20733200 /R

B

EXHEEFHRE#DS
(#:h Iﬁﬁ*#ﬁﬂ&ﬁﬁn%%(ﬁﬁ?b)b#
BEMREE RETUVIEF—HESE))

iU FOR

=

1 1%

EH

7 0)]

B26 (2014) 43 H
ARTRE HP Rk

REEF T

(il

BIE R (20 2 H I 9 itk eI B 9 05

k23 ~254E K RO T &



[ B & ]

I MERBAE 1

o.

356

SRR

I

BEEI ) U~ F O BIEMBEERME T ORI L Bk (¥ w2 RIS TIARIEMENLICBE T DhT5E oo 3
A BESEXERRFEEFR F1ABERE ZR

1. B v~FORSRECERICEFS T SR OTHE e 21
NE MERERFRFBREEEARSTARRBER SHEE 2

2. AV RVT =27 —rEOtEMEIRC Lo FREEESEELEOMNME 000 e 25
/N PESR(NTT 3R B AL ik, LiBERY 4580

3. [1] FrHBaERIBEIERS 2 B8 L7z TREM-1 X' TREM-1 U 7 v RHEE/EAfET - 30
(2] BAER Y v~ FIaICIs T 5 e R HEE - SUREGRBEIEOF MEDORE
b FORERERKRE BER-V7<T W #80)

4. BH RA k925 MTX OEEEmRIZIRCETs8yr e 34
Py B(EBERBRREER VU~TAR &R

5. CD4+T #HilEm{bDO~<AY—iEERT OB B EREEiRARIEIC S XA BB A58 - 47
FH F2WEERFEZERZANBBIER VT ~F - TLLX—))

6. PIVMVIALRTFREURREREEY Y ~F BEICRBITAHH E ShukicBEdaarE 51
ZE BRAEGUEERFERFEE R N SRS )

7. BEVY~TFEECRTLEEMEL Y AR EETOAREFORECETOHE 57
i FORRZFERKERBBERIVFREE ¥ — #%)

8. BEiVU~F D PADI4 #ERN L AIEEEORERE e 62
WA —EBCGERRERFREZRFERTLAX—IT<F2 HiiF)

VAR OTITICES -8 e 67

VR EOT T B e 77




[ 1] #WkB4 &



JEA BRI F B4 (EHAMR RS TR IR =
(T VX —RBETE - 1RIEMREE ST VIS —IFE0E))

[BEERY Y~ O B E AR Fr DR B &

BIRIR T2 | & B 18 1R RIERESLIC B DT JEBE | 8RR B4

X 4 K 4 AT B W 4
WRAREE | HR Bik | EXERKRE EEE F-NRFEE #H R
& 2L P L3 (gl&,(\{h\\é\ PALEN \/\ ‘,‘-‘Ag ik
Wt | I s %!ﬂ?k%j‘t?%{%wi%% WFZER) e B = R i P
(E—NEE)
N BESR | NT T 3 B AALIRAEE e &
HER R KRR E i R A e
.—t E Pivi 7
o BIES - U o~ FNE wom
FH FZ | SERFEZEERANF BER - Vu~F - TLAX—) | #H #
N E | BERBKRFEERE OV u~TFAE o
=% B | EEKRFERFEREFVER R RRaES o=
i & HWREZTERKRENR BERY VT REE & — o
WA —F | ERKERFREZRMER 7L ¥F— - VT o=




[O] HEFREHRE



BT < F OBESTRIEMF O R A LSRR Yo 1% B iR A RERILICET AR

FEREE AR (EXRERKRFEFEHE -NRERE 2R

BroEsy R L # (RIFRFERFRE AR 7~ F S i)

/MR (AEHRE R P RZPEE AR AR RE 5 TR 20%)

EBx % CGRREMSEMRFZBER-Vy~FAR 20%)

EEFEZ (FPERFRZEREAFRES P EVERR BRIHEEFRRRAEE 2iR)
T g (BERBRRFEFMIVTHM #%)

A R RFER G EFHZER BRRES %)

e & R FEMREMBBERIY~FREL Z— #iR)

WA—Z GERRFERZREZRMEFRABRFZERZT VST <FE HiR)

WEEE

#9100 I ANE#Z HEEY Y ~F (RA) BFICLHE T HETERBEREIL. B AEEEREEIC AR RO
BB RO I I AEREAHAAEUTE, BAN RA 1T, #iiAtE, BEMREEITASE - BELSh, — B, B
i - 3 DEAR AW T, HPEREDR TILLETHD, Lol TNF ZAEHE U7 A 500 8K 13 B B R S 4
FREEL . FOR TIHIA RIS A RIBICYES IV, —77, BUIR TIE TNF BB 581§ CICBIEREE S EITL, £h
XD RAIHMEOMRERE E A H T RN KE S THY  IREESHORBICLOEROERILAREERE CTHD, £
7o, RS N7 BAE AR B T AR OB 1AL T, (BRI &2 BIELIZIBE OB N NATHS, T T,
(1) BAfimEE ¥ oa B 153 RIS U~ F OGRS O . BRI (2) BAEIV Y ~F OIRIGE L, BIRREE R
DEARE F HEL TR AT To7o, (DIZOWTE RA BEDT IV TENOEMEE TRIRZEN TERTE
HEEEIEET P r]E BREL LT IRIR AR T A 2 ARRR U T, YRR 25 48 8 A ETIT 162 B 3B gk & iL7z, MTX TR BRLARE
JTTOE BIEEMEIT DAS28: 4.7, SDAIL 18.8 Th-o7z, MTX Bk 3 5> A #12 TNF (T)F 35 1, MTX (M)B¥ 29 441 high
responder (HRBEIZIRV 43T Bz, MTX Bt 3 2> H %D DAS28 (T &, M B, HR B4 5.7, 4.1, 2.7) . SDAI(27.9,
12.6,4.8). 3 7 AP AmTSS=0 i34 44%. 43%. 78% THY MTX Bta 12 7> A %12k (R 69 #1) . DAS28(T
BELM B, HR BEIE4 2.5, 3.0, 2.4), SDAI(3.6, 6.1, 3.2), 3-156 H H B ETO1IHH D AmTSS i34 1.2, 0.3, 0.2 TH-
2o TARBIAAEEL T, HR BECTIL 15 - A MR RIS B & BAEIRE A MBI S 417223, T BE. MBECIIEAID 3 - A DI
RS EE S BRI AT L 728, 2 D% O LETIEhIES I, TBIFiREL B ic J CED e R Eniz, (2) 12T
i3, RA BRI RS E K & LT PADI4, CDK4/6, RORy t , TTP, HLA SE, OA B DVIWA (rs743777), DKK-1 %7
EL., BT /VEIE AV CEIEIEEIC 1T 5 PADI4, TTP, CDK4/6 D&EFIEARIA LT, Flx1E, PADI4 /v 7T IR~ A
BT BT — 7 R BRI R D ERIR S AL, IL-6-Th17 RAMEFHL . BAEIAEE SR IBE M Th o7z, F72. RORy t i
FIZEEL T HARLC L0 BAEI 2 D FIE L BIERAREE AN HI S Hu, Foxp3 HilEME T M CCRE DFEHITENFBO BV, Fiz,




pl6 N BT T ITANATEMET VIO FEA T LSRN LETLF AL, TTP-ZF (TTP O zing
finger ¥F4L) N7V AV ==y 7= A% FAVZ in vitro 385N in vivo 12T AEEFTHG, TNF- o | IL-6, IL-17 @%fﬁﬁﬂﬁ?ﬁ.
ZALUTHEEIADORIE, B, BSMIELHIELZ, 8512, EMNHERBHRN LB M ~OFH S E REMI L
oo BTG B 2RI LS HIZ IL-1 B Z2WINT AL, dUE CRhEEME SN (LA HER S LTz, E72, Wntba/Ror2 73
FOVT T IMMREERIZEEFE R LTz, &5, SBIZ, in vitro, B TR, CIA Yy METIVTOMBITIZED, T /7 7A/3—
(PLGA) \ZRETEL 7o VB R F SR ZE R MK (MSC) 1, B SO B MR~ D 3 (LB RS M AR oD 43 Ll 7

