Clinical Medication Journal

NEHS: 1672-3384 (2005) —01-0001-008

[ ] BB HE®
BERER  (JEE 100853)

[ ] R977

9
(rheumatoid arthritis, RA)
- , (tumor necrosis

factor, TNF)
Adalimumab -1

Etanercept, Infliximab
(interleukin—1
receptor antagonist, IL-1Ra) Anakinra

(the Food and Drug

Administration, FDA) RA, ,
TNF CDP870
TNF 1 (polyethylene—glyco-

lated recombinant human soluble TNF receptor type 1)

0

o

1
1.1 TNF
1.1.1  Etanercept ( Enbrel ®)
, TNF
(P75) IeG, Fe o Etanercept
R TNF —a (lymphotoxin—a)
, TNF TNF
oy , Etanercept
, TNF ,
) TNF
2, 25 RA ,
(25mg) Etanercept T,
4d, Etanercept (1.1+£0.6)

pg/mL, (69+34) h,

Etanercept N )

[1]

o

1.1.2  Infliximab ( Remicade ®)

, (¢ )

v ), TNF ,
- o Infliximab
TNF , TNF TNF
TNF °
, Infliximab
TNF ,

TNF LRI , Lorenz ©J

RA Infliximab (10mg/kg)

’

, Infliximab
TNF o
RA , Infliximab (3mg/
kg  10mg/kg ), Infliximab T,  8~9.5d,

RA ;
, Infliximab Ty,
. Infliximab T, 4 8
Infliximab (3~10mg/kg) ,

[1]

o

1.1.3  Adalimumab ( Humira ®)
TNF o ,
Adalimumab TNF , TNF
TNF , TNF
° TNF ,



Clinical Medication Journal

Castleman o
my 89 0.5~10mg/kg RA 1.4 CD20
, Adalimumab T 11.6~ Rituximab ( Rituxan)
13.7d™, CD20 , IgG,
12 IL-1 Kappa - CD20 B B
, Anakinra B )
RA IL -1 IL-1Ra, , B , Ritux-
Anakinra IL-1 o imab . CD20* B
Anakinra IL-1 o Rituximab
IL-1 o , CD20'B Hodgkin ,
-1 50%, , RAFL
Anakinra, Anakinra  IL-1 100, 1.5 T
o RA T 4-
, Anakinra (cytotoxic T lymphocyte antigen 4—immunog-
1~2mg/kg 3~7h . , Anakinra lobulin, CTLA4lg) , 2
T, 4~6h, 24 RA o CTLA4Ig ,
SRR CD28 B7-1 B7-2
1.3 IL-6 5] o T CD28 ,
Atlizumab [ Actemra™ (MRA) ] CD28 T iy 1
Chugai DNA 7 o
IL-6 (anti-IL—-6 receptor, anti— 2 RA
IL-6R) . MRA 2.1
IL-6R , IL-6 Etanercept 25mg,
o RA . N 2, o Infliximab
1
Etanercept TNF TNF TNF s 4d
- IsG,  Fc TNF TNF
Infliximab TNF TNF / TNF s 8~9.5d
TNF TNF
Adalimumab TNF TNF TNF TNF 11~13.7d
TNF
Anakinra 1L-1 1L-1 4~6h
1L-1
Atlizumab IL-6R IL-6R
1IL-6 IL-6 IL-6R
Rituximab B B CD20 / B B CD20  3.2~6.8d
CD20 CD20
CTLA4lg B7 . CTLA4 CD28 B7




Clinical Medication Journal

3mg/ke, 2 6 (3mg/ 4 ACR20,
kg), 8 (3mg/kg) , ACR50  ACR70 (781,
, Infliximab 10mg/kg, Infliximab ~ MTX
4 o Etanercept , MTX RA . MTX
Infliximab (Methotrexate, MTX) Infliximab (3mg/kg, 1 /8 ) , 2% RA
o Adalimumab ACR20 , MTX
40mg, , RA 2 17% ACR20 e
o Anakinra Adalimumab  MTX RA .
100mg/d, o MTX 24 , MTX Adalimumab
, 2 (40mg  80mg) , 66%
Anakinra (disease modifying ACR20 , 15% MTX
antirheumatic drugs, DMARDs) o ACR20 o
Atlizumab RA , Adalimumab (40mg, 1 /2 )
RA 4~10mg/kg, 4 1, , MTX, 12 ,
3 o Rituximab RA , 71.2% ., 50.8% . 26% ACR20, ACRS50,
Edwards : Rituximab (1 000mg) ACR70 . 11
15 MTX  CTX Adalimumab DMARDs RA
RA, CTLA41Ig , , 544 RA
RA ay 2 Adalimumab (20mg, 1 / 1 2 )

