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r=-0.03572, p=0.0034)
3. eGFR & FHER T & OEEVRSHTCE 1)
NSAIDs, 7Y A7 7 U 7 (SASP),
MTX, 737 2 Bue) ORI (NEH Y =1, 72
L =0) 28, eGFREJMSI U CIEDHEREE, 4
., RE, 27 a4 FAR (Ak&H0 =1, 2L
=0), ESR, HAQ-DI 7%, eGFR &S L TEDFE
BE% /R L7z, DAS28 LeGFRE DIBRIOHEZEIT
HERLE,

D.EEB XV E i

HISEMEATIZRVTIE, BHEE & RATEEIMEICH
ARSI, BREN D LIk EE~—D —b
eGFR BMEWZ EBIETH -7z, —FH T, EEF
ST ORERN BT, eGFR & NSAIDs, SASP,
MTX, Buc OAF ML L CEQHBEEZR L, &
HSREIE T 12 & . NSAIDs, SASP, MTX, Buc 4L
FHIRD2L o TVWEZ ERALDICARY .



eGFR & DAS28 L DHHEEDOEHEREEIIMEE LT Wit 2Rl L 0 | S DIZEFENIIC e & RATEENME
LG, BHEEL RA FEIMEOBEIIBENED IOV TREL TV FETH D,

BT CONDHREENE X b, AW F. REFEAERER 2L

BWrFsEch . BHEE L RAFEME L OE S G. HHesE

ELLFHETE TWARWAEEERH D, 5%, [FRcsR] [F2%8R] 2L

NinJa2012 CTFHE L7 EGI# BRI RETT 286 H. MM EEOHBE - 36 7oL

1. BEHEERIZEM TO RAEEIME~— I — D ik

CDAI
80+ SDAI
80

DAS-ESR DAS-CRP

81 60-

60+

DAS-ESR
DAS-CRP

X 2. BHERE(eGFR) & DAS28 DFHES

eGFR-DAS28-ESR eGFR-DAS28-CRP
150+ 160
100+ ... - 100+
[14 . 14
L
& &
) 1)
50= ° 50
0 T 1 0 g 5 : T T i
0 8 10 0 2 4 6 8 10
DAS28-ESR DAS28-CRP
7 1.eGFR & &R+ & OEEFwOHT
dependent variable dependent variable
eGFR eGFR
independent variables B Pvalue independent variables B Pvalue
NSAIDs 0.04 0.005 AGE -0.393 <0.001
SASP 0.03 0.033 BW -0.137 <0.001
MTX 0.102 <0.001 STEROID -0.037 0.011
BUC 0.054 <0.001 ESR -0.092 <0.001
HAQ-DI -0.072 <0.001
DAS28ESR 0.071 0177
DAS28CRP 0.022 0.684
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FEA S RIS R IEETES (REVAIEYE 25 5 LR
(SRFET Lb % — RIS SRR JE IS 7 L — BB IR LRI E A 9))
FRCEHRRE T CEHHA)