D EPEGREINE DIMEIERZ RS, RA OFEHIE, BEfilEOBL BELBIET L TEYRY — L THLHEN
BB BASRREDIRIA - B FRIE D BTV,

ABFFEEH
BV <F (RA) B I3 70 FAEREZ., iRk

NIZBIERHRET P RIE - M E LS, BIETHEART

WEHT, HEBEEDOETIINETHD, BEER BRI
HEMBERCEMBRIN S ICIDERKRIEEREA
HELELTND, EWFRIRBICLDIGRPES LB
1, BAEEE A £ LRV IRIROEELN 2B ThD, £
To, — BB SN-BS OB A, EEE BIELERED
BRGREERECHD, £2C, AHSETIE RA OB
EE Yo 2 BIELC. 2 DDAV T—<ITRL T,
AR - BRI OERBIMEL — LV v /S TES
THIELEEEMELE,
1)RA DESERGEE P % B 8 S IR IIERE SR 22

TNF PEEZEZ AW bgiEIc Ly, B O 1k
A REE IR o728 BLIRCHE IR LIRS AT I BRI BI B A
BEAHETTL . R AT M O RE B 3 AR U 7 E (511 3 K
STCHY, BREOEEPREERETHD, ¥k 23
FEL, BE RO ORRBENORIEIEICIYE
HikEE[Erlic a2 BIELIZIBEI AR T A %
RIELT, AL 24,25 FEEIXTE T U AOEREERIE
HH &L CTHERF B &2 EH L ["ZERO-)” & B
(UMIN000001281) ], BSIAEEA € ic 4 IR iSO
Mesix HiELT-,

2) BEAYE RA OB OMFE OfEH | BHEm%RE: *
Bl 23 SRR, BEEIRER T IS T8I FEE0
AT 72 NS KB HIAERY 52 F & LT PADI4, CDK4/6,
RORvyt EZRFEFE LI, Tk 24,25 FEIX, ZhbHD RA

R - BT EE RS E Ay F IO B L, BAEREE D 4 F B
FOBRLTRCIER R OEREREZ B L, £
7o, HEEE OO HESL LT e MR ZE R B IR 2208 2 AT A
~DGAEE, T /7 7AW 3 IRuE AR
EHESLL ., EREYL L TOFTMMROHESTE BHEL
7o

B

1) RADBESiEE P | % B 48 IR RE TR 22

1. BEMEEI Yo T BRRTARTA OREE:
Hroesy g Rk % e U= s 2 RAF7E . &5
FOMEZE B REFR% . ACR/EULAR20104ERA S 4R
UL SEBWSh, SICCPHUIKRI . BIRE24E
PAPS. BASIXHR CTH OD A DAL, MTXARE F E 5
ERERT D, MTX6-16me/ 237 A I 51% | [RAICK
TAHTNFIRERIEMITTART AL | OEERR-L, [
BOELNAUXTNFILEE L 1VFEB#R G (TH) . FERE
FEBNIMTX CLHERITR R 2 ke (MAE) | FRIEZ /o372
UWVEM iXhigh responder (HR) BELL ClIERIRIBELL
T, EEFME B T, Wk (MTXBIAAER) . TNFFR
EHBR AR (EIXTNFRILERRICIERE R | BIR14E
AT HFESharp A= T &3 L 72,

2. RAIZRIT 2B e EEITERE FICB T 55 %8:
[ORRAZIZR— MIFFRIZ B ERE I, N—AT AL LBRERELE
B OmMTSSIENRFHIL7-8654 DRABE x4 L., B
BT AR A FICBE L CEERR T E AV TR
Hridz,




3. BHIRAIZRHAMTX D B EiR S SIS Ric i+ 5
B BERZY~F N CRIM BRI TZRA
2R —hSAKURAD F17255 , MTX CIRERRIAL 72626112
DV, BB, BRIR T — 2 & UNE L CREGHARATL
7o

4. RAOBISREDERICEH 57 2R FIC B3 5t
R RF RS R R~ RIGEFHR—RNC,

BIE R R ICF 5 TR AL, ARRIaRE
RREI LT,

5. BMFEEEBREICISBEBREOTAM: TRIED
AT FARGIEBZFEREL, I8 RA BEDOBFIC
HUTAU R T =27V — 2 IRNE S L, BEEIEE
TARTE L IRINER A AT % [ R HEA T L 72,

2) BHAMERA D BRER IR R Fr DA B | (BT ST

1. PADI4ZIERIE§ 2B MR DIRFERK . PADI4
KO~ D RAEAERL . DBA/1JIZ /Ny 770 AL BT,

rhGPIZ 5% U CRIfiR 2 FFE L . ik A= R,

THERA R L 72,

2. RORy tBRIBBUC I HBEE R OHE : RORy t&2T
ARICBNTOARIERFEIREIE/ZRORy th 7 AV =
=y /<Y ALCIAZFEEL | BFARLRIRE . BERF
L, BAEGACFEIE - BRI R AT LI BIL CHEBRRETL
7o

3. CDK4/6FHE %7 2 BAERBEIAHE . CDK4/6FHE
FEOCIATEFRIZ BT 2IERB T RET LT,

4. BEFRIRAOEREN B O AR : HLCCPHT

PREEMETXHR - A 70 B Ak R 2 R D HDRABFE
EXRAWCBBIERICH T H DRI —=27
% AlphaScreent: T{To77,

5. BMERBMEE AW BESBEOMF OB, B
A EEICET AR e MBS Sk R R e
(MSC) Z4EFEL 7= /7 7 A/ — 3 — b CIARIERT D
BIEE I BE L B A7 | R A , #ED
X#t, micro CTEFEAN L7z, MSCEF /7 7 A/ —|Z#FE
U AR AV EEA R L OVE SR/, 5 b 5>k hE
ZRHi L7z,

(R ERTE ~DELRE)

BRI EZERTAHAIE. AV ESEE
L. BHROMEEB S, 8Ud. IRBCEAREEAF
ZEWCREL . BF K OFEI A 74— LRNa b
BRI LT MEBEEESOHRNERETL, HARKE
RAWTITY, BEOENERIFTBHEESMIIRR TR
IH BT T — ZIE T DR EVAT 2o T
BEICEEL, 81T RENAEEZBD AR 5K
FIEB SR WELARICT D, Fio, B ERRIT, &)
WMEBRFERIESHEICA, B T LB, BIE
#E O+ REEERF - TTI, 2B, BfiVy~F o0
BEiE Y oz B TR R IES ORSLIC B 375048
X, FREE DR OMEZE RS TRRBEAR T, Fz,
“ZERO-J R BR” & L T4 TIZ UMIN IZ & #& %
(UMIN000001281) TH 5,

C.WFoufE R

1) RADQBREiAREE Yo | & B HJ 1R ARSI 20:

1. BEERREE T Ba | ITT AR ARTA L ORFEEA
A 13fEER TR R B3 ARGR S, 2548 A £ TIC
1621 S B gk STz, otb1214 . B k414, s BRI
7.5E4.7H (1-247) . MTXIRBRBH AR R CORBIEE)
PEIZDAS28: 4.7 1.0, SDAL: 18.829.0, HAQ: 0.7+0.6
Tz, MTXBASGR3D AR DI AR T A 2 F Y I Iy
RABELUAEFIX 15161 C, 8741 TNF IH & R iE i
ITHART AL FEERTHT-STHREE, £ OMUIITHE3SH,
MEBEE29BIICHRY ST bz, & BE O B GRS i
DAS28, SDAI, HAQEBIZTEIEIHREE LV A BEICE L,
MTX}312.56=2.5mg/il ETHESN TV, MTXER 44
3 A % OTER2461, MEE6SH], HREELIBIDFEMEL T
ix. DAS28 (TE#E, MBE, HREFIEA5.7+£1.2, 4.140.6,
2.7£0.8), SDAI(27.9+14.2, 12.6 4.5, 4.8+4.7) Th
ofz, B, B #30 B TOFREA~DIRD TR
DAS28. SDAIEBIZT>MIHREEDIECTH EICEL, HRE?
T3 H CRAFEMES RIS T3, TRETIE,




