Table 1. Baseline characteristics at the beginning of the followup study (values are means + SD).

Characteristics Group E, Group C, P
n =46 n =45
Men, n(%) 6(13) 8 (18) NS
Premenopausal women, n (%) 25 (54) 24 (53) NS
Postmenopausal women, n (%) 15 (33) 13 (29) NS
Mean age, yrs
Men 53+ 17 4316 NS
‘Women 43+ 14 43 1£13 NS
Total corticosteroid dose, mg
Men ) 2,577 £ 1245 1,705 + 497 NS
Premenopausal women 2,497 + 1816 1,852 + 506 NS
Postmenopausal women 2,143 £ 918 1,880 + 931 NS
Lumbar spine BMD, g/cm?
Men 095+0.17 0.90+0.18 NS
Premenopausal women 0.86+0.18 093 +0.14 NS
Postmenopausal women 0.78 £0.15 0.79 +0.14 NS

Group E: etidronate; Group C: control. BMD: bone mineral density; NS: not significant; SD: standard deviation. ’

Table 2. Average daily dose of PSL and ratio of patients still receiving corticosteroids (years after start of the

prospective study).

Year 1 2 3 4 5 6 7

Average daily GroupE 107+38 94+54 83+38 7731 81x40 9351 85+44
dose of PSL  GroupC 97+37 81+28 80+33 78x41 77x41 80+46 77x34
(mg/day, p value NS NS NS NS NS NS NS
mean + SD)

Ratio of patients Group E 100 100 100 98 95 92 92
receiving PSL Group C 100 100 100 98 98 98 95
(%) p value NS NS NS NS NS NS NS

Group E: etidronate; Group C: control. PSL: prednisolone; NS: not significant.

val 0.604-14.90; p = 0.18). The adjusted OR by menopausal
status was calculated as 2.05.

There were no adverse events in group C, but 2 occurred in
group E during the 3-year prospective study. However, there
were no adverse events in either group during the followup
period. Although serum calcium monitoring had not been per-
formed systematically, where measured, no hypercalcemia
was found in either group. None of the patients had gastroin-
testinal symptoms severe enough to discontinue the etidronate
throughout the entire 7 years of followup in group E.

DISCUSSION
Our study demonstrated that longterm intermittent cyclical
etidronate therapy increased the BMD of the lumbar spine in
Japanese patients with CIOP. No significant reduction in risk
of vertebral fractures at 7 years was achieved. However, this
might be due to small sample size; future studies on larger
numbers of patients will be required to draw a definitive con-
clusion on this point.

It has been reported before that etidronate increases BMD
in CIOP!}15, but there is only one report on longterm obser-
vation indicating efficacy of continuing etidronate therapy for

more than 5 years in patients with asthma receiving oral
and/or inhaled corticosteroids®. The longterm efficacy of
intermittent etidronate therapy for CIOP in patients with CTD
has to our knowledge never been evaluated. Ours is thus the
first comprehensive study on the efficacy of longterm cyclical
etidronate therapy of up to 7 years for CIOP in patients with
CTD. Previous studies showed that alendronate or rise-
dronate, which are both nitrogen-containing bisphosphonates,
can maintain continuing increases in BMD, as well as effect a
reduction of the fracture rate®!%-19. Our study is consistent
with these findings with respect to maintaining BMD.

In our study, both groups C and E showed higher increas-
es in lJumbar spine BMD at years 6 and 7. In group C, it might
be due to the fact that 9 patients added bisphosphonates
besides activated vitamin D, during the followup study.
Indeed, the mean percentage changes in patients who added
bisphosphonates were higher compared with those patients
who did not at year 7, although the differences were not sta-
tistically significant. In contrast, only 1 patient changed from
etidronate to alendronate in group E. However, this patient
and 2 patients who discontinued the corticosteroids during the
followup study showed considerable increases in lumbar
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Figure 1. The mean (+ SD) percentage change in bone mineral density (BMD) of the lumbar
spine between baseline (0 yr) and 7 years of groups E and C. In all patients, the mean (+ SD)
percentage change in BMD of the lumbar spine increased 5.9% + 8.8% (p = 0.00007) from base-
line at 7 years in group E and 2.2% + 5.8% (p = 0.013) in group C. The improvement of BMD
in group E was significantly higher than in group C at 7 years (p = 0.02).
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Figure 2. The mean percentage change in lumbar spine BMD in group E improved from baseline by approx-

imately 5% over the 7-year study.

spine BMD at years 6 or 7. These increases in lumbar spine
BMD might have contributed to the increase in the mean per-
centage change of lumbar spine BMD to some degree. As far
as we know, there were no patients who took other medica-
tions. Persistent prescriptions for etidronate and activated
vitamin D; have been confirmed in the medical records.
Therefore, we think that other medications or compliance with
treatment would not affect the BMD data in either group. -

‘

The ability of activated vitamin D, to prevent the loss of
BMD caused by corticosteroids has been reported?C. In our
study, the control group (receiving activated vitamin D)
slightly increased their Jumbar spine BMD and maintained
this for 7 years. However, as there was no placebo control in
our study, we could not compare the rate of vertebral fracture
in the group receiving activated vitamin Dj to that of the
placebo group.

Sato, et al: Cyclical etidronate therapy
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Table 3. Incidence of vertebral fractures at 7-years in group E (etidronate) .
and C (control).

