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Table 1 The standardized incidence ratio (SIR) of TB in RA patients: a prospective study by NinJa

RA patients without anti-TNF therapy The total RA patients

registered from 2003 to 2004 registered from 2003 to 2007
The total number of patients 7832 22855

male 1309, female 6523 male 4054, female 18801
The number of patients developed TB 7 22
Sex male 1: female 6 male 7: female 15
Extrapulmonary TB (%) 28.6 18.2

SIR of TB (95%CTI)

Total 3.98 (1.22-6.74)
Male 1.46 (—1.40—4.32)
Female 5.12 (1.02-9.21)

4.19 (2.44-5.94)
3.45 (0.89—6.00)
4.66 (2.30-7.02)
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Table 2 The standardized incidence ratio (SIR) of TB in RA patients: the post-marketing

survey of infliximab and etanercept

Infliximab Etanercept
The total number of patients 5000 13894
male 1050, female 3950 male 2584, female 11310
The number of patients developed TB 14 10
Sex male 4: female 10 male 5: female 5
Mean age (years) 66.1 (43-76) 64.6 (39—82)
Extrapulmonary TB (%) 50 40
Use of glucocorticoids (%) 92.9 70.0
INH prophylaxis (%) 0 40

Days from the initiation of anti-TNF
therapy to TB onset

Outcome (Recovery %) 85.7

SIR of TB 21.5

103.1 (50—184)

87.7 (12—-196)

80
55
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Table 3 Pulmonary lesions in RA patients and tuberculous lesions

Pulmonary lesions in RA patients

Tuberculous lesions as differential diagnosis

A. Bronchial lesions
Bronchoectasis :
Cystic ectasis:
Diffuse panbronchiolitis (DPB)
Follicular bronchiolitis (FB)
Bronchiolitis obliterans (BO)
B. Pulmonary lesions

a. Interstitium

a. Bronchus

b. Bronchiole

(COP/BOOP)

Cryptogenic organizing pneumonia

D/D Non-tuberculous mycobacteriosis
D/D Pulmonary TB (cavitary)

D/D Miliary TB

D/D Pulmonary TB (noncavitary)

Non-specific interstitial pneumonia (NSIP)

Usual interstitial pneumonia (UIP):
Intrapulmonary rheumatoid nodule :

b. Lung
C. Pleura Rheumatoid pleuritis :
D. Extrapulmonary lesions

Bone lesions:
Lymphnode swelling :

hardly to detect cavity among honeycomb
D/D Tuberculoma
D/D Tuberculous pleuritis

D/D Tuberculous arthritis, Tuberculous spondylitis
D/D Tubercular lymphadenitis

D/D: differential diagnosis

AT - T, &, W X#mRE, vyRxvr) v
IRDZF LKD) A7 RIS 5 HEEREL, 1
T XHRET LR R, R, WU MR O Ft R A
FLWELTWS, RABE T Table 3127RT &9 %%
HaMimExEBRICEHLTBY, LIFLITHEE 0%
WAHEETH 57, 213, RABETIIN 4, FIshes
ALt %€ (COP/BOOP) % &3 %75, RABHIC yw#
ZETPERIRER & OBINCH 267053 5. RABRELC
FIZH o2 BETIEEMMN % (UIP) T, honeycomb
IR U o T2l Mk 0 2 Wi AS I 5 FE6 & B3
%o RABETRIEROEI DL WA, LIZLIZMRAK
d1 @ adenosine deaminase (ADA) 23l C b A% 1 i i 9%
E OB IR T Mg MR A2 EIHED H 5,
ZFORABEDN L YV REIZINFIEREZZT 5N
B720121F, Uy~ FEME LR, R, R
HMEE L O @ ESUETH S,

¥ & O

AIBHI O IR & A% HifT L, RABFEDOKZD SIR
B NITHAR3 98 REEHETH ), TNFHEFZITLD
IFX T5.5f%, ETNT 145U 72 LAV L 72,
HIAE, DA TIZ TNF SR 2 1T S b RABEE
HEHIHIML TV 5D, ZOEAICY - TIE, %
@x?U~:V7®ﬁfkﬁ?ﬁ%®%%ﬁ5ﬁi%f
HbHo RABETIILIELIZSH LML DN %32

ZOHIZIIFAL L OFMNHBWHER L DD R R L, W
Wt Bt & 1 G IERAGE R M EE D I 3K D 5N %o

X L3

1) Yamanaka H, Tohma S: Potential impact of observational
cohort studies in Japan on rheumatoid arthritis research and
practice. Mod Rheumatol. 2006 ; 16 : 75—76.