MTXIREICHEOO T, FRATFHMERISITHEESNT
Wi, E72, 34 A BN B ETBENEIT LR o T I
(AmTSS=0) ., THE. MBE, HREFIZA44%., 43%., 78%
THY. HREE CIIBEE R Mfl sz — 5, TH. M
FETIE37 A ORI EAEIREE A BEICHEITL TV, MTX
BRAR 127> A 1 O B A& B I R ~B = L7 AEB16941 (T
FE144 . MEEL6, HRAE394: ) Tl DAS28 (THE. MAE.
HREEI342.5+1.0, 3.0£1.0, 2.4%0.9) . SDAI (3.6 =
4.7.6.1+3.9, 3.21+5.0) LEERMICHE R EN R 2T, F
7c.3-15 A BECTOIEMD AmTSSiL, THE, MAE,
HREEIZA1.2+1.6, 0.330.8, 0.210.6) Th-orz,

 BAERET P % B ST RATAIEORE (ZERO-))
L BT 0 lﬂ?("omﬁﬁi)zﬁé % BEORBERS
(CoPhuikp:; %ﬁﬂ%ﬁ ﬁﬁ BT 3

,lcRﬁ4~1’F‘§<f>‘®£§é’éﬁ7‘c#

RAIZRIT oM B EEITARE 7B T 585
IORRAZZR—MFZED856 4 DRABEIZEWT, FHiE
FEIE - M - FLCCPHLA B4 - HLA-DRB1 + PADI4 & {5
T2 EEIREETORREFTHY, &l Lok R
TSR HAI 3 5y (R RE IR FEAT D fERRE T ChHHZ LM
M oTe, — 0 BRE THESNTZ64FT DB T

 AARTAVOREEE

JFE (IL-15, GZMB, ILZRA, Dkk-1, Sost, MMP-9) XY11
fEDO—HELL T (SNP) #BIRL , 7/ # A T HHITL
7en3, BARRE LA B BEEME DO HDSNPITRRD bR
oz,
3. BHIRAICK T OMTXDBEHREMHI 2 R BT 5
BEEf: SAKURAZAR— T RIIRABEF62HICMTX 2%
5L CEEI R HIRO.648) . 76 % M EAXRRDOIAE HAZ
ThHOHRREBIFEIHEL VR IR 7208, TOREOMHE
B EMRIZI65%ICBED, —J7, 32% 2 FRRAVICRIELE
725 B EERETT(CRRP) &2 7/R L, 18% 03 25K I BIHf%
BEEITE SR TERRALNER ST, E2, MTXO B
EIHEI R M Y AR A ORI D LB A B & RE
ECLIETHEATL., IL-1 B LIL-6DHFERE T 2L
Uiz, 2OHT, BEEEITEEE T 51 ®R A0
A BB UTZFT, TRIEETNF o i S H$, fEske sl
ELISAIE L [FIRRIL-6 23 M2\ AF <= —H—ThHHEN
A=Y (Ve
4. RAOEEREOERICHF 5350 FICB T o)
RlE=aAR—NCIEL, 24 EMEHT T2008FLIED R
— X BA IR EE D BUEHEST (RRP) R IIZA D (v X
10.03) . 72, =M —FFORAMRISE 2 A2 71X ED
EF (1A=27H 704X H1:10) EhiH &z, E51C
FEHRAIZIBW T, MRIE R RRPERICHF 532528,
BIO MTXIEFE R E = o —ff e A~ —h—D
K522 b LT,
5. B EEGMRAICLEEBEORAME: LARIMEY
ATHfE ST AR T =07 ) —0 (ICG) O M & H HY
Bk, BB, KA THY, MFOFIREEIEHERE
WA — BT T 22 &N FTRETH Y, FHMEN
HIFrEND, ICGH YT LB VB R I v E ATl mT fE

T EREEEEMRES Imax X & B T g s
BEIZHEBEL,
2) BB HERA D BIS R OB FF O fRHH | EEBTSE
1. PADI4 ZAZR &2 BIFRRE DIRHRERIE . Padid KO
U AZET hrGPI BRI BB S I, Bk
VXEREE ChhoTz, Padid KO Tl day 7, 14 128V TR,




V38 CD4 Btk Th17 MR BB 2R 7e, &
B PCR THREL7EZA, PADI4 KO =7 A IZH\WT
Bcl-2, Bim, Bax, Bid 728 O T A h— ABIHE R T D3
BDTLEL Tz, FBREFFERD in vitro (2815
TRV ADREF T, WTNORBIZBNTDH
PADI4 KO BHFHERDOTRI— AN WT LU THE
WZTLIEL TV,

2. RORy tBRIFBICLHBEEH R OHIH: RORyt Tg
TR TIL, CD4" THIFEDROR vt TgRENH
BICTTH#EL, CURISHEThITHERR B DIL-17 EEAE 3 TT
HELTWOILHRDL T, CIAOZRSE, KON, BEfERE
BlZIHIES e, ZOREEL T, ROR y tBFIFEHL
CDA+INHI TR O TFEDS RIRE T,

3. CDK4/6FRE# N7 2 B EIA#: COKIIA &
RO B RIS Z R E R L, EINEOJFHEET
58 772 BA BRI IS A TR Lz, FE72. HUIL-6RFLIE
LCDKIDBF R ES . BAE A EMHI 2 R AR LT, 72
B BB RERITITEEN 2h 2T,

4. EEFIRADMEREN B CHERHBTZE: HCCPhiE
S CEBIEATR D ORABE MIEZ AW T2181E HIZ
*92 8 EHURD R —= 2 T BT, FTIC4AE AR
L CRIES N,

5. MERHMIE AW -BEEHREOBRFOMHA ., B
EEEICETIHE: /77 AN — NI
ERMSC% 7 MNEETR RIS BAE T 5L, BafiZk ., BikiE
DERAR A, HEIERY, REFA TSI S, — 5, MSC
O CRIE NP E IS 5 L ChRR L BB AR
EIphofe, T /77 A8 —FEFEMSCIA R CIXEHE H
FROIL-1 B | IL-6FBLCRT B Y S EE R, A TR
BIOMETIIR =S — 7 FREA D IH S, £z,
VB THIRROBEFE, 1L-2, 1L-17, IFN-y OEADN
FRESN, BETORESDROLIELT 2 F MR IR
OIHIER ZEF > Z LRI SN,

. Implantation of MSCs with nano-fiber
; suppressed hind paw swelling in CIA

Photographs of day 14

Wild type EA 1A Clas CIA+

MSCshIME | MSCoby A MSCoby IR

Implantation of MSCs with nano-fiber sheet
prevented cartilage destruction in CIA

D.E5%
D RADEEEREE Y1 | % B 18 IEME SIS

YRR 224E IZACR/EULAREI WRA ST FEEL YE | 234F 121
EREEYE 1R IE S Treat—to-target S FF X iz, W
THLRIERIANS T EOMTX CIREZ AL, &
SBIEEMEE &G I BIE R Bl 5 FE R HAELL TV
Do ARFRTHMTX D B LI TAI DA F R R
ARBEN., EBHERICIN ST T8 F U A REEET AT D
I ThD, ZOMEFDOZ AT ARIFFRICIVEE
B o ERREIE A RIES L, EShDHZEN
HrEho, EEAISEMEO BEWERSTHIZIRD 575
MWIABRNC DDA, Wik SbBEx THAE, HREE, T
REMBED 183, A R OBFIREDEITEZTHE T ThH
%, 162 3B FEE I, MTXIE IR B AR s COER BIE
EhPEIIDAS28: 4.7, SDAL: 18.8 Tdbh-o7z, —77. MTXER
1537 A % DDAS28 (THE, MAE, HREEIZA5.7, 4.1,
2.7). SDAI(27.9, 12.6, 4.8) . 34 A ® AmTSS=0i%
%44%. 43%. 18% THY MTXBAEA127> A #&1Zi% (Fh
& 69%1) . DAS28 (THE. MAE, HREFIZA-2.5, 3.0,
2.4) . SDAI(3.6, 6.1, 3.2), 3-16v H HETO1EMD



AmTSSiZ#41.2, 0.3, 0.2 Th o7z, LA ELD FIHARE
TIEDA3. HREETIX154 A % BIE S L B R E
IS, TEE, MBETIEER I D3 A ORI BIER
EEENBEICHEAT LI, ZO% O LE TS,
[EEEhkE A P [ TED RS RIS ND A, Bl
HefsmE 32T DIliZb e r A ET 5, 5%, K
FEDMKE T I IUE, HARTA L DAFETBE CERDOIE
Y- RALAER T2l kY, BIEEREE I - R IR
RETHREELTREEL, HEHERAPLERE B ELM
HTEBITTTHD,