Group E Group C
Male ’ 0/4 1/6
Female
Premenopausal 124 1123
Postmenopausal 1/10 4/13
Total 2138 6/42
Total vertebral fracture 3 11

A randomized, double-blinded, multicenter study showed
almost the same efficacy of either 200 mg or 400 mg of cycli-
cal intermittent etidronate therapy in Japanese patients with
involutional osteoporosis?!. The current approved dose of
etidronate for osteoporosis in Japan is 200 mg daily. When the
dose of 200 mg of etidronate was ineffective or the patients
had severe osteoporosis, 400 mg was used. Qur results here
indicated that 200 mg of etidronate was sufficiently effective
to prevent or treat Japanese patients with CIOP. This might be
due to racial differences or the difference in the dose per unit
body weight between Japanese and Caucasian patients.
Because our study did not include large numbers of patients,
further observations will be needed to confirm this hypothesis.

Regarding adverse events, it was notable that severe side
effects were not seen throughout the 7 years of the study. No
gastrointestinal disorders, bone necrosis, or disturbance of bone
formation was recorded. Only 2 patients had an adverse event
of any kind in group E during the 3-year prospective study. No
other patients dropped out of the study because of drug intoler-
ance or discomfort. Treatment compliance was good and we
can conclude that intermittent cyclical etidronate therapy is very
well tolerated. Moreover, in view of its cost-effectiveness?,
cyclical intermittent etidronate therapy should be considered as
a routine treatment option for CIOP, especially in patients with
previous or current gastrointestinal disorders.

Intermittent cyclical etidronate therapy significantly
increased BMD of the lumbar spine and maintained it over 7
years in patients with CIOP. There was a tendency towards a
reduction in the incidence of vertebral fractures at 7 years in
etidronate-treated patients compared to activated vitamin D,-
treated patients, but this did not achieve statistical signifi-
cance. Longterm intermittent cyclical etidronate therapy is a
safe, well tolerated, and effective therapy for the prevention
and treatment of CIOP in Japanese patients with CTD.
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EMTXIEEVE R 25605 5. FlDvan
EdeD¥EE: 1 mg/H, 7+ YE25mg/38, pla-
cebo % LB L& T, REIFEETH -7

S, MTX$R 5 B3/ 18mg/8, 7+ VB

£¥16.4mg/38 & placebo#¥14.5mg/BIZ KN THE
B d o729, FREOERIE Morgan & D& IC
bALNBW, ZORRIE, EEERFTEBLL
BE, RMEAOHEIHTRAEEN 22 5
DIZE NS OMTXFSUERZ L% EKRT 5.
—7, MTXIGELEE L 72\ R 8 % 6F
R L7256, BEIROBEIBE SR TnA,
& & V'RA 5281 (MTXFH#% 5 89.7mg/#) TEl
VERIFE I 3285 5 mg/ B ¥ MTXRHARF %36~
8B RIRICIR G L7121 A, HEBUICHEDRD
IEGA A S N7z,
EHBEROMTXIEES R~ DOFEBIIMTX E L
7/ 3 F(LEF) 0dbk, BRMTOARMEHES

BROBEDS DR TE ALY, WRERE DMTX,
LEFz[7] L5 & THB L 2B Td 5 23k
ERCIIER 1~2mg/H%BA L72(X5). LEF
DEHBIIHRECRAL CTho 205, MIXOH
SFITACKRER CIZLEF & W& <, RRNKERTIZ
HBIAEBIIEPo7. COEIEREEHEICLS
LEZoNDE. MRABRTIIRBRABKEDBEY
RIIEDPH L LR, BRNERTIR T I 2 RE
Bhoi EHESLD L. i, MRBROTE
HAFz<y FSEERFHORETHEENRL
RA MRy 75 THELHBELNH L9, 75
tARBOFEOXBIIBERTE v, EEEG
RETIIACRRULEAME 2 5 7.

DEng@Er s L, E/E5N 1~2mg/
H, 25~5mg/EDHHIZ & ) MTXiGEsI R
—HRWEE T EERIOTONSG.

HEINDEBRIRGE

1. EREH, BRE5E, 558
Morgan 5 i3 ZE% 5 mg, 27.5mg/8 & placebo
D3IBHET, M, FROZRPOEERL VLM
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e 15) X $E5H FEnEEe!S
2
dex M 30 Total Sharp score

0 25 1% B
—2 2.0
—4 15
=6 1.0
-8 05

—10 0.0 l ]

LEF Placebo MTX LEF MTX LEF placebo MTX  LEF MTX
MTX vs. LEFEEEREB DK X bk v 7 4 IC & 3 EBNAORASEDEA DB 16)
BRMEIC L SUBEROED

ERER ERMREA

(95%ClI)
ACR20MZEHR 48.4% 65.7% 17%(9.25)
ACR502ER 27.1% 43.6% 17%(9.25)
ACR704 &= 8.0% 17.8% 10% (6.14)

