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Lobenzarit Disodium superoxide(O2 ) hydroxy radical (OH ) singlet oxygen

(102)
1 T subset
PGE:2
2)
1976 RA
RA 3 RA
1983 4 1986 3 1
1994 3 4 14 2
RA V.3.(5)2)
V.3.6) 1)
in vitro VI.2.
124 7472 926 1,388 2566 3.34
166 2.22 121 1.62 109 1.46 97 1.30
84 1.12



®  40mg ®  80mg

CARFENIL®Tablet 40mg CARFENIL® Tablet 80mg

3
N-(2-Carboxyphenyl)-4-chloroanthranilic acid disodium
1
(JAN)
2

Lobenzarit Disoium (JAN) lobenzarit (INN)
-fenamate -profen

-arit

COONa Cl

awa

COONa

C14HsCINNa204
335.65

Disodium 4-chloro-2,2-iminodibenzoate (IUPAC)
CCA

63329-53-3



2
99.5
3
(CRH) 8 RHS85
4
320
5
pka 3.2 5.1
6
pH pH
4.0 100/0
7.0 1/99
9.0 1/99
10.8 1/99
.
E (299nm) 409.3 —100000
E (222nm) 759.1 —100000
pH pH7 pH9
( %)
36 99.7
40 6 98.9
50 6 98.5
25  RH75% 27 98.9
40  RH75% 6 99.2
6 98.9
60 99.5
pH7 100 10 100.7
pH9 100 10 100.3




2 360

L1

COONa COONa
H:

OH
ibamil—1, 11—-2
COONa COONa OONa COONa
H: H:
R U COONa
Cl cl NH
COONa COONa
I

COONa



40mg ‘

80mg

E ® ARITE x = i

= | ®0 =

8.6mm 9.2mm
3.8mm 4.2mm
240mg 312mg

pH

80

40mg C-14A 40
80mg C-14A 80

pH
Z10) s o V- SO UPT PP 40mg
B0MG.eiveiriiriiiiiiiiieieieiae s 80mg

6000



4D
@

10

25 RH60 80 mg 72
25 RH60 40 mg 72
25 RH75 80 mg 24
25 RH75 40 mg 27
40 40,80mg 6
50 40,80mg 3
40 RH75 40,80mg 6
40,80mg 6
40,80mg 60
50rpm pH 6.8
40mg 30 80%
80mg 30 80%
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12

13

14



1 240mg 3
<
2009 4
87 642
124 518 642
108 488 596
16 30 46
36/108 144/488 180/596
/ 33.3% 29.5% 30.2%
67/108 262/488 329/596
/ 62.0% 53.7% 55.2%
75mg/ 240mg/ inert placebo
3) 124(6) 660 1983
7 120mg 1 2 120mg 1 2
240mg/ 5 2 360mg/ 5
1 1
Vital sign



240mg 3

B))

classical definite RA
6 3
30
150mmHg
Westergren 25mm
6
3
3 D-
16
C 8mg 1 3 16
P inert placebo 1 3 16
1 2 75mg/
Lansbury
C 124 P 122 C 108
109 C 123 P 119
C P p 0.001 p
0.05 C p 0.05
C 4
8 P 4
C 8
2 4 12 16 Lansbury



8 12 16 CRP 8 C P
C 331 P 213
C 21 169 P 13 107
3 124(6) 660(1983)
3 1 1992 2 29
2524/6363 | 420/6363 | 2104/6363 | 2291/6363 | 1548/6363
(39.7%) 6.6 ) (39.7 ) (75.7 ) (100.0 )
144/488 29/488 122/488 118/488 226/488
(29.5 ) 45 ) (29.5 ) (53.7 ) (100.0 )
36/108 3/108 33/108 31/108 41/108
(33.3 ) 2.8 ) (33.3 ) 62.0 ) (100.0 )
X Z-test 0.01 Mann-Whitny 0.01
N S 0.01
)
1 (52 2337
41.4 51
51 1546/3997 | 261/3997 1285/3997 1420/3997 1031/3997
(38.7 ) 6.5 ) (38.7 ) (74.2 ) (100.0 )
5 967/2337 | 157/2337 810/2337  860/2337 510/2337
(41.4 ) 6.7 ) (41.4 ) (78.2 ) (100.0 )

