[BAGEREIREADS T VIV —RET - RREESD
DIERTTEREE

etanercept DVRKRE LB FERFORZICETHIHNE

SHEpEE AH EZ FERERER AR R AR R EFSRRRAEY B

(EES) MY UFICHT S etanercept (T2 T7V))) OFEBRE EHEFHURFEHSNCTS
ZEEEMELE, BEEEELU T, DAS28-CRP, HZAFA, FRMEMBIRPTA1 SA1 > INFoEES
FinEOBERTERO B, 2 B)TORLEEITLIZ. ZO#HE. DAS28-CRP, CRP, ESR. MMP-3 A&
A L TWiz, TNF-a, IL-18, IL-6, TTP, TIA-1, HuR 134855014 TH ERZETFRO 5 1R - 1208,
TNF-o.& TTP, TNF-a & IL-1f, TIA-1 & HuR WERICHBL Tz, 4 #ld Good responder (GR) &
7 #l® Moderate responder (MR) & D HEETIE, 0 D GR TId TNF-o, TTP, IL-1BAMEWERMAS D,
MMP-3 WEBRICEETH > 7z, P LOFERNS, etanercept OPEFRRTEL T, B5HORMY MR

B TNF-a, TTP., [L-1pEBIME MMP-3 ENEETHD Z E0IBH Lz,

A, FEEH

STHREYEAITH S etanercept (T2 T L)V)
WL BEE U UFINT AR ETHGT S Z &
BETHD, T BRMZIEE. BLUW
A A % INF-afil #9070 FRBRIT D W THAT
L. etanercept OFRERETH I &, Bl %
FHTHIRTERNET I EE2BRELE,

B. HFAE

WP P X VBIERBE T etanercept #5527
Uz 11 EfENSHE LT, UKTOEBIZDWTE
L7z, Hikld. etanercept f#ARIHE (%587,
#54% 2 #) ® CRP. DAS28-CRP 72 EDIRK~<
—#— & TNF-a., [L-1p, IL-6. tristetraprolin(TTP),
TIA-1, HuR 72 EDH b4 2B XKD TNF-af
ST D mRNA FEHEIZDWT TagMan PCR ¥
WTEELERBLE, 3512, 4 O Good
responder(GR) & 11 #]® moderate responder
MRYDT—F 2B L, GRFHERTEHE Lz,

(WEEN\OER)
b N OBEEER TR, REOREEERD

AREB/ LT, BEISAMNTA VT F—LbE O
T hEET U, OISR R BR L TV
&, THAENOREEE- LT EEGF LR,

C. HoeER

1) EEERRY<—J1— : (1)CRP(mg/d]): ®ifE 1.80+
0.93 (mean+SD). 2 i@MfE 0.51+0.65, p<0.001.
(@)ESR(mm/h) : ®ifE 54.5+30.9. 2 HHE
33.5+32.1, BEERAL. GMMP-3(ng/mD :
221.7+77.6, 162.5+37.2, p<0.05. @RFIU/ml) :

226.3+297.8 . 261.5+291.7. B E =R L,

(5)DAS28-CRP : #iifE 5.65+0.95, 2 EMHE 3.20
+1.02, p<0.0005,

2) 81 b A > TNF-o IR T OFH (1) TNF-a
AifE 3.016+2.342, 2 AHfE 4.401+3.913. FE
EhU., QIL-1p #i{E 6.433+7.145. 2 AME
411842271, B EZEZ=x L. QL6 #ifE
4.736+4.581. 2 BERIME 4.666+4.203. FEZER L.
(4)TTP #i{& 0.915+0.378, 2 JEMME 0.870+0.291,
HEERL, BTIA-1 RifE 1.778+0.636. 2 EMH
& 1.679+0.802, FEZE/Z L., GHUR #7fE
1.297+0.271, 2 VARE 1.344+0.389, HHEER L,




(M0 BBXY 2 Bz WT, TNF-a& TTP .