%72, IORRA = —FCit, BEACRESNEETZ
BEHEUTRT 2 B AR N TIT o728, WD BIEFIC
BWTHHEBEZREEEZRO M oTc, RFFROBRFEL
TR 5 FEDOMFER X MEEILBITHA2T% b
ERORBADTLLTRALTEY, Fr 7 bRk
TITONTCHIZEL LB A7 e ) | 1 F1ZEER
RABBHHEEZLND, LNLRBLBEFIZLoTIE
AFEbBERD, AAEARANEDMIZEBITHEERIE
EYEDOFEEPTRBEND, SAKURA ZR—h T, ¥
TEFRHAR 0.6 DO B H RA =7—R6 241 T MTX D RIS
WEEIEI BN L A NI A L OFEE O LB A B Ik
BE ECLYETHATL.IL-1 8 & IL-6 DFERE TS
MNLTe, ZDHT, BEIEEIT L EE T DR RE Y
ANIAERET LT 6% TNF o 1 3HHIN T,
HE3IAY ELISA Y5 LA 1L-6 23 AR A4 ~— D —T
HDHEDNRENTZ, BlFaR—RNCi, 2008 ELIKED T
R —IZ rapid radiographic progressor (RRP)#ERIZIL
B EHEINTZ, T treat to target DRIELEEZ S
#L. RAMRIS ‘BR A7 BNIEOR TS &8,
TN —REOEBRREEESMEORBELEEZ BN,
MTX OFZMEITEE EaA— I bEHTa—ThiR
FESAL, ZOFTRES LI T HREMIT R LETHS,
EARARRA AT, BEBE RRE LRRICF IR
RIS M2 — BRI R L | YRR M iR o0 & 2 3
"JEEL e T,

2) BB HERA D BEEBIE OB FF OfEER | EERTSE :

WRELNEELTEX- RA KA BRI+
Th% PADI4, CDK4/6, RORy t [ZDOWTIEERIGHD
A REMEDSRIBEN T, Padid KO <~ ATiL IL-6-Th17
FRONEEIL ., BAEIRRE S B BE 7] Th o7, PADI4 KO
AR AR ET VAFIRICLY, PADI4 ASEERL
BRRAIAE - ERERCR MBI O ATFE, Th17 MIfaD b, Hiik
FEA LV o7 B RIE - R RIE DIRIA AT Ll
L TWAZERHBAL Y, ZhbD PADI4A KO <TUAT
DALY, PADIM PAEIIL RATREIRLRVO5LE XD
na, EBE, EEMFRIZBVWCPADIA BEERDH S/
DB EORENRIND>DOHY, eMIBITHREIE
% BABDHT=H 2 TO RA IBE~OISAbEIRFEND,

ROR v t MBFIFE I T MR LY BB Jc DR AE & BAEAE
ERIMHISNAZEAVHIBALTZ, RORy t Tg VA%
DETBY _EHIBED in vitro (23T HEEATHS Th7
DML CNBZEAURIBE L7, IR OFIE T
#HlSh, £72 RORy t Tg w7 ADVL R_EHIfAD AT
o T WT oBEEiRB3ISIS=ZE0 5, RORyt Tg
WIXBAEI R HRT T A MM O MM S DFET DL E
Z BT, E2 RORy t Tg =7 AD Foxp3 Hl#HE T 8
RN T CCR6 DRIJTENROONIZZEND, T
NHPRIE RBFTIZ BT 2 BERIE - EEHEIC B 5L,
A% OGS A OERERVELEE Z b

CIA~ 7 A G35 FA 00 A0 i &) A il 0 e U L BT A% 0
FIE OO LS L CREIRE A I LT, Fo. B
R EE R L CHZICAE AN ERmEL TRIES R
7

CIAZyMZB Wi, 7 /7 743— (PLGA) # &
MSC o BEEEEE~DBAEIC LY | Bfi7 L BEikED
MR RSN, BESNERE TIIINOLDORRITED
OIT | T /T A =& RGE L TRELFIIMSCE L
EOLRICIVEFDRDIBEINIEEZ LN, Fz,
F )T 7 AR—FEREMSCIITGF B EEAFEZENL T,
B, RO EFEEREDOLRL T, BHER
IEMEI BT T OENRENZ, Uk F T A
AN—FEFEMSCIE. RAOZ B, SR OFE &



BERETLETAEDTHY, BRY — VLU TOERD
BEEZHRAL VT ETHD,

RAD B Fiihk 2 BB {5+ £ L TPADI4°ROR v t%%
FIEL. BEEEICBITAINOD 0T ORE AL
Too Stk BVET V. BTEEIRIZI T DR A HIEZ B 1Y
ELT RS SR B 5, 7, BRSO3
HMRRDOFHE, F )7 7 AN—IZ X D3R ITTB TR R ETESL
L. S & IR AR RBRIC LD DL E TH D,

SEMOMEIMM T, INETCOREEFRE TChoT
BAEIRIEAMIE T D HTARNTA L ZREL . BFEL A T2 R
L EELV) A THLELSFHMETES LB Db RD,
PADI4, ROR y tPHEA], kO MERBHRIOFH
AR OMESLIZET AL, Wb ET VBN, 7
B AT DS S AL, S E OO ZHE R VFREMN
s,

BER B o2 BRI DRGENT FEA B LT,
HR B, T B M BEOWT G 14 3 » A B OKREEE)
PEDSHIEI S LTz, BIEREEE OWATINRNIZ DOV TR A
HChBEN, PRIAE CIEHo s &, BEEE
[Ca IO D ATEEME A TRIBE LD, ARBFFEIC LD B ER
TEEM L DT ARTA L BARSIIVUL, BRETRYGE
RSB RE L, EREHIEE & Tefk i AR
BORRER TLOEHFFTED,

— 07, BB DS EIEL TE7 RA B - BIER 82 R
45 TdD PADI4, CDK4/6, ROR y t (DWW TR
FAORBEENRBRINT, Padid KO vU XA TIiX
IL-6-Th17 R2NFFHL . BIETREE DS BIME T Th o7,
ROR vy t @BRIFEIR T M L0 B DO FRIE L BAE A
DIHISNDZEB AL/, £/, invitro, X T CIAZ
Y NET IV TCOREHTIZEYD  F /7 7A4/3— (PLGA) IZ#
FEL 7o e M B R R ZE R B AR (MSC) 1., B 2R
OB ML ~D L FRE, BB MO LHIE . 25
PSR IR E OMHIEAZ PR . RA OB EHI#, BY
M EOFA-EEE BT LTHEIRY — 1 ThD

FERHALNC o7

F R fa R
FrRoBIERL

GAIEFRE

1. FmCFER

(BFFEREE)

FH R

1. Kubo S, Yamaoka K, Kondo M, Yamagata K, Zhao ],
Iwata S, Tanaka Y. The JAK inhibitor tofacitinib
reduces the T cell stimulatory capacity of human
monocyte—derived dendritic cells. Ann Rheum Dis
(in press)

2. Tanaka Y, Hirata S, Kubo S, Fukuyo S, Hanami K,
Sawamukai N, Nakano K, Nakayamada S, Yamaoka
K, Sawamura F, Saito K. Discontinuation of
adalimumab after achieving remission in patients
with established rheumatoid arthiritis: 1-year
outcome of the HONOR study. Ann Rheum Dis (in
press)

3. Tanaka Y. Next stage of RA treatment:
TNF-inhibitor—free remission will be a possible
treatment goal ? Ann Rheum Dis (2013) 72,
i124-ii127

4. Tanaka Y, Maeshima Y, Yamaoaka K. In vitro and
in vivo analysis of a Jak inhibitor in rheumatoid
arthritis. Ann Rheum Dis (2012) 71, i70-i74

5. Iwata S, Yamaoka K, Niiro H, Nakano K, Wang S-P,
Akashi K, Tanaka Y. Amplification of toll-like
receptor-mediated signaling through Syk in human
B cell activation. J Allergy Clin Immunol (2012) 129,
1594-1601

6. Ikeda K, Seto Y, Narita A, kawakami A, Kawahito Y,
Ito H, Matsushita I, Ohno S, Nishida K, Suzuki T,
Kaneko A, Ogasawara M, Fukae J, Henmi M,



10.

11.

Sumida T, Kamishima T, Koike T. Ultrasound
assessment of synovial pathologies in rheumatoid
arthritis using comprehensive multi-plane images of
the 2™ metacarpophalangeal joint-Identification of
the components which are reliable and influential on
the global assessment of the whole joint. Arthritis
Rheum, Nov 18, 2013, in press.