10



6 6 , 11 11 X Z-test
1747/3876 433/1243 315/1166 881
(45.1 ) (34.8 ) (27.0 ) 0.01
86/215 44/189 50/190
(40.0 ) (23.3 ) (26.3 )
78
probable definite classical
classical definite probable possible
1279/3559 911/2149 278/514 39/97
(359 ) (424 ) (54.1 ) (40.2 )
136/471 44/125
(289 ) (352 )
X *test 0.01 0.01
0.01 0.01
ARA 44
1
120 120 240 240 240
X Ztest
131/361 588/1546 1793/4423 9/23 N S
(36.3 ) (380 ) (405 ) (39.1 )
mg

11



4)

1)
(a)

(b) NZB/W F,

(c) MRL/¢

2)

PGE:2

RA
RA

[ ccazz=—n) |

/N

Direct Indirect
Immunoregulation Immunocregulation

@@ =7
7%

Immunocompetent B )
cell function Angiogenesis
CCA
5,6)
9
7,8
6 8
IgG 9,10)
writhing
in vitro 2)

12



3)

4)
(a)

(b)

5)
(@9

(b)

Lyt2

5,11,12)

NZB/WF,

Lyt
(

(

C3H/He

14)

Con A

13

16)

15)

24
) Fey

13)

OKT8

SRBC(

12

Fep



1)

2)

3)

10 1 240mg 12 (1 8

20p g/mL
17
(3
14 80mg 1
1.9 20.5 g/mL
94 18)
57
o 2
H
15}
i
E o
u
5 5} \/
~ /\i
° S PR
ANT x=— kG %OKE (hr)
tmax(hr) | Cmax(u g/mL) | tiethr) | AUCQ g hr/mL)
80mg 1.9+ 0.6 20.5+ 3.8 9.4+ 1.2 174.0+ 33.2
(mean+ S.D.)
240mg/ 5 Trough (
) 4 23 24y g/mL 19)
Trough (M g/mL) (Meant SE n 6)
Day 4 Day 5 Day 6
23.6+ 1.4 22.6+ 1.3 23.9+ 1.7
10 240mg
8 20 g/mL 17

14

12



30 F
Jiid
g
w 20 +
7y 10 10
B
Iﬁ 10
mé
0 . ) .
0 4w 8w 12w

ANT 2 =~ I

5mg/kg
20)
)
5 80mg

1.50hr? 5 80mg )
0.15hr? 5 80mg

1.69mL/min 5 80mg

2.12mL/min 5 80mg

3.81 mL/min 5 80mg

15



80mg 1 2 6.6
99.5 20

160mg/body
(AUCo-24P.0./AUCo24L.V.x 100) 86.4

1

14C- 1
2

14C-
12
3
14Q-

9 23)
4
5

14C- 1

16

23.74 g/mL

1/10

22,23)

