38

MTX is effective for RA are still unclear, many anti-
inflammatory and immunosuppressive actions, such as
the inhibition of cellular proliferation, alterations in the
lymphocyte subsets, a decreased cytokine production,
the suppression of T-cell activation, and cell adhesion
molecules,'™ have all been hypothesized to play a role. The
concomitant use of nonsteroidal anti-inflammatory drugs,
which can raise the plasma concentration of MTX by dis-
placing it from albumin binding sites and impairing its renal
excretion, could also have potentiated the MTX toxicity.”
Furthermore, the combination therapy of MTX and corti-
costeroid and/or other immunosuppressants has been sug-
gested to be a risk factor for opportunistic infections.
Prednisolone had been used in our two cases. It was inter-
esting to note that patient 1 developed PCP while taking
low-dose PSL. Lymphocytopenia may contribute to suscep-
tibility for PCP, but PCP sometimes occurs in patients with
a normal lymphocyte count.” In patient 1, the lymphocytes
decreased at the onset of PCP, but they had been 1000-
1200/ul for 3 months before the occurrence of PCP. In
patient 2 the lymphocytes had been 250-300/ul for 3 months
before PCP. Therefore the lymphocyte count is not consid-
ered to always be a risk factor for PCP.

Inokuma et al. reported the prevalence of PCP associ-
ated with autoimmune disease in 13 hospitals, which turned
out to be 69 of 10 290 admitted patients between 1997 and
2001. Among them, 6 of 10 patients with RA were treated
with MTX. It is noteworthy that all three patients who were
treated with less than 10mg/day PSL were receiving con-
comitant MTX; suggesting the administration of MTX to be
a strong risk factor for developing PCP in RA."

The clinical significance of prophylaxis for PCP remains
controversial. However, because there has been a wide di-
versity in the treatment for RA including biological agents
that are capable of inducing an immunocompromised state,
we should take greater care with PCP. One case was previ-
ously reported to develop PCP after infliximab was used.”®
In 2005, the Japanese Ministry of Health, Labor and
Welfare Study Group published a guideline in which PCP
prophylaxis was recommended when patients of over 50
years old received either corticosteroids equivalent to
>1.2mig/kg per day PSL or corticosteroids equivalent to
>0.8mg/kg per day PSL and concomitant immunosuppres-
sive agents, or in patients whose lymphocyte count was less
than 500/ul."” The recommended dosage is TMP-SMX 4-8 o/
week or aerosolized pentamidine isetionate 300mg/2—4
weeks as a prophylaxis for PCP with autoimmune disease.”
In patients infected with human immunodeficiency virus,
Atovaquone or Azithromycin can also be used. Because
TMP-SMX has a synergistic effect with MTX in inactivating
dihydrofolate reductase and has an effect in increasing free
MTX, the combination of TMP-SMX and MTX has a great
risk of inducing pancytopenia.'*®* We should therefore con-
sider reducing the MTX dose when also using TMP-SMX or
choosing other drugs, such as Azithromycin, as a prophy-
laxis for PCP.

In conclusion, PCP is a fatal complication that may occur
in patients receiving low-dose MTX therapy for RA, and
the optimal prophylaxis for PCP should be selected based

on the patient’s age, the severity of lymphocytopenia, or
according to the concomitant use of corticosteroids and/or
other immunosuppressive agents.
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F—RFS5YF7 z3s88 BMD* < —15: FHHIT A e rFozx—+t HER. EZR
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AL P F—u, — FRAEE S
HRT iy

A% GCz3» A OEFHEEH BEIR ERTAR TR~ EMITLBE
2005 QBEERYL :BMD<80%  HE#IR 1 EMEILE S 2 D, EHAADE
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FLsIc

Y 7= (RA) OFEWEEOTOLE, &
BEGETIRIZIR SR & TV 2 RBEBEHT

Y v ~F%E (DMARD) :&WEHSFIE -

Dok, LEWEKRTODMARD 2 con-
ventional DMARD (Wb W 3 ftE&@ e LD
DMARD, 782f) DMARD), fiEili&Is, £9)
ZHDMARD &3 (1), #Rk»r oKk
BN LRI v 5 O IR BER O ERR G
& OB 2D & > RIGERABIHEIECT IV
FNAETDH P, ERBIAENHZEL
DMARD ORI DO#FE] & 38 L \», BB E
BUTFHE RA BEER, BEREWEZD
K, REgifERA2Rbabe 70, B
ERMERBAE & EREROFIEMFIE LR U &
SLHEIEBRMREEI TS, RENL
DMARD TH 2 X k U F¥—1, FHRIY ¥
TFEVIN/IFREAYT) RV T ORWE
A& 45 L, BRPEORNFUIME, BULE
DEMBRE (=2 —F VY AT 4 AR, CMV
RBYuE, BHERBE, HIREE, &%) TEM
LT3 (E1). 5T, 20X BEFIRE
EMFRCAHELTHRWEEZ B,
ABETREA N MUEYS—F MTX), V7
/3 K (LEF) t THEERWEEETHS >
JuARY ey r7uY) ARERHLICRAK
EE )L LUEAIN T 3 REsE oG

