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ABSTRACT

Clinical response and fol low-up evaluation after
anti—-TNF treatment in Rheumatoid Arthritis patients.

Sun Hee Park

Advisor: Prof. Eun Joo Choi, Pharm.D. MSPharm
Department of Pharmacy,

Graduate School of Chosun University

Rheumatoid arthritis(RA) is a chronic inflammatory disease that causes joint
damage and bone erosion, and is associated with increased risk of cardiovascular
disease (CVD). Anti-tumor necrosis factor (anti-TNF) agents are first-line
biological DMARDs (Disease-Modifying Anti-rheumatic Drugs), which can reduce the
disease activity of RA and decrease the risk for cardiovascular disease. Because
of the lack of studies on anti-TNF agents in Korea, this study was conducted to
observe and evaluate the clinical responses and clinical parameters inpatients
with RA following anti-TNF administration, and to investigate the factors that
influence them.

In this study, the medical records of patients who were administered anti-TNF
agent for RA, from September 2012 to August 2015, were analyzed retrospectively.
The clinical responses (ESR, CRP, swollen joint count, tender joint count), CVD
monitoring factors (glucose, total cholesterol, triglyceride level), and adverse
effect monitoring factors (AST, ALT, white blood cell count, hemoglobin,
neutrophils count, platelet count, serum creatinine) were observed before the
drug administration, and follow-up observation were also made at 3, 9, and
15-month post-administration. One-hundred-four patients of 306 patients were
selected based on inclusion and exclusion criteria, and were administered
etanercept (n=38), adalimumab (n=46), and infliximab (n=20). After 3 months, the
clinical response significantly decreased, regardless of the type of anti-TNF

agent used, and the levels were maintained up to 15 months (p<0.05). After
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anti-TNF agent administration, the CRP and total cholesterol levels, which are
indicators of risk of cardiovascular disease, decreased after 3 months, and
these results were more significant in the group with concomitant administration
of MTX. Platelet count and neutrophils count decreased after 3 months of
anti-TNF agent administration, regardless of the type of anti-TNF agent used,
and the levels were maintained up to 15 months (p<0.05). The platelet count also
significant decreased, particularly in the group of patients aged 65 years and
older. Serum creatinine showed constant increase over the course of 15 months,
and it was not affected by the type of anti—-TNF agent used. This study was
conducted as an observation of the clinical responses (efficacy and safety) and
fol low-up evaluation of anti-TNF agent in patients with RA, and it is believed
that future multi-institutional prospective studies can provide basic clinical
information on anti—TNF agent administration and ensure customized patient

treatment.

Key word : Rheumatoid Arthritis, Anti-TNF agent, etanercept, adalimumab,
infliximab
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Table 2. &&=

DIAFRI XH(anti-TNF) A S4'1920

Brand Enbrel®™ 25 mg, Humira® 40 mg Remicade®™ 50 mg Simponi ® 50 mg
50 mg prefilled  prefilled vial prefilled
Dimeric fusion
protein:human Chimeric
Human Fully human
TNF receptor mouse/human )
Structure monoclonal ) monoclinal
connected to Fc ) monoclinal )
) antibody to TNF ) antibody to TNF
portion of antibody to TNF
human [gG1
Initial: 3 ma/kg
25 mg
) 40 mg every 0,2,6 week 50 mg
Usual Dose  twice/week or )
second week Mainteanace: 3 once/month
50mg once/week
ma/kg 6-8 week
Administration SC SC [V SC
Half-time 4 days 10-20 days 8-10 days 7-20 days
Switch Possible Possible Impossible Possible
. Screen for Screen for Screen for Screen for
Baseline . ) . .
) previous previous previous previous
Evaluation . . . .
tuberculosis tuberculosis tuberculosis tuberculosis
Infection, Infection, Infection, Infection,
Reactivation of Reactivation of Reactivation of Reactivation of
latent T8, latent T8, latent T8, latent TB,
Potential Lymphoma risk, Lymphoma risk, Lymphoma risk, Lymphoma risk,

Toxic Effect

Drug-induced

Drug-induced

Drug-induced

Drug—induced

lupus, lupus, lupus, lupus,

Neurologic Neurologic Neurologic Neurologic

deficits deficits deficits deficits
TNF, tumor necrosis factor; SC, subcutaneous injection; IV, intravenous injection; TB,

tuberculosis.

This table was summarized and modified from reference 1,19,20,21.
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B. 17 S

1. T8 &t

18Ml Ol&tol Moo=z otd FOIEIA 2&EH(Chronic Rheumatoid Arthritis)& &S
gt2 S X = DMARDs= 6E 0l& E0GIHE SAMH S™82 20X 20IA &35
MOIXF(anti-TNF) HMIHME S0s SXUE HASZ oIUCH, SSAN AKX
(anti-TNF) MIME §0 &2 0| 1502t SNEEE =8 I AlOIECH

2. M2 Chat

OI2J|20| H&EoIH JIMEN UK %2 &XF, 18AMl Olstel A0F &XAF, Oed JHAl
UAZES H2A0 JIH S0HA & SF2 LA X (anti-TNF) MHE 1501 0l
Al XAEXOZ A20HA L2 8, &0 &5 2 8oz MAGIH =& 2Z0|
2Jtss &X= Mo L.

— 8 —

Collection @ chosun



NI

gl

Ju

&)
il

Wk

ol

ol

Ju
)

-

10

2

[N

00

uy

D

%0

ol
Rl
Il

ol

-

<0

Rr
or

il
"r

or
)

DDA

XH(anti-TNF) XA,

0

Rr
o0

ok
Ju

9]

KA

11
iy
RO

ol

o)

0
o0
I

I
=
<+

-

20

ol

—

SdlJI= X0

XA
(S

—/

0lel

ol

uy

lo-

ol
Kl

00
™

oI
ulo

Iy
RO

=
0

-

<0

ol

R0

infliximab

=0l etanercept

LA AFE

il
i

S
E2 Table 20i HMAlE FOEIA

=
[—

=
S,

adalimumab (Humira® 40 mg prefilled),

& (double checking)otSiLt.
pSIDsll

4D+ Xl 2

(Remicade® 50 mg vial)Ol AF2EIRALEH,

(Enbrel® 25 mg, 50 mg prefilled),

Rr

0l

<10

0l
30
R

=
-

=

=2

oF Kl

—

=

infliximab2l AN =S =2
| AFRI XF(ant i-TNF) Xl Al Ol

2013-362 € JIE2LZ 0|

adal imumab),

s,

2011-172
3Ol

2,
ANEHCZ 6IHF0LCH Ol

. AFUAZ2 etanercept,
Al 2008-69

=
T

Xl
I &2 AIED IS =

1=

2
[

(MTX Z&h)° DMARDsZ 6JHE O0l&H(2 30HE 014) XI=st2Lt
2

5
m
0
un

bSE=)

0o

=

=3
-

0l

HOoM,
Collection @ chosun



Table 3. BE A XHanti-TNF) HMAS QU2 o1F J|=+%4

| Moo BEM W THAH BOIEIA 2EY, AONM CLXO2 A
S MR BEH SOEA BEY

1) Ol= FOIEIAES(ACR) ESXCD|=0 2&ol=s |OIEIA 2ESH &}
=SSO 254 U4 ROEIA 2EBH Sz A US 2352 Z2HE SA
ol &6t 82
(J)) ESR> 28 mm/hr Ol HLF CRP> 2.0 mg/dL
(L}) OF& ZZ=0| 452 0l& XIsE=E AR
(CH S42F I HT 20 2& O|A0IHU THE & 4919
A2 ELes 62E OlM0 AR
- elbow, wrist, knee, ankle : 2& ¥ 2&F2=2 EHI}
Etanercept - shoulder, hip : &=S& Z2E2S(passive movement)
o Mt ¥ S52zZ It
Adalimumab
Infliximab 2) & JIXl E2 0l&(MTX Z&)° DMARDs2 6JHE 0l4H(2 30HE 04
N OIEotAHU, &) dHE2 BHE S22 XeE

- S UHME ME2 ALE = It Al :ESR 28 mm/hr OIGHOIALE CRP
2.0 mg/dl 0lGtel &2 L= & HAHESR £&= CRP) =XIJt 2l= &
HAIE 20 20%01e Zast BLR2A

- SHPE A(YS L PE)D}HAE SOAE 20 50%0018 2AE Z
o 6B ABS 2IE

- O|—3r01|i ARz 6HZ 0T oot ® 3B M2 EIHZ2uoF KK
T X=X SHE 2FE.

-/ T O

anti-TNF, anti-tumor necrosis factor. ESR, Erythrocyte Sedimentation Rate; CRP, C-Reactive

Protein; MTX, Methotrexate; DMARDs, Disease modifying anti-rheumatic drugs.

This table was summarized and modified from reference 43,44,45.
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1. A+ 2

1. SARCHAZO SESVALIK (anti-TNF) KA SO0 IS =8

AL RN SESLD AT (anti-TNF) MME 60HE 014 S0 22 & &

Y = ANY =
of AOHEXIOIN BB IARIRHanti-TNF) MEIS S0 22 1822S M8t 1240l
SOIE|lA 2HEO MR SHOZ FFYVARIK (anti-TNF) HMAHES SO0 2ACH

OtXl 2O0tA 2 A0 HEotAl X2 A 482 Hst & 10422 &XE AR
ol Z&AIZCH. (Fig 1.)
Anti—-TNFS{ZHA}
306H
A2l 1828
« | — Ankyvosing Spondditis: 170
“] —Crohn's disease: 8H
h — 184 OI2ke] 4-0F. 45
RANIA Anti—THNF
£ 12aH
A <l:20H
> =152 0|9t 0] 24 148
- o|2J=0| B=lclAl 23
Al 43
W - 50 = elg3o=z ®MEA E
SHAE #H
= 104H
W W W
Etanercept, 388 Adalimumab, 463 Infliximab, 208
Figure 1. Inclusion/exclusiontil (& HRUA AT
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Table 4. ARCHAC SE AN AR X (anti-TNF) MH £0 & LAH E4
Variable Total Addlimumab Etanercept Infliximal p-vaue
Male 37 (36.6) 16 (43.24) 16 (43.24) 5 (1351)
SEX 0.428
Female 67 (64.4) 30 (44.77) 2 (32.8) 15 (22.38)
Age (Years), mean = SD 5%6.34 + 11.39 5%6.74 + 12.00 %97 + 1.4 M2 + 9.8% 0.649
RA duration (Months) M.21 + 80.14 10 £+ 8414 B+ 4900 102 + 53.11
Anti-TNF AFSAIE
%.13 + 63.06 62.28 + 78692 4145 + 4313 9.9 + 50439
(Months)
Hepatitis 4 (2.45) 2 (50) 2 (50) - 0.5%
DM 27 (16.56) 13 (48.14) 10 (37.03) 4 (14.81) 0.779
CVD 9 (65 6 (66.67) 3 (3333 - 0.218
Underlying
n, (%) Chronic
o 58 (36.58) 27 (46.5) 18 (31.03) 13 (22.41) 0.342
gastritis
Osteoporosis 19 (11.65) 8 (42.10) 7(36.84) 4 (21.06) 0.38
J|El 31 (19.01) 13 (41.94) 11 (35.49) 72259 0.968
ESR (mm/hr), mean + SD 638 + 28.10 6226 + 2901 6526 + 24215 6455 + 6K 0.882
CRP (mg/dL), mean £SD 290 + 286 30% + 3115 2806 + 2842 2533 + 2.327 0.859
MS (min), mean + SD 80.07 £+ 46.01 861 + 5255 8408 + 3H9% 28 + 36821 0.207
SJC, mean = SD 2056 + 6.9 2176 + 7.28 1963 + 6.926 19.55 + 6312 0.29%8
TJC, mean = SD 2005 + 7.33 2067 + 7556 1961 £ 7.262 1945 + 7.28 0.742
Large joint, mean = SD 6.4 + 238 6.3 + 2.3% 621 + 257 6.55 + 2.089 0877
RA factor (IU/mL),
12069 + 181.26 10656 £+ 15/.33 087 + 0.343 140.77 + 192.71 0.345
mean + SD
Previous anti-TNFAIZ
N (%) 27 (25.%) 7(25.9) 6 (22.22) 14 (51.85) 0.000
RA, Rheumatoid arthritis; Anti-TNF, anti-Tumor necrosis factor; OM, Diabetes Mellitus;
CVD, Cardiovascular disease; HIN, Hypertension; ESR, Erythrocyte sedimentation rate; CRP,

