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VT XY OFRKRSIGE TH B Z L FRRSICE > THE ISR TR, MERS (FIX) 7L
F—IBT AMFRRRERID I UL, MG M FERAIROMIBRE T EE L 72 E 7 16
HRELRST 3Z21ckY, MlRAASERAS I, SRS-AZL EOLEEEMEIERL, Zhb
DEHFEEMEOBE TRADT LIV F—ERVRERT 22 L S PIEh3ICE 5Tz,

19674, CoxIZ & » THAMA &N /- disodium cromoglycate(DSCG) 3L ITHMMER, 5 DAL % (Z
BMEOTF 7 4 7% —EREAHIET 3T LIV X AT, {LREEDE T S ERETER
PRAEERIZE S 20, AARBREXHERETHELE L CEKR AV h, BIFSREE LT,
ZOMERBEOL=— 75 & & H IR EBU T3, LaL, DSCCREDEE LB, & 1t
o OBRNAEL T, ARTERREIEBSREZVOTRAZKE L THWSATEY, BRERET
WAWALEIME D T TS,

ZERZOLI)ZRIEBL, BOBRSTLEDEMT VAT -ROMREL2DELT, LAWK
ENA—EDT I/ REEFBRFRAEIIDVTRAIN -V T fTol. 2OE, SIRTLLY—
DRFHEBRETIVCTH 3T v b homocytotropic antibody (HTA) IZ & 3 homologous passive
cutaneous anaphylaxis (PCA)IZxF L T 2, 4-bis(2-acetoxybenzamido) benzoic acid (AB-50)4%, &
O 5 CHELZEEMEBERT & 28D 72, AB-50DEMAMKIE, F@ L2 DSCGH % iz
THEMLTW3, L2L, DSCGLIzRL ), BOBRSTUVEM Lz L, HiMdMERsET 22 L,
ZEDERD 3K DPDOHLVWHEERET AWM T VLY —MHOMETH 5,
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B2 K G
B1E 7 I/ KREBFBBEEARO RN R EHERER

—EDT I/ EEERFEEDOINEBEMIS Iz $ 2EH 2R/ -ER, 2,4-(AB-23), 3,5-(AB
-19), XL U'2,5-bis-(salicylamido) benzoic acid(AB-27)iZ X 7 =+ 484 FDIEATuf FiE
HAREA L D £ 58WIAIMN KIGHEER 227 L 72, 3,4-bis-(salicylamido) benzoic acid(AB-22) %
2% DEBAMER 2R L 72 (Fig. 1).
F2E Ty MEREIERMEEY> SO A Y I UEREICT % Bis(salicylamido) benzoic acids®

FLE

Compound 48/8012 % 3% F v M ERIEHMEIEA» 5D X ¥ 3 V###EICx3 % bis(salicylamido)
benzoic acid DB % F /2GR, AB-2BRAB-27I ARG #BHZFICHEL, ZOERIIAEE
FlE U THWAEDSCGRA 72+ ABED bl o2, AB-198§WIEM 2R L 255, AB-2213 1%
LACIERBR& -7 (Table 1) Z® & JiZbis(salicylamido)benzoic acid $H!3 R ERIED
BT L THREMMER AR T 2T Tid s <, IR L Ty RO L BEREFE T 228
AR E N, F72 AB-23 %N L T37° T—ERFHIAE S, %L 2Mfa» 5 D Compound 48/8012
kBRI EHEITNIBEEEICIE U CHEIAD T 545, BRI R BRiEE, 3T THRE T A2 I2 LY
Compound 48/80 1233 2 RIGHEAERL 2 ICTBO RIE L 72, “C-AB-23 (7 3 FEAD 2D REK
JRFHM4C) &R B s OMHEIER 2R3 L2 #ER, EieB% L MIci YA Fh/-1C-AB
S23BOBICIZITHBEMEAS A SN2 2R5DZ EH 5 AB-23I MO E S 2 WiLHREWNIZ 2
AL, #fgZ3EE ¥ 3 Z &% < Compound 48/801Z Lk 2 MHfast D x4 3 Vil 4 HET 22 L
P R E Nz,

1004
AB-19 CONH NHCQ@
OH HO
501 CONH,_NHCoO.
AB-22 O\
N\ OH Q HO’
, COOH
o @CONH@HCO@

¥ AB-23
10- 10~ 10- 10-¢

Concentration of compounds(M) CONH NHCO
AB-27 QOH E HO’O

Fig. 1. Dose-response Relationships of

Various Compounds in Heat-induced COOH
Hemolysis.