RRAFEFHARER Y v < FH
K B X B M OF
hNE BERE R B X

CE i

ES
F

L 2 et R BRI BT 3,
RENHZEDER %ﬁﬂlo)ls)

fEgE I Esh 281, EEDNAOD
BEPEBARBEZHEET 2EA L THlLEE
REWHEIT 2 A0y =2 — ) VERERICKE!
xhp, HiFwk, TAFMEETHBY IO
RAZ7 73K, 7YV REENETHE A M b
VEY—b, THEFLIFVY, TVYEY, E
VYU RBEREAETH VIV S D
D, BECEYIuARY ey 7al LAY
S¥EEs NG, EABFEOFMIIEK2, 3, K2
2ERBI NI,

FEHORA T 3HMME

1. AMRMUEH—b

1) ZHEBIFER L & #6553 . DAMRD O R
SREARE X D EHAR R BRI & BWER L & BeE
LT, MTX oo ) 7HBRLE
hT\wiz, B, Aletaha &3 8EH) DMARD
D 5 EFOMWIEE 2R LI HETH, MTX
PR R BED oY, RBRENBRRES
Bef @ RA FEFI O &5 8889 DMARD O #fi = %
BRetT 2L, MTX O & 5 FHEED60% %
L7228, % D> DMARD 330% AT &<,
B DR E —B LTz, & 512, MTX Qg
PEERHINCRE T 5 &, BREREDY 2 F£K
BHORE RA BITIX, 2 FLUEOEFICH~T

Clinical application of immunosuppressive drugs for the treatment of rheumatoid arthritis.
Yasuo Suzuki, Takayuki Wakabayashi, Kiyori Komiya, Eiko Saito, Akira Suwa.
Tokai University School of Medicine_, Department of Internal Medicine, Division of Rheumatology.
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&1 WY YSFEODE
e e mas  Toane SR
DMARD Conventional A= /74 YF—7
REEEHRY 73T % DMARDs %, 51 1 Fe [ F =T
a_yFY v b ANT 2=
S/HA 7Y A e
EFFVVIBFVIOA vES - ©
D-R=¥y53Yv AINHTY —¥ @)
A A4 U=eFn O
Y XANT 7 EVIY THNVT 4 PV EN ©
VLI EER Va7 ZA ©
X MbrEY—} V= 7X ©
TIEHIFIEE Vv EY A
Y7uARY * A =T @)
yruyax Fus5 fERRF®
B EIfER DR
TYFETSY o 41T O  mey—v
VYJORATZ7y7EF* T FFH Mo HTH
EWFEHDMARDs A 7%y vEgyr—F © THIZE
IYFZNVETS D 7 vv © LTo7ua
T7AND
TEV L TE ta—3 5 © D
FyY Xw T TIT LT @)
7+ %> (IL-Ira)? FaRLw M
DISE S )y FHos
715 e 7y (CTLA4-Ig)d  R&ESE ©
*BIE Y v~ F ORBEIG R L, EFHAREFT
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v = g—-rPRPP
v
FARUSSIR Y7 EFVRRSVAFR

I /;‘5‘-1//7' kSt hn:nm ’N"J"f' ~5
. lﬁﬁﬁlﬂ

FIUMW ! Tazazrrs " ~a
P2 s EkR ,(7 Y yarR]
i \ /) ’&aepl
[BuzooE&RRY s Uk HZIIEX-/'rtvtF
7 d 351
FIUAR vyoa ﬁj AVINIV ST SR u1fsw VAT K
vop  arbe d?qbu#ﬁ/ng»f/ ] >77'—‘:1bn
_\; v GD" Ali!n}l Fug’f 4 ADP—J7
CTP ~ UTP  dTIP dGTP GTP ATP dATP
: Ed -—“M E.:'as.iun ..._.A
.................................. :':.{:"'-g:')""."""":ﬁ/: ,:.......,...................".......’
| DNA | RNA

21 MBS (de novo) &REEHEDERS
MTX : A b bPLFEH—h, MZR: 3V YLy, LEF: V7 /3 F

17

H AAL 24 U2 /(mmunoph'lin).
cyclophilin
FK-binding protein (FKBP):12

P > H
¢ Qik:me@ H -

@modu%

J%

- t f
Eb(@ymmmm

|lL zlzs:l:/lvﬂ'—H IL-2iREF }'—DNA

3 Calcineurin inhibitor O fEFBERE & faiE

EBECHMERERSE L7, £z, 1, 52
DMARD & LT MTX 2% 5 L2 fEFI D FH 53
% 3DMARD LI 5 S L7 BH AT
RN E N o729, MTX OFVkEGERITE
$hEE, BIROFFM, ZeEr’EhLTnws It
Y AR, BRRRHCERL:ANEVE
ZhEE, MGEENEONDL I L EERT 5. EH
'&wr@w{ﬂ, fi.> DMARD O #hREAR+5361iz
LT EHAKE L H 2k 2DMARD &
LTMTX 20855 2 EXNEE LW,