C-reactive protein; MS, Morning stiffness; SJC, Swollen joint count; TJC, Tender joint count.
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Table 5. A7 &0 &S 2D AIRIRHant i-TNF) MAH SO & HYA2 HE =4

Variable Total” Adalimumab  Etanercept  Infliximab
Drug history
Cortico Prednisolone,
eroid A 4 SO 50 (4854), .75 + 2.25 mg
use. Peflazacort 53 (51.45, 883 + 347 g
n, (%) mean £ SD
Celecoxib 27 (20) 1763 8 (29.6) 2(74)
AAP + tramadol 6 (58) 4 (66.7) - 2(33)
Meloxicam 9(87) 6 (66.7) 2 (22) 1(11.1)
Naproxen 2(19 - - 2 (100)
Celecoxib + aap + tramadol % (29) 6 (23.1) 15 (57.7) 5(19.2)
NSAIDs Celecoxib + zaltoprofen 39 - - 3 (100)
use, Meloxicam + aap + tramadol 10 96) 7 (70) 2 (20) 1(10)
n. (%) Zaltoprofen 8.(77) (125 4(60) 3375
Aceclofenac + aap + tramadol 2(19 1 (50) - 1 (50)
Zaltoprofen + tramadol 2(19 1 (50) 1 (50) -
Zaltoprofen + aap + tramadol 4(38) 2 (50) 2 (50) -
Aceclofenac 39 1(333) 2 (66.7) -
JIEt 2(19 - 2 (100) -
DMARDs use , mean + SD 1.5+ 07/m0 1.8+ 0719 12t 0/m 1.5+ 079
MTX use 91 (87.5 39 (#.8) 2 (36.16) 2022
7.5 mg/week 13 (14.28) 3(231) 3 (@) 7 (838)
10 mg/week 54 (59.34) 22 (40.7) 23 (426) 9 (16.7)
DMARDs 12.5 mg/week 17 (1869 10 (589 4(35) 3(176)
nfjs(z) 15 ma/week 6 (659) 3(50) 2(33) i (167)
>15 mg/week 1(1.09 1(100) - -
Hydroxychloroquine use 3 (100) 13 (37.1) 14 (40) 8 (29
Leflunomide use 4 (44.2) 24 (52.2) 16 (34.8) 6 (13)
Other DMARDs use 4 (423 2 (50) 14(318) 8 (18.2)
StatinAtg 012 n, (%) 11 (106 5 (455 2(182) 4(36.4)
PIE 2o Total 84 (80.8) 3 (393 33 (393 18 (21.4)
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PPI 34 (40.47) 14412 13(382) 7(206)

H2-blocker 6 (7.14) 3(50) 2 (33.3) 1(16.7)
AE, Domperidone 2239 1 (50) 1 (50) -
n, (%)
Rebamipide 18 (21.42) 11 (61.1) 6 (33.9) 1(56)
J|Et 24 (28.57) 4(16.7) 1459 9 (37.5)
Folic acid AF2XEZ, n, (%) 100 (96.2) 43 (43 37 (37) 20 (0)

x, % of all patients receiving anti-TNF; RA, Rheumatoid arthritis, anti—-TNF, anti-Tumor
necrosis factor; NSAIDs, Non-steroidal anti-inflammatory drug; DMARDs, Disease—modifying
antirheumatic drugs; AAP, acetaminophen; MTX, Methotrexate; PPIl, Proton pump inhibitor.
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2) SSLUAMLXH(anti-TNF) MAEE

=W AS2EI|=0 Tt SSSDARIKX
£E ZAMotIl Ploll AlEt 2eBtsS HALOIA

UHOz SHH AZQYS AISS ARMNAS 17.4%ACH.
INAH (isonicotinic acid hydrazide) 300 mgS 9 &2t
INAHR} rifampicin® 9

CHAOl rifampicin 600 mg2 42 SOt =S&oIRULCH.

2 gZMAs T E2 HAPHAES 3H(2.9%)0IUCH,

as2 FELUAMX(anti-TNF) HMHME SO 1

Table 6. &S WAt (anti-TNF) HMME S0 &

ct
=

, 0l R0l= &S2WARIXH(anti-TNF) M2t €&
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anti-TNF) HMIXIE
2 AFUA0
ZAHOIA 5 mmOl &0l
A0 = 9
, 6% (5.8%)2 o

]
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!
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i

ol

4 5H U}

[

SEZ5t

5L

HA

o

12
o
alll
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min
2

LEEHLE

o
o

2

ne

=

i

S0ob| & Z8igts A2 Ol0 THE Xz

o o =
R 9
4J 1% =
2 10 4J

=
0P
ol
3%

S A2 0lo E Xz

variable Total Aalimumab  Etanercept Infliximab
ZEHBISAHAL n, (%) 104 (100) 46 (44.2) B (6.5 20 (19.2)
mm, mean £ SD 206 £+ 486 207 + 4932 247 £ 536 120 + 369
INAH 300 mg for
g 9(87) 339 4844 2 (22
9 months
RIF 600 mg for
gt 6 (58) 4(657) 2389 -
stHsHotE x| 2 4 months
n. (%) INAH 300 mg +
RIF 600 mg for 329 2 (66.7) 1(383 -
3 months
ArEotet 86 (82.7) 37 (43) 31 (30) 18 (20.9)

INAH, isonicotinic acid hydrazide; RIF, Rifampicin.
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3)

]
o

2| AFRI XH(ant i-TNF) KKl S04

= DOMARDsS| XY2fat Hot

A2 12572 OMARDsE F0 = 42 &0l 20IX ES I &S ARl
Xt(anti-TNF) MHEZ HEoIH S06R LD, LN ACIX (anti-TNF) HM= 1283
©| DMARDs2t H &6t S0{otACH. HHEE MTXF SEE W (77.9%)ot{LE MTX + CHE 1
Z 3O DMARDs2H HES0(6.7%)otA 20, MTX2l CHE DMARDset & E0olse ERE
183. 4% LCH. SSLUACIT MM &0 = DMARDsSl MEtHst &S Table 701 J|=35t
AL,
Table 7. SB L ARIXH(anti-TNF) HIAH S0/ = DMARDsSl XA H 3}
Variable n, (%) Total Adalimumab Etanercept Infliximab
Only anti-TNF 2(1) 1(50) - 1(50)
Anti-TNF + MTX 81 (77.9 3 (44.4) 8 (34.6) 17 (21)
Anti-TNF + other DMARDs 12 (11.5) 5(41.7) 6 (50) 1(83)
At=TNF 7(67) 4(57.1) (286) 1 (143)
MTX + other DMARDs
Anti-TNF + 2other DMARDs
. 2(19 - 2 (100) -
(without MTX)
anti-TNF, anti-Tumor necrosis factor; DMARDs, Disease-modifying antirheumatic drugs. MTX,

Methotrexate.
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4. $ESDAMOIXH(anti-TNF) RIKISl L& v BO}
1) S A Xt (anti-TNF) XK F0 £ & 88 20 2 2F EIt

SEEA AR XH(anti-TNF) HH £0 & 24 BS99 "I H4= ESR (Erythrocyte
sedimentation rate), CRP (C-reactive protein), RF (Rheumatoid factor), SJC
(swollen joint count), TJC (tender joint count), EXZZZEAIZH(Morning stiffness)

CZ ottt & PSS Eote =W E8IIE0 2HotH, 2== S0ot)| &t

S0l = 3, OHE, 150 SO0l ASSIAUCLS o7 2D, SZADAAX
SeH3MHE, 9HE, 150H&)Sl ESR, CRP, RF, SJC,

(anti-TNF) MM S0 = 15042
A

o8 ¢

03
[
_O'j
39 &
O

TJC, ZXRZHAIRZIZ |2

Q11 o TT —I

| FHTable 8).

Table 8. B WA XH(anti-TNF) XA S0 = & BtE L 15012 2F HOt

Variable baseline 3months 9months 15months p-value”
ESR (mm/hr) 6439 + 28031 3470 + B745 30.13 £+ 25781 3194 + 26578 0.000
CRP (mg/dL) 28%8 + 2.8% 0.7% + 1.034 0.7 £ 2.261 1208 + 2912 0.000

MS (min) 81.98 + 4.705 87 + 24.267 21.87 + 20027 2535 + 2305 0.000
SJC (count) 2070 + 6.9% 825 + 498 611 + 4758 563 + 538 0.000
TJC (count) 017 £ 7.357 806 £ 4922 6.15 + 460 556 £ 518 0.000

F (IU/mL) 120687 + 181.261  77.330 + 146201 159497 + 11330 44677 + 806% 0.000

a) Values are means(+tstandard deviation); ESR, Erythrocyte sedimentation rate; CRP,
C-reactive protein; RF, Rheumatoid factor; MS, Morning stiffness; SJC, swollen joint count;
TJC, tender joint count.

* © repeated measures ANOVA

ol
0]

21210 B L WA XH(anti-TNF) MK S0i = ESR, CRP2 BiEIE %2 S0 &, &

O = 3ME, 99HF, 1M At Table 90 XAIGHACEH. Adalimumab,
etanercept, infliximab2 SO0 8t ZUHA A2t SE0 et ESR=XI2 Hale A= &
Of &M (62.91 + 28.369 vs 65.26 + 24.215 vs 66.15 + 34.633 mm/hr)1t BlW St 3
HE E20l= RAGHAH 240 10(33.91 £ 21.715 vs 31.58 £+ 24.63 vs 42.552 +
23.80 mm/hr) 9HA, 150HE Z=NLA L& Bt8S Z DD XSKE/UCH (Fig 2). d24Lt Al

0
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ot=22t0l ESR Hat= R 2l6HAl &2 UCHp=0.628).

