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Table The standardized incidence ratio (SIR) of TB in RA patients

Patient * year TB (extra SIR 95% CI
pulmonary)
NinJa (2003—-2004) 7906 8 (1) 3.98 1.22-6.74
NinJa (2003-2010) 43584 40 (7) 4.34 3.00-5.69
0.22-7.03
3.25-12.8
Biologics A—E 2301-6395 2-14(1-7) 3.62-34.4 4.76-11.7
7.59-19.7
22.2-46.6

TB: tuberculosis RA : rheumatoid arthritis

NinJa: National Database of Rheumatic Diseases by iR-net in Japan
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Fig.1 Screening of TB risk and prophylactic administration of isoniazid in post marketing surveillances
IFX: infliximab ETN: etanercept TCZ: tocilizumab ADA: adalimumab ABT: abatacept
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Fig. 2 The changing of standardized incidence ratio (SIR) of TB in RA patients in Japan
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DMARDS Z i/l L C, & DOBHinE% P X ADL % £
ST REIFHEMET LI EICH D, AWFEMBANL,
PLIIERN R D S5 2 & 2050, WEHBIEOELT 2 B,
SHICE—HoEM TR BEINFEh, RIHNE
QOL Z#EET X B RSN E Ve INHDT &N D,
MiAsEs < CTHRRM LR E S22 IAXAMNEEZD
ekl LT EL Do TNH AW EF AHELE S
NHEHTH 5D, - T, EWFENEF OBEILIE, K
WCHENIHG T 5 2 L ATE QOL DFMEFRF - S I MIfE
TELEBETHHLEVZD (F),

DF ) AEWENBEANHEE SN, BEZHZ
THEIR ZAEROEHAE SN T, MEsEoMkT %
W2 DZEDRTERVIERNEL L ABNTZ, HEoTEH
% HEOREIRD LN T,
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x| REEYFNEE (Biologics) AUELR DY ?

Biologics Steroid
DAS28 (BUEDAEIR) e (&3
R HAQ (Hnk B& AL

DAS: disease activity score
HAQ: health assessment questionnaire

3. EMEHRFOES

BTG #E, 5 F TOBRITHERPRERICE D W
B LR, SFAEYFOREIC X ) BRI RIH E ]
S NIIZERFE SN ETH Do 1970FAUSH A -7
A VB, 19804EIZH A A A v u—= v 7R
WA D fl 2 OEFIEEW R O, EFSR, WEICE
FAERDH O 7% 5 72,

1) ¥ SERRARD AT A 5 43 S AU O G R 45
1LZRET L5 4 b h A VDR A LR ENEDORRES
HOEMTHRoTL B &, EWIEER A CRERBORE
CBG LTWa 2 SN TEL, FRICHOR
ENG-T B MEREEREETH ZHH Y v~ F Tk
FA MAA OGO MR, FIEERX T 4 =—F
— (pro-inflammatory mediator) Td % TNFa %* 5 IL-6"~
DYA M AA YA AT — N, REEAT 1 2 —5—
L PugedEtE 2 7 4 = — % — (anti-inflammatory mediator)
DINTG Y AL DIHEPRTDE )T A ML T —
v — (cytokine see-saw) fiAMEZ Hilze SIEVEX T4
I—¥% =%z bHde LT, JUTNF o PrfkRe w5
TNF a 2RI & % TNF « O A, HUIL-6 ZAARBUARIC
X BIL-6 ¥ 7 FIALEDIIH], KNIZH B IL-1 2 EKH
P (L-1ra) IC X 2 IL-1OHFHIRE Z SR SR
TBY, IREEA T4 =7 — %P3 HkE LT
IL-10 R ERLINTE 72, PURBFRIORENYE OB
A RO, JURIC X 2 NIRRT EZ 5 5
7= DIPURDREE 2 S TH 2 7 I — A 2T HA R
71 ¥ =~ I (POTELLIGENT®) %%BiI%§ & 1L CHRIRIG H
WHEIZ R > TE TV, B I~ FIZBT 550 TR
HHE, BEMEA T4 =% — %2 220, PUSRENE 2
TAL—F =% LTk L CHRIEZ M2 WRE % i
WMIHrZEAHMWE LTS, &5 monoclonal HLiKD
&, 72 & NCTHEAR T LW < 7 A H2K @ monoclonal
k%, e MUkEDF X F1L, H5TNTEAE ML
T HEAMHBHIE SN, FHOMMEA T, 14 b I A I
xF U CRIVER 234 72 S B Rifi § 5 7 FEE G #E 2]
fE& o/,

