb 9.23+ 2.30g/dL 6 11.60+ 1.88g/dL 8 11.73
+ 1.90g/dL p 0.001
t 3 16
11.99+ 2.11g/dL 26 11 42.3
Ht
VAS 29.9+ 22.8mm 16
17.7t 16.5mm p 0.008 t
BMI A SAA IgG IgA IgM
VEGF 16
56.31+ 10.53 - 60.11+ 11.28kg 16 BMI 21.59+ 3.07 -
23.11% 3.00kg/m?2 A SAA  455.3+ 353.7-30.3% 61.5y g/ml.  IgG
5219.6+ 1956.6 - 2666.6+ 1260.0mg/dL. IgM 713.4+ 384.7-344.4% 195.7mg/dL. IgA
318.6+ 162.6 -247.0+ 148.3mg/dL. VEGF 1043.9% 585.2 5439.4+ 354.6pg/mL
36.53+ 0.39 - 36.35+ 0.39 p
0.001 t
28 27 96.4% 227 10
9 32.1% NOS9  (32.1%) 7 (25.0%)
5 17.9% ALT 5 17.9% 5 17.9%
4 14.3 4 14.3 3 10.7 NOS 3 10.7
3 10.7 3 10.7 3 10.7 3 10.7 3 10.7
3 10.7 AST 3 10.7% NOS 3
10.7 y GTP 3 10.7 3 10.7
1 60 * 8mgrkg 3
28
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26 92.9% 160
10 9 32.1% NOS5 17.9%)
5 17.9% 5 17.9% 4 14.3% 4
14.3% ALT 3 10.7% y GTP 3 10.7
NOS3 10.7 3 10.7
MRA
8mg/kg 2
4) MRAO006JP -4
MRA005JP MRA006JP o N |
20} B
6 5 1
500.6 28 202.1
33 2002 12
5 711.8
27 396.6 1
33 1
32 1 367
783
8mg/kg 2 1 8mg/kg 1
CRP Fib ESR
Hb CRP Fib ESR
12 24 48 60 84 108
CRP 8.25+4.65 2.00+3.57 1.23+2.46 0.58+ 0.80 0.77+1.55 0.36+0.25 0.20
mg/dL n=35 n=34 n=32 n=29 n=27 n=4 n=1
Fib 651.3+192.3 386.1+192.5 356.3+160.5 343.1+126.5 303.9+98.3 394.0+107.5 211.0
mg/dL n=35 n=34 n=32 n=29 n=22 n=4 n=1
ESR 113.9+£32.8 59.8+44.5 51.4+42.3 42.1£32.2 44.8435.8 46.8+30.5 14.0
mm/hr n=34 n=33 n=32 n=29 n=27 n=4 n=1
22
16.5mg/ 15 5mg/
9 4
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12.4mm 7.5 17.56mm n 30 85mm 4.5 12mm n 29
2 80mm 4 1Z2Zmm n 29
MRAOO5JP
2 7
MRAO05JP 4 9
4mgl/kg 1 8mgkg 2
3
4mglkg 2
MRAOO05JP
35 571 20
60.0 21/35 NOS37.1 13/35 NOS28.6 10/35 NOS
25.7 9/35 ALT 22.9
8/35 AST 20.0 7/35
1 CMMoL
35 33 94.3 348 10
54.3 19/35 25.7 9/35 NOS22.9
8/35 NOS 17.1 6/35
NOS ALT 14.3 5/35 NOS
ALPNOS LDH AST
11.4 4/35
CMMoL
2 NOS NOS
NOS 1 2
MRA 2
MRAOO6JP 2002 12
5) MRA002JP( -1 MRAO0O3JP -2 MRAO09JP
-3 LRO300 -4  MRAO0O7JP -5

MRAO002JP MRAO003JP MRAO009JP LRO300
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MRAO08JP MRAO10JP MRAO12JP

MRA213JP LRO301 LRO310 MRA005US MRAO11JP
LRO320 MRA001US 2004 6
6)
(1)
HV
PC
MCD

Modern Physician 1989; 9: 209-211

PC
HV PC
MCD CRP
ESR g
QOL
MCD
Blood 1989; 74: 1360-7
Semin Oncol. 1993;
20: 636-47
IL-6
PC MCD
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MRAO06JP

IL-6

IL-6

(2)