CRP2l AlZ2H0Il (& LA&=XI2 Bigt= adalimumablt etanerceptE S04 &(3.093 =+
3.106 vs 2.855 + 2.842 mg/dL)t HIWatH 3HE F0le Mol 24517 10(0.672
+ 0.887 vs 0.790 £+ 1.019 mg/dL) HE, 150HE =|NA L& Bt ZuIt X=S
AUCH.(Fig 3). InfliximabsS S0 & = CRP2 Al2H0l 2 Blgls £0 &(2.533 +
2.327 mg/dL)t Blwat 3JH& Z0l= 1.087 £ 1.337 mg/dLE R2lotH 246t
2 SOoHAH XISTX LUACHFIg 3). Ml &A=22

SLt 9O =lls S gs 2t
(o]

CRP Hiat= R2lotXl

Table 9. SEL AR XH(anti-TNF) HMIMIOl [HE ESR, CRPL HIEHENW &,

=0 & 3

&, 9HE, 1501E)
Variable @ baseline 3months 9months 15months p-value”
Adalimumab 6291 + 28369 3391 + 22715 2072 + 188%6 310 + 28061 0.000
ESR
Etanercept 6526 + 24215 3153 + 2463 2542 + 26501 3158 £+ 29759 0.000 0.628
(mm/hr)
Infliximab 6615 + 34663 42552 + 2380 4006 + H32 3480 + 2894 0.000
Adalimumab 3093 + 3106 0672 + 0837 0515 + 0544 1082 + 1838 0.000
CRP
Etanercept 2855 + 2842 070 + 1019 0680 £ 01488 1524 + 423 0.002 0470
(mg/dL)
Infliximab 2533 + 2327 1087 + 1.337 166 + 4659 08%8 + 1663 0222
a) Values are means(+standard deviation); ESR, Erythrocyte sedimentation rate;
C-reactive protein.
* . repeated measures ANOVA
—_ 24 —_
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ESR(mm/hr)
o &6 & o

=
=]

=]

haseline

After
Smonths

After
Smonths

After
15months

= A dalimumab
=== Ftane rce pt

e INfliximab

Figure 2.

SHE A AR XHanti-TNF) MM S04

3HE , 9HE, 150HE)

Abbreviations: ESR, Erythrocyte sedimentation rate;

= ESRY B3 HIL(FH &, £¢

anti-TNF, anti-tumor necrosis factor.

3.5

Pl
] un

CRP{mm/hr)

0.5

/#

hazeline After 3months After 9months After 1Smonths

o= Adalimumab
=== F tane rce pt
s | fliximab

N

Figure 3.

SFEA AR KH(anti-TNF) MM S£0 = CRP2l B3t HIW(EH &, £
3HE , 9HE, 150HE)

Abbreviations: CRP, C—Reactive Protein; anti—TNF, anti-tumor necrosis factor.
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SEAL WA I (anti-TNF) XA S0 = RF (Rheumatoid factor), SJC (swollen
joint count), TJC (tender joint count), RZAXAIZ2IC BiglE %2 0 &, £0
= 3HE, 9ME, 15010l =AtStX Table 100l HIAlIGHACE.

SJC (swollen joint count)2l Al2tOl 2 B3t= adalimumab, etanercept, infliximab
2 S0 Z0oA E0 &(21.76 + 7.288 vs 20.03 + 6.965 vs 19.55 + 6.312)1t Hl
Wote %42 S0/ 3HE =(8.35 + 5.221 vs 8.18 + 4.837 vs 8.15 + 4.637)0 2|5t
H 245D, 1603 SoF & g8 ZWIt XSEJACH DU Al A2l SJC

==

(swollen joint count)Q Hsl= |9

oh

st Xt0l= 01X L UCHTable 10, Fig. 4).

25
20
15
o === Adalimumab
=
b == Ftanercept
10 == |nfliximab
5
(1]
baseline After 3months  After 9months After 1Smonths

Figure 4. &= AIRIXH(anti-TNF) MMl &0 = SJCO H3el HIR(EWH &, £0
3ME , 9HE, 150HE)

Abbreviations: SJC, swollen joint count; anti-TNF, anti-tumor necrosis factor.

o
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SFEAXDAICIRH(anti-TNF) MM S0 Z= TJC (tender joint count)l H3al=
adalimumab, etanercept, infliximabs E0Ws ZOWHA S0 &(20.67 + 7.525 vs
19.95 + 7.345 vs 19.45 + 7.28)1 HIWolH 2= &0 3HE Z=(8.02 + 5.027 vs
7.92 + 4.806 vs 8.40 + 5.134)0l SHESZ KOlotH A0, 1508 ENA &
A BEES ZDF XIS UCH d2dLE Al OE2t2 TJC (tender joint count)l Blgle &
olst X0l= EO0IK LUCHTable 10, Fig. 5).
25
20
15
- e 8 dalimn um ab
= === Ftane rce pt
1o s [ flixirn 2b
-_h-r_—d‘w_""ﬂ‘vm
5
o
bazeline After 3months After Smonths After 1Smonths
Figure 5. &2 ACIXH(anti-TNF) MAH E0 F TJCO B HIR(EW &, & &
SIHE , 9HE, 15090E)

Abbreviations: TJC,

Collection @ chosun

tender joint count;
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DAFCIRH(anti-TNF) MM £0 & ZXAXAIZLS adalimumabe §0 3t Z20f
E0 X(90.78 + 51.695 min)2t HIWGHH S£0f 3IHF(35.78 + 28.878 min)
FA 2+46H0 9OHE(25.07 £+ 18.731 min), 150H&(22.76 + 22.394 min)EItX
Z00F NEERL, etanerceptE2 S0E ZUHME A2 S0 XM(85.26 +
5.066 min)1t HlWotl S04 3JHA(39.61 + 18.541 min)0il KASHAH 2480 9IS
(32.11 £+ 16.008 min), 15H&(32.50 £ 25.276 min)ENA L& B8 AUIE NEHHA
Ct. InfliximabsS F0&t ZOUAME =Z2EO A2 [HE Blstle =28 &0 &

0ol
08
02

x

12

Mo

|0
ol

=2

ae
T

0l0

3

r

w
o

(55.5 + 34.101 min) o HIWGIH 3HE =, 9HE =, 15008 =(17.7 16.384 min)
MR NEHOZ KROIGHH 2A0t9 1D, Al 182t |28t X0IE 2 ACHTable 10, Fig.
6).
100
il I
80
70 \
:‘E jz :I_'k‘a\_ \ === A dalimumab
£ \% =f=FEtanercept
€ a0 ~ o
. s I flixim ab
30 .
Sy i "
e
20 = —
10
0
haseline After 3months After 9months After 1Smonths
Figure 6. &2 AtCI Xt (anti-TNF) MH S0 = MSel B3 Bl (& &, E0 &

MY , 9HE, 150HE)

Abbreviations: MS, Morning stiffness; anti-TNF, anti-tumor necrosis factor.
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ol

FEQN AFRI XH(anti-TNF) MMl S0 = RF (Rheumatoid factor)Z=Xl2

0

adalimumabt etanercept2 E0st Z0f

N S0 &M(105.551 + 157.33 vs 153.067

+ 202.32 vs 140.775 IU/mL) 2t HIWGIH =4S S0 3B =(36.054 + 60.724 vs

-

82.629 + 156.562 IU/mL) S2IGHA 24

63.955 + 117.333 IU/mL)2t 150HE =(2

ot D, 9HE =(36.727 + 61.683 vs
4101 + 32.213 vs 51.211 + 81.081

IU/mUIEAL 2 a==X10t KISEIJACE InfliximbsS FOHE UM 4SS F0H &
(140.775 + 192.714 IU/mL)2t HIWSIH S0 34 (162.201 + 218.275 1U/mL)O0lI
= &S5, 9HA(103.398 + 174.889 IU/mL), 150HE =(79.587 + 132.648

o

IU/mL)0ll XISHZ ZAGHH |28 HalE 2L, M A2 |9

SOIX LACHTable 10, Fig. 7).

180
160 i
\"‘\‘__
140 =
\,
120 L
\ \
'g oo i A dalim umab
M
2 \ \ “'--.,_L == Etanerce pt
s 80 y 1
\ \ e Inflixim ab
60 \
40 -
. \
o
baszeline After 3months  After 9months After 1Smonths
Figure 7. &2 AR (anti-TNF) XMAH £0 = RFQ H3F HIW(EH &, &

3 , 9HE, 150HE)

Abbreviations: RF, Rheumatoid factor; anti-TNF, anti-tumor necrosis factor.
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Table10. &L ARIXH(anti-TNF) MO HE MS, SJC, TJC, RFEl BHSHENW &, £ = 3HE, M, 151&)
Variable ¥ baseline 3months 9months 15months P-value”

Adalimumab N.78 £ 51.6% .78 + 28878 2507 £+ 18731 276 + 2% 0.000

(M.S) Etanercept 8.26 + 36.066 3961 + 18541 3211 + 16.008 R + 26276 0.000 0.003
o Infliximab 5.5 + 34.101 2875 £ 1954 2625 + B0H 17.7 £ 16384 0.000
Adalimumab 2176 + 7288 83 + 5221 58 + 415 6.13 + 599 0.000

SJC Etanercept 2003 + 695 818 + 483 579 £ 4662 52 + 558 0.000 0.621
Infliximab 1955 + 6.312 815 + 4637 7.10 + 6.181 50 + 33% 0.000
Adalimumab 2067 + 7.525 802 + 5027 589 + 410 5% + 5672 0.000

TJC Etanercept 199 £+ 7.3 792 £+ 4806 587 £ 4319 56 £ 54% 0.000 0.8%4
Infliximab 1945 + 7.8 840 + 5134 7.30 + 6.01 515 + 336 0.000
Adalimumab 105561 + 157.83 3.04 + 60.724 %6.727 + 61.683 24101 £ 32213 0.000

(IUTanL) Etanercept 153.067 & 202.32 8629 + 156562 6395 + 117.38 51.211 £ 81.081 0.000 0.181
Infliximab 140.775 £ 192.714 102201 £+ 218275 103.398 £+ 174.8%9 79.587 + 132.648 0.042

a) Values are means(z+standard deviation); MS, Morning stiffness: SJC, swollen joint count; TJC, tender joint count:; RF, Rheumatoid

factor.

* . repeated measures ANOVA

Collection @ chosun
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24
=2

=

A2

tE g€

o =

(- ct

U/mL) 2t HlwatA

o et /ot
(anti-TNF) XA &0
NES

I—I@ 3#_}]\_%

ZAOIRCH. & BES

99.693 IU/mL)0l= AFSEHACHIE BXF 2AGHSCHP=0.008). 1 2 U2 2y B2 A
U= 90l el 828 X0IE 20l LULE.
Table 11. A0 2 SSLDAIXH(anti-TNF) MM S£0 & L& Btg B35}
Variable 2 baseline 3months 9months 15months p-value”
£SR male 5789 + BT 11 + 278 %680 + 12879 234 + 21.26
0543
(mm/hn) - female 6799 + B.177 3779 + 28683 3.8 + 240 BB + 28165
CRP male 3334 + 2489 1.079 4 1.469 0800 4152 158 + 4163
0.751
(Mma/dl)  female 2658 + 3081 0638 + 0650 079 + 2501 098 + 1912
MS male 7689 + 2239 3176 + 1068 824 + 18938 %538 + 28753
. 0567
(Min)  female 8479 + 502% B8 + 2644 2766 + 2074 2533 + 285
male 1854 + 7.3 719 + 4772 568 + 396 506 + 4938
SJC 0.173
female 2190 + 658 884 + 4% 634 + 5157 594 + 5624
male 1878 + 7284 727 + 506 549 + 3404 500 + 4876
TJC 0772
female 0% + 7338 849 + 4847 652 + 519 58 + 538
aF male 20848 4+ 2847 11848 + 2050 8065 + 15273 6182 + 976%
0.008
(IU/MmL)  fomale  8%5 + 120685 15462 + 6B M2%3 + 78919 35208 + 68504
a) Values are means(zxstandard deviation); ESR, Erythrocyte sedimentation rate; CRP,

C-reactive protein;
tender joint count.

