CHAPTER III

RESULTS

ia when exposed to
different concentrati o 7.75 ug/ml) were
measured in Locke ’s , min after addition of
 each concentration of \ d. As shown in Fig.1,
5-HT caused a concentgation-depe 7 1t inc \ > of the spontaneous

rate. Doses of 0.2 ug : .8 ug DI oC ced a slight increased.
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Some experiments have been =t igh dose 7.75 pg/ml which

also produced a dese spendent. T 1mum peak effects
were relatively V w’ ey showed a

prolonged chronot ic effects more than 15 m . - In Fig.l,

collection ﬁ(j {ﬂl been demonstrated.
In this stuan mﬁﬁ Ejyilﬁﬁstigated for the
mech ?ﬂv ég s effects

at thi sﬂe was aboutﬁrq ase :]om nor: E;rpj ﬂe average

normal right atrial rate collected in this study from 75 rats was
266.4 * 22.3 beats/min. No cardiac arrhythmias was observed in

all experiments.
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1.2 Positive inotropic effect
The inotropic effect of 5-HT on a constant left atrial
force have been invggtigated. As shown in Fig.2, 5-HT produced
dose-dependent increased in contractile force. The peaks to

maximum effect were about 3 min after addition of drug which faster

than those observed on the right. rate (about 5-10 min depend
on doses). As shown in produced faster decline
after peak-effects, as observed in all

experiments.

2. Antagonism of 5 s on >'  ‘-tvxg.rate and left atrial

isometric tensi

2.1 Antagonism atrial rate and left
-HT antagonist.

slight reduction on
right atrial ra 7&_——‘:'“?—::1 o ion. As shown in
Fig. 3, a small iﬁduc

heptadine and then gu ined at th level for a period of more

than 15 mlnﬂ u% qmﬂm 5 M ’}ﬂ § atrial force of

contraction durlng 3 min aftér administpation and then a small

e R R i AN o

atrial rate.

. afﬁar addition of cypro -

Prior administration of cyproheptadine 0.02 ug/ml (5 min
before addition of 5-HT) could reduce the positive chronotropic
effects of 5-HT about.SO% at each period (Fig.3), but not statis-
tically significant (P > 0.05). As shown in Fig.4 prior adminis-

tration of cyproheptadine 0.02 pg/ml (5 min before addition of
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5-HT) could significantly (P < 0.05) reduce the positive inotropic
effect of 5-HT which differed from those observed on the right
atrial rate. :

Methysergide 0.47 pg/ml caused slight reduction (2-3%

from control) on both right atrial rate (see Fig.5) and left atrial

force of contraction (se / attern of a reduction were

similar to those pr

In Fig. 5, ethysergide (5 min

M

before 5-HT) coul 0 'duce the positive

chronotropic effe€ ods cept at 15 min
(P > 0.05). The - was about 50% from
the effect of 5-HT ior administration of
methysergide (5 min : ficantly reduce (P <
0.05) the positive inof At 15 min the average

percentage change was was not statistically

significant (P 0.05). AS shown 1in F1 ’ ig.6, methysergide
showed a greater ﬁduc < P of BHT on} left atrial

force of contraction’ &an on the ri t atrial rate.

ﬂuﬁ?ﬂﬂﬂ‘ﬁwmﬂﬁm < i

3. Effects &f a beta-block1ng agent (propranolo

AN ﬂﬂﬁfﬂﬂd‘ﬁ*‘ﬂ MUY

A dose of 0.15 pug/ml of propranolol was selected to

investigate in this study. It could abolish the positive chronot-
ropic effect of norepinephrine (0.4 pg/ml) which produced chronot-
ropic effect equal to 5-HT (2.0 yg/ml). As shown in Fig.7 and 8
propranolol 0.15 pg/ml caused no significant reduction on both right
atrial rate and left atrial force of contraction. Prior adminis-

tration of propraﬁolol (5 min before 5-HT) could reduce the
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positive chronotropic effect of 5-HT on the right atrial rate (see
Fig.7). The average percentage of reduction were about 50% but
are not statistically significant at all periods (P > 0.05). The

peak maximum effects of 5-HT after administration of propranolol

was about 1 min after administration which faster than the effects

The resul ' inl Fig.8 waswelearly showed that
propranolol 0.15

effect of 5-HT o

4. Effects of 5-HT m; P : ocking agent on positive

chronotropic and

4.1 Effects of ¢ Aept and. propranolol on positive

3 ;
chrono i ¢ 1S -HT.