2) Yoshinaga Y, Kanamori T, Ota Y, et al.: The clinical char-
acteristics of Mycobacterium tuberculosis infection among
rheumatoid arthritis patients. Mod Rheumatol. 2004 ; 14 :
143-148.

3) Keane J, Gershon S, Wise RP, et al.: Tuberculosis associated
with infliximab, a tumor necrosis factor alpha-neutralizing
agent. N Engl J Med. 2001 ; 345 : 1098 —1104.

4) Gomez-Reino JJ, Carmona L, Valverde VR, et al.: BIOBA-
DASER Group: Treatment of rheumatoid arthritis with
tumor necrosis factor inhibitors may predispose to significant
increase in tuberculosis risk : a multicenter active-surveil-
lance report. Arthritis Rheum. 2003 ; 48 : 2122-2127.

5) Yamada T, Nakajima A, Inoue E, et al.: Increased risk of
tuberculosis in patients with rheumatoid arthritis in Japan.
Ann Rheum Dis. 2006 ; 65 : 1661 —1663.

6) Miyasaka N, Takeuchi T, Eguchi K: Official Japanese guide-
lines for the use of infliximab for rheumatoid arthritis. Mod
Rheumatol. 2005 ; 15 : 4—8.

7) EHARBE DV TF - BEW D BA A UL
FiRL. RHEFTEE K. 2004 ;16 : 50—52.
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3. V45747 A2 TB-2GOREEY 7~ FICH T2 BEM

B2 OF R LR

wl R BRSO B

U &I

MY w~=F (RA) TIE INFIHEHIZIZULDET S
P ERA R G CBE L, BEEASEESE LTBD O
PIRPETIRRIC X 26T OEHREYRH Y, i o
BIRHL S MBEENTELD, RILTHLHA FI4 >
W& 0 HIER XM, VK (TST), MBIk hfit%) 2 7 3¢
fili % 47wy, B XA CRUHMES N Z, TST THRRE
20 mm DL [ F 7213 AEKE, RGO VT 0DH B I
HIELTBI & L CINH PR G- 2R I N TN 53, #
B EERETH B A XA ¥ TOREIC X ) #TER M
TLZ&S1, RIETH, INHFHHRG OLEEIRE
L, WEIVEASAE TS OB IZMCT LT %9, 5000 A%
WHE LA V7)) F Iy TONHRERETIZ145)
(03%) THYY, =&AL TFTIE, E5120.1% &k
BRIFIIET LT 525, MEREENILETH 59
F 72, INH PRG-I L BB ELR EoREH, BXO
PR OMIRD GH S, INHO@EKE L2 FRik5
BT B LEND D, INHIEGHEHED V& DI TSTHH
WHENTWAYS, R TIIBCGOWELLIZLY, A
FPEABERBL E N T 5,

4R, 7 4 V7 4 7 =1 YTB-2G (QFT-2G) HNi&E)ME:
Wisi B, BERZ coaMERHiE Sh, AT
LMBEIS & 2D, BANMBEOHTD TSTED b FH
HemBEINTWED, RIRITBWT, HEIEMARIC
Bl 5QFT-2G DKL, FRELEEIL cut off 0.35 TU/ml T 89.0
%, 98.1% EMEENTWAEY, LALAEDS, RAHH®D
TIERBIRT, SRIEHHF G OB H 5 RA T QFT-
G EZFEFTHEMTH LN SN TR,

BN R O WG #E %, QFT-2G D IFNy I KT L
TWAs, BIChD, QFT-2GIZL % T ¥ /88ko
RIEIBEIIE D T LA SN TV 59210, KIFIZBW
TRAZMNRIZ L7z QFT2GOMENHIA v, bivbh
IERAICEIT %, LTBIAIBIZH & L T QFT-2GD A Rl
P, FFIC TST & DIl % HIITHET L 72,

ERBL R (BEARE) O QFT-2G DRE, 15EE

LTBI#Z Wi 1213 gold standard 757 <, K, FEREZ
RKDOLOVBNEETH 5, biLb IR GE 2B
% QFT2G DK, IFREZRD 2. MK YH %
LTBI & L C, TNFHEHI¥ 55l INH 54 5- A5 % %L