5 dXKBLIUBRMOL ZI/ 3 K vs MTXHEBERRICH T 2FDMENE:E

BREYAF VIBE (sHey) ¥ B L7210, B R2 EMB 3, 5 mofitORABEMR CEIFRAEED

LAOVIET, sHeyi B 8 % B C12 33888 5 mg RICRETRE

TH53Thotz. Tz, MTX#%5H#DsHeyiRE, ERiESE

MR AR MERF O EBLRE ORI ZRET L 72K B 5 mgtk 58 8 3 mgik 55
BT, ¥ Img/BHDHVE74+) YBR25mg/  RABEIROBISE 46.2% 28.6%
BORSUMIXE I 510k, FUFHORRE e 100%
DETPsHoyD LA EFH L0, B 1mg/  mifemgcbs 86.9% 78.5%

HO#RS5 TIIMTX#I5AME & ) EEREED LA, FBEZEELT COHE 7.8207*wk  114+1.7wk
sHeyid BT L2 &2 6, FEBE1mg/BIZAR  « p<o.05

EEZOND, IRLOREDHERIZ 5 mg/
B, 7+ YEEII25mg/BTHFEELOLNS.
FRM CEBE RIS O BEREEWHIR ZIEET L
ToRGETH, FEEERGERE, ¥R 1mg/BHHEH, 74
1) EE25mg/BAD 3FHEMTIA MIEIZ L2
7o LcL, MTXEEGEE) SRR e Cado
- EDSERBEHOFRTED TWEY,
HAETIE O A 2K YeDEMAIEE I-H
BERTFHIRICIIEREEN VI MO T 4
D7 IVSRENENEEZB.
BEEIIF/M D911 DL ETRIROHEES
PWHETHH LD, BHORENLHLDT
»HbH. BEVIFEZ LACORKIIH L TEER
5 mg/BZBMERERB KN TS L& TR,
BEEITEEDROBE A LN, —F,
RROERNICERE 3mg/BE kS LGS, BE

FHREOWEFII0% LT T, FBEZOEELED
80% THho 74, EFEILE COHEIENI -7
(F2). FHEOWIT LY F/M 4%03~05:1T
BAERKFHEERORELIRETEHLLEEZD
na. UEXy, BEROF B CIZERS3
mg, EEEBMTII Smg/BNFELLEEZRS.

RO, EEORVBILSER, &
BOBEYRBRETAZLICLY, BUMRIE
LNBIEHNEN(FE2).

EERBIH L MTXOHRSERBIC D WTIBERE
BEHRIZT TV 2V, MTXOWEEEL (544)
TH 5 4 RELAOEREM OIS TIIHL »
RBEDROBIIERE TS, BRKTEAED
— B %S EIOEE S mgh b ik T+ v
BE (04 3K 0®)25mg ¥ MTXERIR 515246
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VTR B3R K2

®3 MIXABEPOERERS X

BWERIGRER

OFFEESE £ & | AST, ALT>50IU/ 10555 % 5 VX AST, ALT> 14l X 3 45

@OR%, HILEER(ER, TH)

@B MmEKE A <4,000/1], /MR <100,000/11, KEk1EE 11 (Hb< 10g/dl)
ERE(7 )7 3795 mgHik, MTXEEESH 524~ 4885

BUWERA S E LIEENRVEEE LSS EBROBEYEZ S

BIERTHE®N

OMTX 0.2mg/kghE L E D551

QUTDONA ) R 7 FITI2LH]

1. =% (70 L)

2. BERBETS . MFECHE2E>1.2mg/dl(B%), >1.0mg/di{&H)

3. MCV>110

EB(7 473 %3~5mgliR, MTXERES 524~ 48BE % -
EELAERALERE ONOKRIE, BmEkEE (<2,000/1), m/MEIREAE <30,000/1

QEB =BG

GOMTXEH ) >/ HEEERE
TAIR)OGR)F—FANT T L)
10mg, 6 i T & RO S (MTXEEEDORIE 3 £E)
6~12mg, 6 BFEI T L EFED AV IAEEFEA T /4 2K »0)

MTHST5, OFE 1mgr EHES TS, O
WINPT H S, DHPETITERED 1 mgied iz
WO THEORSEIIFRENTH L. MTXIR
R&24~ 48R CEBMEZ RS TNTEER O T
B - BERRICIZEZER weE2LONDL, BE
X747 3 %3~5 mg* MTXE AR %36~
BRFEIHITTHRE LTS,

2. ERREEIDED

MTXiE 8 H DRAFESI 251 EBEGE AL E D
EEROH S, KETIEIMTXHRSHIZ T LFE
ALTwA, 752 U<FZE&OMTXER
BT AHETIE, BB SmgOE Y BER
WEIH T3, 0 TIIMTXILE10mg b -
THEERBTAZLAHE L TCVWADTHERD
HEZELIIEBIAVIZEZ DD, bHETIE
KEGEFL R, FBEELE, ORKEHEL
TOOHALTHEET H7-02FHHET S
VEEILZWEEZTWE, tRROL ¥ 2 —T3
FILSHE & o> TviaY,

REBRTHHESOLERESE LT, AEKE
EBIWER DR E { % 2MTX 0.2mg/kgELL
EO®REH, 0B EOEEE, THEEETE
BhiTons, T/, BEELZEWEEI BB L.
BEE, MIXZ7272612dib L, BRI
HTHoraf aR) o5 HE5THIENEEL
V. BRRRBEBRBIOBRED 5, BERIEROE
GEERIDLIICEZL TV A,