0.02 pg/ml causedg about 33%) on right atrial

rate (see Fig,9) and also 2-3% on the left atrial 1sometr1c tension

e i of:] bhisd nilh 1L L CTTGTIT S

heptadine (5 min before 5-HT) could sigmificantly reduce (P <

0. ozsqm ’laq ermu jﬂ’ ’l’gfﬂgj ']Iasamblnatlon
antagonlsts effect was greater than a single effect produced by
single drug. Again the result in Fig,10, prior administration of
combined propranolol and cyproheptadine, showed a statistically
significant (P < 0.005) on reducing the left atrial force of
contraction. The peak maximum effect was 101.6 * 1.3% at 3 min

after addition of 5-HT. This maximum effects was closed to the

009751
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effects antagonized with cyproheptadine alone (101.1 * 1.1 at 3
min, see Fig.4) but differed from the antagonizing effect of

propranolol alone (see Fig.8).

4.2 Effects of methysergide and propranolol on positive

The combinati: i of \\ l
(0.15 pg/ml) caused a very small r%on right atrial rate

(see Fig.11) and lg arial s of con tion (see Fig.,12).

chronotropic and effects of 5-HT

yide (0.47 pg/ml) and propranolol

Prior administrati propranolol (5 min

before 5-HT) could otropic effect (see Fig.
11) induced by 5-HT ‘tive’ indtrof ffect (see Fig.12) and

also the reduction & . . : y all of the points were

5. Effects of d reserpinized rat atria

Pide 5 mg/kg i.p.

The rat

2 days before ex ‘1ment average body &ight was decreased
about 43.72 f . Nefmal right atrial rate collected
from 32 ra wu mﬂni H?Jlﬂ,‘l was similar to
non- i_j;ﬁ ﬁ g.13,the
pattaw’jra ﬁﬂc e MM ﬁlﬁﬂﬁ ﬂate in

reserpinized rats are similar but less than those observed from

non-treated rats. However, they are not statistically significance.
Similar results were also observed (see Fig.14) on the

effects of 5-HT on left atrial isometric tension between reserpinized

and non-reserpinized rats.
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As shown in Fig,15 the effects of cyproheptadine (0.02 ug/
ml) on the right atrial rate was similar to those observed in non -
reserpinized rats. “Prior administration of cyproheptadine (5 min
before 5-HT) could significantly antagonized (P < 0.05) the positive

chronotropic effect of 5-HT.

ever,the antagonized effect of
cyproheptadine was gradually réducec » After 5 min and were not
statistically diff =t 10, d- A" P > 0.05).
\\\\
5-HT at every periog “ g nves \ \ F1g.16).

Methysergide 0 m ﬁr ’\ ' slightly change on
right atrial rate (sg ’-. \\ al isometric tension

(Fig.18) from control walues B . .0 ug/ml caused increased

adine also significantly

antagonized (P < .0.08 c effect produced by

in both right atrial raté-e rial contraction similar to

non-reserpiniz : r methysergide

(0.47 pg/ml), 5% i urg y antagonized the

positive chronor_ﬂic and 1inotrop effects@f 5-HT (see Fig.17

R ﬂumwﬂmwmm
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Fig. 1 Dose-response curves of 5-HT on the isolated rat right atrial rate.

Each point on the curves represents the mean value * S.E.M. of the

percentage change from the control values.
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LEFT ATRIAL ISOMETRIC TENSION

Fig. 4
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left atrial isometric tension. Each point on the curves represents

the mean value * S.E.M. of the percentage change from the control values.
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Fig. 7 Qnﬂ;la ﬂ nﬁ muw g]ogaﬂﬁj Q1é:ﬂn1 and propranolol

.15 ug/ml + 5-HT 2.0 ug/ml, upon the isolated rat right atrial rate.

Each point on the curves represents the mean

percentage change from the control values.
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at right atrial rate. Each point on the curves represents the mean

value * S.E.M. of the percentage change from the control values.
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90.15 ug/ml and propranolol + cyproheptadine + 5-HT, upon the isolated

rat left atrial isometric tension. Each point on the curves represents

the mean value * S.E.M. of the percentage change from the control values.
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0.15 pg/ml and methysergide + propranolol + 5-HT, upon the isolated rat

left atrial isometric tension. Each point on the curves represents the

mean value * S.E.M. of the percentage change from the control values.
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