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gogoguooboboboououooboobdooouooboboboooboobbboooobobooooobao
gguoobobobooouoboboogogooboobobooouoobboboooooobbobooooobobobon
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0000000000 0I0000 025mg/m* 20000 0.125mg/m’ 000000 1 mg/m*+2
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googoboboboouoobobob 30000 AcReobO0O00o0oooooObooooobnon 6.3 %

03/48 0 010 mg O 64.0 %1 32/50 0 0 O 25 mg O 65.3 %] 32/49 0 [ U O OJ Cochran-Armitage
U0 0Op<0.00l; ODOOO0OOO 25% 10002 mg0 0000000000 0OO0O0O0ODOODOAO
OOFisherDDDODOOOOp<0.00l00010mg0O0O 25mg0 00000000 00O00O0ODO0OO0
UooobODACRSOODDDDOO ACR700D0000O0O0DODDOO0OO0OOODODDODOOOODDODOO
ogon

3 ACR20
100
30 #HEL95%CI

80

70

60

50

40+

ACR20(%)

30

20

104

0 10 25
Frifk(mg)

oobObOoOo00ooooobDbobbboooooooDD 74.0%037/500 M 10mgd 0 75.0 %
039/52025mg 00 76.5%039/51 000000000000 25smg00 100000000
Uotdmd2smgdbg e80bboonudmbooonooaibn ygubuab RAODOODOO
ubbooboobbooboooboboobooooob2r1ooobobooboooobooobooboooooan
uboboobooboboboobooboobuoobobooboooobboobooobboooboooonoon
goboobogboooon

gbooooooooooooooo2ssmgO0bobOO0DbOobOO0ODODODODOD 1DODODOD
gboboobooboboobooboobobooboboobobobobobobooobo

UoboDoboo0ooooobDbbbi0oooobbbO00n 54.09%127/500 M10mg 00O 69.2%
U36/520 25 mg 00 60.8%031/51000000000000000000000000¢0O0O

ogooooo 10 mg U 25 mg O
(n=50) (n=52) (n=51)

27 (54 %) 36 (69.2 %) 31 (60.8 %)
goooooao 0 (0.0 %) 8 (15.4 %) 8 (15.7 %)
oooo 6 (12.0 %) 7 (13.5 %) 6 (11.8 %)
goooo0oao 0 (0.0 %) 3(5.8 %) 5(9.8 %)
00000 NOS 3 (6.0 %) 2 (3.8 %) 2 (3.9 %)
000 NOS 0 (0 %) 4 (7.7 %) 1 (2.0 %)
00 NOS 1 (2.0 %) 2 (3.8 %) 1 (2.0 %)
ALT(GPT)O O 1 (2.0 %) 2 (3.8 %) 1(2.0%)
oooooo 0 (0.0 %) 1 (1.9 %) 2 (3.9 %)
oooooooooon
gooooooooooao 0 (0.0 %) 2 (3.8 %) 1 (2.0 %)
goooooao 0 (0.0 %) 2 (3.8 %) 1 (2.0 %)
gooooooboooooooboooooao oooooooooobooooao
00000000000000000000 0oo0oo0oo0oo0oo0oo0oOomooao
oooooooooooooao
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ubbogobooboobbodobooo sogbboobg49dibliomgd s10025mgd so000
ubobbooobob40010mg0O0O0 25mg 0 200000000000 0000000000000¢0O
ubobooboooboooon

goooobogbos20g0bogb490010mgd 520025mg0 51 0000000000000
Uo0Do0bDoonDD 633%031/4900010mg00O 673 %0355200025mg0 66.7%034/52000
Uds-DNAODOOOO0O0O0 1o0mgDOOD0O300000000000000000000000000

gbbooobooboobooobooboobbooboobboobooboobbooboobo
ubboobogbooobooooab

00 DMARDOOOOOOOOOOOOOOOOOOODODODODO: 0000000 0-13 0000
00O 16.0004: Moreland LW et al, N Engl J Med, 337: 141-147, 1997 O
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O0OO0OO0OO0ODMARDODDODODOOOOOOODDD 400000000 1200000000
0000000000000 000000000000 1.83m*000 .25 mg/m’[2 mg/m*0]
l6mg/m’ 00000000000 045mgd3.7mgd30mg000000MO