(<0.0035 . p <0.0239) . TNF-o & IL-
1B (p<0.0011,p<0.0025), TIA-1 & HuR (p<0.0078,
p<0.0001)WEERICHEL TWE (K1, E2),
3)Good responder & moderate responder D&
VIR ERMEICBNT.GR O TNF-a(1.586+1.001),
TTP(0.641+0.129), I1-1p(3.450+2.504) ¥ MR
(TNF-0:3.834+2.549, TTP: 1.07140.389. IL-
1B: 8.136+8.523) LD EWERAH - (K3,
B4), GR (294+26.3) Tldm# MMP-3 &4 MR
(185+41.0) X D FEITEED<0.038 1) TH - 7=,

D. &8

1 DAS28 1Z 11 fith, 241 (100%) IZHWNT.
R 2 ERTRENRD SN, BRI —7
—® CRP I3, 11 i, 8 § (75%)IzBWTHE
% 2 R THENRD 51/, MMP-3 1 10 #i
1 6 FI(60%) THEMRD 5Nz,

2) R EEIRF QYA b1 2 TNF-ofl#HE
FIZBE LTI, etanercept G HIBICHBNTHE
EREERDSNANo7=, LrL, TNFa&
IL-1B . TNF-a& TTP. TIA-1 & HuR #%4HE8

LTWBZEMHAL, $IEERTZ2551 7= TNF- .

a2 ~a—)ViN) I FOREFEICEET
bHDIENHBMITES NI,

3) etanercept IZX9 % good responder T, K
P M EAZERF D TNF-o, TTP, IL-1pMEAMES, i
H MMP-3 NE{ETH o 7z,

Etanercept OFSENGEHA XNz, TNF-aSFHIC
&, IL-1p% TNF-o $l#Hl2FRNEES L TWwW3 2 &
B SN I /2. Etanercept 17k BIBESIEN
I NZESNT, firh MMP-3 B0y i BAER
i TNF-o. IL-1p. TTP HHiEL 0 PRWEETH
5T EMHBALTE,

F. BEERER
A

G. IHERE

L. FCREER

1. Suzuki, E., Tsutsumi, A., Goto, D., Matsumoto, 1.,
lto, S., Otsu, M., Onodera, M., Takahashi, S., Sato,
Y., and Sumida, T. Gene transduction of
tristetraprolin or its active domain reduces TNF-a
production in Jurkat T cells.  Int. L. Mol. Med. (in
press)

2. Kori, Y., Matsumoto, I, Zhang, H., Muraki, Y.,
Yasukochi, T., Hayashi, T, lwanami, K., Goto, D.,
lfo, S, Tsutsumi, A. and Sumida, T
Characterization of Thi type, glusoce-6-phoshate
isomerase reactive T cells in the generationof
rheumatoid arthritis. Ann. Rheum. Dis. (in
press)

3. Chino, Y., Murata, H., Goto, D., Matsumoto, I.,
Tsutsumi, A., Sakamoto, T, Ohtsuka, M.,
Sekisawa, K., lto S., and Sumida, T. T cell
recepior BV gene repertoire in  lymphocytes from
bronchoalveolar lavage fjuid of
polymyositis/dermatomyositis patients with
interstitial pneumonitis.

Int. J. Mol. Med.17:101-109, 2006

4. Naito, Y., Matsumoto, 1., Wakamatsu, E., Goto, D.,
lto, S., Tsutsumi, A., and Sumida, T. Altered
peptide ligands regulate muscarinic
acetylcholine receptor reactive T cells from
patients with Sjogren’s syndrome. Ann,
Rheum. Dis.65:269-271, 2006.

5. Matsumoto, 1., Hua, Z.,, Muraki, Y., Hayashi, T.,
Yasukochi, T., Kori, Y., Goto, D., lto, S., Tsutsumi,
A., and Sumida, T. A functional variant of Fcg
receptor IIlA is associated with rheumatoid arthritis
in anti-glucose-6-phosphate isomera

se antibodies positive individuals.
Ther. 7:1183-1188,2005

6. Matsumoto, 1., Muraki, Y., Yasukochi, T,, Hua, Z.,
Kori, Y., Hayashi, T., Goto, D., Ito, S., Tsutsumi, A.,
lkeda, K., Sumitka, H., and Sumida. T. The
exploration of joint specific immunoreactions on
immunoglobulins G anti-glucose-6-phosphate
isomerase antibodies from patients with
rheumatoid arthritis. Int. J. Mol. Med.16:793-
800, 2005.

