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T (°]3} KIMERA: Korean
Intensive Management of Early Rheumatoid Arthritis)+= =34
7] ddey] (2wD), 9A4 27 ¥EaW (152), 8%

ZH RO =] WA T 27 W (2F3), TEFIARIA
A3A 9 methotrexateMTX) BE LW (LFHE NEWHE 75T
a7, FES I Aol 7] 1d FAHE AR

APNE Hustazr s}

2
ol
r2

O. As 3£ 4E
1. o9& &x
KIMERA 7= 2007d 7258 2004 108744 AA )&k
Ar gz Bl Fobel s Uy oo g FrtEl s #E 4
IS ghatoz gl o] 5L 1987 American College of
Rheumatology(ACR) FvlE]l~ #E P BF7|Fo e,
2010d |l ACR/European League Against Rheumatism (EULAR)

BH71F] WEE Folt T /F F ojn shbol 3 wEah
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B2 Aolsith. olF S A 1d o], 184 o, W
g4 % 28 (Disease Activity Score 28, DAS28)¢] 3.10]/<]
dAE e r skglen, dvtE s oS AREH ol A,
g2 A7bay A3ks zta AY (o3 Aad S5 d9)),
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10mg/7=¢] MTX<} 1000mg/¥¢] SSZ, 60mg/< <]
prednisolone . & A]Z}&}o] | prednisolone= 85 AA w5 40,
25, 20, 15, 10, 7.5 «£o=2 kit o] F-ol= MTX, SSZ, HCQ
Hel g 2 MTX, leflunomide W3, MTX, £ ALelA}
A3 A W3 o2 WA Ykt

STEAAIA AEAle MTX BE e (242 10mg/5-2
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1959 9] &xp7t Aqtell FhofsielaL, 470 5 1709 A
2R g = ATk 498 9 A7 FAbH 27
5499 A7t SAH %27 I
g E R =0 WA A 27] ¥
4779 B2t FAHARJIA A et MTX By (ZF4e
1 A =] ATt

% 2994 (1-4 258 747 3,9,7,109)9 A7t F=
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| 195 patients enrolled & randomized |

49 assigned to 54 assigned to 45 assigned to 47 assigned to
group] group2 group3 group4
3 9 withdrawals 7 withdrawals 10 withdrawals

3 withdrawals

Fol | s M Follow up loss=6 — Follow vp loss=3 ||— Follow vp loss=2
1 Follow up loss=

p Withdrew=1 Withdrew=3 ‘Withdrew=4
Adverse event=2 Adverse event=1 Adverse event=4
- 46 pcmemsg 46 patients || 38 patients L] 37 patients
completed the 1 yr completed the 19 yr completed the 15 yr completed the 1% yr

Figure 1. Study profile.
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4153 F CCPFAE ASSn ATEA

512 0.29] Apo] i
AT} (Table 1). o] Aol Foldh Fa: 24 2@ 7|zko] Bt
5.3 M9z 27 Frhels $ag Bxe] FAL w3, DAS 289

WFe 5187 =& AWMgAY T2 Kot}

AW DAS 28 (1-4 158 7H7b |3t +SD; 4.79£1.18,
5.10+1.23, 5.34+1.24, 5.54£0.95; p = 0.016)7 HAQ (2§ 1-
48 7bz} ¥ 7+SD 0.73+0.66, 0.97+0.63, 0.83+0.66, 1.07+0.51;
p=0.045< Zt 2598 (53] 15 13 15 43 FAGHe=

g Aol & mrh,



Table 1. Baseline demographic and disease characteristics

Treatment group

Groupl Group?2 Group3 Group4 Total P
(n=49) (n=54) (n=45) (n=47) (n=195) value

Age, yrs 47.6 50.4 47.4 48.6 48.6 NS

mean+SD +15.8 +14.5 +13.9 +13.8 +14.4
Female, % 41(84)  41(76) 34(76) 40(83)  156(80) NS
RF +, % 44(92)  48(89) 34(76) 41(85)  167(86) NS
Af“qfcp Ab 590 51(94) 34(76) 45(94)  175(90)  0.005
Symptom

duration, 56435 54436 52429 52436 53434 NS

months

meanxSD
DAS 28, 4.79 5.10 5.34 5.54 5.18 0.016

mean+SD +1.18 +1.23 +1.24 +0.95 +1.18 :
HAQ, 0.73 0.97 0.83 1.07 0.90 0.045

mean+SD +0.66 +0.63 +0.66 +0.51 +0.62 :
Total MSS, 2.68 2.38 3.35 3.18 2.83 NS

‘mean=+SD +6.05 +3.67 +8.78 +7.03 +6.26

Erosive 1.33 2.21 1.51 0.89 1.51 NS
score, +3.83 +3.55 +5.76 +2.59 +4.05

mean®=SD

Narrowing 1.28 1.25 1.16 1.65 1.33 NS

score, +2.83 +2.46 +3.48 +3.68 +3.09
mean*SD

RF = rheumatoid factor, CCP = citrullinated cyclic peptide, DAS28 = Disease

Activity Score in 28 joints; HAQ = Health Assessment Questionnaire; MSS =

modified Sharp/Van der Heijde score; SD = standard deviation. See Patients

and Methods for description of treatment groups; NS = not significant.