>3 ol

A bR UFF— M (MTX) IZRAEYAE Danchor
drugiZfiBSI G NBIZE 7. 4K bAET
OMTXFREZEMT 2 DIHL 0 TH S, MTX
DHRIAEL AT HIEROERHRSD S A
IVSTRELE DD, MTXIGEIZBIT 5 %/
DEIERFBEM COEREE, BERGEEY
TOFEREICOWT—EDHHPLETH 5.
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= O D) I

R Y 7~ F st b EEE K F (tumor
necrosis factor ; TNF) [HEE X, HVWEEFHEM
fIRhRE & DI L EHIERSR A L,
FOIEHEERT, RESERHET.. —4T,
SRR EEREE, & (IHBORERE
DEFADVFES N, KEWD+HLEEOLE
MASTREA SN TE /00, 22T, EWFAEFA
FHRIZH7:-TE, Mg, BEXHERE, yN
WZ ) YR E B AT ) == TR AThh
TWb, i, BRELREEICEN-2m V5 —
7 x 0 ¥ y(IFNy) ICE e & FHEN B HT 72 7%
EEETESRFRE I NS, 20064 1 BiZid 7 +
¥ 7 4 7 x 1 »9TB-2G(QuantiFERON-TB-2nd
generation ; QFT) & L THE ML s /-8B HK
HTREERRE L L TAZEZZIT2. FIRT
(&, EMmIFN-yeEREEDORE L) 7 < F MK
BADILEICOW TS 5.

YNIVT ) RIS
TN VR, BREHROEHERS

WThHEEH Y N2 v (purified protein
derivate ; PPD) # R 5 L, BFFOREKRR
Bz osrARIC Y EEL L TABKREE
ThH5Y. BERT LVF—-RIcEFIF Lk
ThHY, RECERTEZZEEREE LTET
bhT&7, LA LEDEL, PPDOKSIZBCG
(Bacille Calmette-Guerin) (2 b & F LTV 558
BHEEHTZL &0 T L REBETEMEE L
RERCHERRT Z &2 5BCGHEEE R IR
HHBRBEREE TIBREE 25 Z LHFHET
& o 1749 -

2 MIFN-yIS & BT % O B & ik

EMIFNyE S EEOERN 2 FEEIE, &%
B 12 4 .89 72 ESAT-6 (The early secretory anti-
genic target 6 kDa protein) &, CFP-10& w29 2
BEEOBHTHEL LT, INL2HEENS
FRELL 722l ¢, MEHoT77 4 —
T YR (BRAERIMER) 2 RB L, £DOBRK
HENBIFNy % £ N TEETHODTH B9,

Andersen b EKEREES W LB - FE
U7ZESAT-61%, RREE~ Y AHRD A E) —

* Gamma interferon assay in the immunodiagnosis of tuberculosis infection : application for systemic rheumatic

disease.

** Akira SUWA, M.D., Eiko SAITO, M.D., Takayuki WAKABAYASHI, M.D. & Yasuo SUZUKI, M.D.: R KZE
FWREFEFR Y 7w FRRF(S259-1193 FEE T T f2143] ; Division of Rheumatology, Department of In-
ternal Medicine, Tokai University School of Medicine, Isehara 259-1193, JAPAN

**+* Naoki HASEGAWA, M.D. & Michito HIRAKATA, M.D.: EEZR KFEEHRANF
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VT THE $B31E F2F

1. BREOEREMADIEE

LEEBEEHRMT 3

2. IFNYyDEE

{
}
}
|

(NHEREOERDEAN/N) DEMES5mD TS

(2) 1% ALERERIM % HRIMZ12BFELINICIEE T L — b D 4 DO
JINCHEL, ThENICESAT-6HE, CFP-104i/F, &t b
O—Jv (FBRIEK), BEIL rO-I(ZT1 I 2)BREBTTS

QHRERIBEDEEZET L — bE37CT, 12~208HE (188578 % ##38) L &%

MEEEEL [HE MFN-REBEBIETL — ] ICHENT 5

(2) THEe MFN-REFERBIETL— b £, BMUAHBREEELEL
HRPIZFEHL E MFN-yFLF 21207 (22£5C) RIGTE, %37 5

QI REATEEFMLIOFERTCEES

@ RIS EEIEE, 5 2L E GAEEK450nm,
IR E620nm % 72 13650nm) 2 BIET B

(BYRFEET — 2 ZIFN-vREICEBR TS

1 QFTO#®RERE

THIBEICBTEBWIFNyEAFER* AL, 7
O —= 27 &N ESAT-6:85F13, BCGIZit7z
VCRD-VEIBICHFAE L TV 720~10 S5 [ ZEBRIC
REERES 7 AEROXE) —THRICBNT
HWIFNYEAFERL*E T HEBENRE TH 5
CFP-10% 2 — F ¥ % #H{ZF DRD-158IBICHFE L
TWzW, Z0HROFFFET, ESAT-6&, CFP-10
SREEEEICE N5 T X T D Mycobacterium
tuberculosistk, FREMEM. bovishh B & U'M.
africanum®® S 53 N, FREEENBRED) b
M. kansasii, M. marinum, M. szulgai, M.
flavescens, M. gastriB X UV VO ERE
THBM. lepraet> S bW ENB D, TTD
M. bovis BCGT 7 F VE#k % L Lo, KFDIE
BEETMBEET D LS WEREETH A