TJC,

RF, Rheumatoid factor;

* . repeated measures ANOVA

Collection @ chosun
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o &t

15012

=0

T — o o

E4st ZUE Table 1201 MAIGHAUCE. 6541 DIBH 21t 6541 Olat =2 25 &

Ol Xt(anti-TNF) XAl

(28.33 + 35.643 min)Ol ==XIJt

b2 Aok SR E Al

JFo

i

—
_I_AC

KJ
=)

min)2t Hl w3t

| 4% RF =X2 Zas
5Kl Olat Z0IA &
15048 =

A

£

=0.01), RF =Xl= 65K Ol &

I.

OlN ES2UAFIXH(anti-TNF) HMHME0 & (214.542 + 210.149 |U/mL)2t H| 1w &HOY
150018 =(49.008 + 79.513 IU/mL)0Il R2st 2AE BACHp=0.00). 2o At
= A8 T2k Kelst X0IE 20IX L UACE
Table 12. AP0 2 SLDARIX(anti-TNF) KM £0 & L& BIS HI
Variable baseline 3months 9months 15months p-value”
csr 65 DIt @2t BB U247 3B TSR 310 L 55
(mm/hr) 65kl 014 @05+ 2400  BER + 2026 BN+ 4 Wi+ DR o
crp BBl DIEH 281 £ 287] 0885+ 1128 08% + 2513 0946 + 1609
(ma/dL)  e5Al 014 3047+ 2863 0519+ 0519 0407 + 81 2282 + 568 .
vs  B5M OI%F  B: B2 RH L 266 X8+ 00BN+ B
(min) 656 O1& 10667 + 5782 4006+ 297 BI0E D4 BB+ BB o
65K D12 2067 + 7.02 872 + 4984 620 + 458 55 + 4505
sJC 0.35f
65K Ol& 2081 + 7.1 638 + 4318 571 + 550 576 + 8123
65K DIDH 2049 + 7.35 852 + 5083 620 + 4458 558 + 450
TJC 0463
65K Ol 1890 + 7.400 624 + 3807 5% + 50 543 + 7187
- 65K DISF 108217 + 16780 76607 + 14779 64979 + 124111 43581 + 81.359
(UML) g5kl 014 214580 + 21014 7987 + 18473 8% + 850 49008 + 79513 o
a) Values are means(+tstandard deviation); ESR, Erythrocyte sedimentation rate; CRP,

C-reactive protein

TJC, tender joint count.* :

; RF, Rheumatoid factor; MS, Morning stiffness; SJC, swollen joint count;

Collection @ chosun
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SEL WAL (ant i-TNF) MM AIZ Al 29Y 018 120l E 42 F0 = &
Z S Table 1301 MIAIGHRACH. ESRS| Hat= 29 Ol& J|2t0] 54 DIEHl Z0lA &
S2 AT (anti-TNF) MME F0IUS I SHE22 |FAGHK= AU, 58
OlfOllA S0det =220 150028 = O ®0l Z2A0kATH CRP, RF, SJC, TJC, =XZA
Al2Eel Bt et E D AR X (ant i-TNF) Il AIZ Al 28 08 D2t &2 At
OIXt(anti-TNF) MM AIZH Al 29 0l& J12t0l et ReI8t XH0IE L0IX L RUACEH.

Table 13. =2 AT XH(anti-TNF) MKl AIZH SAl 2" 0l|gt J(2H0 2 L4k Bt
s B3
Variable baseline 3months 9months 15months p-value”
£SR 54 D18 e 4+ 790 P00+ B2 BT + B 00 + ATS
0.061
(mm/hn 5 o1&k @2+ 2055 059+ 216 2006+ B 673 + 31410
CRP 54 08 2059 + 29% 0837 + 1.114 0587 + 0.99 1.200 + 3387
0947
(mo/dl) 5 o4 3189 + 294 0850 + 1.050 1.0% + 3406 1419 + 2546
54 D18 782 + 4858 B £ T4 B+ 16W8 B8+ 036
MS(min) 0.862
54 0lAF 833+ 4000 B4l + 187 2006+ B3 2554 + B
54 08t 2087 + 678 811 + 5211 5% + 4087 527 + 5.3
sJc 0.1%
54 0 At 199 + 790 919 + 4358 75 + 559 665 + 594
54 D18t 1988 + 7.3 764 + 5199 53 + 4010 505 + 4684
TJC 0.666
54 0laF 2043+ 81% 92 + 4473 768 + 533 662 + 6215
RE 54 0I9F 129408 + 176180 9137 + 151575 638 + 106155 48589 + 8175
0.55
(U/mL) 5 o1&t 123001 + 171881 48308 + 116064 44067 + 94947 36875 + 605

a) Values are means(=*standard deviation):
St J|2t0] 549 D|otel B,

RF, Rheumatoid factor;
count .

* . repeated measures ANOVA

Collection @ chosun
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TJC,

|AFOIXE(ant i-TNF) HMIAl A& Al Y 0]
ESR, Erythrocyte sedimentation rate;
MS, Morning stiffness; SJC, swollen joint count;

CRP, C-reactive protein;
tender joint



5. &S WA (anti-TNF) XA SO A8 HE
1) SSLUARIX(anti-TNF) KA S04 = Al2toll TE CRP, Glucose,
& go}

Al & é
o

g
i
]
10

SHE LW ALRIRH(ant i-TNF) MK £0 = &
triglyceride (TG), total cholesterol (TC)H
2, 150 ZAIGHRCH. AP 23, &Z A
£Xo Hate 42 S0 MEY OHE 0ol 2A8HCHE
S0 &(2.899 + 2.856 mg/dL) Dt Al2tel SOl
mg/dL) e Bidtl= Rold UN ZASHALH,
S0 X (181.45 36.091 mg/dL
TCOl #=XIJF 245D, HE F=(182.49 +
A SOHACHIE, CHAl 15008 Z(177.65 + 42.104 mg/dL)0ll=
S 2E 2 }CHP=0.045). 2
S0 = AlIZHO

™

=0

i

gt

—/

O

SEZ=O
oo

.

=2 =
— T

TCSl AlZtOl HE
wato 3048 =(162.93

=

[eXNe)
TT —
i T

¢}
L)+ dl

| XH(ant i-TNF)
1501 &
150 &

HatE
*

54.213 mg/dL)0ll= 3
E0 M2
2| glucoselt
(et Ko HeoF A

c I-
@

e
0g

k= ot

[|9_

TG, TCS B35t

CRP, glucose,
3, 9M

=
=

MK
=0l

=
[a—

o>

R 0z Am Ao
2

(@]
(0]

H

75.234 mg/dL)Ofl
3HE =% dluol

TG2|
CHTable 14).

(

Table 14. &2 ARI Xt (anti-TNF) KM S0 = CRP, Glucose, TG, TC & =X L
15048 2& ot
Variable @ baseline 3months 9months 15months p—
CRP (mg/dL) 2899 +2.8% 0.7949 + 1.04 0.7954 + 2.1 128 + 2913 (
Glucose (mg/dL) 117625 + 49204 B616 + 73.365 108.303 + 52938 1089% + 438746
G (mg/dL) 111.88 + 67.729 103.36 + 74773 11813 & 66.153 11251 + 50479
C (mg/dL) 181.45 + 36.091 16293 + 75.2% 18249 + 54213 177.66 + 2104

a) Values are means(+standard deviation); CRP, C-reactive protein;
Total cholesterol.

* . repeated measures ANOVA
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TG, Total glyceride; TC,



SEE A ACIXH(anti-TNF) HH &0 = CRPS AlZ2H0l 2 La=X9 Bigl=
adalimumab2}t etanercept® &0 &(3.093 + 3.106 vs 2.855 + 2.842 mg/dL) Hl
ol 3ME Z=0l= &XNol 2A0tF1D(0.672 + 0.887 vs 0.790 1.019 mg/dL) &=
S0 15018 =(1.082 +1.838 vs 1.524 + 4.232 mg/dL mg/dL)0l= 9HE 1 BlWdh
O X0 456t CL, Y22 SN HDatHAsE RAE UAH 2ZA6HACHFIg.
3). Inflximabs &0 S CRP9 AlZH0l 2 H3slse &0 &M(2.533 + 2.327
mg/dL)t Blwatd 15008 £(0.898 +1.663 mg/dL)0l LA=X|JI 2ASACLE, S
HEOCZ KOotA= LULHTable 15, Fig 3). Ml 2=S2t2| CRPL Hsl= K2|6HAl
% ACHP=0.470).

Table 15. SN AFRIXF(anti-TNF) HMIAMOl 2 CRP, Glucose, TG, TCS H3HE0
&, E0 = 3HE, HE, 150HL)
Variable baseline 3months 9months 15months P—ve
cRp Adalimumab 3093 £+ 3.106 0.672 £ 0887 0514 £ 1.543 1.08 + 1838 0.000
(mg/dL) Etanercept 2805 + 2842 0.790 + 1.019 0680 + 1488 1524 + 4232 0.002
Infliximab 2533 £+ 2.327 1.087 + 1.337 1.660 + 4.659 088 + 1.663 0.222
Adalimumab 1242 + 56467  91.324 £ 63972 109385 + 59107 110.148 £+ 48.116 0.045
?n'wugc/%iﬁ Etanercept 114706 + 41606 109279 + 9450 110068 + 48441 112887 + 467% 090
Infliximab 12106 + 45796 %613+ 4148 1046+ 479 B + B 0.570
Adalimumab 12080 + 7454 9976 + 79128 12%6 + 2126  117.67 + 69851 0.184
TG
Etanercept P68 + 488 106.82 + 72.876 11321 £+ 62.065 116.03 + 39.003 0.292

(mg/dL)

Infliximab 1210 + 83460 10605 + 71.271 11635 + 61580 11295 + 67.14 0.738
Adalimumab 18354 + 39467 15435 + 8497 17941 + 69317 17567 + 546%6  0.060

TC
Etanercept 179.08 & 3H.5%6 168.50 + 6/7.763 186.82 + 33.465 17734 + 278 0.190

(mg/dL)

Infliximab 18115 + 20783 17210 + 65804 18135 + 48065 18280 + 31587  0.8%5

a) Values are means(+standard deviation);

Total cholesterol.

