Amphetamine
Sensitization in Man




GENERAL OBJECTIVE




Sensitization as a
Model of Addiction
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Clinical Features of Sensitization to
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AIM of STUDY |




Experimental design

®
11C scan =

11C scan * Dexedrine (0.3 mg/kQ)

Dexedrine (0.3 mg/kg)

Dexedrine (0.3 mg/kg)

uC scan ® Dexedrine (0.3 mg/kg)

1Cscan . Dexedrine (0.3 mg/kg)




RESULTS

Control —Dose 1

Control —Dose 4
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Control —Dose 5
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Amphetamine-induced Euphoria (delta)
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AIM of STUDY II




Experimental design

®
11C scan =

11C scan & Dexedrine (0.3 mg/kQ)
. Dexedrine (0.3 mg/kQ)

: Dexedrine (0.3 mg/kq)
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Stress Cross-sensitization
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Experimental design

4
11C scan : CONTROL TASK
1C scan = STRESS TASK (MIST)

Dexedrine (0.3 mg/kg) or PLACEBO
Dexedrine (0.3 mg/kg) or PLACEBO

Dexedrine (0.3 mg/kg) or PLACEBO

1C scan ® STRESS TASK (MIST)




RESULTS

STRESS VS CONTROL TASK

Pre-sensitization Post-sensitization Placebo Condition
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Summary of
Main Findings

As drug exposure is repeated...

» The effects on DA progressively get bigger (50%)
* Enduring (after 1 year)

» Spread dorsally to include the dorsal striatum
(circuit for habit formation?)

» The behavioral correlates of sensitization =
Increased alertness, energy
* NS have a higher propensity to sensitize

*DA release is modulated by anticipation

*The substitution of the amphetamine for a placebo
Increased DA to the same extent as
amphetamine

A sensitizing amphetamine regimen seems to
potentiate the response to the laboratory stress
task







Increased

expression of D, receptors
In MA users?
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