M. avium, M. intracellularel\IFEL LW L
BHELpEENLTW, 25 LT, HLLER
SN EEFEPE CTh AESAT-6& CFP-10%
BT YSBRxRE L, EESNBIFNyR 4
FACllE LEEILT AR EnSilEE
PREE I NI,

QFTO XA F

QFTOEEE*X 117, fBEICTLDB L,
WERE DL 5 ml % FFEHUE (ESAT-6 £ CFP-10),

ChmetEk (oY hu—L), w4 Pz

(Rt > b o —)V) THRIBEL, 12~2085R] (186
Bl iEse) EEso B2 ANt 5. BohsMm
stk [Hie MIFN-@LABERIL 7L — M
iz, HRPE#M v MFN#LEE B3 F
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&1 QFTAIERERDHERE

IR

ESAT-6%| #kF OIFNyRUL B*1 ﬂf
& % v 1 CFP-10% i Es OIFN-yf i & *2

0.35IU/mizl £ 743

0.11U/mi2A £ ~0.351U/miK i

0.11U/mlK et

HERE

GRS TR
BE) A7 DEGVEERL, BRANICHET
REEREL Twizw

EE | ESAT-6RIBEE D IFN-yi i & & % 2 (3 CFP-10RIEF OIFNyRUH &A% L 120.35IU/mERBTH o TH, <
4 b Yz R OIFNRH B *3090.51U/ miRE DB EE, REFELENFEZONLOT, [HERT] L§

5

*1 .ESAT-6¢1J B DO IFNyH 1 B = ESAT-67R TR A DIFN-yfE (IFN-/E) — 4 B A E AR IR A D IFN-yfE (IFN4N)
*2 CFP-1041 885 O IFN-y# i & = CFP-1078 11#& 46 D IFN-yfl (IFN-yC) — 4 B AR AR IR AR D IFN-y{E (IFN-yN)
374 bV VRIEBFOIFNAREE="4 } ¥z Y iHFMEEOIFN~E (IFNyM) — £ B EE KR IRE D IFN-yE

(IFN-yN)

1y FREBZRECREELZENEL, RERE
DRHERYSEICLT, IFNYEZEETAS. &
BECLELZRER, Fv MEshdRsShT
By (FESG% . 7+ 54720 %TB2G, S
T - Cellestistt, BRFETT - kA ESHBARAEY — 32—
I—¥754), BRMINEEESE, ELISAHTA
yua7L— 1) — & — (#E K £450nm, xF BRI
£620nm ¥ 7213650nm) 72 & DO EBIEER D D S K
ZThHhniE, BBWERICKRERIT) ZEHT
5.

QFTOH|EF &

QFTOHE A BREIIRT (R 1), Th &

NOBREIZDOWT, FRHFUR (ESAT6, CFP-10)

RN DIFN-yiiE (IFNAE, IFN-yC), 4 E &K
RINEEDIFN-E IFN-YN), ~ A4 2 Vi

DIFN-vE (IFN4M) 258 5 0 5. LROBIEES

St v b o — VOIFN-yE (IFN-yN) # Z L5 |
Wb DRBRFEEB LU~ Mo VRIBUC
W4 AIFNyRHEE T 5.

ESAT-6/ll#8 DIFN-yi Hi & F 721X CFP-10718
B DIFN-yif & 4%0.351U/miLL E OB [REE ]
& LB 5 . ESAT-6HIBE OIFN-yi
£ F 7213 CFP-103 88 DIFN-yi 1 &7%0.11U/ml
RO (Bt & U3 g L §5. 0.11U/
miPl_E0.35IU/mikiEnig &% [HIFEERE] L L,
JEG) X DA (BYEE OBBMOBE S,
BiAR B L UREEOHREIRR, HORRKR
E)eERBL, REMICHETH. £/, ESAT-
6B FF DIFN-yfi & ¥ 7213 CFP-1041#As DIFN-
YR EA%0.35IU/ mIk#i TH->Td, ¥ +Vx

¥ R OIFN-yRUE B IR R 8 2 R BT
BEEDBZRREOMBERERICIZLEHDT
HY, ThH05IU/mBERBDFER, REAE
RENEZONLDT, [HERT] ET5.

QFTORE L RHEE

REEBRSF T 5 AT 8 e AT\ T
HQFTORE L HEE*H LS I LIIRETH
B, BELRLIBEOEMAZ ML L2ER
TR ENT WS, BEEBEDORIGEF
BMEREE B 5 EMEERE A7-Morib DK
BCTIEQFTHH=I289.0% TH 012, FEEOMK
5t %47 o 7:CDCOR#E TIZQFTHERIZ23AD
KRIBEREBBETIN% THo12®, Frv—17
TOREFRRWREDDHDOY L LERERED
FIGHIREIMEREAZ B BT AQFTOREE 180~
REEZLNTWE, —FT, RFI3747
DRELFFEBIT BEEEEAQFTIEH
T31.9% TH D, ZOEMAT TN THEEIERK
geldhiuE, QFTORREIZBB E25H I LD
RENT. REIOBBECTIIBCGRERNVEEE
\Z BT 5 QFTRMEERIZ99.8% TH H®, QFTD
BEEIIBWLUEE ELDTHEVI LHFHEL»
Lotz