24



30 24
23)
“e- (8.80u Ci/11.5mg/kg) 1
%
Tissue % of dose
0.5 2 6 24(hrs)
Brain 0.043+ 0.005 0.023+ 0.006 0.016x 0.003 0.005+ 0.000
Eyes 0.011+ 0.001 0.008+ 0.001 0.012+ 0.002 0.002+ 0.000
Thymus 0.046+ 0.007 0.035+ 0.008 0.026+ 0.005 0.004+ 0.000
Lung 0.300+ 0.024 0.151% 0.023 0.176+ 0.049 0.026+ 0.003
Heart 0.227+ 0.047 0.066+ 0.009 0.077+ 0.009 0.013+ 0.000
Liver 4.627+ 1.254 1.158% 0.076 0.798+ 0.044 0.149+ 0.021
Spleen 0.099+ 0.017 0.038+ 0.004 0.023+ 0.004 0.006+ 0.001
Pancreas 0.155+ 0.012 0.071+ 0.009 0.049+ 0.011 0.008+ 0.000
Kidneys 2.544+ 0.317 0.950+ 0.233 0.460+ 0.044 0.075% 0.004
Adrenals 0.008+ 0.001 0.004+ 0.001 0.003+ 0.000 0.001+ 0.000
Testis 0.218+ 0.054 0.231+ 0.039 0.221+ 0.009 0.037+ 0.007
Gastrointestinal tract 8.218+ 0.970 3.971+ 0.176 1.845+ 0.377 0.159+ 0.005
Contents of Gastrointestinal tract 32.474+ 4.602 44.228+ 15.199 27.212+ 5.452 0.966+ 0.289
Blood 11.495+ 0.873 5.544+ 0.700 3.612+ 0.472 0.671+ 0.066
Urine 3.543+ 0.743 14.285+ 6.700 32.863+ 4.875 53.874+ 1.246
Feces 29.765+ 2.129
Carcass 33.493+ 2.189 23.5641+ 6.156 21.074+ 1.726 3.778+ 0.292
Total 96.573+ 1.055 94.303+ 2.110 88.464+ 1.706 89.534+ 1.201

H

CYP450

OO
@«Q< 5

COOH

NH

OH

17

4

+ SE




14C-

54.9

30.8

14

11.5mg/kg

14.9
23)

80mg 1
26.5

18

18)

24

24



)

@)

®)

VII 2.(7)

19




7,472 926 12.4 1,388 256
3.34% 166 2.22% 121 1.62% 109 1.46% 97
1.30% 84 1.12%
0.1% 0.1%
24)
BUN
0.1 5% 0.1%
BUN
AST(GOT) ALT(GPT)
Al-P

20




1986.3.1 1992.2.29
813 6659
195 731
314 1074
23.99 10.98
140 (17.22 ) 467  (7.01 )
67 (824 ) 189 (2.84 )
42 (517 ) 124 (1.86 )
33 (4.06 ) 88 (1.32 )
8 (098 ) 18 (027 )
18 (221 ) 79 (119 )
2  (0.03 )
1 (0.02 )
5 (0.62 ) 25  (0.38 )
10 (123 ) 20 (0.30 )
2 (0.03 )
11 (135 ) 22 (033 )
1 (0.02 )
14 (021 )
1 (012 ) 1 (0.02 )
1 (012 )
1 (0.02 )
1 (0.02 )
3 (037 ) 6 (0.09 )
1 (0.02 )
5 (062 ) 5 (0.08 )
2 (003 )
1 (0.02 )
1 (012 ) 4  (0.06 )
1 (0.02 )
1 (0.02 )
1 (0.02 )
10 (123 ) 42 (0.63 )
51 (6.27 ) 144  (2.16 )
37 (455 ) 72 (1.08 )
22 (271 ) 62 (093 )
12 (018 )
7 (011 )
6 (0.09 )
1 (0.02 )
3 (037 ) 5 (0.08 )
1 (012 ) 1 (0.02 )
1 (012 )
1 (0.02 )
1 (0.02 )
2 (025 )
6 (074 ) 109 (1.64 )
39 (059 )
BUN 39  (0.59 )

21




1986.3.1 1992.2.29

18 (0.27
(0.02
(0.21
(0.02
(0.06
(0.06
(0.02
(0.05
(0.03
(0.03
(0.02

2  (0.25 )

—
— N

4  (0.49 )

7 (086 ) (0.87

0.42
0.12
(0.06
(0.06
(0.05
(0.09
(0.03
(0.05
(0.03
(0.03

DO [ Ot

4  (0.49 )

1 (012 )
0.37 )

0.20

—

(0.08
(0.02
(0.08
(0.11
(0.02

AST(GOT)
ALT(GPT)
y -GTP

7  (0.86 ) 1 (0.18

R BN e N N I N i N R N N N I N I i N N e N4

(0.09
(0. 02
(0.08
(0.02
(0.02

4  (0.49 )

~

0.25 )
1 (012 )

1 (0.12 ) 0.12

0.11
(0.02

1 (012 )