Koike T. IgG4-related disease: why high IgG4 and
fibrosis. Arthritis Res Ther. Jan 25; 15(1):103,
2013.

Takeuchi T, Yamanaka H, Ishiguro N, Miyasaka N,
Mukai M, Matsubara T, Uchida S, Akama H,
Hartmut K, Vipin A, and Tanaka Y. Adalimumab, a
Human anti-TNF monoclonal antibody, outcome
study for the prevention of joint damage in Japanese
patients with early RA; the HOPEFUL 1 study. Ann
Rheum Dis online January 11, 2013.

Katayama M, Ohmura K, Yukawa N, Terao C,
Hashimoto M, Yoshifuji H, Kawabata D, Fuji T,
Iwakura Y, Mimori T: Neutrophils are essential as a
source of IL-17 in the effector phase of arthritis.
PLos One 8(5):e62231, 2013

Terao C, Hashimoto M, Yamamoto K, Murakami K,
Ohmura K, Nakashima R, Yamakawa N, Yoshifuji H,
Yukawa N, Kawabata D, Usui T, Yoshitomi H, Furu
M, Yamada R, Matsuda F, [to H, Fuji T, Mimori T:
Three Groups in the 28 Joints for Rheumatoid
Arthritis Synovitis — Analysis Using More than
17,000 Assessments in the KURAMA Database.
PLoS One. 8(3):e59341, 2013

Sumitomo S, Fujio K, Okamura T, Morita K,
Ishigaki K, Suzukawa K, Kanaya K, Kondo K,
Yamasoba T, Furukawa A, Kitahara N, Shoda H,
Shibuya M, Okamoto A, Yamamoto K.Transcription
factor early growth response 3 is associated with

the TGF-B1 expression and the regulatory

12.

13.

14.

15.

16.

17.

18.

activity of CD4-positive T cells in vivo. J Immunol.
2013;191(5):2351-9.

Iwasaki Y, Fujio K, Okamura T, Yanai A, Sumitomo
S, Shoda H, Tamura T, Yoshida H, Charnay P,
Yamamoto K. Egr-2 transcription factor is required
for Blimp—1-mediated IL-10 production in
[L-27-stimulated CD4+ T cells. Eur J Immunol.
2013;43(4):1063-73

Sawamukai N, Satake A, Schmidt AM, Lamborn IT,
Tanaka Y, Kambayashi T. Cell autonomous role of
TGF B8 and 1IL-2 receptor in CD4+ and CDS8+
inducible regulatory T cell generation during
graft-versus—host disease. Blood (2012) 119:
5575-83

Iwata S, Yamaoka K, Niiro H, Nakano K, Wang S—-P,
Akashi K, Tanaka Y. Amplification of toll-like
receptor-mediated signaling through Syk in human
B cell activation. J Allergy Clin Immunol (2012)
129, 1594-1601

Iwata S, Saito K, Tokunaga M, Tanaka Y. B—cell or
T-cell-dominant recurrence after rituximab therapy
in patients with SLE. Ann Rheum Dis (2012) 71,
1749-1750

Tanaka Y, Maeshima Y, Yamaoaka K. In vitro and
in vivo analysis of a Jak inhibitor in rheumatoid
arthritis. Ann Rheum Dis (2012) 71, i70-i74

Iwata S, Saito K, Hirata S, Tanaka Y. Phenotypic
changes of Ilymphocyte in a patients with
IgG4-related disease after corticosteroid therapy.
Ann Rheum Dis (2012) 71, 2058-2059

Tak PP, Mease PJ, Genovese MC, Kremer ],
Haraoui B, Tanaka Y, Bingham III CO, Ashrafzadeh
A, Travers H, Safa—Leathers S, Kumar S, Dummer
W. Efficacy and safety of ocrelizumab in patients

with active rheuamatoid arthritis with an inadequate

response to at least one TNF inhibitor: results from



19.

20.

the phase Il SCRIPT trial. Arthritis Rheum (2012)
64, 360-370

Sonomoto K, Yamaoka K, Oshita K, Fukuyo S,
Zhang X, Nakano K, Okada Y, Tanaka Y. IL-18
induces differentiation of human mesenchymal stem
cells into osteoblasts via the Wntba/Ror2 pathway.
Arthritis Rheum (2012) 64, 3355-3363

Maeshima K, Yamaoaka K Kubo s, Nakano K, Iwata
S, Saito K, Ohishi M, Miyahara H, Tanaka S, Ishi K,
Yoshimatsu H, Tanaka Y. A JAK inhibitor
tofacitinib regulates synovitis through inhibition of
IFN-+ and [L-17 production by human CD4+ T
cells. Arthritis Rheum (2012) 64, 1790-1798

(EREE)
JIE=

1)

2)

3)

Kawashiri SY, Arima K, Suzuki T, Nakashima Y,
Horai Y, Okada A, Tamai M, Nakamura H,
Kawakami A. Presence of ultrasound subclinical
increment of serum vascular

synovitis  and

endothelial growth factor in a patient with
rheumatoid arthritis achieved in sustained clinical
remission by treatment with adalimumab and
methotrexate. Mod Rheumatol. 2013 Jan 12.
Kawashiri SY, Fujikawa K, Nishino A, Suzuki T,
Okada A, Nakamura H, Kawakami A. Usefulness of
ultrasonography-proven tenosynovitis to monitor
disease activity of a patient with very early
rheumatoid arthritis treated by abatacept. Mod
Rheumatol. 23 (3): 582-586, 2013.

Kita J, Tamai M, Arima K, Kawashiri SY, Horai Y,
Iwamoto N, Okada A, Koga T, Nakashima Y, Suzuki
T, Yamasaki S, Nakamura H, Origuchi T, Ida H,
Aoyagi K, Uetani M, Eguchi K, Kawakami A.
Significant improvement in MRI-proven bone edema

is associated with protection from structural damage

4)

5)

6)

7)

in very early RA patients managed using the tight
control approach. Mod Rheumatol. 23 (2): 254-259,
2013.

Satomura K, Torigoshi T, Koga T, Maeda Y, Izumi Y,
Jiuchi Y, Miyashita T, Yamasaki S, Kawakami A,
Aiba Y, Nakamura M, Komori A, Sato ], Ishibashi H,
Motokawa S, Migita K. Serum amyloid A (SAA)
induces pentraxin 3 (PTX3) production in
rheumatoid synoviocytes. Mod Rheumatol. 23 (1):
28-35, 2013.

Ohyama K, Kawakami A, Tamai M, Baba M,
Kishikawa N, Kuroda N. Serum immunecomplex
containing thrombospondin—1: a novel biomarker for
early rheumatoid arthritis. Ann Rheum Dis 71:
1916-7, 2012

Tamai M, Kawakami A, Uetani M, Fukushima A,
Arima K, Fujikawa K, Iwamoto N, Aramaki T,
Kamachi M, Nakamura H, Ida H, Origuchi T, Aoyagi
K, Eguchi K. Magnetic resonance imaging (MRI)
detection of synovitis and bone lesions of the wrists
and finger joints in early—stage rheumatoid arthritis:
comparison of the accuracy of plain MRI-based
findings and gadolinium—diethylenetriamine
pentaacetic acid—enhanced MRI-based findings.
Mod Rheumatol 22:654-8, 2012

Kita J, Tamai M, Arima K, Nakashima Y, Suzuki T,
SY, Iwamoto N,Okada A, Koga T,

Yamasaki S, Nakamura H, Origuchi T, Ida H, Aoyagi

Kawashiri

K, Uetani M, Eguchi K, Kawakami A. Treatment

discontinuation in patients with very early

rheumatoid arthritis in sustained simplified disease

activity index remission after synthetic

disease—modifying anti-rheumatic drug

administration. Mod Rheumatol 22:346-52, 2012.

JINHLPEE



. lkeda K, Seto Y, Narita A, kawakami A, Kawahito Y,
Ito H, Matsushita I, Ohno S, Nishida K, Suzuki T,
Kaneko A, Ogasawara M, Fukae J, Henmi M, Sumida
T, Kamishima T, Koike T. Ultrasound assessment of
synovial pathologic features in rheumatoid arthritis
using comprehensive multi-plane images of the
2" metacarpophalangeal joint — Identification of the
components which are reliable and influential on the
global assessment of the whole joint. Arthritis Rheum,
Nov 18, 2013, in press.