@ : AB-23 X . phenyl butazone

O: AB-22 A AB-19

© : salicylic acid [l : mefenamic acid

AL AB-27 W . benzydamine
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Table 1. Effect of Some Bis(salicylamido) Benzoic Acids on Compound 48/80-induced
Histamine Release from Peritoneal Mast Cells

% Inhibition® at a concentration (M) of :

4 X10 1X10™* 4 X10°F 1 X10-* 4 X10°°
AB-23 88.6%+5.3 80.0%3.0 65.712.8 31.3%+2.7 0.8+0.1
AB-27 80.0+4.0 71.4%2.5 45.6%3.1 11.44+0.5 0
AB-19 22.9%1.7 0 0 0 0
AB-22 8.6%1.0 0 0 0 0
DSCG 31.9+3.2 14.3%2.0 0 0 0
Mefenamic acid 58.3+3.1 36.2+3.7 19.7+1.5 2.4%0.3 0

In the control, 73% of histamine was released from the cells.
a) Meant S. E.

% 3% Bis(salicylamido) benzoic acid$i® Passive Cutaneous Anaphylaxis (PCA) [HEMEH
HIAT LV ¥ —KIG (Coombs D) 125\ CISAMICHMIRGIC B U 72 IgE & xHIGHE & O
ARIGIZ &) MRS ICEREL 7o R4 3 v 4 EOMLHIREWREMERZFIERBS 2L A5 Tw 3,
% Z CHIEmHIRiE 2 LE/L L, Compound 48/80 12 & 2 [EiMlaL» 5 D A ¥ 3 Vil 2 HET 3
bis (salicylamido) benzoic acidJEi2D>WT, BIRKCGORENEERET NV E LTHRASRTWS
F vk ® IgE #Hi& ‘homocytotropic antibody(HTA)’ 12k 3 P CAIZx§ 2B 2T/,
Dinitrophenyl #4447 # BB 3§57 v PHTAICE 2P CAIIZKT 51ERIE Table II

Table [I. Effect of Intravenous Administration of Bis(salicylamido) benzoic Acids on
Reagin-mediated PCA in Rats

Diameter (mm)® of blueing spots evoked by

Compd. Dose?® antiserum diluted to:
(mg /kg )
1:4 1:8 1:16 1:32
None 17.6+0.9 13.840.8 10.340.6 6.2+0.7
AB-19 10 20.940.7 14.5+0.5 11.610.2 8.1%0.7
20 20.010.7 14.0x0.7 11.9%+0.7 8.0x0.9
40 10.5%1.5 8.0%0 1.0%£1.0 0
80 3.0£1.0 1.0£1.0 0 0
AB-23 10 11.8+1.9 8.3%+1.1 2.3+1.3 0
20 7.6+1.1 4.3%0,9 0 0
40 0.7£0.7 0 0 0
AB-27 20 17.8%0.6 12.5+0.8 9.3%0.3 8.0£1.3
80 9.2+0.6 5.5%0.3 0 0
AB-22 20 18.6+1.8 13.740.9 9.0%1.0 8.740.2
80 16.7x0.7 12.71+0.6 4.3+2.2 0.7£0.7

a) Compounds were administered intravenously 5 min before challenge.
b) Means £ S. E.
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AL A THY, 10mg/kg D AB/23 2 HUFES O 5 SETICHIRNGES T 3 2 L 12k ) RIGIZEE
&N, 40mg/kg TlIFEIBHEI N, AB-191320mg/kg LI FTld & - /= S BHERH 2 RE L5 =45,
40mg/kg LI L TIIHMEHER 2R L 720 AB-2712DW T3 80mg/kg THHEMRA 2R L 72 4%, AB-22 1380
mg/kg DIRS B TP MEREZRL 72T E L A o7,

RKIZTAB-23X AB-19% 7t FUftd 2 WIZ T ZF ML L B84 B 085 L, PCAICKHT 3
fEF ##3F L 7=, Table I, Fig.2 IZRL7=L 512, AB-220 YV T FNKTH 3 AB-504% » &
LIWHEERAERL 720

Fig. 2. Effect of Oral Administration of AB-23 and
Its Derivatives on Reaginmediated PCA
s 15
Reaction in Rats.
A dose of 500mg/kg of compounds was adminis-
tered orally 30min before challenge.