6 RA o Adalimumab (40mg, 1 / 1 2 ) . 6
2.2 (American College of Rheum- , Adalimumab ACR20  ACRS50
atology, ACR) RA fy

, Etanercept RA , Anakinra
RA , Etanercept RA o ( 150mg/d) 24 , 43%
DMARDs RA , ACR20 , 27% ACR20

Etanercept (25mg, 2/ ) 6 , 59% o Anakinra MTX ,

RA ACR20 ( , 506 RA
20% ) , 11% Anakinra (100mg/d) MTX  MTX ,
ACR20 o , MTX , Etanercept 24 , Anakinra ~ MTX MTX
(25mg, 2/ ) , , 38% vs 22% . 17% vs 8% . 6% vs
2 RA

Etanercept 25mg 2

Infliximab 3~10mghkg ( MTX ) 4-8

Adalimumab 40mg 2

Anakinra 100mg

Atlizumab 4~10mg/kg 4

Rituximab 1 000mg MTX  CTX




2% ACR20, ACR50. ACR70

Atlizumab RA o
164 RA Atlizumab
(4mg/kg  8mg/kg) ) 4
I, 3 o 78% (8mg/

kg) . 57% (4mg/kg) Atlizumab

[1]

o

11%

. 40

Etanercept

Etanercept

5

Clinical Medication Journal

(ankylosing spondylitis, AS)

. AS

Etanercept (25mg,

RA ACR20 (P<0.001, 8mg/kg ( bath ankylosing spondylitis functional index,
) 40% (8mg/kg) Atlizumab BASFI) | 3
1.9% ACRS50 (P<0.001) ¥, 3 20% ., 4 ,
Rituximab RA , Etanercept 80%  30%
Rituximab RA AS (P=0.004), 6
, 161 RA MTX (= AS
10mg/ ). Rituximab (1 000mg, 15 . BASFT, .
) . Rituximab (CTX, 750mg, (ESR) C- (CRP) ,
17 ). Rituximab MTX . .
o : ACR20 Rituximab Schober
MTX (P<0.025) o, . ,
CTLA4Ig , 30 AS Etanercept
. (25mg, 2/
, CTLA4Ig (2mg/kg  10mg/kg) Etanercept (25mg, 2 6
RA iy 3 Etanercept .
RA o : AS
3 TNF (' bath ankylosing spondylitis disease activity index,
3.1 Etanercept BASDAI)
Gorman M . 6 57%  Etanercept 6%
3 RA ( ACR )
RA ACRS50 ACRS50 ACR50 ACRS50
6 1 2 >3
) (
Elanercept 25mg DMARD 40 49+ 47 50
Infliximab 3megkgt MTX DMARD 4 21 NA NA
Adalimumab 0.5mg/kg DMARD 26 26 35 NA
Anakinra 150me DMARD 19 NA NA NA
b DMARD
Atlizamab (4-10) mgks RA NA NA NA NA
Rituximab 1000mg RA NA NA NA NA
Dok DMADs RA; NA:



Clinical Medication Journal

50% BASDAI
, 6
AS )

(1]

o

(P =0.004) .,

Etanercept 6

3.2 Infliximab
Infliximab AS ,
11 5 .
3 AS ,
Infliximab (5Smg/kg) ,
6.8 12 o 11
, 10 12
( ) , BASDAI, BASFI, bath
AS metrology index (BASMI) ., CRP, ESR
° 5 MRI
, 3 , 3
2 3 ,
) TNF
AS o 12

Infliximab

’ ’

Infliximab (5mg/kg) ,
39 (35~41 )

AS 3

) , 3
Infliximab T,
6 Infliximab
AS )
Infliximab ( 1 ) AS
(2] .
Infliximab ~ AS
, Braun ¥ . .
Infliximab 70  AS
o NSAIDs AS
, 0,2, 6 Infliximab (5mg/kg)
, 12
53%  Infliximab 9%
BASDALI 50% (P<0.001),
CRP o
BASFI o

[14]
o

4 TNF [s)
Infliximab

arthritis, PsA)

( psoriatic

, 1

Infliximab , o Etan-
ercept PsA . 11
I o I 60
PsA , 3 N
5 ( 10mg/d) MTX
(25mg/ ) 2 ,
Etanercept (25mg, 2/ ) 3
6

