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The objectives of this study are 1) to establish baseline hormonal
profile levels of serum E_, P, PRL and cortisol levels as well as sexual
behaviours and metabolic turnover of morphine during various phases of normal
menstrual cycle and 2) to follow changes of these parameters during long term
injection of morphine hydrochloride and 7: the drug withdrawal in sexually

| /

mature female cynomolgus monkeys.
\'x
Seventeen monkeys w@e&te$ su@usly with morphine at doses
of 0.1-3.2 mg/kg/day for “l‘.?}ys. Y 'I‘hefq's@re rate of morphine was not
altered significantly fro = tment values .1-0.8 mg/kg/day morphine
treated monkeys. Morphine o .4_|‘-v¢_ng/kg_7‘aa|¥\and over promptly elevated

cerum PRL levels while corti els wexe graauallly suppressed and mar kedly
declined in sexual behavi ponement of menstrual cycle and Reduction~

of serum E2 and P levels we "a_‘____hﬁ monkeys treated 0.8-1.6 mg/kg/day
morphine. Significant de ¢ g the turnover rate of morphine were found in
monkeys treated with 1. 'mg/kg/day g; €, reaching steady state prior
to D80 and D45 of the treagment fespect Apovulation and complete

11 monkeys treated with 3.2

n ‘th*se monkeys were

s galactorrhea particularly
ual bleeding during

absence of menstrual ble NG
mg/kg/day morphine. Associated Mgtorgij,
hyperprolactinemia simultaneou$ly wifh s:

n
in monkeys who exhibited comp eg?afﬁ:senc@en
morphine treatment. S — —

FAE: Ay | ey T .
Morphine withdrawal indnééé‘ﬁprq'mﬁmmwtl

Llon of serum PRL levels to
normal values within a f,a*’ days whereas the return

normal turnover rate
required not longer thahsa-momnths——HOWever; Sermmco¥cisol levels in some
monkeys may remain lower’than normal pre- =y rallies as late as 3 months.

It is suggested tﬂat 1) morphine may exert iairect stimulating
influence on pituitary PRL dsynthesis and/or release, 2) morphine may have

several sites of acti o latio hy ic-adenohypophyseal-
adrenocortical axisj %Eé Ej; 5 ]H r}i y ﬁ ignificant role on
regulation of spon s'"galactorrhea’ in hy lacti ic state.
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ABBREVIATION

Bo = Maximal binding count
B = Binding count
CPM = Count per minute
D =
E, 5
NSB =
P =
PRL =
QC =
~ RCE =
RCA =
Tc =
hr =
tlle =
8 =
uCi ='li'
ft =
g
. FUBTRENTNYNS
U- Nanogram
QEW’]ﬂ\Tﬂﬁ“ﬂJ UNIINYAY
fmole = Fenmtomole
pmole = Picomole
nIU = milli International Unit
min = Minute

ml = Millitre
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