MRAOO05JP

PC

CRP ESR
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MRAOO5JP
IL-6
IL-6
IL-6R
MCD
CRP
Hb
MCD



pPC

CRP ESR
Hb
(3)
8 mg/kg
MRAOQ05JP in vitro
sIl-6 IL-6 10 ng/mL 1y g/mL  90% 10y g/mL
100% in vitro
Langmuir
2mg/kg
MRA 2mg/kg
2 8mgkg 2 MRA 1.52 7.79u g/mL
IL-6
2  8mglkg
10mg/kg/ 6 1
100mg/kg/ I
MRAOO1JP 2mglkg
4 8mg/kg MRA005JP) CRP
2mg/kg 7 2

4mg/kg 6 3 8mg/kg

6 5 2
8mg/kg 2
MRAO05JP MRAO006JP
6 3
CRP
8mg/kg
8mg/kg
8mg/kg

(4)
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QOL QOL

IL-6

IL-6 IL-6

CRP ESR

CRP
4 6
CRP
ESR
VEGF Hb Ht A

IgG IgA IgM

8mg/kg 2
MRAO005JP 6 1 CRP 2mg/kg 2
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69.43hr

8mg/kg

MRAO006JP

CT

MRI

Imm

41

1 2
4mg/kg 1 CRP
8mg/kg MRA
1 2 8mg/kg 3
8mg/kg 3
T2 60.70hr T2 Mean = SD 133.29+
MRA
2 1
1
MRAOO6JP 1
MRAOOGJP
8mg/kg 2
1
1
100 150y g/mL 1
MRAOO0O6JP
Smm



MRAO005JP MRAO006JP

()

26 CT HRCT
CT HRCT HRCT
10mm
2mm
(ii)
3 1
IVH
(iid)
15 10 66.7%
(iv)
13 5
6 3
(5)
71.4 25.3% 30.4%
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54.3% 500

200
10 NOS 4/35
MRAO09JP
MRAOO07JP MRA
IL-6
CRP
MRAOO05JP MRAOO06JP
2003 6
35
1 1 2
X
2
35 10
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10

10
2 7
1
2
7
T T
QRS
MRA009JP
MRA007JP
I/ MRA002JP
T 2
34 13 Day 379
36 19 Day 554 T

35 10 28.6
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IL-6
IL-6

IL-6

IL-6
IL-6

IL-6 IL-6
IL-6 IL-6

35 32

MRAOO05JP (MRAO06JP)
MRAQ06JP

IL-6 T JExp Med. 1988; 167:

MRAO005JP
(MRA006JP)

in vitro
M1 IL-6 Leukemia
Inhibitory Factor Oncostatin M IL-6
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IL-6 IL-6
MRA005JP
(MRA006JP)
C

Prog Neurobiol. 1998; 56: 307-40 IL-6

Prog Neurobiol. 1998; 56: 307-40

IL-6
Brain Res. 1996; 726: 91-7

Semin Oncol. 1993; 20: 636-47

IL-6
IL-6R
MRAOO5JP 35
117.1mg/dL 52 231mg/dL
57.2mg/dL 27 184mg/dL
IL-6
Blood 1994; 84: 1434-41 IL-6
Arterioscler Thromb. 1994; 14: 813 1L-6
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IL-6

1L-6
220mg/dL
10 150mg/dL 16
4 6
NCI CTC version 3 dJune 10, 2003 Grade 2
2 3 Grade 3
65
65 1
65
MRA
MRAOO05JP 1/35 2.9% 2 3
2/158 1.3%
4
MRA
MRA 3
MRAOO05JP 35 MRA
MRA

CRP 1IL-6
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MRA 2mg/kg 4mg/kg

LRO301
2 mg/kg
53 4 4mglkg 54 1 8mg/kg 5
IgE MRA 8mg/kg
MRA
8mg/kg
MRA
MRA
8mg/kg 400mg/body

