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The effect of f-aminopropionitrile on blood pressure and collagen biosynthesis in blood
vessels was investigated in deoxycorticosterone acetate (DOCA)-salt hypertensive rats. S-Amino-
propionitrile, a specific inhibitor of lysyl oxidase, prevented the rise in blood pressure induced
by DOCA-salt in rats, In éddition, after the onset of hypertension, administration of p-amino-
propionitrile lowered the blood pressure. Concomitant with the lowering of blood pressure,
there was a reduction in the more highly cross-linked form of vascular collagen, These findings
indicate that increases in vascular connective tissue are not only sequelae of hypertension, but

may also contribute to the maintenance of elevated blood pressure,
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Fig, 1. Uninephrectomized male rats (12 weeks
old) were given deoxycorticosterone acetate
(6 mg/rat) twice weekly and maintained on
saline (). Concomitant with the deoxycorti-
costerone-salt treatment, f-aminopropionitr-
ile (50 mg/kg, B and 100mg/kg, @) was
administered twice daily by intraperitoneal
injection, Intact, normotensive rat (A) and
uninephrectomized normotensive rats given
the high dose of p-aminopropionitrile (A)
served as controls, Each point represents the
mean of values for at least 10 rats,
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Fig. 2 Uninephrectomized male rats (12 weeks old) were given deoxycorticosterone acetate
(5 mg/rat) twice weekly and maintained on saline (O). After 5 weeks of deoxycorticos-
terone-salt treatment, f-aminopropionitrile (100 mg/kg intraperitoneally) was adminis-
tered twice daily (B). Another group of rats was given the same dose of f-aminopro-
pionitrile concomitant with the start of deoxycorticosterone-salt treatment (®). After
10 weeks of the combined deoxycortiosterone-salt-f-aminopropionitrile treatment, the
p-aminopropionitrile injections were stopped (). Intact, normotensive rats (4) and
uninephrectomized normotensive rats given the standard dose (100mg/kg) of .p~aminopro-
pionitrile (A) served as control, At 10 and 15 weeks some rats were killed and the
collagen content of their tissues was measured (Table I and II). Each point represents
the mean of values for at least three rats.
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Table I, Collagen content of mesenteric artery (a) and aorta (b) in rats treated with deoxy-
corticosterone-salt in the presence or absence of B-aminopropionitrile for 10 weeks

( No, of Collagen content (mg/g tissue)
a)
exp, Soluble Insoluble Total
Control 6 2.8+0.4 78.842.6 81.6+42.5
BAPN 6 3.84-0.2 59, 2.2, 1#* 63,544, 1#*
DOCA-salt 6 4.4+0,6* 91.9+5.2 96,36.6
DOCA-salt BAPN 6 5.440,5%% 68, 841, J¥Ht++ 74, 24-2 Bt
DOCA-salt after BAPN 5 4,940, 8* 87.2+3.1 90,1+-2.3
( No. of Collagen content (mg/g tissue)
b)
exp. Soluble Insoluble Total
Control 6 23.9+2,5 116,242, 3 149.14-2.6
BAPN 6 32,841, 8* 90, 0-£1, 9%+ 122, 33, 1*¥*
DOCA-salt 6 34,4+2,4% 131, 8+4, 1+* 166, 242, 5**
DOCA-salt BAPN 6 37,643, 5% 97,442, 6¥t+ 141 645, 2¢*
DOCA-salt after BAPN 5 28,0+2.3 122,243.5 150, 2+4-4,6

The rats were treated for 10 weeks as described in the legend of Fig. 2, Each value
is the mean=standard error,
* Significantly different from normotensive control, P<0, 05, **P<0.01, +* Significantly
different from DOCA-salt, P<C0,01,

Table II, Collagen content of mesenteric artery (a) and aorta (b) in rats treated with de-
oxycorticosterone-salt in the presence or absence of f-aminopropionitrile for 15 weeks

( No. of Collagen content (mg/g tissue)
a)
exp. Soluble Inslouble Total
Control 5 2.8+0,2 83,1+2.8 85,94+3.5
BAPN 4 4,940, 5¥% 59,341, 8= 64, 2-+3, 5¥k
DOCA-salt 3 4,440, 6% 98,6+7.7 103,047, 0%
DOCA-salt BAPN 4 9,340, 3%%++ 70,342, 4%+t 79, 642, 8+
(b) No, of Collagen content (mg/g tissue)
exp, Soluble Insoluble Total
Control 5 37.6+1.1 115,9+1.5 152,9-3.6
BAPN 4 42,141, 6% 85, 6-4=1, 8%% 127,741, &**
DOCA-salt 3 40,541,3 131,940, 7% 172,441, 8%*
DOCA-salt BAPN 4 41,941, 2% 94, 243, 5¥*.*++ 136, 143, 5%+

The rats were treated for 15 weeks as described in the legend of Fig, 2, Each value
is the meanz-standard error,
* Significantly different from normotensive control, P<{0.05, **& P<0,01, ** Significantly
different from DOCA-salt, P<0,01.
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Table III, Catecholamine content in rat

brain (zg/g tissue)

Treatment Norepinephrine Dopamine
Control 0, 3000, 039 0, 2834-0. 030
Iproniazid 0. 4270, 046* 0, 3160, 024
BAPN 0,237+0, 035 0,277+0.027

Iproniazid (75mg/kg) and BAPN (100mg/kg)

were administered for 2 days intraperito-

neally in 5 rats,

* Significantly different from control, P<
0, 05,
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