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ABSTRACT ‘Washed rabbit platelets were incu-

bated with [C] arachidonic acid (AA sodium.

salt) after being exposed to 2-naphthyl-
8-(3,i~dimethoxy) phenyl-propencic acid (NM-
PA), indomethacin (Ind) and imidazole (Imi}
or control solvent.

The meiabolites of AA in Tabbit platelets
were separated with the system of chloroform :
methanol: acetic acid: water (9(:8:1:0,8) by
thin layer chromatography and gquantitated by
liquid scintillation counter. ]

The metabolsm of AA was influenced. by
NMPA doese-dependently in the range of p.05-
0.5 mmpl/L. The formation of thromboxane B,
(TXB,) and 12-hydroxy-5,8,10-heptadecatriens
oic acid (HHT), the final metabolites in the
pathwey of cyclooxygenase—thtromboxane synthe-
tane, were decreased from 24 + 6.7 to 3.2 +
1.6% and 10.3+£2.49 to 4.7 +2.8%, respec-
tively. Meanwhile, 12-hydroxy-5,8, 1(,14—cicosa-
tetraenoic  acid (12-HETE), the metabolite
inthe pathway of lipoxygenase, was incressed
from 11,9+1.7 to 34 +5.6%-

It is suggested that NMPA blocks the pathway
of cyclooxygenase-thromboxarie sythetase and
then changes the direction of arachidonate me-
tabolism in platelets, the activiation of platelets
is inhibited in this way.
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MATERIALS AND METHODS

[“CI3E 2k M &6 Bk ([(**Clarachidonic acid,
[MClAA, Amersham 227]), b B4 2.21
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GBg/mmol, TXB,, PGA,, PGD,, PGE,,
PGF, ¥ Jj F Needleman 3 feBi%, WB|EHEF
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el o AR RO B SR I L 1 95 R T R
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BB B ZT x5 Krebs Paich, 35 /b
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AW Ey#REbERikin/Ee. 4ml,
BEE:43 xh 3 (PBS, pH 7.4)0.4mi,
PBS 0.2ml, #iZET 37°C & ¥ 20 min,
N 0,05mI[HCIAACHIEE, 18 2 F2x10°
cpm), ¢ %% & 30min, R Em A FEQ
mol/L)0. 1 ml LI R, _
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RREOET M EH: FROEQODESG &
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RESULTS AND DISCUSSION
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Fig 1. Autoradiogram of TLC separation of the
metabolites after incuabation of [“CJarachidonic
acid with rabbit platelets in the presence of
control solvent (column A), imidazole (column
B), indomethacin (column C) end various
concpntration of NMPA (column D-G, (.05, -
0.1, 0.25 and 0,5 mmol/L, respectively),

g3 Tab 1 7] )i, ,NMPA £ 0. 05-0, 5 mmol/

(et o - i
e AESIe T L. et v il ame B
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Effect of ?2-naphthyl-3-(3, {-dimethoxy)phenyl-propenocic acid (NMPA), indomethacin (Ind}

and imidazole {Imi} on the metabolism of ["“Clarachidonic acid In rabbit platelets, metabolites determined
are thromboxane B, (TXB,}, 12-hydroxy-5,8,70-heptadecatriencic acid (HHT) and 12-hydroxy-5,8,10,
14~eicosatetraencic acid (HETE), n=4, F+8D, *P>>0.05, **P<0.05, ***P<0.07 vs control,

Final! conen Formation of metabolites (%)
Drugs {mmeol/L} TXB, HHT HETE
Control 24+6.7 10.3+2.5 11.8+1,7
Ind 0.03 1.7+0.6*** 3.7T+1.7** 31+g.5***
Imi 40 2.4+0,6""" B.0+1.7*% 25+8,9*"
NMPA 0.06 17 +5.9" 10x5.1" 21+5,1*"
' 6,10 10.7+2.8*" 8+6* 27 k5,7%""
.25 5.6+1,3"** 64" 28+6,0%*"
0.50 3.2+1.6""" 4,7+2.8"" 34+5.6°""

L i EA R R METCIAA BB H B
B, WS- R E R A R
B4t TXB, K HHT g0 # Wk
R, BRE-RBIEE, RHE LA ERAM
PRSI, MBS 2574 12-HETE
BRI, TR E-% AR % Bk Mt
TXB, (2R, BI% %A TXB, & HAT 255
ARE 4 BEE I HE A NMPA B {RRS
B BRI 5 BR800, 07 NMPA
T BE R T B 1 7.

WS4 RiB T NMPA foF 7 ST 42
ETIH AA>PI AL B B K R 8
fo. EIRBRDH TR NEBERI T M
TXA, & REH (H— 5T . TR
B4 12-HETE by @M, NIweEH
SAARER BN, 4P AT R R
B AA SN, BEATHRBBEIE. K
FEREFUHA, AR HERE 3 NMPA
HFEE L MRRARWF LW R B,
I U5 WM o AA ST S IR %
R, RARPEAN R P RARB PR
i, RERBABRKETME. HE—HLAN
5, BB — 1 THE X B4 HPETE
R E R MR, TR R RS R 2
MR, AR KR 8 BIES, 12-
HETE ft /£ i 811, TXB, & il 55 HHT i
ERMHZAHRTTT, TRLREEENR

AR RS R BIETTHLE . thobh, B F /iR AA
R EBATHELBOWFIRE®, B
SRR LR 7 T B A NMPA F3E{ | FH—
8, FETEHETEBEEEMUFEE.
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" Therapeutic effect of methyl 5—aminosalicy-
Iate on experimental ulcerative colitis in
rabbits
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ABSTRACT Using the improved Kirsner model
of ulcerative colitis in rabbits, we found that
the therapeutic effect of methyl 5-amino salicy-
late hydrochloride (M-5-AS) was similar to
that of sulfasalazine (salicylazosulfapyridine,
8Z), The length of pathological damage and
the range of diffuse ulcers were decreased in
comparison with the contral group (P<{9.01,
0,06). Microscopically, tissue repairing at the
regions of ulcers and proliferation in serolemma
were noted, and the edema in musgular mesen-
chyme was less evident in the treated rabbits,
M-5-AS completely inhibited the spontanecus
contraction of rat stomach fundus strips and colon.
The IC,, of the resting tone of the 2 tissues were
1.30 + 0.3%9 and 0.72 £ 0,25 mmol/L, respec-
tively. In addition, M-5-AS antagonized the
contraction induced by human fresh semen.
The results sugeest that the therapeutic mech-
anism is related to the antagonism of presta-
glanding in the inflammatory regions.

KEY WORDS salicylazosulfapyridine, amino-
sallcylic acids; ulcerative coMtis; gastric fundus;
colon
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AXRERAE BT & 5B RERFR
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COOCH; Methyl 5-aminossii-
cylate hydrochloride

NH.- HC
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