BRgIU DY FEBEITE T 54 YFREA (Bio) FEADBTRK (EICHEER) ITDLTORKE:
Bio FpHT iR B LEUEEHEDBE ~ Ninja I2& 1T SRR R ~

TS T MSATEIE N E SR oA R pg e o 7 — BRI R

WFEBEE © fcdlt. RA BEHERF- & LT H S CW5b, NinJa ©OF —4% 2RI L. RATRFEICE
iF % Bio OFE R, & <1 Bio TWHEFNC OVTEOBRE & MR & oD B3 2 KRS\ BT 3 5
ZEERHME LT, 2007~12 4EEED Nin]a B GRE SU72 11,940 SEFI 0 H B Bio (1AIBAE) 12k 5
TBIR &0 72 3,187 JEH] (26.7%) 1Z331) 2 FFIHEBNS D\ CHREDR LG b | AR BRJEERRE 72 L) %
BEr L7z, Bio IAWIEA AT 5 3,187 JEHIDOH 584 JEF] (18.4%) (ZHFIFEMN B > 7=, Bio HEr#LHh
WZOWTHE x)}%Tﬂ* I ARG TEAR) . WU Z SN T L, TR (AR fﬂ%ﬁ*ﬁrm
) 30@/37*:1 V—lZmB L., £ OREIZ DV CTREHERIRYT u‘_o FOREF., [R5
% Bio WL fb@@“lié&ﬁfxﬁfﬁ%isﬁ%wmt (JEMRJEE W28 OR 0.678, 95%CI 0482~o 967,
p=0.032 ; Mﬁfh‘/ WYE OR 0.557, 95%CI 0.357~0.869, p=0.010), Bio D& —% v BN Tii.
R DAY . TNF [HEHCHE Th o7, Bio (& <IZ, TNF HEAD JAREF ISV T, &5
ERVDD I EDAEWTHDL BRI ENT, G, FORA =X LZDOWTOMIAEED 5,

JEERY (29.1%). GLM 42 # (57.5%) THY . IFX,
NinJa O7— 4% ZFH L, RATGRIZHBIT S Bio  ADA., GLM 72 &€ / 7 v —F Vit TNF [
DFEFRGEL, & <IZ Bio FRHESNZ OWTZDHE  FROPREERNEVEBN H o 72 (FEINT B
Y & PR L & o0 BESEE A AR TR I iR AT 5 Z & %), TWTERE &R & OBEL, #

ZHME L, LITRT LT R R+4) EAEREEER
W7 (FEMRIE /M21E OR 0.678, 95%CI 0.482~
B. W3k 0.967, p=0.032 ; 288 /2% OR 0.557, 95%CI

2007~2012 FEEH Ninfa \IZBER SN RAE  0.357~0.869, p=0.010), TBIfEM ). TEfF) LI
F 11,940 Fllo BT HEAZERIZFRE L. BiofE  AERMEEXR,oT, £72, Bio OIREXY —7
FRlErE 2 L, PEEBICOWT BRF v MIOMITCik, ZoMEix TNF EAICE

431, THESES ), [EF), BERRIZONT  WIBEZETho72GR2),

VR, THRJEREE ) TE5E) [YEd) 03207
FAY—CEMEIZTHEL., TOBEIZS DEZEBLVESH
THEEH A RIT L, R A4 v X TER L, ﬂé’éiﬁ%‘f“i FERRJTEE l:/\‘"( [ZhEAR+53)

Z &% Bio FEIERNEFHEIZ . BREA Bio M%)
C. FaeHER %%’é‘fﬁ _%%Z%Lfv\é_ézmﬁﬁ ST T,

ERGREE 11940 Flo H b, 3,187 i, 26.7%  E£i-, W LY, Bio OHMERBENUETL
DBETBIio 1AL DEHINTWE, 20D EWTRIBEINTE, 6L, IBEX—F v MZko
HIE O Bio BFIBIESPRH LI, IFX 335 fl  TEOEEICIIERENDH Y TNF EFIZB T

(57.4%), ETN 418 # (31.6%)., ADA 220 il  L<|CHEETH o7, LLEd 5, Bio (& <12, TNF

(55.4%) . TCZ 162 #1] (27.5%). ABT 65 f PHEA]D) JBEBEICBWTIL., 2EL2E80 52 b
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[ZaRE]
1.The annual congress of European
Rheumatology (EULAR 2014),
Paris, June 11-14, 2014
SMOKING CESSATION SIGNIFICANTLY
REDUCES FAILURE OF BIOLOGICS(BIO)-
TREATMENT IN RHEUMATOID
ARTHRITIS (RA): FROM THE “NINJA”
REGISTRY COHORT OF JAPANESE
PATIENTS.
Yukihiko Saeki, Toshihiro Matsui, Kunihiko
Kagawa, Shiro Ohshima, Masato Matsushita,
Eriko Tanaka-Kudo, So-Ichiro Tsuji, Maiko
Yoshimura, Akane Watanabe, Satoru
Teshigawara, Masato Katayama, Yoshinori
Katada, Yoshinori Harada, Akiko Yura, Jun
Hashimoto, Shigeto Tohma, on behalf of The
NHO "iR-net" Study Group
2. The third international congress on
controversies in rheumatology and
autoimmunity (CORA 2015) Sorrento (Italy) ,
Marl11-14, 2015
Smoking affects the efficacy of biologics
differently depending on target cytokine in