TH Do TR VKRB BE R NEH @B O RA
BE (INFIER RS 2BV TREEBELERH (=
22), JERERRBERE (n=27) &ML L7z AR EIE G
MBI LY, WEEEIENERTE, S5l CT
WCBRIHMERS R Z (MR, 3% F 7213 So&S
HWigg, WM - #EbaY o oxEAKAL) SO ICH LB O
R L7z, F72, FERBEEZFHIWMCTT, b
B, AR X OHAME, REBELHEL, SR
BOTREL L2V O AH L7z, 2hH5OMEZEW
T QFT-2G, TST, $il TBGLIuMRZ M L 720 4F i id i
TEBR IR G 63 1%, IEAGIZ B 37 W CH B2 (P<0.001)
W33 o 7275 CRP, WBCHH |27 13 7% %> 5 720 QFT-2G D
IEN y fiE 125 BEI& e (0.110£0.189 TU/mI), FEAERS &%
FME (0.001£0.040 IU/mI) THEIZ (p<0.01), KifZRE
YT TD o 720 TSTITHB RERE, iR
BFhzh, 3R %IE11.5493 mm, 13.5+13.8 mm,
TBGL LR 1X1.92+1.71 TU/ml, 1.11£1.09 IU/mI T3
NS MEMICHBERE IR d o7

BEET D U Y F COBEZBIRLEICETS
QFT-2G ? cut off

TNF B A3 5-0¢ 0 LTBIFFAI 12K L C, (GBI PEAEAZ
BT 5 QFT2GD cut off x ZD F F#HISE LT LWV
A, INH VRGO EEEDO DL LTHAT 58
Hll cutoff 2 FIF 5 Z L IXTWREL D% Miid L72. ROC
AT OFER, QFT-2G D AUCIX0.77 (95%CI: 0.64~0.91,
P<0.005) & HETH o7, —7F, TST, TBGLILMAKIZ
A% L, QFT-2G 3 TST, U TBGLILfk L ) b &
NTW5EEZ HN7z. ROCHITIC X A QFT-2G D
cut of f i1 0.043 TU/ml T&H - 720

QFT-2G IZB1F 2 IHHEIEAEL DBk cut off 1% 0.35 TU/ml
PLET, 880tk (intermediate result) 1% 0.1 TU/mi VL E, 0.1
IU/mi AR & E T b, 0.1 TU/ml Lk 1 0.35 TU/mi
R DBFE T IS ) 2 7 3L, RAIIHES
LUENHY, RABZEDOGEIZIERELZET 5, 4N
DOROCHEMNTIZ L D, %l cut off1X 0.043 IU/ml & FI 57 &
Na9, L% by, RAICBWTHEIIESE D QFT-
2G Dcut of f i IXIHEIPEAGEZ D PEH E D cut off TH 5
01IUmMIEFTTIFCHOMEROTR RV EEZ LN
Too FERZRERRGRE, MR BHEEZ I RICL MG T
1, QFT-2G DIKEE, FEEEEIR cut off 0.1 TU/mi TlX0.27,
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1.00Cd 1, TSTIZFEARFE cut off 10 mm & 5% & J&KEE,
HERPEE120.53, 048 TH o 720 QFT-2GIZ TST & 1 b 4
FEIFIER IS LS, BKEDMK L, QFT2G 23T D
MBMERETHLZEOREFTELRVEZ R BN,

R CT COBRIBMERREDHEICL D
QFT-2G & KU TST D1&sT

R, BB, REBEMSMZICLY, WiETR
WHEBI b £ T TNF FLEH] % K% 5 RA 105 6% kR
LT, M CTOAT, BIHMLEAZER (h=>52), BH
PR ERE (n=53) 12T TIRHT L 720 ¥ CT TR
AR S D, EWENEA OG5 1B LT, INH
THHGE2LEL T2 EEZONLHIBEMAZECO
QFT-2G, TST, TBGLHUEIZ D W TRHE= %2 HE L 72,
¥ 72, QFT-2G, TSTARAH & O RIEFRE DK T, MTX
T E PG EEHN OB E T B DOPITOWT MR L 7.