X ot

...... So@RAY Y
ﬂ‘ FIOYALR
ﬂ{------- 7*}-1-17U/

ARPLES-L

TYYPL
DNA&&'!,. Jyes
ﬂ ...... L OORRT7IR

FEOMBEASRNOEE

2) ACR%EX ¥4 ® DMARD D #/F %
EMT AR O BE T 1, ACR20 EE 1359
~65% T, EXBITH % ACRS0 REF 42~
44%, ACR 0% HEX H23% L BVWEMME 2T
LTwa, UL, EROBESmg £ TORSE
TRIZETOEMERBAFTE 2V, EEX
ZoBAFCcCIBSMgE TORSETO
ACR20, 50 RIGEIx61.4%, 35.1%TdH 523,
EiE20 mg ¥ THRETiE84.2%, 64.9% &
m_bET 219 ERETF DR WERITIE, B
ATniEEHAE  CHERATESVEERIFH
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eS|

g

ERIRF

I o4 50

YI7uRAT77 I

AFbUEy—t

vZn/ e R

THFATY >~

SRR

VIZORARY ¥

F7aY AR
(FK-506)

7 N ALH

Fyv-EY S

v REERA

ISRV e
A

7Y A
1

BN a1

A4 vkeEESY—
(calcineurin

HFEECcEE/ S N, B0 phosphoramide mustard 28
DNA Z7uxy vz L, DNA OES*HE

T#EES, BHER & b o iP&

FRIEERDH D

s I ERF A

BB D key enzyme ¥t Fu iR (DHF) BiEZ
(DHFR) L& -4+ 2. &5, THFRERRZF Y
VEREHRER, GARTNVINV I VA7 25 —¥ AICAR
RVINVPI AT 7—-EE2HEL, V>, EYVIYY
ERENET 5.

REVATA VR FF = OFHEEC I 2BESRET

BYIYrXI7vEF PO de novo BEE D key enzyme
ThHHYt FudoB8iikEEE®% (DHODH) &tz e/
FizBEET 22 kic & b, BHEMY 38k Gl iCcHiaE
B 5,

6-mercaptopurine (6MP) D4 3 5V — L HEfk

BENT 6MP 2% #1, #IJEMA T inosine monophosphate M3H
f4F, 6MP riibo-nucleotide 2L ) Y& 2 IHE.
DNA, RNA SR Bb 2 inBER b 7 4 —Fovy Z 18T
&l THERD, BHORDIEE % H0H),

42V —NVRTY EEEE

MEEATY VB 2N, BATRERCERIAEAZWT,
7)) »&B% D IMPDH (inosine monophosphate dehy-
drogenase), GMPS (guanosine mono - phosphate
synthetase) #EHEZEL, DNA 2K 2%l salvage &
BECREELWT, BMRE L ilE
BREMNESER A/ 740Y) THB3yr7u7q4Y v
(cyclophilin) ® FK #&%E 5 (FKBP) k#&L, U Bt
BRTHhIINVYZ2—Y) v EEE, Z0ER, IL-28F7F

2 ~ 8 i5fH

8. TRFH]

(mustard)

Paxiilic I
1.5~ 4 K
HERME -

8 ~158¢H

# 2 AR

1765

1.2~1. 5054
(6MP)

2. 265

10~30/FR]
7 ~208EfE]

inhibitors)

DEE 2 {IH LR THIRE % 1%

THHRFTE 50T, BREEDRELBILET
H5,

3) BRREETIIRIRIR | KBRS T
B X 58 _E OB EE#ST % Sharp ¥ Larsen &
TEHIE L 72E T, MTX 375 e Rzt~
T, H3VIIEREME L BEROBISBER o
T FRIANIEHREETELERTLE
BEETE2ME L Cwiz, flio DMARD & o
& Tk SSZ, DPC, AUF iZtbRTEN T
7z. Lo L, TEMP study ®° ASPIRE study @
KEEABEZIANETLIRA V7Y FV =
7w o 7o il TNF Bk e CE R T
FEIRIIE - TR, BFEREMEEI N ZES
i MTX BHTIEZ L aholz®,

4) BELERECEGTFERESE | MTX
O BBEEBRBEREIRE % HAQ, mHAQ Ti&
SNUEETIR, 7R ichEECHEL
TWwiz, ZO%RIE, SSZ L EHL, v/
2 F (LEF) tRETholz. HELFHIEE
EVEANXRRATREGTESTRTHE Z
EOBHIS N T W3, MTX fRAEE T, JEIRAE
BN THEMECESERE L EL o7z, 20
&k EMTHREERNRIL SSZ, DPC, GST &
flio DMARD iz iz a5 h ¥, MTX icfR sz
bOTHolz, £, i, RA BETLHEE
DFA LT 23Dk MTX OREERIEH 25—
HEEZoNT NS,
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5) DMARDHt HREDOEELE L L TO
MTX : DMARD, X7 a4 F, &£¥ERaH%
& DI ftAEE CHERAMEL IR & MR THERS
NTWBHEERD VLY, ZOBRTOEESE
WKWMTX BEENT W3, BPCEARTER
DMARD Tz MTX & 7v 7 2 YO RKHHA
BEPZERCHL TEEIERLTHE I L
BHESN TS, EYEHEAS MTX O
BRI DERN LB THS, 17V F
Y27 MTX L OHFRABLEATH 58, =7
FNEFY, TIVAST, PV X=TH
TEMPO study, PREMIER study, CHA-
RISMA study T MTX & OftABEEICHEL
THEBBENTOEIENREINTWS,