* . repeated measures ANOVA

Collection @ chosun

CRP, C-reactive protein;

TG, Total glyceride; TC,



SEAWACI I (ant i-TNF) MH SFR0 G2 <4E S0 F glucosell Aat=xX| 2F
EILE Table 1501 MAISHRICH. AdalimumabS FO0HS 20 AM= <
56.467 mg/dL)1t HIWSIH S04 150H& 2t0l S2ASHH 2 A0
fliximabs & st ZUHAM A2 E0 H(114.726 + 41.606 vs 112.105 + 45.796

mg/dL) 0t HImot 1500 2Hol AlIZ2tel HSHol el ZABtR el S2lotAl LQUCH. Al
=2 2+9| glucosel BigF L& KI5 XI0IE EO0IX 2LULCHTable 15, Fig. 8)

, etanercept, in-
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Flgure 8. &2 WAICIXH(anti-TNF) HAH S0 = glucosel H3sl HIW(EWH &, &0
S 3HE , 9N, 1501Y)

Abbreviation: anti-TNF, anti-tumor necrosis factor.
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e

T BIIE

S L DALCI X (anti-TNF) XAl SR0 HE <4E S0 = 162 L&=X|
Table 1501 HMIAIGHRCH TG &= S0 = Al2t0l E H3t=  adalimumab,
etanercept, infliximabs & & =0l .80 + 74.54 vs 95.68 +
44.828 vs 122.10 + 83.469 mg/dL)t HIWSHH Al2tel SE0 W2k 1508 28 Al 2

8% KOIE X0IE E0IX LUACHTable 15, Fig. 9).

x
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80 = Adalimumab

=fll=Fianercept
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Figure 9. &2 AFRIXH(anti-TNF) MK £0 = 762 #5t HIW(EW &, £0
HE , 9HE, 150HE)

Abbreviation: TG, Triglyceride; anti—TNF, anti-tumor necrosis factor.
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Table 1501

etanercept,

MIAIGFELCH., TCS
infliximab2 &
+ 3556 vs 181.15 + 29.793

116.03 +
i

25 RO TGS B3tX0IE

2 ALCHTable 15, Fig. 10).

AP AFRIXH(anti-TNF) MKl =5

39.003 vs 112.95 + 67.14 mg/dL)0ll Al2te

o e o=

mg/dL) 0t BlwSHH

20X R0

=
P
[=]

=== pAdalimumab

TC (mgfdL)
S

=fl=Ftanercept

80
s=ge== Inflixim ab

60
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0

haseline After 3months After 9months After 1Smonths

Figure 10. &2 AICIXH(anti-TNF) MK £0 = TCo H3 HI(EHW &, &
3oHE |, 9IHEY, 150HE)

Abbreviations: TC, Total Cholesterol;
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anti-TNF, anti-tumor necrosis factor.
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A AFRIX(anti-TNF)  HIHM AIE

= CRP, glucose,
Z 2| AR XH(ant i—-TNF)

e =20

ZALGH| Sloff HARH&C

gA E2Y

WUE Table 160 M AIGHLCE.
SN TG £=XIJF &2 ARl XF(ant i-TN
.294 mg/dL) 1t +

5t =

=ES

<
TG, TC 2la4X19 #3l
H A
B0 @t A2

HIWGHH S0 = (11

&0 = CRP, glucose, TG, T

12
0

D ol
0e
0z
15
Pl

0
0x

°f SE0l M

i

PN
F)

5.14 44.622 mg/dL)Oll

AL AY0l et |28t X012 BACHp=0.009). CRP, glucose, TCS E0i Al2t
Ol 2 Y& =X12 Bigt= 80 et |28t XI0IE 20X 2

Table 16. <20 0

SHE 2| AFOLXF(ant i-TNF) Xl &l

&0 = CRP, Glucose, TG, TC

o Hg}
Variable @ baseline 3months 9months 15months o}

oRP male 33% + 2489 1079 + 1460 0800 + 152 1508 + 4162
(ma/dL)  ftemale 268 + 301 0638 + 0645 07928 + 2501 0992 + 1912
Glucose  Male 1104+ 52073 0186 + 72 65681+ DU ARABA + 20202
(ma/dL)  female 1127 + 47008 1038 + 87766 1079 + BHBL 112506 + 52387

. male 0B + 3204 1054+ 6208 10797 + @22 11514 + M62
(ma/dl)  female 11188 + 8672 %39 + 8L1% 1873+ 642% 11106 + 66550

TC male 17378 + V24 102 + 5825  IBST+ 5988 1073 + AT
(ma/dL)  female 1560 + M2 15046 + WA5 1942+ W62 1B% + 4926

a) Values are means(+standard deviation);
Total cholesterol.
* . repeated measures ANOVA

Collection @ chosun

CRP, C-reactive protein;

TG, Total glyceride; TC,



A0 et =20 AFRIAHanti-TNF) MM &0 = CRP, glucose, TG, TC & at<4=X|
o Zt=l WOl ZIE Table 170 HIAISHHCH. 65A OI8HDF 65A Ol&F ZO0IA S22
ACIXH(anti-TNF) HMIMIS &0 = CRP, glucose, TG, TCS ==Xl Hsl= K98 HEIS
SO0IX &ULCH
Table 17. &N 2 st=2DAFRIXH(anti-TNF) HMIA &0 = CRP, Glucose, TG, TC
o HG}

Variable @ baseline 3months 9months 15months p-Ve
cRp 65K 019t 2861 + 2871 0865 + 1113 08%4 + 2513 0946 + 1609
(ma/dL) o
mg 65H1 OI&F 3047 + 2862 0519 + 0579 0407 + 499 2210 + 5627
65M OI9F 112066 + 208 86502 + 458 103528 + 46440 101978 + 24129
Glucose
(ma/dL) 00
mg 65K OlAf 130506 + 7299 146388 + 126947 127176 + 71541 101978 + 24129
. 65M 019+ 1023 + 58052 9041 + 76664  111%5 + 61349 10580 + 51135
04
(mg/dL) A
65M Ol4f 1405 + 8116  118% + 66155 14252 + 70519 13905 + &LO7
. 65K 0I2F 17784 + 4% 15775 + 75802 17971 + 53021 1765 + 3578
(ma/dL) 08
mg 65H1 Ol4F 10571 + 35864 18343 + 70982 17971 + 53021 1765 + %73

a) Values are means(*standard deviation);
Total cholesterol.
* . repeated measures ANOVA
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CRP, C-reactive protein; TG,

Total glyceride; TG,



OMARDsSl HE0 et B LDARIX(anti-TNF) MH F0 = 15018 S°t2 CRP,
TG, TC, glucosel L&+=XE 2EGIH ZAst ZWUE Table 1801 HMAIGHAUCEH. At
2, B UACIT(anti-TNF) HIHIQF H=8H DMARDsSl & £ JH==0 et CRP,
TG, TCOt RAH U H3ot=s W22 ZALZRUCH. CRP ==

B2 AR Xt (anti-TNF) M2t MTX & CH2 DMARDsE 9
(anti-TNF) MIMIE0 &(0.480 + 0.679 vs 2.763 + 2.874 vs 2.324 + 1.487 vs
4.151 £ 2.218 vs 9.865 + 0.332 mg/dL)1t BIWGIH S0 150018 Z(0.250 £ 0.170 vs
1.379 + 3.249 vs 0.703 + 1.204 vs 0.677 £ 0.512 vs 0.135 £ 0.007 mg/dL)It 24
ot 1, 28 HEZ 2t2 CRP2AE K98 X0IJF JUYUCHP=0.043). TG==XI2| AlZt0 OHE

A
ro

ol

Hote SSLIAIRIXH(anti-TNF) HMANE S=2x AMES ZRE NS U2 gs1
SlAME E0 15018 =0 =Xt &435(111.09 + 62.042 vs 122.92 + 56.074 vs
110.00 + 35.355 mg/dL)StA2LE, Anti-TNF + MTX + other DMARDSE H &8t Z M=
E0f X (103.00 + 34.952 mg/dL) 2t St &04 15012 =(100.86 + 36.016 mg/dL)
2 ZAo}D, A2 g8 2t Te=XI2 §£0 & AlIZto [HE Hshk= |!28 X0l

b A/UCHP=0.041). TC =XI2 Bsl= Anti TNF + MTXS EEENW & Z0UAH £0 &
(182.67 + 37.194 mg/dL)2t HIWGIH S04 150H@ =(174.21 + 44.735 mg/dL)2 CIE

HESOW (184.33 + 28.433 vs 194.57 + 16.572 vs 160.50 + 6.364 mg/dL)2t Hlw
ot =2ld UAN ZA6HALH
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Table 18. H& OMARDSOIl HE &E LW ARIXt(anti-TNF) MK F0 = CRP, Glucose, TG, TC 2 ®iat

Variable® baseline 3months 9months 15months p-value”
Anti-TNF 0480 + 0679 0935 + 0870 0210 4 0.113 0250 £ 0.170
Anti TNF+MTX 0763 + 2874 042 + S 0.799 + 2.404 1.379 + 3249
CRP .
(/) Anti—-TNF+other DMARDs 204 + 1487 0463 + 0445 0918 + 2285 0.703 + 1.204 0.043
Anti-TNF+MTX+other DMARDs 4151 + 2218 1776 + 2.1% 089 + 0.907 0677 + 0512
Anti—-TNF+20ther DMARDs” 985 + 032 1380 + 1301 0.155 + 0219 013 + 0.007
Anti-TNF 117.080 + 48013 37.90 + 5359 91.500 + 919 10000 + 257
Anti TNF+MTX 115952 + 4320 10233 + 791% 114040 + 53764 107132 + 4%
Glucose .
ma/d) Anti-TNF+other DMARDs 111657 + 19807 79968 + 53912 BKET + BT 112067 + 38710 0.30
Anti-TNF+MTX+other DMARDs 137571 + 113197 97857 + 19819 6436 + 45,447 112429 + 3190
Anti—-TNF+20other DMARDs” 151500 & 103945 123000 + 3058 132500 + 89,808 153500 + 91217
Anti-TNF B0 + 20768 05 + 55861 16800 + 124451 15100 + 86267
Anti TNF+MTX 10030 + 65,008 10499 + 76.4% 12133 + 675 1100 + 62042
TG
(ma/dL) Anti-TNF+other DMARDs 11933 + 53287 %83 + 8369 179 + 67.161 129 + %074 0.041
Anti-TNF+MTX+other DMARDs 10800 + .95 1529 + 46,162 7400 & 56415 10086 + 3,016
Anti—-TNF+20other DMARDs” 9150 + 9.1 B350 + 14849 U0 + 85485 11000 + .35

Collection @ chosun
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Anti-TNF 206.00 £ 24.042 84.00 = 118.7%4 231.00 £ 41.012 236.00 £ 3.3%

Anti TNF+MTX 18267 + 37.1% 16485 + 74.7% 187.32 + 47.38 17421 + 44735
TC .
(ma/dL) Anti—-TNF+other DMARDs 17558 = 33.386 145178 £ 630 171.08 = 62.201 18433 = 28433 0.015
Anti—-TNF+MTX+other DMARDs 181.71 £ 30.746 19171 + 18237 13900 = %6.874 19457 + 16.572
Anti-TNF+2other DMARDs"” 14200 + 11.314 17000 £+ 21.213 159.00 £ 5657 160.50 + 6.364

a) Values are means(+standard deviation): b) Anti-TNF +2other DMARDs without MTX. CRP, C-reactive protein: TG, Total glyceride; TC,
Total cholesterol; DMARDs, Disease—modifying antirheumatic drugs; anti—TNF, anti-tumor necrosis factor.
* . repeated measures ANOVA
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OIXt(anti-TNF) MIA AIZH Al 2Y 02 120l et