BRIHVERS R BE, G EHOERITZNEN, 625K,
4 THEIZ (P<0.001), BRIHPEHZREAEHETH o
720 MTXEE5-61IEZNEN69%, 85% T - 72h, AE
FEnL, FTL VO oS WA TR R
25 726 WBC, CRP, MMP-31H & A & £1E 7% 2> 726
QFT-2G @ IFN y fl I BRIHPERS B #E 0.09 TU/mI, #EBERE
#0.01 IU/ml THEIZ (P<0.01), #AEEG R &l %
B 720 QFT-2G @ cut off 0.35 IU/ml, 0.1 IU/ml T ®
PEFIIBIHEAS R, W™ ERET, ZhENs5.8%,
23.1% TdH o 7z, PHARIEL (Bptk=a > bua—) 12k 3
IFNy fE (X BRIH PRS0, MR e T, ThEhi137
IU/ml, 10.2TU/mI T HICHZEZT % <, WEAEH
(PHAIZ X % IFNy i< 0.5 TU/mi) 1X3.8%, 5.7% CT#:1%
o Tze TST DML BIHMEAEALHE 10.4 mm, R
HEM17.0mm THEIZ (P<0.01) BEIHVERAZREA R &
<, 10mm % cut off £ 3% &, ZNZEN50%, 55% Tk
THo72020mm % cut off & 55 &, FthERIIBIHM:
BBt 13%, WiEER31% THE (P<0.01) RS
ERECE S BW 7z F 72 TBGL YU % Bt IH 4 i A%
1.5TU/ml, #EBHRER 11 IUMmMITHEEZEZ 2 Do 72
QFT-2G (cut off 0.1 IU/ml) & TST (cut off 10 mm) 2%& 3
WM F 72 XT3 5 601251%, QFT-2G &M,
TST R MEBIIZ44% TH Y, T 5L BCG D EEIIRIE
ENze F 72 QFT-2G Mk, TSTEEMEEIE 5% & JEH 12
Vi h o7z QFT-2G LKA K, TSTREMESI T O
W WEEC, RAXH S LEZ BN,

MTX#5-79 61 (MTX 345575 mg/Hl), x5
26601281 5 QFT2GD IFNy fEICB W TH B AT %
<, F72PHARIBLIC X % IFNyfili b MTX$5-60 11.4 1U/
ml, MTXIEHE5-6114.3 IU/ml CHEZEE R D - 72, HIE
REEBI S ENZFNS5.1%, 3.8% T MTXEG5-61, EH5-61
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BV TEE LGP o7, RIFTORAIZEIT S MTXfE
METIEQFT2G I HEZZ T hwtEz b7z, ¥
72, HEASHESNL RA 10560 5 6] (4.8%) THIE XK
o7z HIVIEGIZ B W THEA GRS A CD4REET Y
UOREREURT 0720, IR, £ SN T B A5,
RATIE MTX# 512 Xk 5 1) VI SERBUR T % X 7235541
BL w2 MERRINED R VEEZ b b,

¥ & O

RAIZBWT QFT-2G 3 LTBIZ W & LT, FrREIdE
<, BRI TH 205, REIMEEIMETDH 5. QFT-2G
DEVETH LTBID B EIXTEF, QFT-2GIZ IR RS
H %o G- T, LTBIFHMIICE L CIEMEE, Mm% b
bETHRET 2LENEND 5. F 72, QFT-2G D cut off
AR ED, IFNy 0.1 IUmMILL E&2 BTk e % 2, #%
KRG B & L C INHFBi$ G- & FEAR I (24T 9 2
HBHEEZLNT, IFNy fEA%0.35 IU/mI VL F % 7R3 ]
W LTBL L D b, M3 % E 2 C, WGBS DAt
WEAMERE DAL D 2 B BED D 5o NWEBE 5§ TRt
WA L, REEHEE L BB S N2EM S H 5, QFT-
2G IFFREDF 728, cut off 0.35 TU/mI YL OHEBIZ
TNF B ERPLGTB LT, BEEICIST 2 L8R D 5,

HAE, HERTIE, B RAICKH LT, ER, HiEz
H¥E L CAW 220 8550 % i TR IR G- LT b,
TST X BCG DB % 2\ THIEHENE < 2D, TST
DOHEPEIZZLL %Y, QFT-2GASLTBIMBhZ Wi & L
THESEES N Do TNFIER] O 72T b F% 5%
VA7 IIPARBHTHLL v TVFIRT, THTY LAY
TR EEZERREATHL I ANV T RID ) RS
AEWEHE SR TV, RI[GEPEILETH %
B, % < O TNFRLEH] % & o 72 Y 5 1 S5 o 4 H 51
OMMPE5H S HITTHEIN S, TNFHLERHHLH O
second-line FEHIZ switch L TW {IEBI DML TL %,
FEIZ switch B3 LT, FEE, #if%) A 732179
CREETHLEEZOND,

X (73

1) Keane J, Gershon S, Wise RP, et al.: Tuberculosis associat-
ed with infliximab, a tumor necrosis factor alpha-neutraliz-
ing agent. N Engl J Med. 2001 ; 345 : 1098—-1104.