2. vIZn/ 8N

1) ACRHZEEMM (A TDANVT 7% 7
P (SSZ) ® MTX &£ O KHEBELEBE AR D
ACR 20% R 5 1351~55% L EEDHI Y v =
FELENBOWHEFEERLTE Y, BERFART
$52.6% L IZIZEIFOBIMETH - 72, EZHHI
TH 5 ACRS0%RIGH b B RBRT31~34%,
ENRERT21 8% L SWERTH S, oY
v FHEE OHE T 6 ~127 BD ACR Kt
KiFSSZXMTX L ZZEIZEEFEZ 5N,

2) SHEROFGY ( BHEER 2 FHDOBMETIR
ByEREREL, 25H 0 ACR RIGEZ SSZ
L DENRTHz, BMNEBICEML 72EFID 5
FER OB T, ACR RIGEXFHFERS
N otz,

3) HELGEBREORERIR | HELEEREE

EMRBPEBENTWSLDIX LEF OFETDH 5.
ek D MTX HE AR LM D SSZ B HAER
KHWT HAQ, mHAQ H B Wi SF36 12k D
FMLUL-BEEERERENRESSZ®
MTX &0 bERTWwiz, XETHE RA BEC
B3 HEEEEIEOWE L VD FEELIAR S
iz,

4) BREETIGEIZIE - Larsen # % Sharp
TEEAWT, BETIEORIMEREU S ADE
TEX2FM L 7-5E T3, placebo L& LA
EEEREOETEIMGEIL, £O%RIE SSZ
P MTX LEAED», RPPEATWVIE,

19

5) ZhEFE T COHM | EAEVIR SR
530, HROEERITE L, RA KT 523K
RE5R 4 BE»STD NS, BHD SSZ®
MTX & OHEHRER TS 4 HE D ACR RRE
X LEF BB ICEBN TV iz, %%k D DMARD
TREBBEDORBEIT2~37B2ET3I N
%ol DT, BHMUELHFTE 20D LEF
DEMEVZ 3,

3.270) RN 6T ENREL 3
mg/B &5 LI ERBERAROFKETE,
ACR20 RIG#1349%, ACR50 RIG#i1327.5%
& SASP, LEF LRIZEOEWHEFRERL TV
2, ACRSIEERKRE4BEHIVEERUESL
RLTW3, 65U EDEEHE L FHRICLS
mg/ B 25 LR TI1X ACR20, 50 KIGE
BRENRZTN50%, 18.5% Th-ol:. BERETIE
1~1.5mg/HOBREETHHR TP/ TE
%,

4. IVVEY BERRFEBRTREREELD
mg/ B T&RAHEE ISR EL £1324.0%, 300
mg/ B Ti326.5% Th-o7z, PPHBULTIR
300 mg/H #% 5 352.9% £ 150 mg/H D34.0%
IDENRTw, —ESHRABRT ACREER
PR UERE R RS, BEITCIREENIZS
Ze,

5. Y7 uRARY ¥9 ACR20, 50, 70 RIiSH
BENENLT%, 25%, 12%t OImE D BHE
ETIHRLRES N TWEDY, BETOE
X MTX ® SASP X D% 5 Twa,

BEHO RA BREICE T EIC

1. AMbVEH— ) I MTX iZ DMARD ©
BEETHY, HFAREICBIT S anchor
DMARD T & » 3. b 2 E T id 1st - line
DMARD & LTk, FTEBIN TRV,
EEOEFHEORWHITIE, FIBERELLT
FRLTWS, BEE, VU~ FeHsl, &
BEETA LR CEERSAIZRIE, F1~2
BREE LT 6 7 AURCRERB L2,
B2, HGEESE W, £, EVEHNEKO
FERANERLTH, EXMRERER MTX &
DOPtREEZ 5. :
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2. vZN/ IR ILEFREN - ESE2E
OEHITHDH, REMHIERSH&RES,
EWERFABRRREELT 2 T5EENH L0 T,
ERETREREET 5. MTXIRT+26
THEBYPFTCE 55, BEREHATH 3.
FEFHES L IESHEOBWEFESTIRE
1, 2BREL LTELTHRL,

3. 270 AR ENABROKEIX, LEF &
F&ETdD, MTXHER+SFheH L TH
ACR20, 50 K i341.5%, 22.6% L B EiE
2RLTW3, BETOBREETIFZIR G
SRR T Wiz vnds, $F2TIREL L TERS
RTHRV, i, BEEFETERECHT

ZEREBRBTORTTY, HBEHNEHRECD -

BETRETH D, KEHHRZ EOMBEMEMKI
M EBRERERLHBDT, Vv FIEHE
THEZ TR, EMBEHLOTE 1 FIRE
ELTRBERALITSL,

4. IVVEY  RAGHMHSEIFNEILEEL L
v, fiti) DMARD R %S MEESEHATE
ROEISHEIGE 25, SHIZBREEOHEERHE
BIEAVSPHFEINAIMTX DL >R 7Y VR
BAEE L OfBEESEREIN S, MTX %
BER+oFlext LT, 1 HEMTX AR
MZR 300 mg #85 L7 & Z 2B TR
BESNT L OWMEND B, PEHOL -
HBRTH 21 DEEHTORIBSHBLETDH
3,