rheumatoid arthritis (RA): from the “NinJa”
Registry Cohort of Japanese patients.

Y. Saeki, T' Matsui, S. Ohshima, M.
Matsushita, E. Tanaka-Kudo, S. Tsuji, M.
Yoshimura, S. Teshigawara, Y. Harada, A.
Yura, T. Nii, T. Shimizu, K. Kagawa, dJ.
Hashimoto, S Tohma and the NHO “iR-net”
#=1.

Study Group.

H. M PERED S - Bek 72 L

/smoking Failure

Remission

Non-smoking | OR:0.678 OR:1.188
95%CI:0.482~0.967, p=0.082* | 95%CI:0.738~2.017
p=0.491

p=0.327

OR:0.686
95%C1:0.349~1.511

Cessation OR:0.557 OR:1.652
95%CI:0.357~0.869, p=0.010* 95%C1:0.947~2.985, p=0.078

OR:0.918
95%Cl:0.387~2.268, p=0.847

+#2.
/smoking TNF inhibitors (IFX, ETN, ADA, GLM) 1L-6 inhibitor (TCZ) T cell inhibitor (ABT)
Non-smoking | OR=0.672, OR=1.035, OR=0.773,

95%CI [0.457,1.003], p=0.052

95%CI [0.331, 4.56], p=0.958

95%CI [0.241, 2.982], p=0.686

Cessation OR=0.584,
95%CI [0.355, 0.958], p=0.033*

OR=0.315,
95%CI [0.040, 2.10], p=0.216

OR=0.729,
95%CI [0.165, 3.370], p=0.675

*statistically significant
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RAEFBRENEEFRE ERERESERIIREE
(7 LR —REFEEMOIEEERET L X —REBERALHITESE))
EREEBHRAREE GEHEE)

NinJa |2#5B8U7<F (RA) EEZBN B FF -2013 FE-

HEEEE BETE— EsmREERERE 8kRE

BAN—REELLTHEELTWD EEZ BN,

WFRES :NinJa ® 2013 FEOT — & ~— A Z R L, FirEe FOICEER & oBGRERE L7z, 2013
FEFEICBGR S - AT 13285 AT, RA Fifid 353 AIC 415 1 3.1% (P RER) 1Th
TN, FITIA 23 1.6%, VBIELEIERDS 0.19%., BEFED 0.3%., BAEMALD 0.7%. BIETEEH 0.2%
ThoT, 2003 FEEE L HAD L FHHRET 8.1%0 5 3.1%~ L 2 TOEMMTR TR LTEY ., &
(ZANEI TIJA & VEIEEIRRITRIBICRD L CTnie, BRIOFERZAS &, 2013 FEITITERE D 92.5%IC
BEENTEHY., 2003 FED 81.8% L V% Tz, 5 B MTX B 36.2%703 64.5%I2 % LS. &I
4.6%7 13.5%17 B SN 724 Bio B3 0.52%78 25.4%I2H# 2. # JAK 13 0.2% & 72 > T
7o FD—F . #jEsk DMARD %1 53.9%78 33.0%~ & B4 L Tz, Bio, JAK 722 EOBIRE A
FEVEER O RSN L TR Y, FAUCKEF U TFIEED LTz, FIROEMICITHEES o