>

(psoriatic arthritis

response criteria, PsARC) 87%  E-
tanercept 23% PsARC

(P<0.001), (Etaner-
cept Vs ): ACR20 (73% vs 13% ) |

ACR50 (50% vs 3%) . ACR70 (13% vs 0%) .
N (health assess-
ment questionnaire, HAQ)

( psoriasis area and severity index,

PASI) Etanercept

. 60  PsA 50 6
, 25%
MTX , 44% o
Etanercept PsA 1T 205
N N N 17
6 o
Etanercept II
o 12 24, ACR20 .
ACRS50, ACR70 Etanercept
o 12 (Etanercept Vs

): ACR20 (73% vs 15% ). ACRS50 (38% vs
4%) . ACR70 (11% vs 0%) , PsARC,
. HAQ  PASI
Etanercept

o Etanercept

FDA PsA,



S TNF

Etanercept

[16]

(juvenile rheumatoid arthritis, JRA) ,

N

JRA
(04mglkg, 2/ )
JRA

, 69
Etanercept

26

0.003);
, Etanercept

0.001) ;

MTX
6 TNF
TNF -
disease, BD)

o 5 BD

4~17 MTX
, 3

NSAIDs

Etanercept

51 (74% ) JRA

21 (81%)
, 25  Etanercept
(28% ) (P=
, 28

116 (P<

, Etanercept

JRA °

( behcet’s

Infliximab (5mg/kg) ,

. Infliximab

7 TNF

3
ease, AOSD)
imab (3mg/kg)
8

18
8 TNF

Etanercept

(wegener’s granulomatosis, WG)

Etanercept

o

[16]

(adult onset still’s dis-

0,2.6 Inflix-

, Stone 17

Clinical Medication Journal

20 WG 6 Etaner-
cept , WG Etanercept
(25mg, 2/ ) ,

( . MTX | . N
), 6 Birmingham
Etanercept WG
9 TNF
Etanercept (sjogren’s
syndrome, SS) , Sankar t8)
12 .
o 28 Etanercept
(25mg, 2/ ) 12
, 3 2
20% , @ ; @
; @ 16 ESR, . O 3
Etanercept 1
; @ 5  Etanercept 3
12 ,
; ®
(100mlL VAS) .| IgG . Schirmer
. (van Bijsterveld
score ) Etanercep
;. @ , 12 E-
tanercept ESR (P =0.004),
18.6% )
Etanercept (25mg, 2/ ) SS
12 o
Etanercept SS R
10 TNF 1
, Etanercept FDA

RA, AS, PsA JRA

o Infliximab

’

AS. Adalimumab
RA, ,

Infliximab Anakinra



Clinical Medication Journal

TNF takayasu . \
N SAPHO .
, TNF
11
Infliximab 67 RA , 4
L2 .2 ( 8 )
Etanercept , 5 , 2 , 1
; 64 Etanercept
RA , 13 , 6 (2
4 )
Infliximah , 3 L2 1
0 TNF
14 RA , 8
(207 Hansen
1] 20 Etanercept
Infliximah RA Infliximab
73 RA o
CRP , ;
Etanercept Infliximab
Infliximab Infliximah
, 5.7 (4.4mg/
kg), 5 (3.19mg/kg)
(P =0.0006), , TNF
; TNF
12
RA
, Genovese ! 41
6 , 244
RA 3 RA

Etanercept (25mg, 2/ ) ;
Etanercept (25mg, 2/ ) Anakinra
( 100mg/d) ; Etanercept

(25mg, 1/ ) Anakinra ( 100mg/d)
31%

41%

50%ACR ;

(P=0914);

Etanercept

o ’

Anakinra Etanercept

(0% Etanercept vs 3.7%~7.4%

) ’
. , Etanercept

Anakinra s

RA,

[1] Weaver AL. Differentiating the new rheumatoid arthritis biological
therapies. J Clin Rheumatol, 2003, 9: 99~114
[2

[}

Kriegler M, Perez C, DeFay K, et al. A novel form of TNF/

calchectin is a cell surface cytotoxic transmembrane protein:

ramifications for the complex physiology of TNF. Cell, 1988,
53: 45~53
[3] Lorenz H-M, Antoni C, Valerius T, et al. In vivo blockade of

TNF-a by intravenous infusion of a chimeric monoclonal TNF-a
antibody in patients with rheumatoid arthritis. Short term cellular
and molecular effects. J Immunol, 1996, 156. 1646~1653

[4] Kempeni J. Preliminary results of early clinical trials with the
fully human anti-TNFa monoclonal antibody D2E7. Ann Rheum
Dis, 1999, 58 (suppl.): S170~S172