5. ¥YZuARY r  REBECHERBTHY,
fi> DMARD %151 B AR E &6t ¥
THOEFIBFERCERWHISEGER S, &
7o, BFITRESMAICHT 3MBRFPLOT,
BYENBEINTVLS MTX EOHERE
fiF & DGR TEREEFEZTH LW,

6. Y7ukrA77 3 ¥ (CY) £7¥F47Y
v (AZ) :CY R RADBEHA L THREX
h2Zlidg ¥z, HHENEEESREER
#ABL O F/NETIR DI BR 26 % £ S FEFIT
BRWEGTHS, RAWBEELLTDAZR
FEEDEL, BUEHHEILL T3 UERED
HERbHEIN TS, FHREFBER S
T 5, FRAEELSES L Tw3, LHIER
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U TEYFHIRFIDER T & 2 WEFIPERO
BaENSHER (RENIR, KEERE, BEX,
SFEMEMERZE) ZHESEFISBEIC L R 5.

EZEROEERAD¥RELIRELD
EEA (RI)

1. AFPUFH—1
1) BEOEZEWER | BWEAFILEOER TS
wWORFERLER, B2, Bh, FKE, gmiR
BATHD, BREIOBK TIX66%DIEFICHE
EERBA SN, —BED b OPEEFHA
THGETE2b0MBH L, FEEE LR, ORXK,
mEEsP, EQEARKENEIERTH D,
MTX #58230.2 mg/kg BB Lic2 5 L1H
ERBRIOEFL &5, Lrl, EEI-S
mg/BOFRATIE & A EFH  WESAIRET S
3.
2) EEREWER Vv~ by 7 RAEFELE,
20054E 5 A % Tw2154810 MTX & OBIENE
ETERWECHBIHRESINTRZY, EELR
R EHEREE, MEMEMR, BPRE, Vo8
HERETER R, VA NAMFRIABBEELZETD
3, BHEZSIIBEBERETH, FERRRERMI
%, RLTEESEREBWISERAETF2EF
DOFNZHIEL T3,

SHMEEMEER 1~ 2 %EEREE 528
BHic X7 a4 FERE\ERTZEN 2B THE
2, MAEMHHEE CRRED» S EEEEZ2
¥ COHBBROWEFADOFESFTRTHY, B
ERENEETHS. MTX BAE 1 ELUNI
HIBOUVFEIEL T B DT, OIS
BENOEBEOWESHETDH S,

BYHE TG, BIMECEENLET, =
2—FEVYRTF 4 AR CMV HERD & 5% BFMR
BEOHRELHOND, BPEEEZE BE, X
EERLZ EXRH 2 L 513, MTX B2+
3, 2B E CORBTRBEIRSTSED
BT EdR,

2. VZ7L/ 3R (LEF)

1) BESSWEIER | AR UEREBKER
DEMETITH, HER, KE, K2, &IE,
FHERERERE 035200 By s BIfEH
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®3 SEMEEO—RORER FEIER
=5 FIR ~RER5E REEAR S HERS BEBSL HE 773
APIUEF-—I (B) FErE FRERE  HERRX Zay:-:4: 3
IVIMVFE—ME 5~15mg, g HB, HCV Bit5l Omn#% BHEE EarE
(2.5mg) #H1~2H 2 223 e i
YoehveIAsTEN  4~8mg, RA () BEkRE, ERES SRR MmE%
(2mg) E1~28(REH) TV I-NERE
vV E VR ER RA (B HESEHRE TH, BE  HESBX BIE
T I N 10 mmgX 3 BfF (B EHE BEam &2 BHEE
(100, 20, 10mg)  #F8  10~20mg £, HB, HCV 36 SRR
THFA7Y Y 1.5~2mg/khE EBiE ()& 2 (HB, HEZ BHEREE et
4575 (50mg)  (75~100 mg/H) HCV +81), BREEZE Rty
THE=VE G0mg) A1~2 SRRME
yr7ukA773F  1.5~2mg/kghE HEE (B HEFEDEFL BEEE BHEE STEBRREE
YR EYUR {75~100 mg/H), %, REEEIRE RS RER Eamh
IV FF% P (50 mg) H1~2 BREERHY) BE SRR it BERE
BHH -t
(100, 500 mg) (500~750 mg/(H,
Bim)
SR N 150mg, 73 BEBE EREE - RS
VAN 4 RA
(25, 50 mg) V—TAB%
’ r70—¥
VIOARY v I~4mg/kg AE  HHEBE (B B12 %E BEEE, Wi, RIEREE, o
SN, VALY B1~2 *7u—¥% HB, HCVB#H  EREE BEre Br—F vy VER
AA—=TNA TN 73 (B BBEET, 8 LTh P30 33 HAEER%Z L
(25, 50 mg) R-Fry MR E, WREBREE BUN,Cr b7 S&83dt (70548, 7/=
HE®L0% TR FrgRERE VEBLEEH, Ca 4
EHHK0.25¢g BEFRKED ¥ NEgx)
§70Y A (FK-506) (®A)3mg/B, 41 BEBE (&) BRe BUN, Cr, # BEEZ BFf2 MHAFASL
7as77a7tn BRBEI~ O mg/ EEHEHNE  HB, HCVBHEHE Uva PREEEE  (CyAREL)
(0.5, 1.5mg) 8, #1 RA (B)EBGEET, 50 RBRLE SRR :
B, WERREE B TR, 2
OB &, 58