D0O0000 180000000000 44000.25mg/m?0 460 02 mg/m*0 46 0 016 mg/m’
044000000000000000000000
O00000000000030000000000000000000000000000
0000000000000 00000000000000000D000000000O0o0ao
U000 [000d lastnomissingvalued 00O 0O]; O0OOO p=0.0060 0.0020 0.00213 3 0 0 U
0000000000000 00000000000000000 25 %0.25mg/m’00 22 %0
2mg/m* 00 40%016mg/m° 00 61%0000000000000000000000000O0
O0001l6mgm’0000000000000000000000OLSDO; 0000 5%00
D00000000000 68.2%030/44 0 00 0.25 mg/m*0 0 71.7 %0 33/46 O [ 2 mg/m?
0 82.6 %0 38/46 0 M l6mg/m*’00 955%042/440000000000000000000
D0000000000 100025mgm*000000000000DO0D0DODODO100000
0000000000000 00000000000000000000000000a0
0000000000000 000000000000000000000000
0000000000000 0000000000000000a0
0000000000025 mgm’000000000000000O0DDOO0OOO0
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D00D0D0000000000000000000 18.2%08/44 0 [00.25mg/m’00 21.7 %
0 10/46 0 00 2 mg/m* 0 0 26.1 %0 12/46 0 0 16 mg/m° 0 0 72.7 %032/440 0000000
oooooboooooooonbod

oooaog 0.25mg/m? 2mg/m? 16mg/m?
N=44 N=46 N=46 N=44

ooo0ooo00ooo 8(18.2%) 10(21.7%) | 12(26.1%) | 32(72.7%)
oooooao 3(6.8%) 2(4.3%) 6(13.0%) | 23(52.3%)
oooooo 1(2.3%) 1(2.2%) 2(4.3%) 2(4.5%)
00 1(2.3%) 4(8.7%) 0(0.0%) 1(2.3%)
oo 0(0.0%) 1(2.2%) 1(2.2%) 2(4.5%)
00 1(2.3%) 1(2.2%) 0(0.0%) 1(2.3%)
oo0ood 0(0.0%) 0(0.0%) 1(2.2%) 2(4.5%)
ooo 0(0.0%) 1(2.2%) 1(2.2%) 0(0.0%)
oooooao 0(0.0%) 0(0.0%) 0(0.0%) 2(4.5%)
00 0(0.0%) 1(2.2%) 1(2.2%) 0(0.0%)
00 0(0.0%) 1(2.2%) 0(0.0%) 1(2.3%)
ooood 0(0.0%) 0(0.0%) 1(2.2%) 1(2.3%)

D0000000000000 27.39%] 12/44 0 0J0.25 mg/m> 0 O 43.5 %] 20/46 0 (102 mg/m’
00 34.8%016/46 0 00 16 mg/m° 00 45.5%02044000000000000000000
OU00 90000000 200025mg/m?0 2002mg/m?*0 40016mg/m’0 10000000 9000000
0200025mg/m?’0 2002mg/m?*0 40016emgm’0 1000000000 8U00O0D0DO0DO0O0 1000.25mg/m?
U4002mgm’0300000000 80000000 1000.25mg/m’0 4002mg/m?0 3000000003
0 70000000100025mg/m*>0 3002mg/m*>0 20016mg/m?’0 1000000000 7000.25mg/m?
0D40016mg/m?0 300000000

0000000000000 000 12600000000000000

O0o0oo0ooooooDooooooog

O00O0O0OD0O0OOODMARDO OO RAODDODODDODODODODDOODDODOOOODOOO
l6mgm’ 000000000000 000000 16mgm’00000000000000000
ooDoooooo

oooooood
OODMARDOOOOOODOOOOOOOODOOODOOOOOOOOO-14 O0O0ODOO0OO
16.0009: Moreland LW et al, Ann Intern Med, 130: 478-486, 19990L ee H et al, Clin Pharmacol
Therapeut, 73: 348-365,20030 0 0 0 000000000
DMARDOUOUOOOOODOO RAODOODODOOOOOOO 7500 225000000000 0000O00
000000000000 0D000D000D000D0D0D0D0D0DD0DO0DDO0OO0OD0DOoODOD0OODOOO0OO
0000000000000 00 10mg25mg00 200000000000000ODMARD
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0000000000030000 ACR20000MO0000O000O000 23%010 mg
00 45%025mg00 62%00000000000000000000000000000¢
00:10mg0:p=0.003025mg 0 :p<0.00l(000 00000000000 25mg000000
10mg0 00000000000 00; 0000 p<0.0010p=0.0360000 30000 ACR50
0000002smg000000000000000000000000O