Pk w7z 2 o of# L, TIL-6KA%ES M5 i
N V29 % PUIL-6 Puidst i & & T AR NE S O i HEC W
LA EREYNITY, RMHEETH LB v~ T,
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yua—YRiE, ¥y v AL YERICLHWSR, KT
TI/NEBET) 7= (RA) 12k MUMLHIL-6 A AHL
R, PLTNF- o PLfAR° Systemic Lupus Erythematosus (SLE)
2% F 2 T RIPLCD20 UMK (rituximab) 23] S AL RAF
RRRDHE STV B9,

72, PURBS TR SAREE TR 2L EIC X
YA MIA VT T FMEEREIZL 2 HHS T EE
2% o TL AR R <, TOH T JAK 3 BLFHHISE
DRFEPMFEI NS

4. MINFRETEZEREL LHE0BKEEE

2001 4 12 Keane 5 |2 & - T, infliximab 4% - 1% 28 3 L)
WA D FEIESAEE DS [ 53 5 &\ ) 5 DS the New
England Journal of Medicine \Z# 25 2 L TLkK, HLTNF#
F EREBOMBEIRESND L)% o729, Inflix-
imab % G- OAERZIEIE O FEBUZ, HH & S 15 22 4G
HIRE TN T 5 2 L 057 <, TERAGRL R B A B
OFEMHERT A ENL v, F 72, RS MR I,
SETHOLN TV LRBEONEEDEA LN W20, Bl
BENICELZEHH o721,

PRI A TRZEF T MMEICH D, Lrd B
)< F ORFITB TR XD R BT TNF 254
ZHub & L722 YA RANR G 3 HESE S B BUTE, BT
TNF A ARSI E T E L WEETH %, L EE
E o HARIZB W TR 2 AL LR 3 WHITNF PR
FNC X BIRERAT D 720121, RO D 5 LR
HWLTWRTNE RSV,

LI, HARIZ B % infliximab $£5- & 54 O [E M %
TROZELFIFL LS, KRE LT, O#BEGED A
7)== THEE L, QOFISE T RESHEL L T
T, O OIEIHL I L v, @ paradoxical re-
sponse I BIRF RIS X OV o= FIHEEE W2 T
%70, ORENEREZEOMEY) 7= FONEEL W2 T 5
B, ORI O R EHE 2 V22T 220, A3
E LTS W, FEAE, wiaR L7z 3CEkICw T %,

BUE, HAREWNIZ TR RE 2 WA 8R0S, inflix-
imab ? (3 2*|Z etanercept, adalimumab, tocilizumab, abata-
cept, golimumab?’®» 0, ZD ) HLINFEZHR 5D DI,
infliximab, etanercept, adalimumab, golimumab 2% & \T &
b,

FEET, 2 &\ o AR ORI L, RIESUSIC
XoTHIERI ENE, - T, HIVA BN R HT
TNFEANIER § 2 62 3SR & L IRV A
BLDLILEPIEIEALTHE, T2, ZlEET D4
Wt LT, SR IIERNOR R D% IR E D Sk
(AVAR SN2 AR di LNV

PUTNF #AN X o TRFE L 725512, T OHEKE L
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GABPUTNFEA Z WE R )P L7z R B A%, Mitsma
FHEETB IS L) BN LT 5 ERIIHIET S
CLRERRITATODH D, DF N, LWL S H
LR D PITNFRA 2L L, MU EZ S35 L8
WO IIIZ SN B DERDPEALT L DD 5,
Z ® Z & % paradoxical response &\ 9 o Z DFELE, AT
O FOHED LZATEA B2V ZARLEINI %R 55
R E U TIZPTINFEA 2 HIET 52 L 20T, Wi
THIUTPUTINEBA % rpik3712, #6525, H5-0
WD THRIBT S ENLET L,