[ J: control, NN : AB-23, E=: AB-43,
Bl : AB-50
% 1 p<0.05 %% :p<0.01
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Diameter of blveing spots(mm)
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0OCOCH, QCOCHs h- . 4 : -16 1:32
N\ CONH, A\ NHCOv/N\ B
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OCOCH; OCOCH, OCOCH, OCOCH;
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YO0
\S s \
NaO,C” O 0" CONa
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Table . Inhibitory Effect of Oral Administration of AB-50 and Its Related Compounds
on Reagin-mediated PCA in Rats

Diameter (mm)® of blueing spots evoked

Compd. ® by antiserum diluted to:

1:4 1:8 1:16 1:32
Control 13.8+1.2 10.91+0.6 7.1%£0.6 3.3%+1.2
AB-50 11.4%0.9 7.0£0. 8* 1.5%0.9* 0
AB-24 13.5+0.6 9.7+0.2 7.210.2 3.8+0.4
AB-60 14.1£0.4 11.4%0.5 9.81+0.3 7.81+0.6
DSCG 13.6%0.1 11.610.3 9.3%+0.7 6.91+0.8

a) A dose of 500mg/kg of each compound was administered 30 min before challenge.
b) Means = S.E.
* Statistically significant difference from control; p<0.0l.

F4E AB-500HT L V¥ —{EH

AB-50 # & #35 L 7234, 100mg/kg TP C A % #0414 3 4@, 500mg/kg LI EDIRER TS
P EHERRIRD 5, &7, EEF IHBAICEAL ZBE101320mg kg THZEZ fEH & RL
72 (Table IV, V)o WHFNDBELFEEHD0MEIIZET 205 - & LR TH - 10
AB-501% IgE ##ifk ‘HTA’ 12k 3 PCAIEL Y ClE %<, HFHmMFECL3ELEY FPCA
3L T HEOIRE CHERM 2R (Fig.3), 5127y hEUEVEY MBI BTH 745
Fy— gy /7RI L THEEMCE X, ERSREELS L,

Table IV. Effect of Oral Administration of AB-50 on Reagin-mediated PCA in Rats

Diameter (mm)® of blueing spots evoked by

Dose® antiserrum diluted to:
(mg/kg ) 1:8 1:16 1:32
Control 13.9%1.2 10.940.6 (5.2+0.9)¢ 7.2%+0.6
AB-50 50 14.5%0.5 10.2£0.2 (3.8%£0.5) 7.4£0.8
100 13.3+0.7 8.5+0.5 (2.51+0.6) 52+1.1
500 11.4%0.9 7.0%£0.8 (2.4£0.5) 1.61+0.9
1000 7.7%2.4 4.4%2.3 (1.4%0.5) 1.3£1.3

a) AB-50 was administered orally 30 min before challenge.
b) Means £ S. E.

¢) Numerals in parenthesis indicate quantity («g) of dye extravasated in the reaction site.

LAL, AB-50 3 A% 3y, va b=y, 79VF=20 % EOMLHEEWEI & 3 RERIG A
LTIHEEREZRS T, T-MRERRE2ES LV LL I IF =V BRERICEVHAS IS
2o

AB-50% 7 v bOI#EH 2 VIIIFAREY A — D TRET 3 ESICAB-2Z 128U, ZO%E# 1
in vivo CHHB A Z LA ED S5 N TWADTAB-50DEARNTOIFEMEITIAB-23ThH 3+ E2 5n 3,
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Table V. Effect of Intrastomach or Intraduodenal Administration of AB-50 on PCA in

Rats
Dose® Route of Diameter (mm)® of blueing spots evoked
by antiserum diluted to:
(mg/kg) administration
1:4 1.8

Control 10.4£0.4 8.0%£0.3
AB-50 20 duodenum 2.710.7 0.3%0.3
40 duodenum 2.5*1.6 0.3£0.3
100 duodenum 2.010 0.7%0.3
100 stomach 9.3£1.9 5.3%2.2

a) AB-50 was administered 30 min before challenge.
b) Means £ S. E.

Extrasated dye(ug, meant S.E.)

Fig. 3. Effect of Oral Administration of AB-50 on PCA in Guinea
Pigs.