ETH, BE, SIMMETH 5. TRCEHREIIA
EREESDVBECERIWMKTEL 2L
2%, RERZEEEED 1/4 259 208%5
PIECES &S REEFIII R, RBRTV
WE—ETLHOT, EFBENICREE >
T30 TEREPIELTHHETIEELD
. D, £I-EFE% Stevens-Johnson SEREE b IE
ENTVEOTEEVNLETH S, BlIFEIZT
TIREEFRGEFOESI»R I > bo— VAR
2 2B >,

2) BEEZEIFR  FESE, BiyE, mekEsd
FEREBIREY S50, TRERETCHES
FEEB IR EF o, FFitREIRE

DLPELFEBTHETE 25561 H2, &
EEHFOABRSHLEZEFOHREDH 2, HE
#EH T Loading dose 2/ L T\ 3 5EHII
% <, MTX ZDfth DMARD #EF b =ENH
BETho. BPERIK[ERBRRELE VD, iR,
WREE, BUIED £ > REEFIP=2—F v

- AT 4 ARRD & S 2 HNIRBRIEDOHRE D H

%, EERI/MREA P 5 MR 1359 1 %55
AoNTWE, WIhbEEHKE I 7 AUR
WWBEIMNREL T3,

3) HEMMES  BEMEMR T8N T
WEFEFKIZ0.017% LB D TEV S, BFTIIHK
100FE <, ERFBCER T OMEEEL -
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7z. 20055 6 AXK Z Tz 766 (HREFHZRZLL b
1) OHERDHD, FHEHFREEFIS,
TCRHESIREELH 26Tk WEFICH
L CIMEREZESEVOTERTH S, £/,
E7 VTS vIfE (<3.0g/dl), Bk, B2EE
THHREFEBPRHFL., EREIEE, FRE,
M TR VWD H ., T IR ELMER
MEEDORFEES TEHEMIBRE 2, CT
HERSEPHECHBTORE SN TVL S,
HCT EERTIE DAD X% — V3 FRAE T3
TENFW, HR S —> DR T a4 FRIGHE
R, FRTHIOREZRNFRS T DAD O
BRIz THNRBESERL T 54008
%\, LEF 3 PR B RS ilisifER 255 <,
ZREEFITIRIVAF T S ORESHEE R
Ze5»5 LEF LiBBICERAT I REX T uA
Fiz &k 2% EMEIfER b b v, BRRBED
VRIBEL B EEZ NS,
3.9 7uVAREYIZURARARY Y I Ay =
2—Y VHEEDET 2EIFHRBESE, f
BETH2, BWEBAORReMmB + 5 7BED
Ml i3 FE2BERE1IH Y, TDM BSEETH S,
CsA Ti3200 ng/ml BAE, FK TI1320 ng/ml A
LEn2 LEEROEENEMT 5. RATKR
CsA 150 ng/ml, FK-50610 ng/ml LA Fic#l 2
BB ELTH 5. BlE, SEME &
myE, FEEELHEERTLONDDY, Z0DHE
BEImWETRELR S, £/, EAER, BEIZ>
ZJUARY Y%, TE[RIZS 70 LAWK
o MERED, FBOF ~ 7 o —4 P-450T
RBENBZDT, P-450EET 5% OEH
EDEEVERDH 5.
4. VY EY [ FFBREEECHSRERS L
BHyZ v, REIHEFIC—Rc A o h 5B
EE, BE, FREEZ EOBWER SRS,
EEREWER OB TH S, 72, EUHEER
bIE SN TV,
5. Y70kAT77IRETFFEFTY v
R ErERT, BEEE, gmkEd,
RER EOEIERABA OGNS, EEREHESE
PHAURBRRECEENLETH S, BFHR2E
fER & L THMMRERA & £ TEREEREES D

Clin Rheumatol, 18 : 15~23; 2006

5. CY X EHtE T, RBEWTH 3 acrolein
WIRBERCRIBE D D 5. HMHERER K IZ—ER
5 LERET, BEREEOREIC S D5,
BORSTRIORAIBRREET 5 L b3,
IV-CEETREHEEREY., +92KkaE
WMPEBIC I DFIRE DI B L CFEH S
BEWETH . BB T2V, [V-CY
BEOBICII mesna (Va7 +4>) 26tH
T5 L HEmMEERAERS T8 TE 3, CY
REEHREESEEEL, TAHMLZERRE,
ERETFELZREIT, BARZEFRIEREII
W ENBELNIRRZR > TWBY, HREED
TR ERT 5B+ AR HANLETH B,
AZP OHEESZ WEWERIIFEEES, H
BERTHZ, CY CHERTEELZEWERARS
iz, BHEEFHESHESL OIS,

X B

1) Aletaha, D., Smolen, ]J.S.: Effectiveness
profiles and dose dependent retention of
traditional disease modifying anti-
rheumatic drugs for rheumatoid arthri-
tis. An observational study. J.
Rheumatol., 29: 1631-1638, 2002.