PUTNF 85 % & & $IHBER 2170 d, HIV &bk
KB DI & R, ﬂL’%ﬂWﬁﬁF%%%%:kﬁ
BRI b, o T, FAel, EURBUEI s
BEEIRTLOPEE Ly,

5. MINFREITHERZEREL 560
BEET U 7~ F DAREE

oS TG 2T 2 BE I L TEY
FHEARG IS TH ), RGPS EIET
NIEYENRAZPIE L 20 NE RS, LA L
m%@%&mmTMmmAWMymm)®ﬁ4F54‘
DX HZ, BRRALFHEI AT E N T EGRIC
IHEHTEXLLDEZFLHo72A, YURIET—5 2%
nolz

KiA% HE88%& A3 5 20134E 3 A

AR & 9512, PUTNFEF b o B8 THRIEFERE L
7=55fr, PUTNFEF 2 vk L THRBGHEZ 1T O —#k
WhEZTTHD, LEPLENS, Fibo X ) IHER
ZORIBAIIRIEIETH 555, HEERIZENLT S
LY v ~=FOiGEMEd LA 9%, 2D & % para-
doxical response & \Z o 72, TOKEE, A7 B4 FOME
bLLEATOA P2V ADBRLIENI R o

paradoxical response @ Ji [Kl 1L PT TNF 85 2 il 9%
EThbo Ho TRRMIZHHE T H AUTHUTNF #H %
I3, Mk 52, HEHBEEzH T THIETSI L
WEEFE L\,

413, infliximab (2 & o TR S N7 BB TERIET )
~ T BB OFFEEFEIEBNITHF L C, infliximab H11E#% 12 para-
doxical response & 3 & LiGHIZHEN: L7z BH O inflix-
imab % G- OMED R, ORBETIE L 722 &A%
W25 hoTnb, ORERERINTE, PR3 L
TEZMDDH B 2 EHHWI LT b, @infliximab 5 5-
HBThHo THIRBEICTHEELTa Y bu— L TE7:,
OPAEZIERFPICEER 2SI T vz L 2R T
&, RICHIE L CHRIERZ <M T & 2RGE0H 5,
GYUAEEZEIGH Y Tisoniazid D RINHZ G HETH A 2 &
DHEFE T & T 5, O E O infliximab $ 5- 12 THEZ LA
NOEIER 237 <, L2 b infliximabBSA R TH 5 2 &
ZHERL TV 5, &) HEFA 5 O infliximab (2 TR

(mg/dL)

No isoniazid prophylaxis 2HRE-7HR | 3HR | Isoniazid
25
20 - PPD &%
) infliximab $%£5- o infliximab FF#%5-
- (3 mg/kg) (3 mg/kg)
§5)
= o IR
—
~
(5]
>
= b
g
o 10
Q
| ’M M
0 ——

T T T T T

DNy S SEIRS
P
A
SRS
No. of tender joints 12 3 10
No. of swollen joints 6 2 11

O O > X X 5
P P ,\’L b’b 6’) 6’1/

Fig. Resumption of infliximab therapy for rheumatoid arthritis in a patint with tuberculosis induced

by infliximab treatment (3CHK 15 % i)
HRE: isoniazid, rifampicin, ethambutol
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ZE L7220 L Cinfliximab F¥%5- 2 175 7219 (K)
2004 4 12 infliximab FF% 5-#, # 8 {72 O KL O T
BRI D ST, /2, BEiYv~Foa
FE—VHRFTTAYH Y 73 F%% (ACR) )T~
F G PR 1 B2 A 5 & i 72 3 F CUI L L infliximab H &
PO AT 720 L LS FHOME oK, &
FEASHBL L, infliximab % FB L 720