2 ) Gardam MA, Keystone EC, Menzies R, et al.: Anti-tumor
necrosis factor agents and tuberculosis risk : mechanisms of
action and clinical management. Lancet Infect Dis. 2003 ; 3 :
148—155.

3) Koike R, Takeuchi T, Eguchi K, et al.: Japan College of
Rheumatology. Update on the Japanese guidelines for the
use of infliximab and etanercept in rheumatoid arthritis. Mod
Rheumatol. 2007 ; 17 : 451—458.
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4) Carmona L, Gémez-Reino JJ, Rodriguez-Valverde V, et al.:
Effectiveness of recommendations to prevent reactivation of
latent tuberculosis infection in patients treated with tumor
necrosis factor antagonists. Arthritis Rheum. 2005 ; 52 :
1766—-1772.

5) Takeuchi T, Tatsuki Y, Nogami Y, et al.: Postmarketing
surveillance of the safety profile of infliximab in 5000 Japa-
nese patients with rheumatoid arthritis. Ann Rheum Dis.
2008 ; 67 : 189—194.

6) Koike T, Harigai M, Inokuma S, et al.: Postmarketing sur-
veillance of the safety and effectiveness of etanercept in
Japan. J Rheumatol. 2009 ; 36 : 898 —906.

7 ) Kowada A, Takahashi O, Shimbo T, et al.: Cost effectiveness
of interferon-gamma release assay for tuberculosis contact
screening in Japan. Mol Diagn Ther. 2008 ; 12 : 235—-251.

8) Mori T, Sakatani M, Yamagishi F, et al.: Specific detection

of tuberculosis infection: an interferon-gamma-based assay
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9) Wu-Hsieh BA, Chen CK, Chang JH, et al.: Long-lived
immune response to early secretory antigenic target 6 in
individuals who had recovered from tuberculosis. Clin Infect
Dis. 2001 ; 33 : 1336—1340.

10) Kobashi Y, Sugiu T, Ohue Y, et al.: Long-term follow-up
of the QuantiFERON TB-2G test for active tuberculosis
disease. Intern Med. 2008 ; 47 : 1957—1961.
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4. BEMERBRAEDRE

T 795 B e T i e 2 Bl 1L SO

i3 U &I

PR, DHENT B B L KGR D5 T ik g,
LB R NG E LRI § 2L FRi& LT
b T &z, L LEEORKEISH T - EiE 2R
ELTBY, FMEMERGEE LT - BlE BN
ST Ens, bAE ORI Z B L Tw
{72012id, W - BB LT b RIS R 3 &
79 2L OLEENEZ SN TE Y,

—75, DOEOREIHEIEINA ) A 7 B, KRR
WEIELDET LWL OPORENHERNZ b - 7251
T B ENDBEF > TE e DX RO
T, ¥FAFRPTNFa®/ 70 —F VR TH LA~ 7
Y F T TA20024E 1 HICZ 0 — UioE#EEE LT
R RN, ZFOH%20034E 7 HICBET) v~ F OREE
& LCEMKRE S Nz,

TAVATA Y7V F I THGHH S OBDEL5E
ML 2o/z2Z D, TAUA) IRFHETIEZY
N7 VRIS RN — AN L2 RN R 7 1 7
FAEMERL72Y 4 Y7 ) XV THRGFEZIIYN
V7)) YOS T, BETHHES 7 ) F U
TEHRGT D, BETHETHE XA Z T, I
BIPERAZ D R S MAUSH R DRI ZATV, fZOER
BT LTy 7VF T 2595, 7205
XA TREDRD SNRIF UL, AR YT
DEBWEAT RN EAL v 7V F T 2HKE5T 5, 20