2) 7 7 \®geefIRE (EREERE http://
www.aventis.co.jp/arava/aravad/

3) TRy T 4 A7 7 —<HAEH HAER

4) Emery, P., Brteedveld, F.C., Lemmel, E.
M., et al.: A comparison of the efficacy
and safety of leflunomide and methotrex-
ate for the treatment of rheumatoid
arthritis. Rheumatology, 39: 655-665,
2000.

5) Ferraccioloi, G.F., Gremese, E,,
Tomietto, P., et al.: Analysis of
improvements, full responses, remission
and toxicity in rheumatoid patients treat-
ed with step-up combination therapy
(methotrexate, cyclosprinA, sulphasal-
zine) or monotherapy for three years.
Rheumatology, 42 : 892-898, 2002.

6) Gerards, A.H., Landewe, R.B,, Prins, A.

—437—



BIKYv~<F, 18

7)

8)

15~23, 2006

P., et al.: Cyclosporin A monotherapy
versus cyclosporine A and methotrexate
combination therapy in patients with
early rheumatoid arthritis: a double-
blind, randomized placebo controlled

trial. Ann. Rheum. Dis., 62: 291-296,
2003.
Gorantla, V.S., Barker, J.H., Jones, J W,

et al.: Immunosuppressive agents in
transplantation. : Mechanisms of action
and current anti-rejection strategies.
Microsurgery, 20 : 420-429, 2000.

Klareskog, L., van der Heide, D., Jager,

- J.P., et al.: Therapeutic effect of the

9)

10)

11)

12)

combination of etanercept and methotex-
ate compared with each treatment alone
in patients with rheumatoid arthritis:
double blind randomized controlled trial.
Lancet, 363 : 675-681, 2004.

Kondo, H., Abe, T., Hashimoto, H., et
al.: Efficay and safety of tacrolimus
(FK-506) in treatment of rheumatoid
arthritis: a randomized, double-blind,
placebo controlled dose finding study. J.
Rheumtol., 31 : 243-251, 2004.

J.M.: Methotrexate and
flunomide : Biochemical basis for combi-

Kremer, le-
nation therapyin the treatment of
rheumatoid arthritis. Sem. Arthritis
Rheum., 29: 14-26, 1999.

Vo bvy 2 RA TRV EIEFERER
BIFER OFRXR, HFI0MR, 74 AH%RE
#t, 2005.

Sakali, F., Nomas, S., Kurihara, Y., et al.:

13)

14)

15)

16)

17)

18)

—438—

23

Leflunomide-related lung injury in

patients with rheumatoid arthritis:
imaging features. Mod. Rheumatol., 15:
173-179, 2005.

Smolen, J.S,, Kalden, J.R,, Scott, D.L., et
al. : Efficacy and safety of leflunomide
compared with placebo and sulphasal-
azaine in active rheumatoid arthritiss: a
double-blind, randomized, multicentre
trial. Lancet, 353 : 259-266, 1999.
Strand, V., Cohen, S., Schiff, M., et al.:
Treatment of active rheumatoid arthritis
with leflunomide compared with placebo
and methotrexate. Arch. Intern. Med,,
159 : 2542-2550, 1999.

gkExR, B —: Vr~F - BERI
Awsn2REmEzE Vo~F8, 25
381-390, 2001,

BARER, BENESE, Yy 7V VBT,
fit, © Methotrexate (BIfi Y v <~ F—EK KRBT
o SWEOFRFR~—). BEEEIK, 63
498-502, 2005,

Suzuki, Y., Uehara, R, Noguchi, A., et
al.: Elevation of hepatic aminotransfer-
ases during low-dose methotrexate ther-
apy in rheumatoid arthritis. Risk factors
and response to folic acid. Scand. J.
Rheumatol., 28 : 273-281, 1999.

Yocum, D.E., Furst, D.E., Kaine, J.LLL,, et
al. : Efficay and safety of tacrolimus in
patients with rheumatoid arthritis; a
double-blind trial. Arthritis Rheum., 48 :
328-337, 2003.



=R/HE BREZEEY M 7A—IL—H > THEELVWERTSE -

AHEEQEVHEEY F7x-IL>
' )N FE (DMARDs)

] K B X
BEHRET

==

BmEE B BHES
NEERET

o BIER') UV F (RA) DEIRE T2 HIH 9 S ) U F & (DMARDs) I RA JAFREDF0H)

BEATHD.

o RA MIFHEIN 3HAICERM H NS RA H'5bh, DMARDs BHBDBEZREES.

o DMARDs MD3&IRICH = DT, RA EZFEM (DAS), BREAE, Vo7 b1 FEF(RF)
PERBOBEEERTD. EFEMNE (DAS>5.1), RF B, BBIBEOHDEHT
I3, methotrexate, leflunomide 7 & @ strong DMARDs #S A&k W ERHT 3.

eDAS 3.2 AR, ACR70% M EBXRLI EAEABREEZES TS, SEIEETIIMHIND.

F 0 &IiO
. By < F (RA) I, BHEEEERRELICLY
F-RBBENFERIY, TORR, BEOER,
BEEEL X -THRETHS.