. Koike T. IgG4-related disease: why high 1gG4 and
fibrosis. Arthritis Res Ther. 15(1):103, 2013.

. Fukae J, Isobe M, Kitano A, Henmi M, Sakamoto F,
Narita A, Ito T, Mitsuzaki A, Shimizu M, Tanimura K,
Matsuhashi M, Kamishima T, Atsumi T, Koike T.
Positive synovial vascularity in patients with low

disease activity indicates smouldering inflammation

leading to joint damage in rheumatoid arthritis:

time—integrated joint inflammation estimated by
synovial  vascularity in each finger joint.
Rheumatology 52, 523-528, 2013.

. Fukae J, Tanimura K, Atsumi T, Koike T.

Sonographic synovial vascularity of synovitis in

rheumatoid arthritis. Rheumatology Sep 18, 2013

(epub ahead of print

. Koike T. IFNvy independent suppression of Th-17
differentidtion by T-bet expression in autoimmune
arthritis mice. Arthritis Rheum. 2012 64(1):40-4

. Koike T, Harigai M, Inokuma S, Ishiguro N, Ryu ],
Takeuchi T, Tanaka Y, Yamanaka H, Fuji K,
Yoshinaga T, Freundlich B, Suzukawa M. Safety and

effectiveness of switching from infliximab to

etanercept in patients with rheumatoid arthritis:

results from a large Japanese postmarketing

surveillance study. Rheumatol Int.

32(6):1617-24.2012

7.

Koike T, Harigai M, Inokuma S, Ishiguro N, Ryu ],
Takeuchi T, Tanaka Y, Yamanaka H, Fuji K,
Yoshinaga T, Freundlich B, Suzukawa M. Safety and
effectiveness responses to etanercept for rheumatoid
arthritis in Japan: a sub—analysis of a post—marketing
surveillance study focusing on the duration of
rheumatoid arthritis. Rheumatol Int.
32(6):1511-9.2012

Takeuchi T, Miyasaka N, Tatsuki Y, Yano T,
Yoshinari T, Abe T, Koike T. Inhibition of plasma
IL-6 in addition to maintenance of an efficacious
trough level of infliximab associated with clinical
remission in patients with rheumatoid arthritis:
analysis of the RISING Study. Ann Rheum Dis.
71(9):1583-5.2012

Tanaka Y, Harigai M, Takeuchi T, Yamanaka H,
Ishiguro N, Yamamoto K, Miyasaka N, Koike T,
Kanazawa M, Oba T, Yoshinari T, Baker D; the
GO-FORTH Study Group. Golimumab in combination
with methotrexate in Japanese patients with active
rheumatoid arthritis: results of the GO-FORTH study.

Ann Rheum Dis. 71(6):817-24,2012

10.Koike T, Harigai M, Ishiguro N, Inokuma S, Takei S,

Takeuchi T, Yamanaka H, Tanaka Y. Safety and
effectiveness of adalimumab in Japanese rheumatoid
arthritis patients: postmarketing surveillance report
of the Mod Rheumatol.

22(4) :498-508,2012

first 3,000 patients.

EmEZ

1.

Gazal S, Sacre K, Allanore Y, Teruel M, Goodall AH,
Tohma S, Alfredsson L, Okada Y, Xie G, Constantin
A, Balsa A, Kawasaki A, Nicaise P, Amos C,
Rodriguez—Rodriguez L, Chioccia G, Boileau C,
Zhang J, Vittecoq O, Barnetche T, Gonzalez—Gay MA,
Furukawa H, Cantagrel A, Le Loet X, Sumida T,



Hurtado—Nedelec M, Richez C, Chollet-Martin S,
Schaeverbeke T, Combe B, Khoryati L, Coustet B,
El-Benna ], Siminovitch K, Plenge R, Padyukov L,
Martin J, Tsuchiya N, Dieud P.: Validation of EULAR
primary Sjogren’s Syndrome disease activity and
patient indexes. Ann Rheum Dis (in press)

. Yoon J, Sudo K, Han J, Chae M, Park S, Weinstein M,
Nakae S, Yamashita T, Lee , Sumida T, Kuroda M,
M.: Smad2 TGF- B
Smad

Mamura is the

receptor-regulated to  suppress the
immunogenicity of mouse and human dendritic cells.
Eur J Immunol (in press)

. Yoon JH, Jung SM, Park SH, Kato M, Yamashita T,
Lee IK, Sudo K, Nakae S, Han JS, Kim OH, Oh BC,
Sumida T, Kuroda M, Ju JH, Jung KC, Park SH, Kim
DK, Mamura M. : Activin receptor-like Kkinaseb
inhibition suppresses mouse melanoma by ubiquitin
degradation of Smad4, thereby derepressing
eomesodermin in cytotoxic T lymphocytes. EMBO
Mol Med 5(11):1720-39,201

. Inoue A, Matsumoto I, Tanaka Y, Umeda N, Tanaka Y,
Mihara M, Takahashi S, Sumida T. :TIARP (TNFAIP9)
deficiency leads to arthritis via IL-6 overproduction
enhanced NF-kB, STAT3 and

with signaling

dysregulated apoptosis of macrophages Arthritis
Rheum 64(12):3877-85,201

. Tsuboi H, Matsuo N, Iizuka M, Tsuzuki S, Kondo Y,
Tanaka A, Moriyama M, Matsumoto I, Nakamura S,
Sumida T.: Analysis of IgG4 class switch—related
molecules in IgG4-related disease. Arthritis Res.
Ther. 14(4):R171,201

. Kondo Y, lizuka M, Wakamatsu E, Yao Z, Tahara M,
Tsuboi H, Sugihara M,Hayashi T, Yoh K, Takahiashi S,
Matsumoto I, Sumida T.: Overexpression of T-bet

gene regulates murine autoimmune arthritis. Arthritis

Rheum. 64:162-172,2012

7.

Hasebe N, Kawasaki A, Ito I, Kawamoto M, Hasegawa
M, Fujimoto M, Furukawa H, Tohma S, Sumida T,
Takehara K, Sato S, Kawaguchi Y, Tsuchiya N:
Association of UBE2L3 polymorphisms with diffuse
cutaneous systemic sclerosis in a Japanese population.
Ann Rheum Dis; 71(7): 1259-60, 201

Okada Y, Shimane K, Kochi Y, Tahira T, Suzuki A,
Higasa K, Takahashi A, Horita T, Atsumi T, Ishii T,
Okamoto A, Fujio K, Hirakata M, Amano H, Kondo Y,
Ito S, Takada K, Mimori A, Saito K, Kamachi M,
Kawaguchi Y, Ikari K, Mohammed W O, Matsuda K,
Terao C, Ohmura K, Myouzen K, Hosono N, Tsunoda
T, Nishimoto N, Mimori T, Matsuda F, Tanaka Y,
Sumida T, Yamanaka H, Takasaki Y, Koike T,
Horiuchi T, Hayashi K, Kubo M, Kamatani N, Yamada
R, Nakumura Y, Yamamoto K: A genome-wide
association study identified AFF1 as a susceptibility
locus for systemic lupus erythematosus in Japanese.
PLoS Genet;8(1): e1002455,201

Sakai R, Tanaka M, Nanki T, Watanabe K, Yamazaki
H, Koike R, Nagasawa H, Amano K, Saito K, Tanaka
Y, Ito S, Sumida T, Thata A, Ishigatsubo Y, Atsumi T,
Koike T, Nakajima A, Tamura N, Fujii T, Dobashi H,
Tohma S, Sugihara T, Ueki Y, Hashiramoto A,
Kawakami A, Hagino N, Miyasaka N, Harigai M, for
the REAL Study Group: Drug retention rates and
relevant risk factors for drug discontinuation due to
adverse events in rheumatoid arthritis patients
receiving anti-cytokine therapy with different target

molecules. Ann Rheum Dis ; 71(11): 1820-1826, 2012

10. Tsuboi H, Matsuo N, lizuka M, Tsuzuki S, Kondo Y,

Tanaka A, Moriyama M, Matsumoto I, Nakamura S,
Sumida T: Analysis of IgG4 class switch-related
molecules in IgG4-related disease. Arthritis Res

Ther;14(4):R171,2012.



g

1.

