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Abstract

This research aim was to study whether doses of
morphine given to the experimental animals really influenced
the development of morphine tolerance., If they did, how
the results would be., Experiment was made in 42 male,
Wistar rats aged 1 = 2 months and weighted 104 - 250 grams,
the animals were devided into control group and experimental:
group. There were 3 periods of the experiment. The first
lasted 7 days, the experimental group was injected with
morphine in low dose of 6 - 15 mg/kg, medium dose of 14,8 -
37 mg/kg. and high dose of 26 - 65 mg/kg. In order that
they would be addicted differently in more or less degree.,
The control group was injected with phosphate buffer
instead of the morphine, Morphine or phosphate buffer was

withdrawn form those animals during the second period



which was 10 days long. By the seventh day of this

period, the animals were operated and polyethylene tubes
were inserted into their peritoneal cavity. The last period,
by mean of the automatic drug injection system which was
built from local materials, the operated animals could

press the lever in their cages for injecting morphine into
themselves through the implanted polyethylene tubes for

7 days.

The experimental results were that: Among the three
experimental groups, there were differences in volume of
morphine that they self-~administered through the 7 days of
the last experimental period. Some of the experimental
animals which received the low dose of morphine, were not
physically dependent and tolerant to morphine., But all
of which received the high and medium doses were dependent
to morphine., That was, they took morphine regularly every-
day. And they were also tolerant to morphine, as manifes-—
ted by their increasing uses of morphine during early time
of the last period, Besides, the animals received the high
dose of morphine showed that the starting volume; the rate
of increase in volume, and also the steady volume of mor-
phine self-administration, were in higher level than
others which received the medium and low doses, respecti-
vely. All of the control group that received the varied
doses of phosphate buffer showed no trend of tolerance,

even if the high dose was given,



The results are concluded that different dose of
morphine which were given to the experimental animals in
the first period have an important effect on the develop-
ment of morphine tolerance, By mean of measuring morphine
volume which those animals administered themselves through
their lever pressing., It was demonstrated that the low
dose of morphine of 6 - 15 mg/kg. still has an effect on
the development of morphine tolerance in the experimental
animals, even if the level is so low. And some animals
of this group show no sign of morphine dependence. The
anminals which received the medium dose of 14.8 - 37 mg/kg.
and the high dose of 26 - 65 mg/kg. of morphine developed
morphine tolerance in higher level., The medium dose group
showed trend of higher level of morphine tolerance than
the low dose group,-but it is not significantly different.
An the low and medium dose groups respectiveliy show signifie
cant lower level of morphine tolerance acvelopment than the

high dose group.
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