CRP, glucose, TG,

TCOl 15JH&2te AR HSE Table 1901 MAIGHACH. &2k AFRIXF(ant i—TNF)
MUA AR Al &Y 0|8 J|2H0 et CRP, glucose, TG, TC#=XI2 Hsl= K2I&H Xt
0|2 20IXl &LULH.
Table 19. &SN AFCIXF(anti-TNF) HIAE A& Al &S 0|8 J2t0l T CRP,
Glucose, TG, TC 2| Y3}
Variable ? baseline 3months 9months 15months p—value”
CRP 54 0]or) 2959 + 2.9% 0837 + 1.114 0587 + 0929 1.209 + 3387
0.947
(mg/dL) 5 014 3189 + 2924 0850 + 1.049 1.034 + 3406 1419 + 2546
Glucose 54 0Jet 127.260 £ 61.043 107.625 + 84678 10.716 £+ 61.82 12125 £+ 5.010
(ma/dL) 0
mg 5 014 103.789 + 26.3%6 80681 + 48545 104705 + 36.281 103732 + 25,639
TG 54 0Jgt 108.79 + 67.180 106.66 + 77.073 1412 + 65.28 116.37 + 69.300
0.653
(mg/dL) 5 014 107.32 + 56.202 100.84 + 67.053 119.30 + 66.3% 10370 + 44509
TC 54 0Jet 182.32 + 32.816 171.06 + 69.9% 181.64 + 54446 179.18 + 50.540
0812
(ma/dL) 54 olar 17678 + 767 1089 + 7050 116 + 826 17105 + BV
a) Values are means(+standard deviation); b) S LD AICIXH(anti-TNF) MH AIZ SAl &Y 0
8 J|2t0] 549 DIctel B, CRP, C-reactive protein; TG, Total glyceride; TC, Total
cholesterol; DMARDs, Disease-modifying antirheumatic drugs.

* . repeated measures ANOVA
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ITUHAUIA SBESDARKHanti-TNF) HHE S0oHs 5 LMs 2N8S 2
SEIUCH $HE XNEE 2015 XNE, 8UsX XNE, A)ls NEE UEHHE 94
RO Bister M2 Al ATBAML 2TS SHHM 2ALE 2RES T26101 2AG
ALt
1) SSLDAIRIKHanti-TNF) MK £0{ 5 IS5 KEO 28 Aa4X 2E T}
SIZU WA K (anti-TNF) MK S0I & 20015 KEO 48 LA=X0 BaHs ALT
o ASTOl o2 S0 B YAAX HEHES DA BIIGIUD, 15HY 2H3HD, 9N,
15H2)2l AST, ALTS| BISt= R0l8t XH0IS ZO0IX LUCHTable 20)

Table 20. B ALRIXI(anti-TNF) HH S0 = 200|s XNE &I L 150HE
& ot
Variable @ baseline 3months 9months 15months p-value’
AST (U/L) 19.166 £ 6.566 2360 = 0904 25540 £ 44917 M4 + 12343 0.441
ALT (U/L) 18705 + 10012 2484 + 40179 2212 + 28236 19822 + 10648 0.4%
a) Values are means(zxstandard deviation); AST, Aspartate aminotransferase; ALT, Alanine

aminotransferase.
* . repeated measures ANOVA
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SHE LW ALRIRH(ant i-TNF) XMl SF0 2 S0 = AST, ALTS 15JHE 2t bk
XNE 2Z dotst ZWE Table 2100 HMAIGHRACE. AdalimumabS F0 & 20N 4=
S0 3 QOHE =0l AST ==Xt &SotT2Lt, Ml =2 2t2] AST X9 Hat= &
OIGHAl 4RUCHP=0.539)(Fig 11). ALTS & ==XI2 Hst= adalimumabsS FOHE 20
N F0H 3HE = &S0t 9HE =2 15018 =0 X dA0tA2LE, Al =2 22
228t X0l= 2E X L UCHP=0.354)(Fig 12).
Table 21. SE L WALRIXH(anti-TNF) MOl & AST, ALTS B3 (R &, & =
3HE, 9N, 150H€)
Variable ¥ baseline 3months 9months 15months Frvalues
AST Adalimumab 1844 + 6249 2714 £ 4573 31525 £ 6843 2266 + 15236 0.242
(u/L) Etanercept 1973 £ 680 2210 £ 1253 216 £+ 8431 22383 £ 7.591 0.319 0.539
Infliximab 19648 £ 687 1880 & 7.082 1926 £ 5101 2210 + 13234 0.5%4
Adalimumab 19071 + 8291  31.97 + 57.555 28566 + 41.026 21566 £+ 12813 0.118
(’6%) Etanercept 186 £ 12349 2030 £ 19624  17.324 £ 9107 18118 & 9491 0.738 0.34
Infliximab 18105 & 9214 1744 £ 7904 177247 £ 790 19132 £ 65%6 0.7%
a) Values are means(xstandard deviation); AST, Aspartate aminotransferase; ALT, Alanine

aminotransferase
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Figure 11. SFE LD ACIXH(anti-TNF) MM S0 & ASTS H3 HR(EW &, E0
S 300g , 9N, 150E)

Abbreviations: AST, Aspartate aminotransferase; anti—TNF, anti-tumor necrosis factor.
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Figure 12. SFE L AR XH(anti-TNF) MM S0 & ALTS H3 HR(EW &, E0
S 30Y , 9N, 150E)

Abbreviations: ALT, Alanine aminotransferase; anti-TNF, anti—tumor necrosis factor.
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2) SSLUAMAX(anti-TNF) XA F0 = SHSIA X Z0 248 Ja+X 2F EIt

i
g
2
o
Pl

SHE L AR R (anti-TNF) XA S0 = st& XIH0l Chet J&==XI2 Hat=
count, neutrophils count, hemoglobin (Hg), platelet countll = 2
X BsE 2 EHIGIALD, 15008 2 AIZHBIHE, 9HE, 1501
2 A = 228t X0IE BACHTable 22). S D ALCIX(anti-TNF) Al
H £0 & 1503 S0 Al2te] SE0 W& WBC countl Blgte 48 S0 &(9.399
+ 2.682 10°/42)Dt HIWEI0! 30HE H(8.377 + 3.145 10°/uL), 150H" S(8.292 +
2.978 10°%/u0)0l XI&S=o2 2AG0 KRS HEES 21, Neutrophils countQl
S SEAAIXH(anti-TNF) MM S0f X(6.258 + 2.654 10°/4e)2t Hl W3O
ANZ2tel SE0 et Hatotdd S0 15003 Z(4.947 + 2.558 103/ﬂ2)01| 7old U
ZAGHALCH. Hemoglobin X2 WHal= HIAHANA U2 SO &(12.058 + 1.504

BIWatY 22 S0 30H& =(12.081 + 2.856 g/dL)2t 9HE (12.68 + 2.13
g/dL), 15IHE =(12.392 + 2.129 g/dL)0l RoIE HIE 2/, platelet count=
CIRHANAM A2S S0 XM (368.98 + 124.901 10°/4e)Dt HIWSEIOE Al2+Sl SE0
et %2 50 1502 £(292.76 + 108.958 10°/4L)0l KI5t H 2 AGIALH

Table 22. &L WAIRI X (anti-TNF) MM F01 = XSt XH &I L 1504
2 Ot
Variable ¥ baseline 3months 9months 15months p-value”
WBC (10°/u) 939 + 2682 8377 £+ 3145 8288 + 2778 8292 + 2978 0.002
Neutrophils (10°%/42) 6.258 + 2644 4192 + 3313 4546 + 280 447 + 2558 0.000
Hg (g/dL) 12058 + 154 12081 + 2.8% 1268 + 213 12392 £+ 2129 0.040

Platelet count (10%/4£) 36898 + 124901 30635 &+ 115546 29955 + 97.017 292.76 + 1089%8 0.000

a) Values are means(*standard deviation); WBC, White blood cell; Hg, Hemoglobin.
* . repeated measures ANOVA
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e RALCH

F(anti—TNF)
), platelet count2 <F
Z 1S Table 2301 MIAIGH

Fig. 130IA

HA &

ULCH.

5 0l

=
UCH. 2
F

1g.

1

60l

IPNES

+Z WBC count,

neutrophils count,
S0 &, EH = 304, 9HH,
2130l
WBC count,

15018 =
st SHEC K9
neutrophils count,
bin (Hg), platelet countl 2= S0 & E0 = 3L, L, 1508 =

lo
O UMLX| HIE 20+

Table 23. &L D ARIXH(anti-TNF) A0l & CBCS Bigt (FH &, 01 = 3
2, 9, 15042)
Variable @ baseline 3months 9months 15months P-value”
Adalimumab 9712 £ 2772 8.191 & 3.065 835 £ 3.137 8327 + 305 0.004
(1V(\)/3Eji;) Etanercept 8914 + 278 7.710 = 2729 7684 + 2504 8116 &+ 3440 0024 0147
Infliximab 9601 &+ 2192 10.074 + 3.5%6 923 + 2149 8549 &+ 1.691 0.076
Neutrophils Adalimumab 628 £+ 2654 3586 + 3.107 4202 £ 3159 488 + 2733 0.000
(10°/ut) Etanercept 6.28 + 2310 4048 + 2319 4267 + 2486 5013 £ 2382 0.000 0.098
Infliximab 6.341 + 2501 5863 + 4.661 5868 + 2274 5007 + 2589 0.223
Adalimumab 12148 £ 1.70 12124 + 3.062 12682 £+ 2775 1247 + 2705 0.502
(g';'jL) Etanercept 120 £ 1.33 11.848 + 3119 12677 £ 154 12429 + 1.662 0.146 0.946
Infliximab 11.960 &+ 1.402 12425 + 1.681 1275 £ 1.331 12265 + 1.358 0.003
Adalimumab 37043 + 12024  301.46 &+ 11721 20491 £ %B& 225+ 110.15 0.000
F():aotf/'j;? Etanercept %579+ 10781 2645+ 877 26+ 807 2065 L 868 0000 098
Infliximab 371.70 £ 16629 33310 £+ 12650 31540 £+ 12625 31255 + 14308 0.097

a) Values are means(*standard deviation): CBC, complete

cell; Hg, Hemoglobin.
* . repeated measures ANOVA
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Figure 13. StZ 2 AFRI XH(anti-TNF) MM S04 = WBC count2 B3t HID(EW &
E0 = 3HY , 90, 1501E)

Abbreviations: WBC, White blood cell; anti-TNF, anti-tumor necrosis factor.
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Figure 14. &= 2D AFCIXH(anti-TNF) MKl &0 = Neutrophils countel B1gt HlW (S
&, S0 = 308 , 9HE, 150H)

Abbreviation: anti-TNF, anti—tumor necrosis factor.
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Figure 15. SZ 2D AFRIXH(anti-TNF) MM S0 & Hgll 3 HIR(EW &, E0
S 30Y , 9N, 150E)