R FENE B 12 13 infliximab % WP R S UCTRET) v~ F
OHERDEAL L PILEE 2 & DIREC, SR vk
BTholzo LALIIETORICRZA, HisH 2R N
L, B HEBVTOWERBZASELNLDMA L
VAR LB L 720 2D & ) ICAM R ORS
T Cl, infliximab D ¥ 5-Z 1k L { THHREBZIZAERD
I TE RN D 5o B RAOREAIY &
X F B U THITINFREA 235 L T 525, itk
BHRT DR LIRS TETWD, T2, BETH
MRAHER SN EZ BTG RESR L, Y
P AS BL FUAE < RIEPN KGO fE B3 72 v &R S
7AEBI T, PUTNFEA] A $5- L 2555 #mHEE = A
Bid % 2 & LICAHRTIT> T b,

6. &I

AEF I RAT G RO R 5T, BEIRIERICBI 5
MRS IE, RER RIS N 2 R R M R~
PR BT 5 2 L%V, FRICHER L T B 546121,
WY R AT ZATBEPNR ST & A ST X 575,
— BN BVEATED o AT K o T, MEEMTR
OXy FOWMEOMEIZ LY, FEHA» 5135 »ITE
izl sns 2t ddb, 2O, BEMIZLTH
ORI e nw) 28T, AERLTIELWES
DBV ENL L VI RTIT R D I ENE WV, o
T, WWEBHROBHRMELRH L EHBI LS, 52T
W, FEREMRGEREORENM LM E LD BV, HESTE
L72macd, [RBEEMiRR R L T, 20l
I T2 bichd] LHHALTBL LEE
OEMZEDLTICHED. T2, Wil LAas, BRI
PUTNF AP GR35 L C W B RAICHEA L TB
{ZEThHb,

PUTNF @A CHBET O BB EIIE L7206 &
Vo T, TG 2 HIET 5 OIEROMEL F 1<
BB h %o Wl % G 7 K FERE O XIS DR 72 5
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BIOLOGICS AND MYCOBACTERIAL DISEASES

Chairpersons: 'Kazunari TSUYUGUCHI and > Tomoshige MATSUMOTO

Abstract Various biologics such as TNF-alpha inhibitor or
IL-6 inhibitor are now widely used for treatment of rheumatoid
arthritis. Many reports suggested that one of the major issues
is high risk of developing tuberculosis (TB) associated with
using these agents, which is especially important in Japan
where tuberculosis still remains endemic. Another concern
is the risk of development of nontuberculous mycobacterial
(NTM) diseases and we have only scanty information about
it. The purpose of this symposium is to elucidate the role of
biologics in the development of mycobacterial diseases and
to establish the strategy to control them.

First, Dr. Tohma showed the epidemiologic data of TB risks
associated with using biologics calculated from the clinical
database on National Database of Rheumatic Diseases by iR-
net in Japan. He estimated TB risks in rheumatoid arthritis
(RA) patients to be about four times higher compared with
general populations and to become even higher by using bio-
logics. He also pointed out a low rate of implementation of
QuantiFERON test (QFT) as screening test for TB infection.

Next, Dr. Tokuda discussed the issue of NTM disease asso-
ciated with using biologics. He suggested the airway disease
in RA patients might play some role in the development of
NTM disease, which may conversely lead to overdiagnosis of
NTM disease in RA patients. He suggested that NTM disease
should not be uniformly considered a contraindication to
treatment with biologics, considering from the results of recent
multicenter study showing relatively favorable outcome of
NTM patients receiving biologics.

Patients with latent tuberculosis infection (LTBI) should
receive LTBI treatment before starting biologics. Dr. Kato,
a chairperson of the Prevention Committee of the Japanese
Society for Tuberculosis, proposed a new LTBI guideline
including active implementation of LTBI treatment, introduc-
ing interferon gamma release assay, and appropriate selection
of persons at high risk for developing TB.

Lastly, Dr. Matsumoto stressed the risk of discontinuing
TNF-alpha inhibitor during treatment for tuberculosis. He
showed from his clinical experience that TNF-alpha inhibitor
can be safely used in active TB patient receiving effective
antituberculosis chemotherapy and it is even more effective
for prevention of paradoxical response.