RAWBEOREKOBEMIXE - REHEZ I
L, BAEDHRRE, AETEEIMELZMERL, S OII34MG
FHREUETHILTHD. D720 RA DHA
BEZEE - SIS E2REBEHEGY Vv FE
(DMARDs), £¥%R8H) 55 RA EWEEROH
LTHh5. BHBEEOEITIIRER 1 £UAFHE
WZ & A5, [window of the therapeutic opportu-
nity O ESHPRES L, BHREH L H DMARDs
RLEWEHREA TREBHIZERT LI LIEDL
nTwa,

AR Tid, DMARDs 2B#a$ 554 3>, &
HIDBER, TA5r —THROMNEEZEDFEHED
2V EREHRT 5.

* Y. Suzuki (#3), A. Suwa (Bh###), T Wakabayashi, E. Saito, K.
Komiya : R#EKZEY & < FHH.

ROy 1 Iv50

BEDIEF Y RICETE, RA RHRELDS
Y v <5 3% (DMARDs) * BHEET 5 Z L B ®
bhTwb. £0—20HMAELT, kE - BHK
BIIRRBERDD 1 FLAOETHHEL, 72—
FERSBESE I NMIBEI NV EBHITH
hab,

b9 —2oDHEHIE, RAIZXT % DMARDs ®°
EMERNRAOFIMEL, BREPICEETS
BEBVWILPRESNTVWELLTHS. BE
HOBRFABIDROBIIBVWTLENDD,
HARAEZZEZ, FREAENOERLERFE
BT 5 L \vwbib (window of the therapeutic
opportunity). prednisolone K &, methotrexate
(MTX), sulfasalzine (SSZ) 2 & % step-down (&5
(COBRA study) Ti3, MEIDBRD2EHRIZ, AT
U FPRLEZDBEHREOETHIAZOATY
722, B4 DMARDs iEBOASEICBIT 5 A v
MIARIER, BEHR, FFBER, BREETH
HEENEB O, TX 75 —TBHR S %\ (Table

PEL Vol. 97 No. 4(2006) 647

—439—



BE BERZIELY 74 —I)— > TEE L WERAH

Table 1. §H DMARDs BEBEOEWHICSZZ2RE

1. B#ZE(ACR response rate)

- BYRBHI(1 L) (C MTX 4> DMARDs AEZBR LI
ERTIE, ACR RIBEDBLY

<14 : ACR 20(MTX) =60%
* versus>10 ££ ACR 20=40%
2. BE
- RIRPHAIC DMARDs BRAEZRIB UICERTIE, BN
ToERIL D ERENBN
BERR 40 BRI 1 35%
versus AEEaIE 4 » BLIE © 10%
3. BHEEETIRZIR
- MTXGAERRHMES, BUSA () DEFITIFETENSL,
27% D dr D IEEETTHI
- MTXGRERIAE, BUSA(—)DEFITITETEMELS,
FEEETTRIE 69% [3cHk 5) £ h31HE)

- DR 4(shared epitope) #53 dHITld, DMARDs &%
BRIADNEN B & BRUSETHNEN (e 6) & Y 51A]

4 . ERROFBHEE
@ =
- Rt 2 ELINIC MTX ZEBR UTTERICIE, 10 M E
B UIERIC X TRERSBL (BB

- TERHARS 20 ELLEDEFITlE, MTX BFRELIEL
@ IRT—THSR
- MTXGEERDIR T —7RBRIE, BREABOLEL stage

[k 3) & B 51H]

[x@k 4) X h51H]

DZETHBY,

L7z oT, XBEELOFUTLAOHBAR
ACR X # %28 L T DAMRDs # BT 5D
TIIBWEEZOLNSE. RRDYITFEDT ~
r—rRAETDH, RA DEEVT DMARDs {E# % B
BT AEMAHEML T 59,

3HEEHOEREND HHE, HbH\Vid 35K
T3H MCP % MTP B#io & 5 IC B RA I25F
B EIMICEESAShNE, RA ThHHEXE
BEV:. Emery GBRKROY O FED TNV — T
M RA ZH{EIMRE LT, 32U LEDE
%, MCP/MTP B4k, 30 FLLEOFBRD I HIEH
2HITTWBY,

E5 D RA RN L BERS T RERMICAD
hihiE, RF 3L CCP ik &2 &%,
DMARDs B Z BB L TV 5.

BHERT LIeBIICHEE D) [3X# 7) & 0 318) ERE#EO
AP THEETEE Y 7w F L, Table2 O
&< 11 i d» 5. Felson i DMARDs OB ZE%
RF &t
B BERE() HeL /882
SEBHE(EL
DAS=32 RFEE SSZ/MTX
B RERE(+) MTX/LEF
RFeftt
5 HERE(-) SSZ/MTX
EREREE
BHRA 3.2<DAS=5.1 RFBE MTX/SSZ
B RERE(D) MTX/LEF
5 HERE(-)
SEBHEE L MTX/LEF
DAS >5.1
RF et MTX/LEF
=, =
= -REWIE(+) L MTX/ETA

Fig. 1. EEH RA [C39 25 —EIR DMARDs @ decision tree
(2004 proposal of the French Society of Rheumatology)
DAS : disease activity score, RF : rheumatoid factor, HCL : hydroxychloroquine,
SSZ . sulfasalzine, MTX : methotrexate, LEF . leflunomide, ETA : etanercept
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