EEMER IO 77202804 07 ) F 7RG BEIX
BIML7212b 2 hb 58, FEREREIIMD L.
HBYBETL 7 AU B LR, 7)) F < THE
K IZ B 2 R IEROMEBI WL SN D L)Xk T
E2 s, HARBRYRTFHEZHZIINE K
(2, - R IS B AR R I R SR B I 2 AT
ERIFODTF AR ER L72e ZLTHARY 7= F
LT X DT, 2004 4R T EIC X AL TE 5
R RALE TR O EEIZO VT DIBETHREL 72,
B Y 7 < F B0 5 TNFa (EEHITR S5-I 5
LEFHICOWT, FHERBATREDL I BEZHT
RFEFWHZER L7200, bAREETHOL 7 F <7
B 5070 & OREBIFEIR ORI,  EAEVERE L RS TR T
T ORISR D W TR 21T 5 726

HAFBAEREFICE T 5 FHEESDOHEH

CORFFHEREICB T 2 FHRBERORARNLE

ZHELT,

OWEY 7= FOBFET - BRE»L L, T, S
FIZ BT BB EGRIIE W, B T
WO EEEAR, FoME) e FAORBREA T H
4 FHIR A N PLFH— bR EOBRFICLD, HIZE
E bt BEEBREE IS BV T YRV 7Y v
BOBAEAL S B R H B 2 &, HRENL, YN
Vo) Y ROBEER GERE1I0mm L L) 23 _TL
FPROMNEFII LI
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@RV ) ¥ OBEYEE D S ORBEREIR DLW &
5, MMEEENISEZ, 00U LoOFIETTES
RFRGEIZ LTz

LD2EFBIFOND, FLTEBICHE) v~ F Dk

WEEAT) BHMEICD, TNFa BHEARGHICBI 513

FHIZOWTORBERFRLE LTOEZ T ERL, W

NV%T%&ﬁgbmitwkwitﬁﬁg A BREAT:

HIEANAARY) 7 < FHE &2, mWEaodksE

%®%Tﬁ%%%§?é;tktto%@#ﬂuowf
FEEICHE STWw 2925, il H o 2 H A5 %

LTV A EIZOVWTIE,

QYR Y IRBEEOR, & 2\ K X LS
RGO E % DT OB 58 (MBS G R A K
{LDOBDH L ET)

Q@F DB IERY % 2T 72T ReEAT KR & v (B 234
260 L Lo #7 &) T, FEREASLEE L HI L 72 &

THREMOLFHEZ Z T 122 e B wHICOVW T, 1L

ETVPio#EEE b HE L, EBHiOKRETTE 572005

REOHMZ LT ENE L ooz B, ALFETHiOX;

SHEITFLTUE, HERRA»PZIND L9, TH%R

1) ZEVEETHDE LTS,

HAETDI 7 VXIITREBHLSD
HERFEROIKRL

A 70)F = TR SN2 LWL, FGRIIBT
ZEWEH, FRCRIGEDRED /20, Y 7~ 1%t
T HEMBTIZY 7 FEHMEDO W B ik TOMHICBRE
Eh, 5,000 04 BIHE AL A B 0 S R BT S
Tz, MBI LTI, ®BSEHRE LT, [HRA#
AT o THa Mg 2Ty, #E K X,
IRV ) S LD, RGO A I % R
bl FRMEBOMEAEICIL, PEEEORS 2L
kT, KHlEKRETHZE] &, BESR, FLT
P O BHESAT DRI
@4/70#/77&5m’VNwﬁuyﬁm-xﬁ-