QFTDO Y 7 = FHEREANDHEIG

BABEZRFSIE, 20054 5 BQFTOEE T
HEEELL. Z0ZPICBWT, QFTOFERA
PHEREINBIRNE LT, BiEgsy, EEH
RBIVBITERER, BERER) A% REBR
WEE, BIERERATUA FRTINFHEEFEMH
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VU FE $31% 25

g2 VIRFHEBLSVWIQFTOEREIFHBFE N 3 RR

1) BESBEREORBBZEH

BT, SEEDORME, Y vs ) VRIE, MR XEEE, BECTHRCT)

BREZ I VBEEEIFEDNL L &

BEHEMRI A7 BT BAETFHOBEILRE
BIEREATUAF, REHHZE, INFREERSRHORAS Y-V 780

BERDEZ I ) T ETHEE
EEREOBBIZE

BRER, YV 7 Y YR, BRXBREZ E L VESHHEEEERDNS

L&
FistsE bbb & &

Rz, MBS XgRZE, Yy~ U L ERRD

— | vaoEE ————

[ﬁﬁ&Uﬁ7:E |

IR

\d v
| mmxmes | [ MBYZs o yREME |

|

EENERIZ AR RS

| ‘

v

EEMERDIRE - BR

INHFRiiRE —>

TNFREZEZE DR SR

»

2 EEYIIFICH T BERY X TEHEE
(BEFFEBEFRE, EWFNRFERIA VT4 Y L VEE)

BELR )T ALETFHOBETHRE, BEZO
WSS EIhTns., Thed it
ZONBERED) 7w FHELEIZBIT BEIL
LT, OBEREREOHPDZE, OB
RIF) X7 BT AICETFHOBIGRE, @
HEORMBIBE I HITon s (F2).
EEREBREOZHITE L WEETH 52,
INI T, BEE, SBEENOEME, v
NV ) VRIS, B X R, EERCT (HRCT)
BRELEXESZ2IIROONTE . BEEXEHE
WFEdEIC & B M BBEREL A K54 2T
&, TNFREEEFERNCHZ, W5 XHRE,
TINRVY ) VIS L AR R 7 SRR HE
TLTWBE(E2). L LS, MBZTIZL
LIRS ERLIBONENI EBE L,
i X SR T S BRI Rk s et
S5, WEHCTHRCDHBREZIT-72& LTH,

) FEERICLIELITAT 5 BEMMA
Tz EORREIRHEBIREOSRT & REC 3 5.
5|2, YNV YEIGE, BCGEME R IER
EUNBREOEEY T2 ORFREIE VS
PHERERD T —A Y —HRIAONDL HR L
PEEETHE, —HT, QFTIZZH Lizuyx
W) YEIGDRE R RRLEBVREELRT
) Th <, —EORMTHRENTELR -0
ZFBOOOBEHNAELROTIENTES
EWIFIEOET B (R IV,

TR % b E AR R WIS T,
BIBREA7FOA KN, REMHE, TNFEEE
BEL EORBRERY A7 B34S 5{LEFH
DBFICHREIZD, QFTIZERZY — Ve B2
EDEFEENSE, CNETRASSNTELE
YAy BEICH L CEY 2 FHARY BB TE
ATz, BELFHARERTLZED
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R3 IUNMITYCRIBEQFT

VAR 5/ ) I

KU QFT
3 in vivo in vitro

(BRI  EBRENRT)

BCGEEDRE HY L
EEEMNEBEREOEE H L
BREBOT—25— HY L
ZhFE
BRE 50~90% 80~90%
RERE 20~40% 98% Ll L+
2O 2 o 1
R A 164 554 5
ERRBEROE »h »h
EERRHE AT A

TREE 2B, BEEREEQFTORELE VL
T2 TORMIIRETH L, Y_Ls Yy
Rio L Bk E 2 5 & 8~10:BBRE DELKEAR
CHRMENDD, 3 LRI ERE L2
NE2o%2nb00, QFTIERERENDE=¥
VI DOEE R BTEERD H 5.

EEMEZOBHICEL Th, BERER, v
NNV ) s, WEXERELREE E DI,
QFTIHBIBHIIED—DITMZ A2 L AT E B,
TNFREEEIZ & 5 BE I L CHisEZ DS
BN EDPHESNTVADY, WEEERIEDS
B2 RMER I BV TQFTO B KIS
vy,

—7%, QFTRMRMREILERETHY, &
BEIHFIREICBWTE YRV 2 ) U RIG & FEf
RIS HEPMET T 5 Wi S5, <4 bV
~RIBEEOIFN-BHE E5%0.51U/ mikiB O3 &13,
[HIEART] L ENhTWBED, ZOHy b+ 748
BREREBEL MR L LRI TRES N
DT, REIFIRET CIIQFTORMR
ROVBEBRBEEZBETH DO TrVEICTSE
BETRETHAB.

bhvbiil, ME) v FEErFE LR
QFTIC & 2 SIERAMBRY ) X 2 B2 4T o TH

D, ZOFRRET OBEO—EREBAT 59,
14481 QF T 1161(7.6%) & FHELL LIS H o
7z. QFTEHFIPEORERBREED»E S, TNF
FAIERICL > TEDL LWEBREY X725k
ATEPETHTH 25, BHEFODIZ, 2,
IV ) YRGS, REXE/CTRE, 2ED
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WERDIBREIZ L o THERKY) A7 0% o 72 { HaH
TELDPoBbETN TV FEIEEL S
Thb. QFTORMUL+oIcEr LT, HHE
TREDHEDO—HREBEMWZ, DI
BICERTAHI LT, S5LLIEEIHMBED
MEFEATNG, U< FHEEIIBITAQFT
DEHRIIOVTHEALRF Y SHBEAERTY
SLENHLEEZ D,
QFTOSEDFRE