7. Ohnishi, Y., Tsutsumi, A., Goto, D., lioh, S,
Matsumoto, ., Taniguchi, M., and Sumida, T
TCRVa14+ NKT cells function as effector T cells in
collagen-induced arthritis mice. Clin._Exp.
Immunol. 141:47-53, 2005.

8. Tomoo, T., Tsutsumi, A., Yasukochi, T., lkeda, K.,
Ochiai, N., Ozawa, K., Shibanaka, Y, lio, S,
Matsumoto, I, Goto, D. and Sumida. T.
Analysis of abnormally expressed genes in
syhovium from patients with rheumatoid arthritis
using a column gel electrophoresis-coupled
subtractive hybridization technique. Int. J. Mol,

Arthritis Res.
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Med. 15:453-457, 2005.

9. Naito, Y., Matsumoto, I., Wakamatsu, E., Goto, D.,
Tsutsumi, A., and Sumida, T Muscarinic
acetylcholine receptor autoantibodies in patients
with Sjogren’s syndrome.  Ann. Rheu. Dis
64:510-511, 2005.

10. Takahashi, R., Tsutsumi, A., Ohtani, K., Muraki,

Y., Goto, D., Matsumoto, I, Wakamiya, N., and

Sumida, T. Association of mannose-binding lectin

(MBL) gene polymorphism and serum MBL
concentration with characteristics and progression of
systemic lupus erythematosus.  Ann. Rheu. Dis.
64:311-314, 2005.
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BESERSFMREBENE (RRPULT—RETHaERNEE)
DIBRRESE

EMET IL-6 L2759 —HURIC K BB8ET O~ F O e st D ERICES T S5

DIBARE A3,

ARKE KERETHEEATR SEhHSEE 58

DERM a*%:u\?@tc Aorz.

ARBE AHARTIEEMLRA L6 LT H—HUETHD MRA(—S tocilizumab) () BB EEDH
tocilizumab FUADHIRIRE. FHAEIREIL 72, ZOHER I tocilizumab FUADHIRIITEE HSEEEADSEAIC
EUTHOTABREFH I DICETEREARICHT 2 IL-6 FHD+ DR EEN SETHDIEEZZ SN,
FIZMTX OFHRIEHT tocilizumab FENDLIRZ IS B\ tocilizumab % 8me/kg THEFAIFICIL MTX 15

=t
ENMER IL6 L2759 — ik, MRA (— 83
tocilizumab) D BEET JONF RA) DEEFENLEDN
BB THRCENTNE TR TS
(S0 IRTE, SO EMIEE BRI D U RIETH
IS BTIROE RS 3 BRBODT
THNTL\B. ‘ -

Tocilizumab (LE{RFHEIRZ [CIOEMELIEEB R

T/00—-F VK THO. XIRBROS /I
WMo RN ENCREFBRET>TS
tocilizumab [Z3¥ 8 BENAEAHIC NS E D ERES
N3 ERCHAETITONESE 2 8RR Tl
AR FH — e REEIBIOHBETHRNE
JFSE —THEICEDD DT R DSIEES
tocilizumab {EFIEEC 18% THN. T TNFolfiisaEs
THRSSN TV SHRECHEATEETH 2. L
AU IEHH tocilizumab FHEDEIRA T HIEHD
BON. ZOLOBERTIIBROMBOPLILE
—RISEECRTREMD HD. 2T AEERD
tocilizumab (DERARIAT CIRS =N/ tocilizumab 7
FEOHEBICDNT. 2O EBESHCTBDEE
EIC. ZORHID B tocilizumab FUEDHE U2 T7%
B CER D BHERTILIE.

