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Alcohol (EtOH) alters opioid

systems

e Acute EtOH increases opioid gene
transcription, biosynthesis and release
(both In vitro and in vivo)

e Chronic EtOH decreases opioid gene
transcription, biosynthesis and release

* Possible increase in responsiveness of
opioids to EtOH in animals and people
prone to high EtOH consumption



Glanoulakis et al., 1995
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B-endorphin deficiency on C57BL/6J background
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EtOH Preference (%)
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B-endorphin and pleasure

Nucleus Accumbens

Hypothalamus
Dopamine

B-endorphin

Ventral Tegmentum



Direct assessment of
Reward Hypothesis

e Using In vivo microdialysis to investigate
neurochemical differences in b-
endorphin deficient mice

o Glutamate and Dopamine levels In
nucleus accumbens



B-endorphin?

B-endorphin?

Positive Reinforcement

Negative Reinforcemen



How stress axis moderates
EtOH response

b-endorphin / liability for abuse and dependence
\ How EtOH
Acute EtOH moderates stress

response
Induces stress response

N

Chronic EtOH

Downregulated stress response,;
hyperactivity upon withdrawe
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Stress, b-endorphin and EtOH

* Does b-endorphin modulate the impact
of stress on EtOH?

e Preliminary studies indicate that Stress
appears to enhance conditioned place
effects of EtOH In a b-endorphin-
dependent manner.



HPA Axis Response | , ACTH and B-Endorphin
StT“ are released by the

activation of the same

precursor molecule

B-end Hypothalamus

(in hrainm Ci': (POMC)
p-end | Pltuitary Hypothesis:
AL AC*TH B-endorphin may
mediate the effects of
Adrenals stress

Cortisol

ZRF - corticotropirereleasing factor;
A CTH - adrenac ortic ofropic hormane;
p-end - heta endarphin

www.atforum.com/SiteRoot/pages/current_pastissues/summer2000.shtml
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