Abbreviations: Hg, Hemoglobin; anti-TNF, anti—tumor necrosis factor.
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Figure 16. S22 AFRI X anti-TNF) KA E0 = Platelets count? H3sl HW (SN
& E0 = 30ME , 9, 1500Y)

Abbreviation: anti-TNF, anti—tumor necrosis factor.
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3) SSLUAMLAX(anti-TNF) KA F0 £ &JIs XE0 28 L&+

(i3]
]
08
o

StE L AN RH(anti-TNF) XA S04 = serum creatininell ==Xl Hg= 42 £0
0.455 mg/dL)3t BIWStH Al2te] SE0 M2t £0 9HE(1.005 +
g/dL)t 15002 =(1.044 + 0.862 mg/dL)0l |2& UA &SotACHTable
24). SEAN AR XH(anti-TNF) HMAHO0 Oet 242 S0 = 15028 AIZHSIHE, 9

o S50 & serum creatinine =XI2 YH3IE Table 250 HIAISHAL.
Adalimumabg2 S0{8 & Al2t0l &2 Hal= S0 A(0.890 + 0.158 mg/dL)dt bl
wWot 3JH& =(0.763 + 0.360 mg/dL)O0fl ZHAGHCHIE 9O =(0.919 + 0.221
mg/dL) et 15JHE =(0.933 + 0.221 mg/dl)0le XZEHCZ ASGHH, 7ol8t HEl
E 21, etanerceptdt infliximabE F0W8t = AI2H0l & serum creatinine&l

_’C_>|_

olgt XI0IE BUHF=KX LULCH M 222 serum creatininel H3al= |26t

[
=
=
H

=
[a—

i
[a—

Table 24. &2 AICIXH(anti-TNF) MM £0 = AJls XNE A=K L 15012
& It
Variable @ baseline 3months 9months 15months p—value”
Scr (mg/dL) 09511 + 0455 0879 40631 1005 + 059 1044 + 0862 0.015

a) Values are means(*standard deviation): Scr, Serum creatinine.
* . repeated measures ANOVA

Table 25. S 2N AFRI XF(anti-TNF) HMIMIOl 2 Scrol B3 (E0 &, &0 & 3M
2, 9Hg, 1501g)
Variable @ baseline 3months 9months 15months P-value®

Adalimumab 080 %+ 0158 0763 £ 030 0919 £ 0221 098 £ 023 0001

Scr

Etanercept 1030 + 0718 1.047 £ 0.96 1138 £+ 0945 1255 £+ 1.3%6 0.04 0.204
(mg/dL)

Infliximab 092+ 01% 087 £ 036 0948 £+ 0175 089 + 024 0169

a) Values are means(*standard deviation): Scr, Serum creatinine.
* . repeated measures ANOVA
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Figure 17. &S AR X (anti-TNF) HAH S£0 % Scro B3t BlR(EH &, £0
£ 3ME |, 9HE, 1501E)
Abbreviations: Scr, Serum creatinine; anti-TNF, anti—tumor necrosis factor.
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=

Table 26. &E LD ARIXH(anti-TNF) MH £ = LHE 2HE

Injection site reaction, 15 5(33.3) 8 (53.3) 2(133
UTI 6 3(50.0 1(20.0) 2 (333
Mild URI 18 9 (50.0 7 (389 2(1.1)
infection Sinusitis or
. 6 5(83.9) 1(167) -
Pharyngitis
Severe infection 4 2 (50.0 2 (50.0) -
Insomnia 8 2 (25.0) 3(37.5) 3(37.9
General weakness 6 2339 - 4 (66.7)
Abdominal pain, diarrhea 13 6 (46.2) 3(23.1) 4(30.8)
Weight loss 4 2 (50.0 - 2 (50.0
Osteoporosis 7 1 (143 2 (28.6) 4 (57.1)
Infusion Reaction 2 - - 2 (100.0)
JIE} 18 8 (44.4) 5278 5278

UTI, urinary tract infection; URI, upper respiratory infection.

(*ICollection @ chosun



5) EE2 WA XH(anti-TNF) XIME SO & 22 2J|s XNE, EHUSH X EH, &

)
s XEN &= 0IX=s 2 A

LY ARIXH(ant i-TNF) HHME S0 | &9, LIOI(65MI Ol4t),
Z2A D ACIXE(ant i-TNF) MK 2t DMARDsSl Y&, SE ARl XH(anti-TNF) HIAl Al
gAY 0l8 DIt et AST, ALT, WBC count, neutrophils count,
hemoglobin, platelet count, Scrd&=XI2 HatdaS 2F HIIoALL.

Y0 et Al2tel S0 e UARXQ HIE TASH 20, E80l 820
ALTSl #=XIJt &E2DARIX(anti-TNF) HMIHE0 &(19.154 + 12.068 U/L)1+ Bl
ot 15008 =(22.886 + 9.159 vs 18.005 + 11.117 U/L)& R2GtAH SItotA2
Lt, & 2|5 X8 HHUX LUCH 222 =XT HE0HN SS2AL
KH(anti-TNF) HIMIE0 &(12.684 + 1.436 g/dL)2t BIWatH S0 3B Z(13.495
+ 1.135g/dL)2 S26tH AS6tH S0 15018 A N0 -0l Blch |2lot
A BIt6tACHpP=0.021). 22 2  AST, WBC count, neutrophils count, platelet
count, Scr Y&x=X= SE0 et Rost HSE 201X LgALD, 0l0 st Hz=

Table 2701 XIAIGHACE.

i
ol
e
1
0
|0
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Table 27. &E0 2 SZSL AKX (anti-TNF) HIAH £ = B 23 2IXt9
QA= B3}
Variable @ baseline 3months 9months 15months p-value”
AST male 2319+ 7818 030+ B502 B+ TILES 520 + 1437
0203
(UL female 18450 + 5607 1938 + 8008 205+ 7066 20674 + 10651
ALT male 10154 + 1208 3600+ B35 2614+ MB35 2886 + 9150
0.004
(UL female 1849 + 8670 1817 &+ 10711 1980 + 12277 18006 & 11.117
WBe male 1930 4 242 865 + 227 8131 + 2073 8807 + 3280
(10°/ut) -
# female 9437 + 288 822 + 356 835+ 268 8008 + 278
Neutrophils  Male 674220 40 20 A0 266 5178 255
005
3
(10°/M8)  tomale 6001 4 258 4180 + 3510 484 + 288 4819 + 258
g male 1268+ 14%  134%5 + 1135 1320 4+ 270 13507 + 15
021
(0/dL) fomale 11712+ 147 11300 £ 3255 1232+ 169 11766 + 2182
Slatelot | MAle 3084+ B30 00+ G787 KRG+ BET  XBH + 168
(10°%/ut) ns
# female AR + 14095 08N + 1BF 02 + BE 2608 + 110L
Sor male 1016+ 021 100+ 028 108+ 0481 120 + 1.130
0.068
(Mo/dL)  (emale 095 + 0851 0789 4+ 0751 095 + 0654 0940 + 0658

a) Values are means(tstandard deviation);

aminotransferase; WBC, White blood cell: Hg, Hemoglobin; Scr, serum creatinine.
* . repeated measures ANOVA

Collection @ chosun

_57_

AST, Aspartate aminotransferase; ALT, Alanine



0l et AST, ALT, WBC count, neutrophils count, hemoglobin, platelet count,
Scra=XIE ZASH Zt, 65M 018Dt 65M1 OIAUIA &3 DIARIXt(anti-TNF) HIX
E &0 & = platelet countBt0l Rolet HIE 2L 65A DIBHOIM 2CH 65Al
Ol&OIA SELUARIX (anti-TNF) MHE FOHOIUE W <4=S F0 XM(368.06 +
130.51 vs 372.62 + 102.44 10°/1£)1t HIW&tK S0 1501 S(307.24 + 111.29
vs 235.52 + 77.78 10%/m)0l SoGH 2AGIR D, 51 £0 3 (306.84 +
126.39 vs 129.43 + 56.755 10°%/ue) EAT 2XF JbE 20| 2ASHACHP=0.013).
21 2 AST, ALT, WBC, neutrophils count, hemoglobin (

E LD ARI X (anti-TNF) HMA F 0 Lo Blate A0 IS 2R LUCH

Ol0l CHEt Xt== Table 2801 M AlIGHRILCY.

W

Hg), serum creatinine2 &

-
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Table 28. G 2 SZSLDARIXH(anti-TNF) HIAH £ = B 23 21Xt
QAL B3
Variable @ baseline 3months 9months 15months p-value”
651 DIS 10207 + 6723 249 + M6R 6776 + 5058 22430 + 12810
AST -
(U/L) 654 OIA 19015+ 6106 1872+ 560 20086 + 7408 22460 + 1073
AT 65M OIBF 18724+ 98M 0664 + M7 22054 + 31453 19884 + 9467
0509
(U/L) 651 OI& 1863 + 11017 1820 + 8365 10465 + 9557 195056 + 14500
65M OIOF 9314+ 2745 8373 + 3344 83 + 289 8567 + 2737
WBC -
; .
(10°/48)  Gopl Ol&r o7 + 264 8306+ 2057 7918+ 250 7407 + 368
Noutrophils  O5M DIEF  6¥8 L 2464 45+ 34D A6 280 5190 £ 218 .
) .
(10°/K8) G5kl OlAF 507+ 268  42% 4+ 2731 3960 4 275 3984 + 2181
65M OIOF 1247 + 1468 1197 + 312 02584+ 2187 12551 + 1740
Hg (g/dL) 0.066
65M OIAF 11804 + 166 12491 + 138 13088 & 1888 11767 & 3227
65M OIOF 36806 + 19051 3684 + 12639 M50 + 1238 30724 + 111.29
Platelet 0013
X .
(10°/48)  Gopl Ol&r 37062 + 1044 12943 + 5675 27962 + 708 2652 + 7778
Sor 65M OIBF 09 + 05M 087 + 0687 1012+ 6B 1066 + 0953
0.788
(ma/dL) g5 o1&k 007 + 0145 084 4+ 0341 094 + 0158 0958 + 0311
a),Values are means(tstandard deviation); AST, Aspartate aminotransferase; ALT, Alanine

aminotransferase; WBC, White blood cell; Hg, Hemoglobin; Scr, serum creatinine.
* . repeated measures ANOVA
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SHE WALl Rt (ant i-TNF) HIKI2t DMARDsSl HEA=Z2 |R&0l AST, ALT, WBC

count, neutrophils count, hemoglobin, platelet count, Scr==XI2 Y30 HEFO|

U=XE EALSH Zt, serum creatinine X8 R U BSIct= H2E TALE
UL, A== FH = &IJI=s KNHQ! serum creatinine0| EAHRAE HUHUK= LU
KBk, MIXE XIZ&otAl %22 OMARDsE EES ofgEs Il 4= FOW = serum
creatinine #=XIJF MIXE Z&& ZEC O 0| ASoidD, SSAAFRIXE
(anti-TNF) HINE S=2=2 AIZGIRE <= S0 15018 = serum creatinine ==