QFTICE L TRV 22 ORENF R ENT
Wh, B, LIERELRELTSHDHOD
BN ZEETH 59, Tz & 25877z
BFEAROEBMPED Y, FZHAOQFTORS
bEA TS, F7:, ELISPOTHE: % v TIFN-
YEEAMIRS ¢ &b T A HFEE: (T SPOTTB) b B
E3Nho0d5b., I, QFTINE L EERE
VA7 & DREERLFEREDQFTIGENRIZTT
FE EOBKREENE L UERERSEMIE
TH5AY., ThIZELT, bbidBRENE
PleBEE L TW5Y, BB v FRBEIIBNT,
TINFIREERGRIOR 2 ) — = ¥ FBRETQFT
PHEETHo7:. #2T, HIEBES V=TV
FOFIHAMRE 1 FB#EE L2 L ZAQFTOR
HALPHRIN, FOBRA VTV F I TEER
EWXEATHEIEDHAETH o7z, QFTIZLD
TR ARR DR R TNFRE E 38 0 B iG s 27848 72
EXFRLZBEHERIEZoNEDOTHNE, 20
AREE VAN Wb OFH L. £=i13, EE
FEFWLZHETH S, QFTORBESIZ Y ~
W) YRILDIMEL L EBMTHY, 27—
ZVTREZY) VTOEENREL LTOH
u%ﬁiTéfbkd,l5LfW%§%&T
BDUENDD.
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£lA ¥4 —7 20 y(IFN-y) S EHEED
B35, KochDBE U 513 U T 5 REsTE
DER L, BEMORMICICHET 2EHB 2 7L —
JANV=E Vo THBETREV. ARENE
AtB X UTERICIE, BT LE L
RIBOMFE TNV~ THEKRELS BB Z L34
RINERTHE. VYT HREZEIBY
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@ummary

EEYUOVYF (RA) DEEEIRIZESREERLT I EICERABIMNTND. HUDT
F& (DMARDS) Z @8N SR SHRT I LICLD, BEHMEDRIEPEROFEH
HEEICA 7. DMARDS 85(CH A>T}, BSHKRINY, $—RIRESSERAIEN A
BR BHEBOEZSIUVIEHUANEETHD. BREOTDE, BHRHNS< HEREE -
THRIBRSRIERELLBRARTHESIN TS strong DMARDs T%3. RA &&)
&L, PRAREF (VOVKA REFBHY, BEUSABD) DHIFITIERELD
ANNUFY—NEZREBHNICERTS.

Becture points ‘
e DMARDs IBRHICEHEREZRBINGE RA DERBEEEZ, FREBEADEGHY
BEESFECOUADTRENEN DD (ABREBRDR).
¢ ZRIDERICELUTIE BIXRINS<BHRENFHVRAEESIN TS strong

DMARDs ##ERY 5.
o EFEANEL, UDVYhA I\?%’Iﬁﬂt%é*ﬁ.?%%?%?(&*%gﬁh‘bX NNL &
Y—NZEFERTD.
o BSEIIRIFETRRLE ICIIE®AEE, ACRI0XE, DAS s00d response EREANE
THD.
¢ DMARDs OERBICEB U TR, ZRAPESIRSHICHLL, BEBEDE=ZSIY VI EE
AN NETHSD.
[Qey words :
BEEUOVYF RYUYDIVFE FBIRE F7UH—KSvyy AERRE
. - ETBHIETHD. D2, RA DE B
gRHbML BRI

PEBE-EIEXEIZHY v < FE (disease

BE&i Y v <~ (rheumatoid arthritis : RA) &
IBPERTEMEBIEAIT & DB - OERES B X, 2
DIER, BEOER, BiEEEL /- 7EERTH
5. RAVBMBEORRKOEWNE, & RERELZ I
L, FAETERE, 4REMELHERL, &6 FHREHR

modifying antirheumatic drugs : DMARDs) &
EVFRIBIHD RA EYEEOHLTH . BIE
BEOET R RER 1 FLUABH N &5 5,

fwindow of the therapeutic opportunity : &%
BE0X] OBRSsRES L, REEHELD

% SUZUKI Yasuo, Suwa Akira, WAKABAYASHI Takayuki, SAITO Eiko/F B XY ESFHATIERY 9 v FHE
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DMARDs R & eI 8AI TRBRICIERET 5
EREIH 5N T 5. ARG TIX, DMARDs % F#h
T3554 37, EROZER, BIWEROXLEE
BOERED Y 2ERT 5.