A. TFFEERY

TR, MTX, SefnkiAl, Amraidils 51203
JAK [HZEHIZ: EOBEAIZEZ VY v ~FRAD
BEMRNIINONTEY . FRAEICOWTEL
NG I TS, AFETIE RA T—FX—2
(NinJa) ZFIH L, AR TOZEAIOZEL) RA B
TEAEL RN (PER - #0lE] A\ TEAERE AT (] TJA)
RAE R (BETRAL) . BISEENR (BEEE) .
VRO (BRI . Wil () 72
&) ~RIETEEIC OV TR 5,

B. Brgei5ik

BERBEERANE 2 . BFEES 4000 A%#E % 72 2003
EEND 2013 FEIC Ninfa 1288 Sz Fico
W, BB VTSR L FilvofEE - SE L D
BB Z DUV TRRET Lz, FIRIC WL, — A%
FEEE - 2B EUTON TV AGEEIFE T T P LT
WD, FIul, i s  BERICIT RS B D,
RA ESHEETAELFMRA FH) & LCidw TIA, B
HiEAL. BEEIEE. RIEOER, BEEEZ L0 SIS,
FHBII TR BER W Th b Lz, f#
FAFEANZ STk DMARD £, MTX #, (MTX
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RS SelimmEEE (LSEY. EoFELEWEE

(JAK ) | Ar08%IR (Bio #) . 7tk DMARD
BRC B LT, TEH3ER) BERRRISE L 72D 1 3500

(JAK #£>Bio #>MTX #>1.S# >DMARD #
DFH) TEEHTHY, [HREER) B AE TS IRHA
BEORBE SN T DREBEREZET 5, KEIE
BV IERAABRBER) Th bbb Lz, FHs
LEFRZEFIOBIEIZONTIRETT 2 & L bic, B4E
BRI OV T b IS LTz,

C. BrefE (&1, 2., K1 2.)

2013 £ E(C NinJa 2Bk Sz 13285 A (i
10654 44, 51 2631 44) T, FHFH#E 64.0 5%(2003
FEE : 60.9 %), FHRBRFIM 12.4 4(13.3 ), RA-
stagelll+IV47.9%(61.6%) T -7z, 2013 FELEIZAT
iz RA FHAITREE 415 1F 3. 1%(FER /AR
FHr: 13285 N) TH Y | NERITHIE TIA A3 1.6%,
VETEEIRRDS 0.3%. MEFEREDS 0.1%. BIETFRAS 0.7%,
BIEEED 0.2% Ch o7z, 2008 R L HADB L
FHHEBUT 8.4%0> B L, & TOFRr= i
LTV, B2 TJA LIBBEEIBRDBDHZFA T,
TJA OFTIEEREEHNED LTz,



ST 2013 4EEECIE 112294 A 92.5% D A
B X THEY ., 2003 40 81.8% L WL T/, 3K
FIBNTIE, # MTX 13 36.2%72% 64.5%12. 4 LS.1X
4.6%7%% 13.5%42. %8 Bio 1 0.5%7° 22.6%I2Hi % C
Wz, EOD—T7, MEAEEIL 53.9%70° 33.1%
LTV, JAK PHESRNE 31 44 0.2% 2% - ST
77e 3 Bio S0%8 MTX 7 & OEHI OB N T
P U, AER D MR/ LT
W5, AN COFNE 25 & F Bio MR
T RA FHiE 2006 4FEED 15.0%% 17— 7 12
L 2011 4EFEITIE 4.7%, 2013 FFFEICIE 4.3% & 1
EAERIENCTh o7z, MTX BN OFHTHE T
2003 EFED 9.5%7% 2013 LTI 3.1% & liner (2

