{ : C
Thesis Title " The Effect of antihypertensive Drugs

on Vasopressin Release.
Name Miss,. Wandee Sriiamsaard

Thesls For Master of Science in Pharmacology

Chiang Mai Univergity, 1981
ABSTRACT

Hamorrhaéé iz the powerful stimulus for release of vaso=-
pressin but it is uncertain that the hypotension or hypovolemia or
‘boﬁh cause vasopressin release, The object of this;thesis is to |
rinveétigate whether hypotension per se would elicit vasopressin
release, The study was carried out both in the water=loaded rat
under ethanol anegthesia and in the pentobarbital anesthetized
dog, and the hypotension was induced by antihypertensive drugs :
diazoxide, dihydralazine, methfldbpa and clonidine, The anti=
diuresis with the profile of response similaxr to that of hormone
fvasﬁpressin in the rat, and increased plasma levels of vasopressin
~ in the dog were used as evidence for vasqpressin.release. In the
water=loaded rat under éthanol anesthesia, intravenous injections
of diazoxide and dihydralazine produced antidiuresis which occurred

econcurrently with the fall in blood pressure. Methyldopa produced




iv

diuresis aslwell as antidiuresis. Clonidine produced-oniy diuresis,.
In the pentobarbital anesthetized dog; diazoxide, dihydralazine,
'methyldopa except élonidine'caused an inecrease in plasma vasopressin,
and t?e amount of vasopressin appeared to berassociated with the

fall in blood pressure, The plasma vasopressin continuously incre-
ased with the progressive fall of blood pressure and the recovery
of blbod préssure was accompanied'by a decline ip the vasopressin
concentrations The maximum falls of blood pressure caused by dia-
‘zoxidé, ﬁihydralazine'and methyldopa were 42,8 i_4;2%; 28.7 + 2.8%

| an& 21,5 i_a.e%, with the increased vasopressin levels of 4,77 +
1.0, 5.08 + 0,66 and 2,77 # 0.52 times of the control, respectively.
At the comparéble hypotensive response, between 21 ~ 25 mmig, it

- was foﬁnd that dihydralaziné caugsed thé highest increase of plasma
vasopressiﬁ. On the contrary, with clonidine, the decrease of plasma
vasopressin was observed during éhe hypotensive period. The level
~of plasma vasopressin was found to be 0.24 + 0.02 times of the control,

‘at the maximum fall in blood pressure of 26;4,1_2.2%.

fhe present investigation therefore confirms that the release
of vasopressin is occurred simultaneously with the hygofension, and
the release is probably via ﬁhe reflex response to hypotension. It
‘is thought that the suppression of vasopressin releage caused by
clonidine might be due to its direct action on the neurcsecretory

cells,, which can overcome the reflex in response to hypotehsion.
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