Dilution of antiserum;
1:400 (NN, 1:800 ([__]), 1:1600 ([
1:3200 (E ;
*p<0. 05,

AB-2313 & b IgE-#tk b IgE complexiZ &3 T v b IEIRIEHAIARD BERIRE (Table V), I
CIIIAT V7 I v izxt 35y FHTAWEZBEENT 74 % -1 X # 3 Vgl (Fig. 4)
REHEL 2, '

LU EDKER A 5 AB-5013 IgE IE4 1) Tid & < IgGRHRIC L 3 PCAICx L TROBS TR EE
HERL, 20&) 2ERETETRERIGIC & 2 BHMIa» 5D R & 3 ¥ & EDILHEEME DX

BEHEICE T L0 TH Y, LREEWHEICHT 2 BERETERPHMEERAIAL TRV LN
HEAL 72,
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Table VI. Inhibitory Effect of AB-23 on IgE-anti-IgE-mediated Rat Mast Cell Degranulation

Degranulation® Inhibition
Treatment & (%) (%)
Control 48+5.1
AB-23 1X10* M 3+0.1 93.7
1 X10*M 210.1 9.9
1 X10-°*M 310.1 93.7
1 X10"M 10£1.7 79.2
DSCG 1 X10* M 210 95.0
1X10* M 1£0.1 97.9
1X10*M 5+0.3 89.6
1 X107’ M 29+3.1 39.6

a) Values are means £ S. E. of triplicate experiments.

Histamine released( ug/rat)
0 05 1.0 15 20 25

Treatment

Control C 3
AB-23 1x107°MI ]
5x105M [C |
1x10*MC—
DSCG 5x1073M [ 3
Spontaneous release ¥

Heated serum{[___HH

Fig. 4. Inhibitory Effect of AB-23 on Antigen-induced Histamine Release
in the Rat Peritoneal Cavity

Heights of columns and vertical lines represent the means £ S. E.
of four animals per group.

5% 2, 4-Bis(salicylamido) benzoic acid (AB-23) OHi#{A/ER

Bis (salicylamido) benzoic acidfBIIMMEBRMRIGIZx L THEWHEEEMA 27T (E1ERRB) T
PV TIR%E L, BB L TLHEZLAFEMEMAEZTRL, AB-23, AB-27TOfEAIZFEDTAR
JIVBY—F, HEVITEATOAL FERMMERLD LiEd 5 7 (Fig. 5)o

BEWIEME AR L 72 AB-23120W T, 2 D/EREMI 2 METL 28R, vy YRmMERE 2 hisktd 548
EROBEERIGIZ L TR E - HEEE5 2T, FlERVTEIMEOEEEBEICEHET 52 &
PHSPIZh 072, AB-2312 & 3 REFMRISHERRIIED S L UREOBEICIKFL, KBROH
BRI &> TRABMERFIET 27201213 X ) BREDEMORMAPFBETH 572, ¥ 72 AB-23I2
KVEMERNIHRMERC, BWMERER, HLIBREZERNT 3 LBLRIEF -7, 2h5D
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100+

w0
<

% inhibition

8.8x10%1.8x10~* 5.9x10° 1.5x10-°5 5.9x10~°

Concentration of compounds(M)

Fig.5. Dose-response Relationships of Various Compounds in Immune

Hemolysis.
@ : AB-23 X . phenylbutazone
[]: AB-22 w . DSCG
() : salieylicylic acid A AB-19
B : mefenamic acid v - sodium citrate
AL AB-27 O EDTA

R 5 AB-23 I3BIEFRMERICHAEIEE T 3D 5MHET 32 Lo RBRE N, ZOTRMIZRERE
FIG 23§ B BHEMEMIC & D BIREIC & Rz, AB-2312 & BEMBLEREMIL Ca®t & U Mg 1233 3
FL—-MEBHIZEZ3LDOTIE 2 W, £/ EDTAXREGTADBSIEMHERLZGEML TH5 845120 2
FOTIRERAIRDSNEVDIZAHL, AB-23X155%ICHRML TLlEEBEBERTIE XS5,
BIl2RBAAVEVLBELLZVWHEEIRS»SE IR £ TD late component DEEET % FLHF
TERZEHNRBEENS, ZOEZIX, AB-235 zymosanil X 3 alternative pathway %L 7248 4
DIEMAL BT 2 L I BEIZEDELS X hik,
E6E AB-SODTUNHFAREE KUHBHEIZE ST v PERIIHT SHE