Active discussion was done about the four topics, including
the matter beyond present guidelines. We hope these dis-
cussions will form the basis for the establishment of new
guideline for the management of mycobacterial disease when
using immunosuppressive agents including biologics.

1. The risk of developing tuberculosis (TB) and situations of

screening for TB risk at administration of biologics —the case
of rheumatoid arthritis: Shigeto TOHMA (Clinical Research
Center for Allergy and Rheumatology, National Hospital
Organization Sagamihara National Hospital)

We calculated the standardized incidence ratio (SIR) of TB
from the clinical data on National Database of Rheumatic
Diseases by iR-net in Japan (NinJa) and compared with the
SIR of TB from the data of the post-marketing surveillances
of five biologics. Among 43584 patient-years, forty patients
developed TB. The SIR of TB in NinJa was 4.34 (95%CI:
3.00—5.69). According to the post-marketing surveillances of
5 biologics, the SIR of TB were 3.62—34.4. The incidence of
TB in patients with RA was higher than general population in
Japan, and was increased more by some biologics. We have to
recognize the risk of TB when we start biologics therapy to
patients with RA. Although the frequency of implementation
of QuantiFERON test (QFT) had gradually increased, it was
still limited to 41%. In order to predict the risk of developing
TB and to prevent TB, it might be better to check all RA
patients by QFT at the time of biologics administration.

2. Biologics and nontuberculous mycobacterial diseases: Hi-
toshi TOKUDA (Social Insurance Central General Hospital)
Several topics about the relationship between RA and non-
tuberculous mycobacterial (NTM) diseases were discussed,
which is still poorly understood. It is well known that airway
diseases often accompany RA, which may be considered as a
possible etiology for development of NTM diseases, but con-
versely it may lead to overdiagnosis of NTM disease. Next, we
evaluated justification for the contraindication of biologics in
patients with NTM diseases. Recent multicenter study showed
that prognosis of patients developing NTM diseases during
treatment with biologics were not always poor, which throws
doubt on uniform prohibition of biologics in NTM diseases.

3. Future guideline for treating latent tuberculosis infection:
Seiya KATO (Research Institute of Tuberculosis, Japan Anti-
Tuberculosis Association)

The Japanese Society for Tuberculosis issued a joint
statement on chemoprophylaxis with the Japan College of
Rheumatology in 2004. However, issues and challenges due
to changing circumstance indicate application of interferon
gamma release assay (IGRA), increased variety and indication
of biologics, dissemination of knowledge on strategy and
system for latent tuberculosis infection (LTBI), etc. Future
guideline should include 1) promoting LTBI treatment to
achieve low incidence, 2) updated information on IGRAs, 3)

treatment strategy and target: contact to infectious cases,
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immunosuppressive cases (especially HIV and patients treated
with biologics), high risk groups, etc. 4) fundamental informa-
tion on tuberculosis control strategies, especially DOTS.

4. Therapy for RA and tuberculosis in patients with RA and
TB activated by anti-TNF treatment: Tomoshige MATSU-
MOTO (Osaka Prefectural Medical Center for Respiratory
and Allergic Diseases)

Biologics targeting TNF, including infliximab, have brought
about a paradigm shift in the treatment of rheumatoid arthritis
(RA). In 2001, tuberculosis, an ancient and also modern
scourge, became spotlighted again, because Keane reported
in the New England Journal of Medicine that infliximab
administration induced reactivation of tuberculosis. How
should we treat RA after we successfully treated tuberculosis?
Decisions regarding the treatment of patients with refractory
RA in the setting of active tuberculosis remain difficult. We

successfully treated RA in patients with tuberculosis by
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anti-TNF therapy. These demonstrate that anti-TNF therapy
can be considered for patients with refractory RA who have
tuberculosis and in whom antituberculosis therapy can be
maintained.

Key words: Biologics, Rheumatoid arthritis, Tuberculosis,
Nontuberculous mycobacteriosis (NTM), Latent tuberculosis
infection (LTBI)
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