B. BASLIS
CNETO) tocilizumab DERFKIAFS (FFHDREAZE
WRICUEE | 1855 RA BEETRICUES | /1]
1E5ER. RA BEARICU/SI4H95 | B8R, v
ANV IREBENRICLEE | 1858, J0—
EEENRCUEE | G5, SSREEMET )
TFBBENRICUES | /11858 BUNTO RA
BEENRICLEE | 1858 495 || 1858 TIR
SV tocilizumab FHARBIEBI0) tocilizumab {BF3
8 [RFRaE. R EREC DL\ TiEsL .
17} tocilizumab FUAILH Fab Hifk (CRIZOR0SHES
I3 B5L 7 196 AT . ) IS TNC IgE I520)
nEEZNZNAIEL . BB1ICH tocilizumab A
(71 MRA 1K) DRI S OB RE AR S IeG Hilk
BBUIC gE FiEOL T NOBRIECH L\ TE. B
MEDIE tocilizumab HZTES RASSICIEEENES
VEEETS TR A 5D,
(REEEADBE)

BRPREERIE. GCP (CXELL THT o, SR RIE
EEEOHFTO T BB 1Y T5— LRI E
Bl FTIREE T

C. tRzimsR
tocilizumab SREBHIHBELT 568 I (HEisisa. &5 11



BB EBIMERSBIRR) ThHh ol FIBORE
A 20 Bl BRINTO) RA B8 34 Bl HRICL =55 | 48
SHRI. tocilizumab (YEEIER T/, 540 514 BllER
BIEFE T T VE. FURHIBHE NSRRI S 568
I 30 {51 (5.3%) T. 55 25 FliFRMToHEERCS
DIENTL V2. £ 30 FIoyS5E0 1l tocilizumab I
INEREBRE(TL S THIBHTEREN. MO 1 Bl
SR EERRIBIE B T ol EnD W<
EECNBOERIGEBIEEEZONE. BEBIC
RA (VSEREE || AEER T TS /RBETH 54 D 1 41
TRIEBIAEROS NI FEO0) 28 6 (4.9%) DDHBH
FOAFIBIEBIS 14 B1(25%) . JeE PFBIERIIE 21
B1(3.7%) T 7 $(1.2%) [FFOFHA. IeE FAEEIC
B TH . PF IS5+ —BERE2L SR
(3 1gB FUARBIED) 4 BITHO. 0D 1 BTl RS
—BHOBREDOBEF TORNH TH 2,28 Fl
& 19 151 (68%) A 12 BE/Z(E 3 @ENDIRSIFETIC
BRI L7z, 28 I 17 B 2me/kg {BFREE. 10 A
4mg/kg T.1 BIDH7A 8mgkg BF T, tocilizumab
BB IR fe. /2. CRP (ML E T
SRV VEBICTUEDHIRA S ERA B7. Bl
TO) RA #2HEISE | HEEER Tl MTX DAL RS
NED FEHHFREE22 BIICTIL MTX (HFBBECIE 3 fle
MTX {HBIC&2H tocilizumab FUADLIRDINEIR)
2HROSNIE. LD $mg SR TIE MTX Z 4L
I EERIROERIIAD O (3 1 28).

D. R

171 tocilizumab FTHAD IR tocilizumab 0) | BERE
EBAERET B. TS Smelke {ERAIF 2me/EL \L 4
mg/kg BRIESVBIUEDHIRUICI. F/Z. CRP
AL B TR L 85N BIE[EAD. IL-6
OENEDICEET BT ENTFRROIFICE
BCHEEBONG. COCENE 16 [FUARELE
FEYTBDFT THO. ZOMEEDDEFBLAEL . —
75.8mg/ke {EFRE THOTERSEBNEVD%E
tocilizumab (DIMCPIEE A HES CERLVESICIIN
tocilizumab FUADHBRL DT <EBEEEZDND
CEPD BEEROEERICIERNNETH .