8mg/kg MRA

3 IgE

infusion reaction
54.3% 19/35
17.5% 25/143 43.5%
10/23

Infusion reaction

infusion reaction

LRO301 3 4

MRAO006JP 1 8
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MRAOQO6JP 17

60 * CMMoL 8mgkg 19
268 CMMoL CMMoL
8 1 2
CMMoL

MRAO009JP 9-5

60* 8mgkg 1 8 EB
DIC EB

LRO300 24

70 * Imgkg 1 39
6
60
D-Dimer420ng/mL

LRO301 079
6 2mg/kg 1 MTX 25

LRO310 002/01
60 * 4mg/kg 2 21

41 97

LRO310 002/04
60* 4mgkg 1 9

LRO310 004/04
50 * 8mg/kg 2 25

LRO310 004/05
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7o 8mgkg 3 39

LRO310 001/06
70 * 4mg/kg 3 76
Ciprofloxacin
30 * 0.25mg1 1mgl 10mg1l 50mg1
128 HIV
50 * Img/kg 1 5bmgkg 1
50 * 4mg/kg 2 46

(6)

(7)

@

50

T1 T9
Cephtriaxone
Ciprofloxacin
100mg19
28
MRAO005JP
MRAO006JP



MRAO005JP)

13
7
2
13 7
MRAOOGJP
13
4 1
(i1)
27
1
(ii1)
8 773 22 17
61.5 13 8 63.6 22

51

15

14

22

13

5mg/

IgM

61.5%

13



MRSA 2

(8)

MCD

1)

MRSA

14

52

2

27

191



1n vitro

2) GCP
GCP

GCP

ESR Hb

4mm 12.44 - 8.48mm

53

5mm

CRP
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1
15
2
1)
FITC
FITC MRA
IL-6
FITC MRA
MRA
IL-6R

in vivo

in vivo

QT

18

IgG

17 2 2

200

216

5.6% 3.2%

IL-6R

MRA

1n vitro



1) MRA

MRA MRA
MRA
MRA
MRA005JP MRAO06JP
MRA MRA
MRA
MRA Fc region
MRA
MRA
MRA MRA MRA
MRA MRA MRA
MRA MRA
MRA MRA MRA
MRA
MRA MRA
MRA 35
1 2.9% 35 2
2)
IL-6
CYPs
IL-6
CYPs
8.
2 1n vitro IL-6 CYPs
IL-6 CYP



1)

MCD PC
CRP
C
C
2)
(1) MRAO006JP
4 2004 10 MRAO005JP
6 1 5
195.1 28
2
1 2 26 141.2
31
MRA005JP CRP Fib
ESR Hb
12.4+ 2.8 mm +SD n

30 4 102 7.2+ 2.5 mm +SD n 30



33 16 2

2 7
4 12 33 30 8mg/kg
4 6mgkg 3
22 18
3 5mg/
12 6
MRAO005JP
782 35 33 94.3 460
1
MRAO005JP 9 17
3 4 2 2 1
2
60 * 8mgrkg 40
2
MRA MRAO005JP MRAO006JP

MRAO005JP 1

(2)
997 9

3 1

1
333

27 13 2 233 22

35 1
54 5 3
2 MRA 37

2

8 8

MRAO06JP
CRP
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3)
@))

2 1 1
CRP
CRP
8mg/kg 2 6 8
CRP
MRAOO6JP
8mg/kg/week MRA
8mg/kg 2
(2)
(8mg/kg 2
) MRA

39

CRP

8

140

MRA

MRA



CRP

MRA
MRA MRA
MRA
IL-6

2 1
4mg/kg 2 3 8mg/kg 1

IgE 3

1 8mg/kg 2 IgE
1 8mg/kg 2
1 8mg/kg 2

8mg/kg 2

CRP

CRP

MRA
CRP

CRP* * O



4)

QT

60msec

QT

5)
IL-6

35 10 QT
QT

10

QT 1

QT QT
QTe
QTec
9
2004 9 4
QT
QT
1 10
QT

IL-6 CRP



(3)

1)

2) CRP

6)

3 IL-6

IL-6

CRP

CRP

CT

CT

IL-6



MRA CRP IL-6 MRA
5
7)
1L-6
2
(4) IL-6
CRP
3
IgG IgA IgM
(5) IL-6

10




1 8mgkg 2



17 24
200
15 4 18
1 10mL 200mg
1
2
4
35 10 QT
QT
10
QT 1 6
QT 14
13
470msec QT
QT ___ QT _
138 QTc  470msec
8 1 500msec
3 QTec
60msec QTc 30msec 3
30msec 4

QTc 430msec

QT




QTc

2004 9

QT

10

QT

QT