1. 4443

7t Az HE A7 A2 3-671Eel 25 19 2R 2F 33
49] #xEo] £ WEE DAS 289 WIS Holx YAS HolA|vh
APEF md= A8 Aol Z+ 1757 Wsk= Zfol7F o

(Figure 2).

(1) Deltal DAS 28 (2) Delta HAQ
3.5 1
3 . —p 0.8
25— 1
) ) 0.6 =
1.5 0.4
1 0.2
3 6 9 12 3 6 9 12
% (3) ACR20 response rate % (4) ACR50 response rate
‘o
100 100 yroupl
80 80 "
= yroup2
60 é?.__‘i 60 — \‘7i7
yroup3
o / o /“ /./' :
/ /l/ Jroup
20 / 20
o L ]
o

(5) ACR70 response rate (6) Remission rate
% %
100 100

80 80

60 —— = =1 40 /_/;/.*

40 __ B e T '

20 20
0 -/_.' o

o

Figure 2. Clinical outcomes. DAS28 = Disease Activity Score in 28 joints
(DAS28 of < 2.6 indicates clinical remission); HAQ = Health Assessment
Questionnaire; ACR20= 20% improvement according to the ACR response
criteria; ACR50= 50% improvement according to the ACR response criteria;

ACR70= 70% improvement according to the ACR response criteria.
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A A F gl 715 d 34E YERdE HAQY AXE
Hlaske] B w 15 394 1 1, 2, 4R FY wE WgE
BT} (Table 2). 371€4 HAQ® H+#2 1% 1,24+ 47
0.37£0.50, 0.42+0.46, 0.49+0.46 3L, & 3 0.19£0.32% ¢}
(p = 0.055). 121}, FAITHA onj= gllar, o] HA
APEgnd 48 Ao FATA ou)=

Table 2. Primary outcomes of the KIMERAT study

Initial MTX SteI_)—up Im_tlal_ In1.t1al'
Treatment group monothera combination combination combination alue
" PY' therapy with P with TNF &Y
HAQ score, mean*SD
Baseline 0.72+£0.66 0.97£0.63 0.83+x0.66 1.07%£0.51 0.045
3 months 0.37£0.50 0.42+£0.46 0.19+£0.32 0.49%£0.46 0.055
6 months 0.33+£0.50 0.31£0.37 0.15+0.28 0.28%£0.42 0.200
9 months 0.22+0.34 0.25+£0.36 0.192£0.36 0.21%£0.35 0.885
12 months 0.25+0.33 0.37£0.47 0.19+£0.38 0.18%£0.28 0.629

Progression of radiographic joint damage, mean+SD

Total SHS,

1.43+£3.54 0.38%£0.92 0.65x£1.80 0.18%£1.01 0.246
0-448 scale

Erosion score,

0.64£1.59 0.33£0.87 0.18%£0.73 0.12+0.78 0.394
0-280 scale

Narrowing score,
0-168 scale 0.79£2.59 0.04£0.20 0.47£1.70 0.06%£0.24 0.340

patients with

. 25 13 12 6 0.325
progression (%)

TKIMERA = Korean Intensive Management of Early Rheumatoid Arthritis
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o] x4 Azl ACR WS M=, 18 1,29 1% 3,42 n w3
2w, 37§ A oll= ACR 203 50, 678 A= ACR 20, 50, 70°]
oul A zto]7t AT} (Figure 2, Table 3)