Takeuchi T, Kawai S, Yamamoto K, Harigai M,

Ishida K, and Miyasaka M. Post—marketing
surveillance of the safety and effectiveness of
3267 Japanese
rheumatoid arthritis. Mod Rheum?24:8-16, 2014

Kaneko Y, Kuwana M, and Takeuchi T. Osteolytic

tacrolimus in patients  with

change in distal interphalangeal joint and sacroiliac
joints in subluxing arthropathy in anti—jo—1 antibody.
Joint Bone & Spine, in press

Kaneko Y, Kondo H and Takeuchi T. ACR/EULAR
remission criteria maintains strict performance when
evaluated in 44 joints. J Rheumatology 40:1254—
8,2013

Takeuchi T and Suzuki K. CD247 variants single
nucleotide polymorphisms observed in systemic
lupus erythematosus. Rheumatology online March
23, 2013.

Nishina N, Kaneko Y, Kameda H, Kuwana M, and
Takeuchi T. Reduction of plasma IL-6, but not
TNF-«a by methotrexate in patients with early
rheumatoid arthritis: a potential biomarker for
radiographic progression. Clinical Rheumatology
32:1661-6, 2013.

Takeuchi T, Matsubara T, Nitobe T, Suematsu E,
Ohta S, Honjyo S, Abe T, Yamamoto A, Miyasaka N,
and The Japan Abatacept Study Group. Phase I
dose—response study of abatacept in Japanese
patients with active rheumatoid arthritis with
inadequate response to methotrexate. Mod Rheum
23:226-235, 2013.

Takeuchi T, Harigaya M, Tanaka Y, Yamanaka H,
Ishiguro N, Yamamoto K, Miyasaka N, Koike T,
Kanazawa M, Ohba T, Yoshinari T, Baker D, and
the  GO-MONO Golimumab

study  group.

monotherapy in Japanese patients with active

10.

11.

rheumatoid arthritis despite prior treatment with
disease—modifying anti-rheumatic drugs: results of
Phase 2/3,
double-blind, placebo-controlled GO-MONO study
through 24 weeks. Ann Rheum Dis72:1488-95,
2013.

Takeuchi T, Miyasaka N, Zang C, Alvarez D,
Fletcher T, Wajdula J, Yuasa H, and Vlahos B. A

the multicenter, randomized,

phase 3 randomized, double~blind, multicenter

comparative study evaluating the effect of
etanercept versus methotrexate on radiographic
outcomes, disease activity and safety in Japanese
subjects with rheumatoid arthritis. Mod Rheum
23:623-33, 2013.

Takeuchi T, Yamanaka H, Ishiguro N, Miyasaka N,
Mukai M, Matsubara T, Uchida S, Akama H,
Hartmut K, Vipin A, and Tanaka Y. Adalimumab, a
Human anti-TNF monoclonal antibody, outcome
study for the prevention of joint damage in Japanese
patients with early RA; the HOPEFUL 1 study. Ann
Rheum Dis online January 11, 2013.

Nishina N, Kikuchi J, Hashizume M, Yoshimoto K,
Kameda H, and Takeuchi T. Baseline levels of
soluble interleukin—6 receptor predict clinical
remission in patients with rheumatoid arthritis
treated with tocilizumab: implications for molecular
targeted therapy. Ann rheum Dis, online December
13, 2013.

Takeuchi T, Tanaka Y, Kaneko Y, Tanaka E, Hirata
S, Kurasawa T, Kubo S, Shidara K, Kimura N,
Nagasawa H, Kameda H, Amano K, and Yamanaka H.
Effectiveness and safety of adalimumab in Japanese
patients with rheumatoid arthritis: Retrospective
analyses of data collected during the first year of

adalimumab treatment in routine clinical practice

(HARMONY study). Mod Rheum, 22:327-338, 2012



12.

Tanaka Y, Harigaya M, Takeuchi T, Yamanaka H,
Ishiguro N, Yamamoto K, Miyasaka N, Koike T,
Kanazawa M, Ohba T, Yoshinari T, Baker D, and
the GO-FORTH study group. Golimumab, a human
anti-TNF-a  monoclonal  antibody, injected
subcutaneously every 4 weeks in Japanese patients
with active rheumatoid arthritis in combination
Phase 2/3,
multicenter, double-blind,
placebo-controlled GO-FORTH study through 24

weeks. Ann Rheum Dis, 71:817-24, 2012.

methotrexate: results of the

randomized,

= Rt

L.

Terao C, Ohmura K, Ikari K, Kochi Y, Maruya E,
Katayama M, Yurugi K, Shimada K, Murasawa A,
Honjo S, Takasugi K, Matsuo K, Tajima K, Suzuki A,
Yamamoto K, Momohara S, Yamanaka H, Yamada R,
Saji H, Matsuda F, Mimori T: ACPA-negative RA
consists of two genetically distinct subsets based on
RF positivity in Japanese. PLo0S One. 7(7):e40067,
2012

Okada Y, Terao C, lkari K, Kochi Y, Ohmura K,
Suzuki A, Kawaguchi T, Stahl EA, Kurreeman FA,
Nishida N, Ohmiya H, Myouzen K, Takahashi M,
Sawada T, Nishioka Y, Yukioka M, Matsubara T,
Wakitani S, Teshima R, Tohma S, Takasugi K,
Shimada K, Murasawa A, Honjo S, Matsuo K, Tanaka
H, Tajima K, Suzuki T, Iwamoto T, Kawamura Y,
Tanii H, Okazaki Y, Sasaki T, Gregersen PK,
Padyukov L, Worthington J, Siminovitch KA, Lathrop
M, Taniguchi A, Takahashi A, Tokunaga K, Kubo M,
Nakamura Y, Kamatani N, Mimori T, Plenge RM,
Yamanaka H, Momohara S, Yamada R, Matsuda F,
Yamamoto K: Meta—analysis identifies nine new loci
associated with rheumatoid arthritis in the Japanese

population. Nat Genet. 44(5):511-6, 2012

3.

Myouzen K, Kochi Y, Okada Y, Terao C, Suzuki A,
Ikari K, Tsunoda T, Takahashi A, Kubo M, Taniguchi
A, Matsuda F, Ohmura K, Momohara S, Mimori T,
Yamanaka H, Kamatani N, Yamada R, Nakamura Y,
Yamamoto K. Functional Variants in NFKBIE and
RTKNZ Involved NF-« B
Pathway Are Associated with Rheumatoid Arthritis in
Japanese. PLoS Genet. 2012 Sep;8(9):e1002949

in Activation of the

. Terao C, Ohmura K, Kawaguchi Y, Nishimoto T,

Kawasaki A, Takehara K, Furukawa H, Kochi Y, Ota
Y, lkari K, Sato S, Tohma S, Yamada R, Yamamoto K,
Kubo M, Yamanaka H, Kuwana M, Tsuchiya N,
Matsuda F, Mimori T. PLD4 as a novel susceptibility
gene for systemic sclerosis in a Japanese population.

Arthritis Rheum.[Epub ahead of print]

Wi 5

1.

Myouzen K, Kochi Y, Okada Y, Terao C, Suzuki A,
Ikari K, Tsunoda T, Takahashi A, Kubo M, Taniguchi
A, Matsuda F, Ohmura K, Momohara S, Mimori T,
Yamanaka H, Kamatani N, Yamada R, Nakamura Y,
Yamamoto K. Functional variants in NFKBIE and
RTKN2 involved in activation of the NF— k B pathway
are associated with rheumatoid arthritis in Japanese.

PLoS Genet. 2012 Sep;8(9):€1002949.

. Terao C, Ohmura K, Ikari K, Kochi Y, Maruya E,

Katayama M, Yurugi K, Shimada K, Murasawa A,
Honjo S, Takasugi K, Matsuo K, Tajima K, Suzuki A,
Yamamoto K, Momohara S, Yamanaka H, Yamada R,
Saji H, Matsuda F, Mimori T. ACPA-negative RA
consists of two genetically distinct subsets based on
RF  positivity PLoS  One.
2012;7(7):e40067

in  Japanese.

