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Effects of g-blockers on physostigmine induced
hypertension in rats

Yuko Miwa, Chikou LEg, and Koichiro Kawassima

Zwie T, R JIERE—RR

(58 HAFEHFLKE (198553 A, #Hil) TRE)

Central cholinergic stimulation by physostigmine (PHY) is known to produce a
hypertension via activation of efferent sympathetic nerve activity. Effects of bunitrolol
(BNL), proparanolol (PPL) and metoprolol (MPL) on PHY-induced hypertension were
determined in conscious, freely moving rats. Animals were instrumented with arterial
catheter and injected with PHY (100 pg/kg, ia) twice. Firstly, control hypertensive
response to PHY was assessed 30 min after the saline treatment. Secondly, rats were
injected with PHY 30 min after the treatment with p-blockers (250 or 500 pg/kg, ia)
or saline. The first and second hypertensive responses were compared for the analyses
of drug effects. In saline treated rats, an almost identical hypertension was observed
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after each PHY. BNL and PPL at 250 ug/kg produced significant suppressions of the
hypertensive response. BNL at 500 zg/kg caused a significant reduction of the resting
blood pressure (BP), but did not affect the hypertensive response. ~PPL produced no
effect on resting BP. MPL produced a significant reduction in resting BP, but did no
attenuate the hypertensive response. These data suggest that BNL and PPL at the
lower dose reduce the hypertensive response through the action on central nervous
system and/or the efferent sympathetic nerves. The balance between nervous and
vascular p-receptor blockade could be important for the suppression of PHY-induced
hypertension.

Blockage of assembly and disruption of microtubules
by diethylstilbestrol (DES)

Yoshihiro Sato, Tomoko Murai, Hazime Saitd*,
Masahiko Kopama* and Chikayoshi NagaTa*

B, FHar, B B REEEY XxHBE®E*
(#43[E HABFLH4S (19845108, BM) TRE)

DES is a unique carcinogen lacking measurable mutagenic potency. It induces
aneuploidy or polyploidy and resembles in its effect to colchicine. In this report, we
present evidence to show that DES is an agent which disrupts microtubules and inhibits
microtubule assembly.

Microtubule proteins were isolated from hog brains and the polymerization was
followed by viscometry and turbidity measurement. The effective concentration of
DES was 10—200 uM. The potency of DES was much stronger than that of griseofulvin
and a little weaker than that of colchicine or vinblastine.

In consistence with above evidence, colcemid was recently reported to induce:
neoplastic transformation in Syrian embryo cells. Gross chromosomal changes might
be more important than gene mutations in the process of carcinogenesis.
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