—
wn
—

Nishimoto N, Yoshizaki K, Miyasaka N, et al. Treatment of
rheumatoid arthritis with humanized anti—interleukin-6 receptor
antibody. Athritis Rheum, 2004, 50 (6): 1761~1769
Edwards J] CW, Szczepanski L, Szechinski, J, et al. Efficacy
of B —cell —targeted therapy with Rituximab in patients with
rheumatoid arthritis. N Engl ] Med, 2004, 350. 2572~2581
[7] Bathon JM, Martin RW, Fleischmann RM, et al. A comparison
of etanercept and methotrexate in patients with early rheumatoid
arthritis. N Engl J Med, 2001, 344 (1): 76

[8] Bathon JM, Martin RW, Fleischmann RM, et al. A comparison



of etanercept and methotrexate in patients with early rheumatoid
arthritis. N Engl J Med, 2001, 344 (3): 240

[9] Lipsky PE, Van der Heijde DM, St Clair EW, et al. Infliximab
and methotrexate in the treatment of rheumatoid arthritis. N Engl
J Med, 2000, 343. 1594~1602

[10] Gorman JD, Sack KE, Davis JC Jr. Treatment of ankylosing
spondylitis by inhibition of tumor necrosis factor alpha. N Engl J
Med, 2002, 346: 1349~1356

[11

[

Brandt J, Kariouzov A, Listing J, et al. Six month results of a

German double-blind placebo controlled, phase—III clinical tri-

al of etanercept in active ankylosing spondylitis.  Arthritis

Rheum, 2002, 46 (9 Suppl.): S429

[12] Brandt J, Haibel H, Sieper J, et al. Infliximab treatment of
severe ankylosing spondylitis: one —year followup. Arthritis
Rheum, 2001, 44: 2936~2937

[13] Braun J, Brandt J, Listing J, et al. Treatment of active anky-
losing spondylitis with infliximab: a reandomised controlled
multicentre trial. Lancet, 2002, 359: 1187~1193

[14] Van den Bosch F, Fruithof E, Baeten D, et al. Randomised
double-blind comparison of chimeric monoclonal antibody to tu-
mor necrosis factor a ( infliximab) versus placebo in active
spondyloarthropathy [ abstract]. Arthritis Rheum, 2001, 44:
S153

[15] Reimold, AM. New indications for treatment of chronic inflam-

mation by TNF-a blockade. Am J Med Sci, 2003, 325 (2):

XE4HS . 1672-3384 (2005) —01 —0008 — 06

| EBRBRAREBEERADIEN L

[ ]  R971.1
1
(PGs) —_—
(cyclooxygenase, COX) 1971 , 1991
COX ——COX-1 COX-2,

Clinical Medication Journal

75~92

[16] Criscione LG, Clair EW St. Tumor necrosis factor—a antago-

nists for the treatment of rtheumatic disease. Curr Opin Rheuma-

tol, 2002, 14: 204~211

[ 17] Stone JH, Uhlfelder ML, Hellmann DB, et al. Etanercept

[18

[19

combined with conventional treatment in Wegener’ s granulo-

matosis. Arthritis Rheum, 2001, 44. 1149~1154

[}

Sankar V, Brennan MT, Kok MR, et al. Etanercept in Sjo-
gren’ s syndrome. A twelve —week randomized,double —blind,
placebo —controlled pilot clinicaltrial. Arthritis Rheum, 2004,

50 (7): 2240~2245

Furst DE, Breedveld FC, Kalden JR, et al. Updated consen-
sus statement on biological agents for the treatment of rheuma-
toid arthritis and other immune mediated inflammatory disease.

Ann Rheum Dis, 2003, 62 (Suppl. II): Sii2~Sii9

[20] Brocq O, Plubel Y, breuil V, et al. Etanercept—infliximab

[21

switch in rheumatoid arthritis 14 out of 131 patients treated with

anti TNFalpha. Press Med, 2002, 31: 1836~1839

[

Hansen KE, Hildebrand JP, Genovese MC, et al. The efficacy
of switching from etanercept to infliximab in patients with

rheumatoid arthritis. ] Rheumatol, 2004, 31:. 1098~1102

[22] Genovese, MC, Cohen S, Moreland L, et al. Combination

therapy with etanercept and anakinra in the treatment of patients
with rheumatoid arthritis who have been treated unsuccessfully

with methotrexate. Arthritis Rheum, 2004, 50 (5): 1412~1419

(dE 100044)
2 PEHEFRFRGEDOERAFIEZMAOER  (dE5 100730)

(

] B

). 1999 ( Celecoxib,

Celebrex, ) (Rofecoxib, Vioxx,

) COX-2 ,