3 ACR20 ACRS50
oo0o0 %»0000a0
oooo oo pU
oo 10 mg 25 mg 000000 vs. 000000 vs. 10 mg vs.
0 n=800 (n=76) (n=78) 10 mg 25 mg 25 mg
ACR200 0O
300 23 % (18) 45 % (34) 62 % (48) 0.003 <0.001 0.036
600 11 % (9) 51 % (39) 59 % (46) <0.001 <0.001 0.339
ACR500 0O
300 8 % (6) 13 % (10) 41 % (32) 0.243 <0.001 <0.001
600 5% (4) 24 % (18) 40 % (31) <0.001 <0.001 0.032
* 0 00

ggouboboboouobobobuoobbooobuoobboooboobbooboobbooboobn
O00000 55%344/8000010mg 00 81.6%J62/76 0 0025mg 00 71.8%156/780 0000000
gboobooobobooobooonibg 125%0108000010mg 00O 43.4%033/7600025mg 00 48.7%
0387800000 oooobooboobbooboonbbooboon 37.5%7330/80 000
10mg 00 56.69%4143/76 0 0025mg 0 57.7%145/78 0000 000O00O0O00OO0O0OO0O0O0OO0O0OOO0O
gbooooooooobooooomgO 00000000 OOO0ODO0DOOODO0DOOOODbOOOObOODO 100
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11.3%098000010mg 00 289%022/76 00 025mg 00 25.6%020780 000000000000
gobooboogoo

oood 00 10mg 00 25mg
N=80 N=76 N=78

9(11.3%) 22(28.9%) 20(25.6%)

0od 3(3.8%) 4(5.3%) 4(5.1%)
0d 2(2.5%) 2(2.6%) 3(3.8%)
god 0(0.0%) 2(2.6%) 2(2.6%)
oooo 1(1.3%) 2(2.6%) 2(2.6%)
0d 2(2.5%) 3(3.9%) 1(1.3%)
oooo 1(1.3%) 1(1.3%) 3(3.8%)
00 1(1.3%) 2(2.6%) 1(1.3%)
0d 2(2.5%) 2(2.6%) 1(1.3%)
ooo00ooao 1(1.3%) 1(1.3%) 1(1.3%)
ood 0(0.0%) 1(1.3%) 1(1.3%)

0000000000000 DODbO000OobOobOOoD 12.5%710/80 00010 mg OO 43.49%133/76
O0025mgO0 474%037/780 00000000
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O000025mg0 0000000 279000000000000000 100560000: 00 09200
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O0000o00obOooooOo77%06/7800010mg0O0 16.0 %0 12/7500025 mgO O 20.5 %0 16/78
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0000000000000 DODO000000D0D0DDODDODDODO0O00O0O0OoDDO25mgO OO0
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doODMARDODOODODOODOODOOODOOOOOOO: OOoO0o4oo4ooo-17 OobODOOODODO
300-EUD
DMARD O UOOOOO RAOOOOOOOOODO OO 40000000000 OD0O0O00OOO0OO
gooboboboooooooboobooboooooboboooooboboooooobboboboooooboboon
gooooobobooooob yoboDbOo 200000000000 10mgx1/0 025 mgx1/0 0
10mgx2/0000 25mgx2/00000000 400000000000000DMARDOODO
gogobbooougb 4000000000 120000000040
ggogooosssgubooboooouobooooooobonoon
gooooboboouoo3bobooooooboobooooooboboboooobbooooooobaon
gobooboooboboobogogoboooboobboobogobboobOogbl10 mgx 1/
gogooooboooooobooboooooboboooooboboooobbobooboooooobobood
oooobbbooooooom

3

00
goaoda 10 mg 10 mg 25 mg 25 mg
x1/0 x2/0 x1/0 x2/0
(n=104) (n=121) (n=110) (n=111) (n=111)
000000000 (%) 16 43° 50° 53%° 57°
000000000 (%) 18 37° 51%° 5500 5300
gboooboooobooobooooo
a p<0.01250vs. OO 0O OO (BonferroniJ O O),b p<0.050vs. 10 mgx1/
O0,c p<0.050vs. 10 mgx2/00
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