SHRMEEABZSHRBBREEFEZSUIC
tocilizumab {EREMBDIERO PRIl L OFEE IR
FINBHHD.

E. 155

1 tocilizumab FUADHIRIIFEE HOEBA DS
[CHELTUVS. FEBREEIH T BICE D75 L6
SEHOREN BB TEHD. MTX DOHEBICEBTIE
HIRHNHEIRNR D @D 1. tocilizumab % 8mg/kg {EFRIF
[Z(3 MTX OHBOBREHEIESH T .

F. BRERIER
B NElLEL

G. tARFER

1. SRR

*Yokota S, Miyamae T, Imagawa T, Iwata N, Katakura S,
Mori M, Woo P, Nishimoto N, et al. Therapeutic Efficacy
of Humanized Recombinant Anti-IL 6-Receptor Antibody
for Children with Systemic-Onset Juvenile Idiopathic
Arthritis. Arthritis Rheum. 52: 818-825, 2005

-Mihara M, Nishimoto N, Ohsugi Y. The therapy of
autoimmune diseases by anti-interleukin-6 receptor
antibody. Expert Opin. Biol. Ther. 5:683-690, 2005

- Nishimoto N. Clinical study in patients with Castleman’s
desease, Crohn’s disease and rheumatoid arthritis in Japan.
Clin. Rev. in Allegy and Immunol. 28:221-230, 2005

+ Nishimoto N, Kanakura Y, Aozasa K, et al. Humanized
anti-interleukin-6  receptor antibody treatment of
multicentric Castleman’s disease. Blood 106:2627-2632,
2005

2. FRER

+Nishimoto N. Anti-IL-6 receptor antibody therapy for
immunological diseases. Keystone Symposia: Cytokines,
Disease and Therapeuﬁc Intervention. 2005.2.12-17

- Nishimoto N. et al. Blocking interleukin-6 (IL-6) by
tocilizumab (a humanized anti-I-6 receptor antibody)

monotherapy reduces joint damage in active rheumatoid



arthritis —evidence from an X-ray reader-blinded
randomized controlled trial-~. ACR/ARHP 69th Annual
Scientific Meeting 2005, 2005.11.17

H. ABIIEEED LR S5

1. FEEE
2. EEFEER
3. Z0fth .
BRIRECESL

- Neutralizing antibodies - - anti-MRA antibody IgE type -

Biotin- Anti-MRA Ab

MRA Fab (Anti-Fab Ab, _

neutralizing Ab) anti-MRA Ab
IgE type

microplates iImmunoCAP

1. $Hitocilizumab (MRA) HEDT7vtA ik



Tocilizumab Incidence of anti-tocilizumab Abs
14/53
2 mg/kg (26.4%)
MTX 8/54 22/159
12.5mg/weeks. | 4 mg/kg (14.8%)
(.,) 5 0/52 (13.8%)
/k %
o (0%) 95/310
2/52
2 mg/kg (3.8%) (8.1%)
MTX 1149 | 3151
12.5mg/weeks - 4 mglkg (2.0%)
(+) 0/50 (2.0%)
8 mg/kg (0%)

%1. B ORAICH T 25 I HHEEER 5088 T O i Tocilizumab i
ho HIFSEE
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IR EOTUTICHET 5 —EE CRR174EE)

HHEPIRERS SHAER
=5
EELEBOREES HiftE A IR
EERA B BIVE 84 Hi R R—3
HAER BT DMARDsH! I FEQEAS 5 B 130-134
= QSS%U W??%Eﬁﬁﬁ@ NEE—. LEF—2, AFERE EZISIE’”—T'-"HjH}i 20056
= ° DMARDsHlU T FHEQRAS 5 HIK 135-139
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PHHEEROTITICHE T 2 —8R CERLITHE)