MEMEICELE 7 9 VEROBES L ENEY MIBITERE T VY ZARIGIZH L T AB-5013#E
O 5 CEAE 2 HEER %2R L 72 (Table VI, Fig.6) 2h 6 DORIGIE, ZNZF N Coombs DEN &
FUEMBDTLNF - RIGDRENEERET NV THY), MEIEELEE2E T2 MMsN1T
W3, AB-50I3HBEBARGICE] & TR IMEOEERICEEST 3 2 LI LV liRG % HET
50 EZHN B,
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Table VI. Inhibition by AB-50 of Protein Excretion in Urine after Nephrotoxic Serum

Injection into Rats

Days after Dose No. of [\J,I;)illila;i' Urinary protein
NTS injection (mg /kg ) rats (nf /16hr) (mg /m) (mg/16hr)
0 15 8.1%1.0 12.1£2.0 94.1%18.4
3 100 8 7.3%0.9 8.2%3.0 48.4+14. 4
200 16 6.1+0.5 7.6+1.8 45.3+10.5*
500 12 6.9%1.1 4,6%1.1** 26.7% 5.9**
0 15 7.7£0.7 33.9%4.1 235.3126. 2
4 100 8 6.1%0.5 27.5%+3.9 164.3+23.1
200 . 16 6.4£0.6 24.4+3.8 138.2£20. 0**
500 12 6.4%+0.9 13. 943, 0*** 84.8E17. 0***
Statistical significance compared with control group;
* 1 p<0.05 **:p<0.01, ***:p<0.01
Control
AB-50
SOmg/kga)
i.p.
AB-50 b)
500mg/kg
p.o.

Fig.6. Effect of AB-50 on Passive Arthus Reaction in Guinea Pigs
a) A dose of 50mg/kg of AB-50 was given intraperitoneally 15 min before
subcutaneous injection of antigen (1 mg).
b) A dose of 500mg/kg of AB-50 was administered 30 min before antigen
challenge.

Photograph shows hemorrhage observed on the inside of the skin 5 hr
after antigen injection.

3w M FE

BHREO7 I/ ZRERFEERIIONT, MEFBLRG & OCREEMRKE 5T 3 /ER 2 REFL
7458, bis (salicylamido) benzoic acid ARG Z A ICBHEL /=0 Z D%, bis(salicylamido)
benzoic acidfHiL, JEFMIE I L CHLEE/MER 2R L, Compound 48/80 2 & 3 fHfast~ D
EAYIVEMAREL, ZOXIMEACLETE, Sy PHTAIZKSPCAIZK L CEEEL
ERAARRTZEAHBAL -, S5 XBO/ETE LA E RO T 72912, bis(salicyl-
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amido) benzoic acid DRIEILAMIZ OV TRET 2L 4R, AB-230D I 7 F VA TH 3 AB-50
P, BOBRETH - L VWP CAEMREAERL, LA2L, AB-50iZkX¥ 31, kutb=v,
77V x v EOCHEEWE T 2 EREFERASCHREERIZE & 2 v, AB-50N4MFNT
DGR L £ 2 515 AB-2313 Compound 48/80 %7 F A F 7 ¥z &k 3 7 v M BEIRIEHEM@EIE, 5 D
v 2453 Vil BXUIgE-PTIgE complexiZ &k 3 7 v MEMMREORKENTEE, »5WIHTA
2 & A EREIEHEARR S 5D R & 3 VlEBERHEL 2, 2D K 12, AB-S00{ERERIEDSCGD
ZNELPBDELULTVEZ LAY, DSCGEIZEL D AB-S0XBRMORETHLIR L FIEL,
0L, DSCGHEMTH S IgGHEMAICEBPCAICK L THBHELHEMEMERTEVIFHL
WEBEBL TW3, S6ILKEZHBIITMHREREELTWAZLETHY, HiIBHHKIZLST v b
FRPLT VY ARIGIZHTT 2 AB-50D BRI, FURPIRRKIGIZE] & v TR 3 ko 43K
BdHEWIETEEICRIGEBFIET 221k 38DEBbNI S,

LEnZ e, AB-S0IXEWERANRY P74 2B T 5NRATEETL=— M7 LUF—FITH
32 L AL 2,

BRXODFEEHROEER

BOBRSCLAEMEZMT LIF-FOMREEZOILT—EDT I/ KREKFEEFZEHL, 2,
4 -Bis (2~ Acetoxybenzamido) Benzoic Acid AETH 52 L 28/, & 5612, A 20
RIEMEG, REELRG, A5 I VEBERSE,? SEMHL, AIRTEE L= 727 LV -
RIOMRS LML 7=,

£oT, ¥NHEXELUCEDL 2D LED 2.
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