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Fig 1 Chemical structures of imperatorin and iso-imperatorin.
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Fig 2 Chemical structures of DMDP and PMDP.
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Tab 1 Drug inhibition of TNF-induced proliferation of BCSMC in vitro

Absorption (rates of inhibition %) at different concentration(mol « L—1)

Drug
0(control) 10-% 10-3 10—
Imp 0.47+0.04 0.39+0.03* * (15.79) 0.31+0.02" " (32.92) 0.2710.03* * (42. 20)
Isi 0.4740. 04 0.37+0.02* (19. 06) 0.3440.02""(29.71) 0.31+0.02" * (36.10)
DMDP 0.47+0. 04 0.33+0.01""(28.64) 0.25+0.02" " (46. 48) 0. 4440. 02(5.29)
PMDP 0.31+0. 04 0.20£0.01**(36.10) 0.28+0.01(9. 48) 0.28+0.05(13. 42)
Ver 0. 47+0. 04 0.28+0.05** (40.77) 0.09+40.02**(80.73)

z+s,n=12,"P<0.05, **P<0. 01 rs control
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DRUG ANTAGONISM OF TNF INDUCED PROLIFERATION OF
BOVINE CEREBROMICROVASCULAR SMOOTH MUSCLE CELLS

Y Ji, GQ Zeng and DX Sun

(Department of Pharmacology, College of Pharmacy, Second Military Medical University , Shanghai 200433)

ABSTRACT Effects of tumor necrosis factor (TNF) on the proliferation of bovine cerebromic-
rovascular smooth muscle cells (BCSMC) were investigated. At concentrations from 50 to 5000
U » ml~!, TNF was shown to induce proliferation of cultured BCSMC in a dose-dependent manner.
After 24 h incubation of the cells, TNF significantly stimulated the proliferation of BCSMC and
reached maximal effects after 48 h incubation, then the effects slightly decreased.

At concenttations from 107% to 107? mol » L™!, both imperatorin (Imp) and iso-imperatorin
(Isi) were found to antagonize the TNF induced proliferation of BCSMC. Their maximal inhibitory
effects were 42. 2 and 36. 1% at 107" mol » L™! respectively. 6- (a, a-diphenylacetylpiperazinly)
phenyl-5-methyl-4, 5-dihydro-3 ( 2H )- pyridazinone (DMDP) and 6- («- phenylacetylpiperazinyl )
phenyl-5-methyl-4, 5-dihydro-3 (2H)-pyridazinone (PMDP) were also found to possess similar effect
at lower concentration (107% mol » L™!), but no significant effect was observed when the drug
concentration was higher.

Key words Tumot necrosis factor; Smooth muscle; Imperatorin; Iso-imperatorin; Pyridazinone

derivatives