B LTz, JAK BREESRCIE 3 412 3 RO Ffs
HoT,

D. EEBXOE. &

Bi7E RA VEJR D anchor drug & VWi T MTX
L Bio R EO%E K, Birs. RS RA O
172 L, 7RIEEEIER<e TIA 72 & DR Oz B
B LTCW5 EEZ BT, 2003 FFE LR G HVAIEE
Lipolz Bio l2oWTHAD &, B liner (ZHEIN
L 2013 4EHEIZIE 25% & 72> T2, Bio BEN T
DFTEE T Bio DEEMBEDS 10% % 2 72 2007
FEENSREAIZEECTERY . Bio NEAINTHIDL
FHOWRA E Tl time lag A DT, FEFHAM O
G B BEERREE /D T R~ Bio DRI A
= 5121F window of opportunity <> T to T, tight
control DWEEDEANFIRORANEE L TWD
HOLHEREE, BAED Bio i3EML T 5Ih
233 51 Bio BEPN COFMMEEILZ Z 34/ 2011
EFE 4.7%~2013 FE 43% L 1EE AL TIFIEED
Thd, TIPS DO, F7- JAK FHE
HHEANHBINTRY, 4% &b follow D3LE
EEZD,

F. feRefaprfEad 2L
G. WHEzER
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untiontion ssmmmem stagell+IV e, RAEH
wssmifiezs JITTA = e = Y (Bio)
# 1. & [EIA) BRCRHS 5 FINEE
e A DMARDs LS MTX JAK Bio 5t
$)§ 103 £ P13 4R T034E P13 T03 & B RE: P03 4 13 4R ' 03 4E P13 4E 03 4E ' 06 4 P13 4 T03 4 P13 4
REBEL 4030 13285 | 4030 13285 | 4030 13285 | 4030 13285 | 4030 13285 | 4030 5180 13285 | 4030 13285
PERREEE 18.24%  7.46% | 4l.14%  12.47% | 4.19%  6.54% | 35.91%  47.84% | 0.00%  0.23% 0.52%  7.74%  25.39%
EEDRHASEE || 68.72%  38.93% | 54.27%  35.83% | 73.49%  57.33% | 65.47%  44.99% | 0.00% 62.07% | 66.67% 68.54%  59.00% | 60.25%  47.93%
i;gf% 7.07%  L21% | 7.00%  2.05% | 11.24%  2.65% | 9.54%  3.04% | 0.00%  9.68% 0.52%  14.96%  4.30% | 8.11% 3. 12%
#TIA 0.87%  0.08% | 1.51%  0.15% | 0.22%  0.11% | 2.16%  0.66% | 0.00%  0.01% 0.05%  0.66%  0.59% | 4.81% 1.60%
TEREYIR 0. 07% 0.01% 0. 42% 0. 02% 0.07% 0.02% 0.22% 0. 16% 0. 00% 0. 00% 0.00%  0.15% 0.11% 0. 79% 0.31%
BIENEE 0.05%  0.02% | 0.07%  0.02% | 0.05%  0.00% | 0.15%  0.09% | 0.00%  0.01% 0.00%  0.02%  0.11% | 0.32% 0. 24%
BB A 0.05%  0.00% | 0.47%  0.07% | 0.00%  0.05% | 0.60%  0.39% | 0.00%  0.00% 0.00%  0.12%  0.23% 1.12% 0.73%
EE 0.07%  0.00% | 0.20%  0.00% | 0.02%  0.00% | 0.12%  0.06% | 0.00%  0.01% 0.00%  0.04%  0.02% | 0.42% 0.08%
R E 0.00%  0.00% | 0.00%  0.01% | 0.00%  0.00% | 0.00%  0.05% | 0.00%  0.00% 0.00%  0.02%  0.00% | 0.00% 0. 05%
B TIA 0.00%  0.00% | 0.07%  0.00% | 0.10%5  0.00% | 0.10%  0.06% | 0.00%  0.00% 0.00%  0.08%  0.05% | 0.27%  0.11%
RA FHFEEF 1.29% 0.09% 2.88% 0. 26% 0. 47% 0.17% 3.42% 1. 45% 0. 00% 0. 02% 0. 05% 1. 16% 1. 09% 8.11% 3.12%