CTHARIC & MR IR G DR, BERGE DO PuAE4

HOTFRT L% EERIE S %

QOB BBICHMED D, YNV VRSB TRR
20mm Pl b, & 2BVITER S D, EE XA TR
B d ) OREFIZIE INH OF Bk 5 2 KHH$ %

LOFEITREIN T,
ZO5000FOHEICLLE, £ 7Y F I THM

5%, 6 7 AUNOEBIERE 1L 1400T, FEiida3

ST TIEH66.15, 205 bEHo 76055t

Mk TdH o720 500060, 607 LL &R 132006 B

(40.1%) TH B DR L, 605% L 1o #EA% 3951 14

Bk 1260 (85.7%) &, 607&LLEDEHD O OFEBIEIHRAH
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Hii o720 ZBIRKBEEOFRiHESHIZ 16D 2o
Too FRRBERBL-UAOL Y 7)o THE
HOY V7 ) ¥ ROSHAETIE, RIEMB L ORI % B
1B 5B 9mm U FORBETH Y, »oERITT
RCOBULETH o720 THEDL 6 LOEMED TR
T30mm A TH Y, HOBDLNHIET-ADw
Bhotze 4 v 7 )X THREH% 6 1 B UNORBSE
WTHY, ZOMBRBIFEEEHCTIERL, §C
PRI E ZZ Db, LT, 41 v 7)) F =
TEGH DY N7 ) Y FUSEH S AITRIF L Tniz e
Ez BNl
ZD5000F12M %, 20084E8 HE TOREMT, N
29,000 Bl OB 7~ FBEHIA 7 ) F =T
SNTVD, 2D BERBEEWRLZ67HIZOVTD
RIS ENE, 6 7 HLAN44 6] (65.7%), 125 H LI
5861 (86.6%) &, A4 ¥ 7 ¥~ THERY, LY
HORNE 2 7 L7z (Fig. Do

BEMERBRRERE T TORBRZERERIRT

Fig. 2%, 5,000 % D 4B % 563 51,0006 = &
2, £ 70)F < T785% 6 7 AUNOERIERE D
e &, WM IEAYE OB E 1T - 72 L3 & Ok
ERL72SDTH Do BAEMERLIEGIE R O LRI
BHTE S 1~1,000% TiX13.5% T3WE1Z 6 B, 1,001
~2,0007F Tl 14.5% THFHE L 5 B, 2,001~3,000%F T
1319.5% THEKHEIE % L, 3,001~4,0007 Tlix21.8% T
S B L2640, 4,001~50007% TIL255% THFBFHE T 1
BICTH o 720 BAMEFZRIGERROILFED LRI
W, ISR IR A LT,

—77, 20084F 8 H £ TIT#929,000F O BEiY v < F
BECA 7)o T7h&b-3h, 67BD %% 50
LTWw325, T095H, INHZHESGEINZIZL20b 5

Cases

12 fr

(s}
/\b/

2SS

7z

Months

Fig.1 Period from the initiation of administrating infliximab
to the diagnosing with tuberculosis
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1
0 ! ! ! ! D

1-1000  1001—2000 2001—3000 3001—4000 4001—5000

Case number

Dreatment Ratio 1350 14.5%  19.5%  218%  25.5%

Fig.2 Number of tuberculosis patients sorted by the
treatment ratio of latent tuberculosis infection (LTBI)

T, SPIDEREE I L7e 8 BIDFIREN % 7z &
Z % INHfER A5 3 %4, INHOHRGEALN 1 4, INH
DY G WA RA 1 44, HEMEER (W) o /%
ELD LB TH o720 D 2 %G0B R &g
SEQWBRET 21D b OTRG L, bbb
INHIF R GBI TH o 72 e £ 2 5N b 3R, +50%k
AR B DT Z 1TV, R TR D 7 <l
L7202 d 2 S5 2 3898 L7z 2 SEFNC R L Tig,
AR GSE DT ORI & b, LA L INH
OP RO R LY G M ORI DRI, EYETEIC
WO BHEMBHIEIIED B E EbA L ITTo T
W, FEIEREE BT RREDE 2 S,

T & B

2004 4FE DI [FFEH [ & SRR 2 LY b 0 E
ZoWT] TIE, YNV ) Y IBREDARIZOVWTE

FEf% B85S 5 1 o 20104F 1 H
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The 84th Annual Meeting Mini-Symposium

IMMUNOSUPPRESSIVE THERAPY AND TUBERCULOSIS

Chairpersons: 'Kosho YOSHIKAWA and 2Shuichi YANO

Abstract Tuberculosis infection has been involved in host
immunity. Diabetes, tumor-bearing patients, AIDS increases
the risk of TB infection. And also patients with immuno-
suppressive therapy has a high risk of developing TB. Japan
is a country of moderate TB prevalence yet. Considering the
tuberculosis epidemic situation in Japan, risk of developing
TB in patients receiving immunosuppressive therapy is high.
Tuberculosis incidence state of immunosuppression is not
typical, disseminated tuberculosis, and many extrapulmonary
tuberculosis. X-ray picture of pulmonary tuberculosis is often

different from typical. The tuberculosis incidence in patients

receiving immunosuppressive therapy has a negative impact
on the original disease. Early detection of tuberculosis, early
treatment is important. But potential effectiveness of treatment
for latent TB infection is clear. The patient at high risk of
developing tuberculosis is required to make early treatment of
latent TB infection.

