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BRSOV YR (SRS-A), FEEH =4 C(LTC,) .H =4 D,(LTD,) M1 5 =4 E,(LTE,)
%, ENMNRBIEENFER(AA) 2 SIS A B R ENEEY R, 25 R RIE, B REH X
R G PR BRSERNRERESRE, RRERNPHEENK, MHEERBERRS
ZHRME S, BTREES  EEHRENEYFERY, ARG, ERARRE. FI, BF5 SRS
A ZIRIETUR AT BE R R IR Gt RAE 2 B — P R 2, (B B AT A B 7S BE B e PR A i am ),
A AR R E AL SR AR A, ik T 17 AR G5 SRSA Z R IR,
Yl F R R AT, AR B R R sk 2 A ZRETRARETRKE, %X
BRI T iR U7 BRI B AR 2 (L &40 SRS-A ZRFEHIEH,

¥R E 250~300 g KB ip X im B{ESH 5% I E A (Ova) 1 ml B, B4 im IM58-—1K, 18 d
SRR, MG KW 6 ml-g "HEIFIBIEEFE 1 pgrml ',37C 1 h)g, il L-Cys 10 mmol+ L ™"
(ZRWE, TH), 15 min 5N EFHAKBIEF Asagr 10 pmol- L™ Ova 10 pg-ml ', kLB E
1 h, 28, BRI 4 SRS-S K, & M. BUA —EHBUKREIBMAN, 0.5 ¢ K1 T4 1 h, IMAF$EH
7.2X10 " mol- L "I FEMM 1.8X10 mol*L™ ', 5 min JFMA SRSAW 1.5 u'ml !, YT
AR 7.5 ng-ml™ "YER, PLHUREE AHR KA, it MAREY, 10 min 500 AH 7] # B &4 BT 46 5
FE MR, S min FFIIA SRS-A W, AS B 45 B30 ) BAE M R ik %t SRS-A ZIEFEHEA
TIERNE L,

FIREW 17 M EEFEXEEDP, F 14 MEEWE 10 mol- L WEE LR E —EREMN
SRS-A ZARFEHER, MHZE >27% (P H<0.05~0.001), k44 5,13 M 17 B ICso 514
7.5x107%, 7.5x 107 °H1 6.8 X 10 ° mol-L™'s EARELR LKA T, © 4 LTD, ZH& M FPL
55712 7€ 10 "¢ mol- L™ 'BHMIHIZE N 46.2%, H ICsoH 3X 107 * mol- L 7', kiR 3 MMLE#5T SRS-A
HHUVE FSEE 2 30 FPL 55712 (9 40,40 fil 4.4 5. WL EHEHR O, B TR —1 = 3t
Pk R, AN EREE, BAFRENEEESRE FEEESRINERE, X5 LTD, FMHE, A
WARE B K4 KIRRERBRESE, § - H, B ERNH ZERBREE. SRR
#7R:(1)%4 B3 R ZEF & COOCH;, A 3 R EHA & CH;0, C,HO 3 CoH ;O B Z R i /F A 3K
R, S R EAHKE GH,;0, CioH, 0 B C 4 HypO, 2R EHLIE A IR #1559, 1, R'TA A p-COOCH,
BACHIIL &8 13 1ERI > b8 2>1L &84 9; R 1A m-COOCH, BULHI b &4 17> 1L &4 14
>EYW 10, R, REFAUE 4 M6 MHREFHREAENT. Q)Y REHRREFE NI 456
B, B 3588 sk AR B B 0L B S A U/E BISREE, & [R RACH58 T 4B B AR, L i &4 13>
k& 1a>k & 12> 59 15. (3)AF R E[E K CHO, B3I R EFAABEEEHRKTRE
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Tab 1 Antagonism of chalcones (10 * mol:L™") on atropinized (7X 10~ " mol-L™")
and chlorphenaminized (2 X 10 "¢ mol- L") longitudinal strips of guinea pig ileum

R 3—CH=CH R

Receptor antagonism ICs
Compound R R

(%) (mol-L™1)
1 CeH,50 p-COOH 34.50+13.90(6) "
2 CsH,50 »-COOCH;,3 41.60+ 9.44(8)" "
3 CsH,;30 0-COOH 37.20£10.70(9)" " "
4 CeH30 0-COOCH, 27.20+10.45(6) " "
5 CH;0 0-COOCH; 71.73+17.75(7) " * 7.5%10°¢
6 C4HyO 0-COOH 16.30+ 6.64(3)
7 C3H,,0 0-COOH 33.50+13.40(5) "
8 CyoH,,0 p-CN 42.60+ 8.25(3)"
9 CioH, O p-COOCH;,3 9.80+15.90(4)
10 CioHy 0O m-COOCH, 35.88+12.00(5)"
11 CioH0 0-COOH 36.98+ 8.58(5)"
12 C.H,0 p-CN 30.20£12.11(5) "
13 C,H,0 p-COOCH;, 70.36 +13.64(5)" 7.5%x107¢
14 C.H,0 m-COOCH; 49.25+18.15(5)"
15 C,H,0 o-COOH 8.02+13.70(6)
16 CeH;30 p-CN 50.43+23.40(3)
17 CsH;:0 m-COOCH; 89.24+16.40(5)" * 6.8x107°

*P<0.05, *"P<0.01, ***P<0.001. Figures in parenthesis indicate number of experiments.
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STRUCTURE-ACTIVITY RELATIONSHIP STUDIES OF
CHALCONES AS SRS-A RECEPTOR ANTAGONISTS

KQ He, GF Cheng, FD Xi, ZR Guo and XY Zhu

(Institute of Materia Medica, Chinese Academy of Medical Sciences and
Peking Union Medical College, Beijing 100050 )

ABSTRACT A simple, reliable and highly sensitive bioassay with sensitized longitudinal strips of
guinea pig ileum was used for screening the receptor antagonists of slow reacting substance of
anaphylaxis (SRS-A).

The SRS-A receptor antagonistic activities of 17 chalcones were studied. Most compounds in these
chalcones were found to have SRS-A receptor antagonistic action at the concentration of 104
mol* L™ !'. Among them, compounds 5, 13 and 17 were highly effective with ICsgs of 7.5 % 10 ¢,
7.5%x107% and 6.8 X 107> mol*L ™!, respectively. Under the same conditions, the ICsy of FPL
55712, a known leukotriene D, receptor antagonist, was shown to be 3X 10 * mol-L~!. It would
appear that compounds 5, 13 and 17 were 40, 40 and 4.4 times more potent, respectively, than FPL
55712

From analysis of structure-activity relationship of chalcones, these results suggest that the
following factors may be important for an active antagonist of SRS-A receptors: (a) There is a system
of m, = conjugation in the molecule; (b) The ester group in the B ring of chalcones is more favorable
than the carboxyl group; (c) Antagonism for meta- or para-substituted derivatives of carboxyl or ester
group in the B ring are more potent than ortho-substituted compounds; (d) The length of carbon chain
of alkyl group in the A ring of chalcones is more effective for 1, 4 or 6 carbon atoms than for 10 or 14

carbon atoms.
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