1. RUDVFERKBOER \

RA #EFH» 5 DMARDs 258#53 % Z & 28
oo TuOR, UTOIET Y RICd £ 0L,
OF - WEBBRIRRERYIO 1 FLURDET
L, g—EEHRENBERETERERENE
wh @RA 233 2 DMARDs R4 ERySLHA] 1
RIEBHCHET 21X EESESEY. Tbb,
BRHO—ERICHEZHRB T LERIROE
BWTHENRDHD, RA DEBREERE 2, FEWE
BREANDEBRPEEFEC OB L EDELTDH
3. Bk ihid, —EORH (BEES) B
&% 3T RA REEBEARICAD, BRY
BTERVWEWIEKRT, ZOKHER% window of
the therapeutic opportunity & X A Tw 3?2 7v
F=VarvkK& XFbrFH+—t MTX), ¥
TV ANT 7 EY Y (SASP) 2 X 3 HIEADES
BIEEIE, AT A FHIER L BEEOET R
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25 WS COBRABEBEDEKEIXZOBE P E
T Tw3Y 25 B DMARDs 5B DER)
HIzBIT2X) Yy M3, BOEE, BEFEE E
FIRGER, FRIRETHRSIRNE O, T X7 —
THREBDRHIETHBZ BEH (<31 A)
WREBR L B L, mESENH 15) O
DMARDs {&521 R % g LU 7z Nell 5 D& T
i, MERELSENHI TR ERYE GO NT,
BEREOHET AN (HO).

DMARDs B0 EZ L LT, X BEREOF
UsADHIRPKEY 7= F2%% (ACR) D RA
SEREESOIEORE RASEEERH T
ZEDBEREN TV, BETI RAROLOR
= TDMARDs *Bth3 2HABH 5. BKDT
v —bHAEETH, RAZWTDMARDs BE %
BRtAT 2 EMIOEIIL T3, KDY v FE
DIN—TEHHRA ZHIBEIFRELT,
3x A EDfERR, MCP/MTP B8, 30 435k
DD ZbEY 2HTTV3Y BEIEERH:
B TYH, BEL MCP, MTP B & 5 1
RA WHEH 2w b 25848, VUV~ M FHE
Fix ¥ 55% 12 DMARDs 5B 2B L TRV E
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KO OLHYEIBIIRVITFEOLELHWH

B B
A% =5 (HR2) i 2: %’;@iﬁ gﬁg
SFAYLTEF LT L (SF V=) |#40%ULDHRE Z ©) =)
TeS532 (YeFN) = hZERE  40%, ACR20:48% | O (=)
D-RZe 53> (X9NATI—H) = hEEE : 65%(300~600mg/H) | =+ O (=)
AR RLEF—b (UIT LT R) gq%g&ézgg:f Egmg) 2| o ©
strong b (9mg)

DMARDs 2’:; - ?;f;’N )// = PBEAHE : 58% g~k O | (0
L7/ 2 F (7F7%) ACR 20 : 52.6% ped © ©
S$o0YLR (FOT57) ACR 20 : 49%, ACR 50 :27.5% # | Nodata | ©
iguratimod : T-514 (k%55) ACR 20 : 53.4~62.5% & O (=)
*—5/714> (Y F=3) = hEFHE  40% 3 | Nodata | (—)

mild |25y b (A—=2N, E—s3—) ZhEERE 1 37% & | Nodata | (—)

DMARDs| g~ >4 1) b (LT z=—IL) = hZEEYWE 1 33% E | Nodata | (—)

IVIEY (FTLTFrz) EMNBEE =2%E © 24% E | Nodata | O

2 5. S, RESEFTETH B CCP fitkk
MRIMEFR2Heabe g, & Hk:
DMARD:s BRI DIES I TE 2 L Bbh 3.

2. MUDVFEDEREHE

1) strong DMARDs

bWETHEAREER DMARDs 3RO@OD X 5 12
11 %% dH 5. Felson 521k DMARDs O&FZhHE %
REY U7 BRIREBR DR = 2 S BRI L, 1BERIR
HE T 5L, MTX, SASP, DR=vJ 3,
EHESFPIROSENC SRTERERTSATY
7z, COHERD S, BEVRDOBVWER % strong
DMARDs L fiiE D, Zhicst L TROSH®
P2V 7% % mildDMARDs £ L7, 2D &>
2% 2 FCHAED DMARDs 25487 % Lt 2O
I3 ACRWEZECLETO b E QRS
BRTHPEERELU LD S0%UEERL, EIEAL
AR TERELETHGFINRIER I TS
strong DMARDs BMERHINBERETH 5.

AN
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2) MYIVFEEIRDEDRA >V N

DMARDs O#RIZH7: D, HHRELTEET
~NE I RAKBESNE BREOEHK RBREHRH
TH5. ERELTRHROFEROFEE, BIE,
BREETHHIRIFR I N5 (RO). B
BOFEARAFLELT, BWREAFHENE (DAS
5.1L1F), KEAFIEEE, Vv~ b FERTBEE
BERkEE, HLA-DR4 (shared epitope) [B{E2s
WEINTHWBEY, EEOZETIX, HLA-DR4
DOEEL CEEFEIREREHRCTELVWDT,
RA B, BRBOEESEERSKTH D, ML
TR, SR BESHEEERT 2. B
HESFE 12 13 disease activity score (DAS) »3#EH
L3 DAS iZOE R, OEREAE,
QfRbE, QBREFMc L 2BRELVEHET S
A7 T, RA OMEXIHILIEENE & EVNC X 2%)
REHETDHETHD. 77 VAV IRTFES
X D REN-BEE RA 3 52— DMARD
DFEREHETIZ, DAS I & W RBEEME% 3 BB
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