Through this mini-symposium, member of the Japanese
Society for Tuberculosis, along with other specialist physi-
cians, confirmed that it is important that we have established
a cooperative system of prevention and early diagnosis and

early treatment of tuberculosis.



Mini-Symposium /Immunosuppressive Therapy and TB

1. Revolution of treatment with biologics and management of
tuberculosis in patients with rheumatoid arthritis: Yoshiya
TANAKA, Katsunori SUZUKI, Kazuyoshi SAITO (The First
Department of Internal Medicine, School of Medicine, Uni-
versity of Occupational and Environmental Health, Japan)
Rheumatoid arthritis (RA) is a systemic inflammatory
disease that causes significant morbidity and mortality. TNF-
alpha and IL-6 play a pivotal role in the pathological processes
of RA through the accumulation of inflammatory cells as well
as the self-perpetuation of inflammation, leading to cartilage
and bone destruction. The combinational use of biologics tar-
geting TNF-alpha and methotrexate (MTX) has revolutionized
the treatment of RA, producing significant improvements in
clinical, radiographic, and functional outcomes that were not
previously observed. Post-marketing Surveillance which was
conducted to evaluate the safety and effectiveness of inflixi-
mab and etanercept in Japan also clarified the safety of the
TNF-inhibitors and risk factors involved in the severe adverse
effects such as bacterial pneumonia and tuberculosis. Japan
College of Rheumatology has recommended that tuberculosis
screening before infliximab treatment and prophylactic anti-
tuberculosis treatment in the case of a suspected past history
of tuberculosis should be performed for subsequent patients.
As a consequence, prophylactic administration of antituber-
culosis drugs was increased, and the number of tuberculosis
decreased. Accordingly, prophylaxis before starting biologics
and appropriate treatment of severe adverse effects, including
bacterial pneumonia, tuberculosis, pneumocystis pneumonia,

by physicians have been emerging.

2. The influence of anti-TNF therapy on the incidence of tuber-
culosis (TB) in Japanese patients with rheumatoid arthritis
(RA) : Yasuhiko YOSHINAGA (Rheumatic Disease Center,
Kurashiki Medical Center)

To evaluate the influence of anti-TNF therapy on the inci-
dence of TB in Japanese patients with RA, we calculated the
standardized incidence ratio (SIR) of TB from the clinical data
on National Database of Rheumatic Disease by iR-net in
Japan (NinJa) prospectively and compared with the SIR of TB
from the data of the post-marketing survey of infliximab and
etanercept in Japan. Among 7832 RA patients without anti-
TNF therapy, 7 patients developed TB. The SIR of TB in RA
patients without anti-TNF therapy was 3.98 (95%CI: 1.22—
6.74). According to the post-marketing survey of infliximab in
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5000 RA patients and etanercept in 13894 RA patients, 14 and
10 cases of TB had reported, the SIR of TB were 21.5 and 5.5,
respectively. The incidence of TB in patients with RA was
higher than general population, and was increased more by the
anti-TNF therapy. We have to recognize the risk of TB when
we start anti-TNF therapy to patients with RA.

3. Usefulness and limitations of QuantiFERON-TB Gold in
Japanese rheumatoid arthritis patients for estimating latent
tuberculosis infection: Shogo BANNO (Division of Rheuma-
tology and Department of Medical Oncology and Immunology,
Nagoya City University Graduate School of Medical Science)

We estimated the usefulness of QFT-2G compared with
Tuberculin skin test or anti-TBGL antibody. We assessed the
sensitivity and specificity of QFT-2G in Japanese rheumatoid
arthritis patients with a past history of tuberculosis. Using
ROC analysis, the AUC of QFT-2G was significant large. The
QFT-G negativity does not exclude the possibility of TB infec-
tion because the sensitivity of the test in RA patients is low.
The QFT-2G was not affected by the treatment of MTX, and
the incidence of indeterminate result was low. It is impossible
to confirm the presence of a past history of TB based on the
results of QFT-2G alone, which limits its usefulness as a

diagnostic tool for evaluation of LTBI.

4. Treatment of latent tuberculosis infection : Fumio
YAMAGISHI (Department of Respiratory Diseases, National
Hospital Organization Chiba-East National Hospital)

When using infliximab against rheumatoid arthritis, giving
an active treatment for latent tuberculosis infection is recom-
mended. That is because the onset of tuberculosis was reduced
when a treatment for latent tuberculosis infection was given.
In addition, the dosage and the period at administration of
INH should follow the treatment standard of tuberculosis.
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