X 240t CHP=0.016). B AQIXH(anti-TNF) HM2At HESH OMARDsSl BF
2 JH==0fl (et AST, ALT, WBC, neutrophils count, hemoglobin (Hg), platelet count
O #=Xle= 42 0 MY Hlwoto K28t X0IJF SHRACH. Ol TSt IHE2= Table
2901 MIAlSHRACE.
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Table 29. & & OMARDSOl 2 & ELAIRIXt(anti-TNF) MK £0 & 2XE Aol Jab=x| B3
Variable? baseline 3months 9months 15months p-value®
Anti-TNF 14.900 + 0.000 20.40 £ 0.000 18100 £ 0.000 19200 £ 0.000
Anti-TNF+MTX 18999 + 6.637 2400 + 3431 26.748 + 50.897 232 + 135%
(ﬁ?[) Anti-TNF+other DMARDs 20.082 + 4891 2527 + 18134 289%4 + 919 20564 + 5024 0.9%
Anti-TNF+MTX+other DMARDs 17629 + 3437 17.51 + 2461 18586 + 4723 2678 + 9.208
Anti-TNF+2other DMARDs"” 27.7%0 £ 16900 2.3 + 14779 18155 4+ 1.4% 23650 + 5586
Anti-TNF 13.700 £+ 0.000 14.30 & 0.000 25100 £ 0.000 26.100 £ 0.000
Anti—-TNF+MTX 18367 + 9.0% 2482 + B30 23.3% + 31.666 19638 + 11.082
(ﬁi) Anti-TNF+other DMARDs 20591 + 13233 3D + 022 19.382 + 9.8001 20300 + 9110 0.861
Anti-TNF+MTX+other DMARDs 15,071 + 7.019 16.04 + 6.451 17.7114 £+ 8251 22500 + 9728
Anti-TNF+2other DMARDs"” 3HI0 + 23759 17.20 + 6.78 11.050 £+ 1.202 11.400 £+ 8202
Anti-TNF 8565 + 0.361 12965 + 3634 10615 + 1.464 890 + 0905
Anti-TNF+MTX 9.367 &+ 2816 818 + 330 8109 £+ 2919 830 + 31}
(1V(\)/3E;(;) Anti-TNF+other DMARDs 942 + 2%5 850 + 1.98 8718 + 2.065 7391 + 248 0.378
Anti-TNF+MTX+other DMARDs 9841 + 1.063 9.38% + 1813 9491 + 2228 8884 + 2561
Anti—-TNF+2other DMARDs"” 9415 £+ 087 7.086 £ 0615 6410 + 118 7015 + 1.605
Anti—-TNF 558 + 1.08 92% + 52% 7420 £+ 1.768 6.615 + 28%
. Anti—-TNF+MTX 6.239 + 2525 392 + 3318 456 + 2.861 5005 + 2616
Ne:l(t)rgc/)zz)lls( Anti—-TNF+other DMARDs 6.766 + 2459 4673 £ 2.809 4888 £ 234 4802 + 1.851 0.545
Anti—-TNF+MTX+other DMARDs 6.221 + 3.152 475 £ 332 3411 £3437 4207 £ 3365
Anti—-TNF+2other DMARDs"” 580 + 438 4810 £ 1.006 418 £ 1.025 435 £ 1.308
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Anti-TNF 13200 + 0000 13800 + 0.283 13400 + 0.707 13200 + 1.131
Anti TNF=+MTX 1.985 + 1567 11.85 + 3111 12561 + 2234 12272 + 2.8
(;ju Anti-TNF+other DMARDs 12438 + 1440 13042 + 1.761 12883 + 2144 12650 + 1.765 0984
Anti-TNF+MTX+other DMARDs 12529 + 1,089 12457 + 0,680 13257 + 1.302 12743 + 0.966
Anti—-TNF+2other DMARDs"” 1,700 £ 1.273 13650 = 0.778 13550 + 0636 13700 % 0.707
Anti-TNF %75 + 106773 19050 + 139300 21250 + 157,68 20700 + 17398
Anti TNF=+MTX I8 + 18566 657 + 116.85 59 £ 100029 2920 + 1132583
(F:'g;/e/'l‘zt) Anti-TNF+other DMARDs 39,17 + 157.6%4 883 + 13230 67 + 73102 263,08 + 87508 0730
Anti-TNF+MTX+other DMARDs 3857 + 89643 643 + 693 BT+ 71907 IB5T £ HII8
Anti-TNF+2other DMARDs"” 425) + 24749 27650 + 41.719 2850 + 20506 17750 & 16.263
Anti-TNF 08% £ 0.071 0440 + 062 0.7% + 0.120 0.79 + 0127
Anti TNF=+MTX 08% + 0.164 0811 + 0310 0922 + 0193 0911 + 0211
(ij;L) Anti-TNF+other DMARDs 138 + 1234 12%5 + 1643 1588 + 1.619 1962 + 2351 0016
Anti-TNF+MTX+other DMARDs 1.004 + 0.166 1.051 £ 019 1027 £ 0220 1097 £ 0.2%
Anti—TNF+2other DMARDs" 088 + 0120 090 £ 0000 090 + 0127 090 + 0042

a) Values are means(+tstandard deviation); b) Anti-TNF +2other

aminotransferase; WBC, White blood cell; Scr, Serum creatinine; Hg, Hemoglobin; DMARDs, Disease—modifying antirheumatic drugs, Anti-TNF,

anti-tumor necrosis factor.

* . repeated measures ANOVA
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SEL WAL (anti-TNF) HIM AIZ Al 2Y 08 J[2H0l

AST, ALT, WBC count,

neutrophils count, hemoglobin, platelet count, Scr==XI2| Hat0 F&0l U=KXE
2tE EOpst Z0H, 2 YAX2 B0 R28 X0l LATX LUACEH. OI0 CHE
4 ZIHE Table 3001 HMIAIGHACEH.
Table 30. S LWALCIXH(anti-TNF) XA AIE Al &Y 02 D2t e &S
2t OISl Yab=X| H3t
Variable ¥ basel ine 3months 9months 15months p-value”
AST 54 0]gr) 18.70 £ 5.617 0.6 + 11.797 20.39 + 6.88 0.9+ 7.4% 0411
(U/L) 54 0| &t 19.355 £+ 8.041 B3 + 857 P.36B £ B3R 2886 £ 17.347 .
ALT 54 0|gt 17.86 £ 7.91 2.3 + 21.010 18.82 £+ 9.214 19.29 £+ 9.283 0.5
(U/L) 54 0l &t 18.861 £ 11470 B.85 + 60.87 DI £ B4 18.67 £ 9.29
WBC 54 0|gt 9.647 £+ 2.810 8.83 £+ 3.18 8.22 + 2.80 8.32 £ 3.317
(10°/42) 514 Ol&F 90+ 240 8.077 + 3.0% 8.40 + 287 8.157 + 258 b
Neutrophils 5% 0Olg 6.36 £+ 2.57 460 + 3.44 4486 + 275 4.757 + 2.5
(10°/18) 54 0l &t 6.206 + 2.3% 3.78 £ 3.3 458 + 2.%1 519 + 2.487 -
Hg 54 0|gt 2B £ 1.2% 12.00 £ 2.718 2.663 £ 2.30 232 £ 2.29 -
(g/dL) 54 014 1179 + 184 2.173 + 270 12607 + 2.08 1248 + 2.051
Platelet 54 0]et 6.0 £ 125.60 3073 £ 12.32 0.0 £ 18.32 .46 £ 106.374
(10°/ue) 54 0|4 30.73 £ 2.3 .8+ 11053 P&+ BA 28.27 + 115.0%6 VE
Scr 54 0|et 1.011 = 0.608 097 = 0.70 1.0°2 = 0.80 1.1 + 1,12 051
(mg/dL) 54 0|4 080 £+ 0.1% 0.7% £ 0.314 098 + 0.1 0.889 &+ 0.211
a) Values are means(=£standard deviation); b) SE LU AIIXt(anti-TNF) KA AIZ Al Y 0]

s J|2+0l 54¥ 0]2toel
WBC, White blood cell: Scr,
* . repeated measures ANOVA

O -
%:‘Ty
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(patient global assessment), Scl& Z8& EIt (physical global assessment), XiJt
HotEl Scld XO0N (self assessed physical disability)0l CHEt HBEE QARII=S
Soi 2 & AUA HEE AR 209 BI2ES Te)ls oYL JL, =2 a7
= U AS2ESH JIEF0UAM HAIS SSLDARIXH(anti-TNF) HH S0 =

O

OtE A <(swollen joint count & tender joint count)2t ESR,

b e=el s

CRP2l B3t 2&E A= FO MUl Z=AStD 20 JIE0AM HMAIS S0 = 30HE, 9
JHE, 15003 =2 a2 UE 2F FototAbt=0 220t ATt & = AT, a7
2, N 22 2F0AM S € &S 28, ESR =X= S AI X (ant i-TNF)
MK F04 3HE =0l R2AoHH 2406t0 150HBNK & ¢S 2t NSEHATH
(Table8). Ol= ARMADA, ATTRACT, Tempo S2 Ol ¢+ ZUM 20E A 20l
SFOEIA 22F SX0IA eSS AR (anti-TNF) MM S S5 LSet 2

DOICH 2 et 2 HRNAE Y 0|20l 54 OISHA SE LI AR
ti-TNF) HMXZE

(an £
X BCH ESRO| O ZAGHRCH [
5=

2! 2N BOIEIA 2ARAEOl X2E ASH XS XI|RH
HIFOl SEAWAIR(anti-TNF) MKC S0l ZEHo =4 25 2 FUE
AlE REBH0I US A2 ALREICH. ARMADA, ATTRACT, Tempo So Oi2f &I}
24-54Z=0| ZI|2H0fl ZE AN SEADACIKHanti-TNF) MM S0 3 AAN 5
s % OtMdE g3 ¢H, =z 248 Ss0 tigt A= Choi, Byung Ryul,
et al2t 2EUBAHRA 2A2= AAAIE XZ 0 258 3-12F29 )2t oA
DWS0H0| BN QJUCHZHO® mety, 2 o1p)t QRIIES 0|88 A AP
0171= &Lt 2F 603 SQF ZI(2H0l 2 Ol SE LA XHanti-TNF) ME S =&
Ol Hlm 2AN0|D, 2002 Az & SHEADARIXHanti-TNF) RIH S
YA S52 UZEGD AMHS A2 AR & HIIGIACHE UM 2 AR 29
Ob ACH. 22 SZ AW ARIXH(anti-TNF) RIAO 28 S0 0¥ JIES A2 S0
= 3HE S0l 229 BI2EZ2 X ASHH Table 30IA HAISH BIOIXIA O £&H o
SEE0 20| T, 0 = 6HKHOICH HItot 229 At BI250| K&sE [ &
S0 QIFECH P =2 oinol AWM BEHOAE JIENs HLSHKILH, infliximab
S0f ZOAM CRPII %22 S0 FM0l= 2.533+2.327 mg/dLOIRD, S04 3ME =0
1.087+1.337 mg/dL2 ZABHRCIIE, S0 9HE S0l= 1.66+4.659 mg/dLE ZItotY

Ct. Soyoung Won, et al/. & 1000 Li2tel J|OIEIA 2HEA SHXUHA SS2 AL
A

(anti-TNF) MHE S0 Al 2820 9 JIE
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