# 2. Fif - BEABEORFENHLE
> 03 © 04 > 05 06 > 07 > 08 > 09 > 10 T 11 712 134
S & F F F F £ ia F F
RA FHfF 8.11% 7.28% 7. 04% 6. 89% 5. 74% 4. 73% 4. 90% 4. 85% 3. 76% 3.78% 3.12%
] TJA 4.81% 4. 43% 4., 35% 4. 29% 3. 39% 2. 60% 2. 94% 2. 45% 2. 04% 1.88% 1. 60%
5 % THA 0. 82% 0.87% 1.11% 0. 85% 0. 78% 0. 66% 0. 59% 0. 44% 0. 34% 0. 45% 0. 38%
5HTKA| 3.18%  3.01%  2.55%  2.59%  2.20% 1.36%  1.85%  1.45%  1.24%  1.03%  0.82%
B TJA 0.27% 0.41% 0.47% 0. 50% 0.27% 0. 19% 0.11% 0.28% 0. 30% 0. 20% 0.11%
TERELI R 0. 79% 0.41% 0. 54% 0. 42% 0. 34% 0. 25% 0. 28% 0. 30% 0. 22% 0. 19% 0.31%
BAEEE 0. 32% 0.31% 0. 26% 0.19% 0.31% 0.23% 0. 35% 0. 36% 0. 22% 0. 36% 0. 24%
BB AR 1.12%  1.08%  0.87%  0.85%  0.83% 1.00% 0.86%  1.03% 0.79%  0.75%  0.73%
EEE 0.42% 0.26%  0.19% 0.19% 0.36% 0.22% 0.16% 0.11% 0.13%  0.13%  0.08%
iif“&’b()‘ 81.76% 81.78% 83.75% 84.37% 86.07% 86.95% 87.20% 89.87% 00.80% 91.35% 92 54%
gﬁ;g? 53.92% 52.50% 50.21% 46.11% 43.93% 40.28% 32.10% 34.85% 34.14% 33.12% 33.08%
WIS, 4.59% 4.18% 3. 65% 5. 39% 7. 25% 9. 06% 9.85% 10.96% 10.97% 12.46% 13.53%
& MTX 36.15% 39.48% 41.45% 45.31% 48.26% 51.14% 55.19% 58.31% 60.55% 62.01% 64.46%
% JAK 0. 00% 0. 00% 0. 00% 0. 00% 0. 00% 0. 09% 0. 20% 0. 36% 0. 36% 0. 43% 0.23%
# Bio 0. 52% 1. 75% 4.71% 7.75% 10.01% 13.83% 17.47% 18.65% 22.25% 23.13% 25.39%
FEEAK
0.95 0.98 1.00 1.05 1.09 1.09 1.15 1.23 1.28 1.31 1.37
G/ N)
BEK 4030 3886 4230 5180 5543 6390 7085 7254 10368 11940 13285
MREIE A 61.58% 59.12% 59.14% 58.31% 58.47% 62.31% 56.42% 53.93% 48.70% 47.56% 48.57%
g}ﬁ/@% 90.10% 93.71% 94.12% 85.38% 87.50% 85.85% 79.23% 80.89% 79.27% 80.29% 79.27%
s 0
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ToRE (CoERE) B LR (BEERL) O[T, 58.6vs211.1%, SDAI: 49.6vs140.6%, i ERE vs
RO, TR RS, FHTBIETENL, stage, class, HEEERE),

mHAQ, CRP, ESR, PtPainVAS, PtGVAS, DrVAS,
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1. Using the National Database of Rheumatic
Diseases by iR-net in Japan to investigate
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arthroplasty. S. Ohashi, Y. Kadono, T. Yasui,
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Mori, K. Masuda, M. Iwasawa, T. Matsui, S.
Tohma.
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