Table 3. Secondary outcomes of the KIMERA" study

Treatment Initial MTX Step—.up . Initial. . Initial. .
group Monotherapy tcli)en;l;;r;atlon \ig?lb}l)riatlon ;?Eb%nﬁg N value
ACR response, n(%)
ACR 20
3 months 23(56.1)  21(47.7) 28(75.7) 29(80.6) 0.006°
6 months 29(70.7)  28(63.6) 33(100.0)  33(91.7) 0.004"
9 months 33(80.5)  35(79.5) 32(86.5) 33(91.7) 0.425
12 months 36(87.8)  35(79.5) 32(86.5) 35(97.2) 0.131
ACR 50
3 months 19(46.3) 13(29.5) 22(59.5) 19(52.8) 0.043°
6 months 22(53.7)  21(47.7) 28(75.7) 27(75.0) 0.015°
9 months 26(63.4)  26(59.1) 26(70.3) 31(86.1) 0.056
12 months 27(65.9)  33(75.0) 29(78.4) 31(86.1) 0.216
ACR 70
3 months 14(34.1)  8(18.2) 12(32.4) 12(33.3) 0.313
6 months 15(36.6) 14(31.8) 22(59.5) 20(55.6) 0.029"
9 months 17(41.5) 19(43.2) 22(59.5) 23(63.9) 0.111
12 months 16(39.0)  20(45.5) 22(59.5) 23(63.9) 0.096
Remission rate, n(%)
3 months 14(32.6) 14(31.8) 13(35.1) 11(29.7) 0.968
6 months 17(39.5) 17(38.6) 22(59.5) 19(51.4) 0.189
9 months 22(51.2) 21(48.8) 23(62.2) 27(73.0) 0.113
12 months 23(53.5)  26(60.5) 23(62.2) 23(62.2) 0.831

“P<0.05, 18 1% 2 o] 2F 37 4
TKIMERA = Korean Intensive Management of Early Rheumatoid Arthritis
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ZF o] A8 =¥ DAS 28 <2.60190aL, o= o|x7 Ay F
st 1do] A AlFAA, WA #el =E&S 59.4%% 0.1,
4 w2 27 53.5%, 60.5%, 62.2%, 62.2%7F #-a el
=gsiglth a8y 198 E 23st, A8 A7) iy 2 15

5

AgrA el onl7t glltt (Figure 2, Table 3).

WA EHA ofstE W]l Fxte] wlgo] AU (1-4 1FH 747
25%, 13%, 12%, 6%), 13t Al A2 A4S vetudt (1-4
159 7b7; 1.43+3.54, 0.3840.92, 0.65+1.80, 0.18+1.01).
gy ol BAIEAR oul= YERA] Rt

Fahate)
RE B9 69%7F FAA o gel fNAAE AAArk
I 32(65%), 36(67%), 32(71%), 35(75%) (p = 0.753).

2371A S2del 7MY S5kl #EHAL, IFEE 18(37%),
20(37%), 10(22%), 7(15%)° FastA o}, FAHAQ 2tol+=
Stk 1 tges HF 9 AT Wyt S5 vebged, 7t
a5FE 7(14%), 8(15%), 17(38%), 6(13%) 2.2, 3ol A 7}

B3 Ui, ol= B84 ou= vehith (p = 0.005).
ol Eallon ol =2 V] T AF pdelda, &
2FH 7(14%), 9(17%), 5(11%), 12(26%) & 4+ 73
E3RAAR, EATA ou= gtk A5 ke 7 A
g 5o vy Hu Hwe 2 a5d 9(18%), 3(6%), 7(16%),

13



10(21%) = AL, FARE9] BA L2 5 4o Ant

Bt o 14(30%) ol A At 1) s oAbl 72 aEE R
] =

2(4%), 0(0%), 4(9%), 4(9%) oA EAstRA L, WFEXL 2F 1w
1(2%), 12%), 1(2%), 2(4%)N A YEtston, &5/d A3s 233k
T2 713  wAEkA] kst flellA AFE AbEl o] 9]¢
FalAtb 2, AeEs 2 ALFEF 6(3%), 25 2 71

6(3%), EHZ 5(3%), St A 4(2%), ZF23 4(2%), 213
o 3(2), oI% 3(2%), MET- A 2(1%), 9 E 2(1%)7F

3, ¥ G, AR, HEHE sol ¢ AdH Ut
FAlFslAbElE F 15 8% 3 LAsIon, st AlgS
AQAA AT, 4 DFHEE 12%), 7(14%), 1(2%),
6(15%)°] REZE YERI IF% 29 4aoA] 2 RIEl]
AEgdS YeER L AU (p=0.07). 1F 1A= 8244

S 3a, O 20N e 828, ATTE FE

Al A ¥ Ebstein—Barr Virus 7493, nwEAFaLe] ok g3}
gk o dabe] dimdel Abdel gilvh 1w 39 1 12 FulE A~
S 98l s Aeon, OF 4o E 827

