STRAIN-DEPENDENT CHANGES IN THE HYPOTHALAMICPITUITARY-ADRENOCORTICAL AXIS AFTER NALOXONEINDUCED CONDITIONED PLACE AVERSION IN MICE.
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INTRODUCTION
The intense associative memories that develop between drug-paired contextual cues and the drug withdrawal
associated aversive feeling have been suggested to contribute to the high rate of relapse. Our study was aimed to
elucidate the implication of hypothalamic-pituitary-adrenocortical (HPA) axis activity in the expression and
extinction of aversive memory in two inbred mouse strains, Swiss and C57BL/6(B6) mice.

MATERIALS AND METHODS
The animals were rendered dependent on morphine by i.p. injection of increasing doses of morphine (10-60
mg/kg). Negative state associated with naloxone (1 mg/kg s.c.)-precipitated morphine withdrawal was examined
by using conditioned place aversion (CPA) paradigm.

RESULTS AND CONCLUSIONS
Our results showed an increase statistically
significant in corticosterone plasma levels after
CPA-expression in morphine-treated Swiss mice
versus the saline+naloxone group or B6 mice
treated with morphine+naloxone. However, no
changes in corticosterone plasma levels were
observed after CPA expression in B6 mice. Extinct
morphine-withdrawn Swiss mice showed a
significant decrease in corticosterone plasma
levels versus the same strain treated with saline
and B6 mice treated with morphine. There were
no changes in the corticosterone levels in B6 mice
after naloxone withdrawal. The differences
observed between Swiss and B6 mice suggest that,
since stress has a prominent role in cue-associated
memories, the treatment of addictive disorders
should take into account an individual
predisposition to associate the aversive learning
with the context.
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Corticosterone plasma levels after the expression
(A) and extinction (B) of CPA training. Data are
expressed as the mean ± SEM. ***p < 0.001
versus saline+nx; ++p < 0.01, +++p < 0.001 versus
C57BL/6 mice.