0.06

0.06

0.06

0.0
(0.02
(0.02

0.05

(0.03
(0.02

(0.03

(0.02
(0.02

DN (D= DW= = NR(R(RH Q0 = O N 3 0t~ O w(DD DD Wb O Wk i~ 00 0|0 DN DN W

~ [ N [ | N

1 (012 ) 0.0

22




60

1986.3.1 1992.2.29
2 (003 )
1 (012 )
2  (0.03 )
1 (0.02 )
1 (0.02 )
4 (049 ) 2 (0.03 )
2 (.25 ) 1 (0.02 )
1 (0.02 )
2 (.25 )
1 (012 ) 1 (.02 )
1 (.02 )
1 (012 )
2 (025 ) 1 (.02 )
1 (0.02 )
2 (.25 )
1 (0.02 )
1 (0.02 )
3 (.37 )
3 (0.37 )
1986 3 1 1992 2 29
60 60
392/4009 338/2648 X’ tegt%
9.78 ) (12.76 ) )
6 , 11 11 X *test
405/4046 142/1300 175/1230 0.01
(10.01 ) (10.92 ) (14.23 ) 0.05

23
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11

12

13

14

15

16
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@

PTP

PTP

PTP
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25)

K+

1
barbital
(300mg/kg p.o.)
(300mg/kg p.o.) (30mg/kg iv)
2)
(30mg/kg iv)
(1mg/kg iv)
(60mg/kg iv)

3)

(30mg/kg 1iv)

( 30mg/kg iv)
(30mg/kg 1i.v.) BaSO4
(300mg/kg p.o. (104M)
(3% 104M)
4)
(104M)
(1 id.) (1 s.c.)

5)

7 (50mg/kg ) K+

bromoethylamine hydrobromide
puromycin aminonucleoside 2bmg/kg
50mg/kg BUN 50mg/kg
( ) (10mg/kg iv)
(30mg/kg iv)
6)
(100mg/kg 28 p.o.)

7

(300mg/kg p.o.)

25



in vitro(5x 104M)

ex vivo(100mg/kg p.o.)

(103M)
LDso (mg/kg) 20
820 500 405
740 515 320
1,200 455 435
1,150 314 263
(12.5 400 mg/kg 28 p.o.) 400mg/kg
50mg/kg 400mg/kg
27)
(12.5 200mgkg 6 p.o.)
BUN Al-P
3 28)
( ) ( )
29)
1)
25)
2)
Schultz-Dale PCA
30)
3)
Ames 3D

26



40mg
80mg

PTP

1986

14

3

500
100

1

PTP
500

40mg 80mg

PTP

27



10

11

12

13

14

15

16

17

1986 3 1
40mg 16100AMZ01101 80mg 16100AMZ01102
1986 6 19
1994 3 4
14 2
1986 3 1 1992 2 29
HOT®© )
40mg 101011401 1149020F1024 611140688
80mg 101012101 1149020F2020 611140689

28




© 00 30 Ot i~ W DN+

W WNDNDNDDDDNDDDNDNDNDNH = ===
H O © 030 Utk WNHFH O ©OW-=10 U ik whH+HOo

5(1) 37 1985)

4(3) 239 1984
124(6) 660 1983
Clin Rheumatol.,,1 152 1988)

Ohsugi, Y. etal. J Pharm Pharmacol.,29 636 1977

3 2) 158 1983

Ohsugi, Y. etal. J Pharm Pharmacol.,30 126 1978

Nakano, T. et al. Immunopharmacol.,5 293 1983

Abe, C. et al. The Ryumachi 21 suppl. 165 1981

1(1) 145 1980

1(4) 502 1981
15(3) 242 1983
24(1) 3 1984

Ohsugi, Y.etal. Int J Immunotherapy,1(2) 85 1985

58(3) 977 1981
10(11) 6467 1982

Pro Med.,11(6) 1531 1991

26(5) 695 1983
26(5) 687 1983
19(11) 967 1987
15(12) 5165 1987
15(11) 4579 1987
15(11) 4587 1987
15(11) 4633 1987
15(12) 5193 1987
1981
17(11) 3507 1983

29

1983

(1985)

1982

P67 1985
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