)
el o A, A,

: zs| , | #
22k 9] FubE 2 A3Ed 224 S 9% ddo] AN

KIMERA 1=, 27] FrbEl s S ol #d &4 7154

Fag dyetr] g Aael Ang 2] A8 4719 47 e
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L. Group 1 (Initial methotrexate monotherapy )
1) MTX (10 mg/wk)
2) MTX (15 mg/wk)
3) MTX (20 mg/wk)
4) MTX (20 mg/wk) + SSZ (1000 mg) + HCQ (200 mg)
5) MTX (20 mg/wk) + SSZ (2000 mg) + HCQ (400 mg)
6) MTX (20 mg/wk) + LFM (10 mg)
7) MTX (20 mg/wk) + LFM (20 mg)
8) MTX (20 mg/wk) + TNF-a blocker
9) MTX (20 mg/wk) + another TNF- a blocker
10) MTX (20mg/wk) + rituximab or CsA or Tacrolimus

II. Group 2 (Initial combination(triple regimen) therapy)
1) MTX (10 mg/wk) + SSZ (1000 mg) + HCQ (200 mg)
2) MTX (15 mg/wk) + SSZ (1500 mg) + HCQ (300 mg)
3) MTX (20 mg/wk) + SSZ (2000 mg) + HCQ (400 mg)
4) MTX (20 mg/wk) + LFM (10 mg)
5) MTX (20 mg/wk) + LFM (20 mg)
6) MTX (20 mg/wk) + TNF-a blocker
7) MTX (20 mg/wk) + another TNF- a blocker
8) MTX(20mg/wk) + rituximab or CsA or Tacrolimus

1II. Group 3 (Initial combination therapy with high dose steroid)
#exGroup 3€ X H AlZ 8F THE AR AT WA Tlewx
1) MTX (10 mg/wk) + SSZ (1000 mg) + PL (60/40/25/20/15/10/7.5 mg;
weekly tapering)
2) (8FF) MTX (15 mg/wk) + SSZ (1500 mg) + HCQ (300 mg)
3) MTX (20 mg/wk) + SSZ (2000 mg) + HCQ (400 mg)
4) MTX (20 mg/wk) + LFM (10 mg)
5) MTX (20 mg/wk) + LFM (20 mg)
6) MTX (20 mg/wk) + TNF-a blocker
7) MTX (20 mg/wk) + another TNF-a blocker
8) MTX(20mg/wk) + rituximab or CsA or Tacrolimus

IV. Group 4 (Early treatment with TNF-a blocker)
1) MTX (10 mg/wk) + TNF-a blocker
2) MTX(15mg/wk) + TNF-a blocker
3) MTX(20mg/wk) + TNF-a blocker
4) MTX (20 mg/wk) + another TNF-a blocker (125:37F ##])
5) MTX (20 mg/wk) + LFM (20 mg) or rituximab or CsA or Tacrolimus

cf, Low dose PL < 10 mg/day, steroid injection two times per year : permitted
Tapering is permitted, if DAS28 is < 2.6 during 24 weeks
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ABSTRACT
Outcomes of four initial treatment strategies in Korean
patients with early rheumatoid arthritis (the KIMERA study)
Jin-Su Park
Department of Medicine
The Graduate School, Yonser University
(Directed by Professor Soo-kon Lee)

Objective. Several treatment strategies have proven value in the amelioration
of rheumatoid arthritis (RA), but the optimal strategy for preventing long—term
joint damage and functional decline is unclear. We undertook this study to
compare clinical and radiographic outcomes of 4 different treatment strategies,
with intense monitoring in all patients.

Methods. In a single center, randomized clinical trial, 195 patients were
allocated to 1 of 4 treatment strategies: initial methotrexate monotherapy
(group 1), step—up combination therapy (group 2), initial combination therapy
with high—dose prednisone (group 3), and initial combination with the tumor
necrosis factor antagonist (group 4). Treatment adjustments were made every
month in an effort to clinical remission (a Disease Activity Score in 28 joints of
<2.6).

Results. Health Assessment Question, one of the primary outcome, were no
statistical significant difference among the groups. The increase of modified
Sharp/Van der Heijde radiographic joint score were more frequent in group 1
than goup 4, but there were no significant differences (25% of group 1 patients
vs 6% of group 4 patients) American College of Rheumatology(ACR) 20, 50
response rates of group 3 and 4 were higher than those of group 1 and 2 at 3
months. And, ACR 20, 50, 70 response rates of group 3 and 4 were also higher
than those of group 1 and 2 at 6months. But after 6months, there are no
significant differences among the groups.

After 1lyr, clinical remission was reached by 60% of all patients, there were no
significant difference among the groups (each group 1-4; 54%, 61%, 62%, 62%
Conclusion. In patients with early RA, with intensive and objective monitoring
of disease activity and adjustments of therapy, high rate of clinical remission
can be achieved with all strategies.

Key Words: KIMERA, early rheumatoid arthritis, TNF inhibitor, DAS 28, HAQ
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