. Okada Y, Terao C, Ikari K, Kochi Y, Ohmura K,

Suzuki A, Kawaguchi T, Stahl EA, Kurreeman FA,
Nishida N, Ohmiya H, Myouzen K, Takahashi M,



Sawada T, Nishioka Y, Yukioka M, Matsubara T,
Wakitani S, Teshima R, Tohma S, Takasugi K,
Shimada K, Murasawa A, Honjo S, Matsuo K, Tanaka
H, Tajima K, Suzuki T, Iwamoto T, Kawamura Y,
Tanii H, Okazaki Y, Sasaki T, Gregersen PK,
Padyukov L, Worthington J, Siminovitch KA, Lathrop
M, Taniguchi A, Takahashi A, Tokunaga K, Kubo M,
Nakamura Y, Kamatani N, Mimori T, Plenge RM,
Yamanaka H, Momohara S, Yamada R, Matsuda F,
Yamamoto K. Meta—analysis identifies nine new loci
associated with rheumatoid arthritis in the Japanese
population. Nat Genet. 2012 Mar 25;44(5):511-6

. Terao C, Ikari K, Ohmura K, Suzuki T, Iwamoto T,
Takasugi K, Saji H, Taniguchi A, Momohara S,
Yamanaka H, Matsuda F, Mimori T. Quantitative
effect of HLA-DRBI1 alleles to ACPA levels in
Japanese rheumatoid arthritis: no strong genetic
impact of shared epitope to ACPA levels after
stratification of HLA-DRB1%09:01. Ann Rheum Dis.
2012 Jun;71(6):1095~

. Seto Y, Inoue E, Shidara K, Hoshi D, Sugimoto N,
Sato E, Tanaka E, Nakajima A, Taniguchi A,
Momohara S, Yamanaka H. Functional disability can
deteriorate despite suppression of disease activity in
patients with rheumatoid arthritis: a large
observational cohort study. Mod Rheumatol. [Epub
ahead of print]

. Yamanaka H, Seto Y, Tanaka E, Furuya T, Nakajima
A, Ikari K, Taniguchi A, Momohara S. Management of
rheumatoid arthritis: the 2012 perspective. Mod
Rheumatol. 23(1):1-7, 2013.

. Yoshida S, Ikari K, Yano K, Toyama Y, Taniguchi A,
Yamanaka H, Momohara S. Lack of association
between IL-15 genetic variants and progression of

joint destruction in Japanese patients with rheumatoid

arthritis. Ann Rheum Dis. 2013 Nov 22.

8.

Suzuki T, Ikari K, Yano K, Inoue E, Toyama Y,
Taniguchi A, Yamanaka H, Momohara S. PADI4 and
HLA-DRB1 are genetic risks for radiographic
progression in RA patients, independent of ACPA
status: results from the IORRA cohort study. PLoS

One. 2013;8(4):e61045.

HHAR—EZ

L.

Okada Y, Terao C, Ikari K, Kochi Y, Ohmura K,
Suzuki A, Kawaguchi T, Stahl EA, Kurreeman FA,
Nishida N, Ohmiya H, Myouzen K, Takahashi M,
Sawada T, Nishioka Y, Yukioka M, Matsubara T,
Wakitani S, Teshima R, Tohma S, Takasugi K,
Shimada K, Murasawa A, Honjo S, Matsuo K,
Tanaka H, Tajima K, Suzuki T, Iwamoto T,
Kawamura Y, Tanii H, Okazaki Y, Sasaki T,
Gregersen PK, Padyukov L, Worthington J,
Siminovitch KA, Lathrop M, Taniguchi A, Takahashi
A, Tokunaga K, Kubo M, Nakamura Y, Kamatani N,
Mimori T, Plenge RM, Yamanaka H, Momohara S,
Yamada R, Matsuda F, Yamamoto K: Meta—analysis
identifies nine new loci associated with rheumatoid
arthritis in the Japanese population. Nat Genet.

44(5):511-6, 2012

2. Okada Y, Shimane K, Kochi Y, Tahira T, Suzuki A,

Higasa K, Takahashi A, Horita T, Atsumi T, Ishii T,
Okamoto A, Fujio K, Hirakata M, Amano H, Kondo
Y, Ito S, Takada K, Mimori A, Saito K, Kamachi M,
Kawaguchi Y, Ikari K, Mohammed O W, Matsuda K,
Terao C, Ohmura K, Myouzen K, Hosono N,
Tsunoda T, Nishimoto N, Mimori T, Matsuda F,
Tanaka Y, Sumida T, Yamanaka H, Takasaki Y,
Koike T, Horiuchi T, Hayashi K, Kubo M, Kamatani
N. Yamada R, Nakamura Y, Yamamoto K. A

genome—wide association study identified AFF1 as a

susceptibility locus for systemic lupuseyrthematosus



2.

in Japanese PLoS Genet. 2012 :8(1):e1002455
Okamoto A, Fujio K, Tsuno NH, Takahashi K,
Yamamoto K. Kidney-infiltrating CD4+ T-cell

clones promote nephritis in lupus-prone mice.

Kidney Int. 2012:82(9):969-79.

PRER

(BrFEAERH)
H P R

1.

Tanaka Y, Hirata S. Novel multi-biomarkers for
estimating disease activity in rheumatoid arthritis.
The 22nd International Rheumatology Symposium
Tokyo, Japan Y% 25 €2 4 A

Tanaka Y. The Development of Anti-TNF Agents in
Rheumatoid Arthritis. EAGOR2013, The 5th East
Asian Group of Rheumatology (symposium). Seoul,
Korea. i 25 F 5 A

Tanaka Y. A potential of human mesenchymal stem
cells for the treatment of Rheumatoid Arthritis. The
Pirst ARISE WITH APLAR. Seoul, Korea. Y% 25
F£9 A

Tanaka Y. Certolizumab pegol and biologics for the
treatment of rheumatic diseases. 12th International
symposium on Sjogren’s syndrome. Kyoto, Japan %
f% 25 4F 10 A

Tanaka Y, Emoto K, Tsujimoto M, Schlichting DE,
Macias W. 12-week results of a phase 2b
dose-ranging study of baricitinib, an oral JAKI1/
JAK2 inhibitor in Japanese patients with rheumatoid
arthritis on background methotrexate therapy. ACR
2013. San Diego, USA. ¥jk 25 4210 A

Tanaka Y, Yamanaka Y, Ishiguro N, Miyasaka N,
Kawana K, Kubo T, Kuroki A, Takeuchi T. Clinical
remission after 52 weeks of treatment is a predictor

of adalimumab~-free disease control in patients with

early rheumatoid arthritis: Hopeful 2 Study. ACR

10.

2013. San Diego, USA. YRk254£108

T Fujii, M Sekiguchi, K Matsui, M Kitano, M
Hashimoto, K Ohmura, A Yamamoto, H Nakahara,
K Maeda, A Yokota, K Miki, N Shimmyo, T Kuroiwa,
K Murakami, Y Ozaki, K Higami, I Yoshii, Y Nozaki,
T Ikawa, S.Morita, Y Kawahito, N Nishimoto, T
Mimori, H Sano: Higher Titer of Anti-Citrullinated
Protein Antibodies in Biologic-Naive Rheumatoid
Arthritis Patients are Candidate Biomarkers to
Predict Sensitivity Leading to Clinical Remission
with Abatacept (Poster #465).
of Rtheumatology, San Diego, Oct. 26-30, 2013
Y Tanaka. The

American College -

Maximization of Efficacy of
Tocilizumab for the Treatment of Rheumatoid
Arthritis. The 8th International Congress on
Autoimmunity, Granada, Spain. May/2012

Y. Tanaka. Treatment of SLE with biologics. The
15th Congress of the Asia Pacific
Associations for Rheumatology, APLAR 2012, Dead
Sea, Jordan, Sep/2012

Y Tanaka, S Hirata, S Fukuyo, M Nawata, S Kubo, K

League of

Yamaoka, K Saito. Discontinuation of Adalimumab

without Functional and Radiographic Damage
Progression After Achieving Sustained Remission in
Patients with Rheumatoid Arthritis (the HONOR
study): 1-Year Results. The 78th Annual Congress
of American College of Rheumatology, 2012,

Washington DC, USA, Nov/2012

(FHEREE)
kAl

1.

Tamai M, Takatani A, Nakashima Y, Suzuki T, Kita J,
Horai Y, Okada A, Kawashiri S, Iwamoto N, Ichinose
K, Arima K, Nakamura H, Origuchi T, Uetani M,

Aoyagi K, Eguchi K, Kawakami A. Stringent

Therapies Improve Clinical, Radiographic and