SHEARERS A IERE
FREERS By N VE RERES HE | =T | R
. BT OBE  EYpik 63(su
1 SIAIERE DMARDS Tacrolimus H AR ppl 1)|508-512] 2005
AL 1) o 3§
2 BHBRIERE fggfgﬂ FIISRIEORE \pyy 95 |487-492| 2005
3 SHSTERE RAJE#E Dnew standard Medical Practice 22 |465-471] 2005
— IR DT —
4 SRR YITNF- e fitk OIEREFF AR 95 |741-744| 2005
5 S IR RIVAETNFZ R O/ER B AR 95 [923-926] 2005
6 SRR CTLA-4-Ig RIE & o 13 |312-320| 2005
7 HAIERE CTLA4-1g 7 VIV E— DR 25 |630-636] 2005
8 SHRTERE TNFHZERE & B8R BHES 60 11663;}8‘ 2005
9 SHTIEFE AR kD BEE O LFRRM T |BY 7400y 25 | 1172 | 2005
10 TR DR ORI, SRR | s 4250] 1-0 | 2005
= AIDFIRTTEBH Y s y

11 A . SRR DR - T VYT FR 33 |485-489| 2005

. L Prediction ofandproph}fla.)dsag-ainst .
2| et toon e o e o Mod Rhieumatol 15 | 91-96 | 2005

' high-dose corticosteroid therapy
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16




PERREOTITIZET 5 —&ER CERRI7TEHEE)

SHEPIEE RS BhiEZ
RS
HFEERSA By A MLA REEA BE | =P | HIRE
Nanki T., Shimaoka T., Hayashida s
T ¢ Pathogenic role of the CXCL16-CXCR6 s 3004~
1 1\K/h 'g:.;lkiil;shl K., Yonehara S., pathway in rheumatoid arthritis. Arthritis Rheum. 52 3014 2005
o 1. Harigal M.. N « Prediction of and prophylaxis against
gawa J., Harigal M., Nagasaka Pneumocystis pneurnonia in patients with
2 K., Nakamura T., Mivasaka N, connective tissue diseases undergoing medium-or Mod. Rheumatol. 15 91-96 2005
high-dose corticosteroids therapy.
Effect of a small molecule inhibitor of
Wakamatsu K., Nanki T., Mivasaka|nuclear factor- k B nuclear translocation . R1348~
3 N., Umezawa K., Kubota T. in a murine model of arthritis and Arthritis Res. Therapy 7 R1359 2005
cultured human synovial cells.
Miyasaka N., Takeuchi T., Eguchi |Proposed Japanese guidelines for the use
4 K. of infliximab for rheumatoid arthritis. Mod. Rheumatol, 15 4-8 2005
gon'omura}‘;', :]S\Iagasa(léa IEIL KT Cyclin-dependent kinase 46 directly modulates
agiyama H, Sexine C, Nan s expression of rheumatoid inflammatory mediators s .
5 Tamamori-Adachi M, Mivasaka N, |inretinoblastorna protein-dependent and Arthritis Rheum . Inpress
Kohsaka H independent pathways.
. ) A multicenter, double-blind, randomized,
6 ﬁ:gﬁz:i{glcgoiéc%ﬁ’as—m{aL placebo-controlled trlal of Infliximab combined 1. Rh tol .
chikawa Y I\,I tal " with low dose methotrexate In Japanese : eumatoL n press
chikawa 1., Nagaia L. patints with rheumatoid arthritls.
Mivasaka N., Takeuchi T., Eguchi [Guidelines for the proper use of .
3 etanercept in Japan. Mod Rheumatol in press
" Etanercept and methotrexate for the .
8 [Mivasaka N. treatment of rheumatoid arthritis. Therapy 1N press
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DEMFRERS

F o BB

AT
REEZRKSA WYY NIVE FEREL #E | - | KR
ok R, SaltoR, |2 SEdatn o Coio o 0 o o
gakayan}\ll;ida S, ;I;EUJ imura 3, lupus erythematosus after successful Rheumatology 44 [176-182) 2005
awata M, Tanaka Y. freatment with ritwdmab.
Rituximab reduces both quantity and _
Tanaka Y, Tokunaga M. quality of B cells in SLE. Rheumatology 45 1122-123{ 2006
Clinical relevance of expression of P~ 1676
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