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groupalso had lower HRS scoresoverall, but it is unclear from their dataif thi s
was statistically significant. Fewer unipolar endogenous depressivesseemed to
respondcomparedto bipolar, but not at statistically significant levels.

In an open trial of deprenyl in atypical depressives,Quitk in et al (28) found
that 10/17 responded (m uch improvedor better on the CG I). Compared to a
placebo group in a parallel double-blind study of phenelzine-imip ram ine­
placebo, however, the re wasonly a trend to superiority of depre nyl (p < 0.10).
Of the 10 responders,9 required dosesof30 mg/day, whi ch the investigators
felt wasperhapsnot selectivefor MAO-B alone.

SUMMARY OF CLI NICAL TRIALS

While it is clear that deprenyl is an effec t ive anti parki nsoniandrug, it s
antidepressant efficacy is still in question. T he two controlled studies show
co nflict ing resultswhile openstu d ies have beenmore encouraging, particula rly
in the treatmentofatyp ical,non-endogenousdepression.It should be noted that
the two stud iesshowing negative results with MAO-B inhibito rs useddepressed
patientswith "endogenous" symptoms,a population whic h may be less respon­
sive to MAOI s (23,25). Future controlled stud iesshould incorpora tesubtyping
of depression or compare deprenyl to non-selecti veMAOIs.

PSYCHOBIOLOGY OF DEPRESSION

.lf depren yl is an effecti ve antidepressant, what migh t be its mechanismof
action? Since depren yl is metabolized to methamphetamine andamphetamine ,
and becau sedeprenyl is reported to have a faster onset of action than other
MAO Is, one might suspect that it s antidepressant effect is simp ly due to
amphetamine. L-deprenyl is presumably metabolized to I-amphetamine, which
is thoughtto beless euphoria-produc ingthanit s isomer, d-amphetamine (29). In
Quitkin et aI's study (28), 7/8 patients showing pre-treatment dysphoric
responses to amphetamine administration responded to deprenyl, while only
3/ 7 showingeuphor ia responded to deprenyl. T hus, it may not betheamphe ta­
mine-like action of deprenyl that is responsible for its antidepressanteffect.
An other interesting finding was that not only did depren yl increaseurinary
PEA , but it also significantly decreased urinary MHPG whe nno effect would be
expected (30). In addition, thosepatients with th e lowest baseli neMHPG levels
appearedto be the ones to respondto deprenyl. Thus,depren yI'santidepressant
action may be mediated through biochemical effec ts other than the MAO-B
inhibition.

Mendlewicz and Youdim (24) found that depren yl respondershada greater
degreeof platelet MAO-B inhibition when compared to non-responders.How­
ever, other investigators have shown that inhibiti on of greate r than 80% of
platelet MAO-B consistently occurs even with short term admin istrat io n of 10
mg of depren yl (31).
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What if deprenyl is not an effective antidepressant? Knowing that clorgylin e is
effective, this could mean that MAO-A inhibition is the essential mech anism fo r
the antidepressant effect. This hypothesis has been forwarded by severa l
investigators (23,25), and is more consistent with the monoamine hypothesis of
depression since norepinephrine and serotonin, the neurotransmitters tradi­
tionally linked to the psychobiology of depression, are metabolized by MAO-A.
Some studies show that only higher doses of deprenyl are effec tive agains t
depression, when MAO-A may also be inhibited (28). If MAO-B inh ibition was
the critical factor, then one would expect lower doses of depren yl, producing
almost complete platelet MAO-B inhibition (31), to be equally effective. O ther
investigators have suggested that the antidepressant effect of MAOIs shares the
same mechanism as the cheese effect , postulating that th e effect is mediated
through enhancement of central norepinephrine release due to trace amounts
of tyramine acting on central synapses (25).

CONCLUSION

L-deprenyl, a se lective MAO-B inhibitor, is an effective ad junct ive treat­
ment for Parkinson's disease. However, evidence that se lect ive MAO-B inh ibi­
tors are as effective as non-selective MAOIs in the treatment of depression
remains inconclusive, although there is suggestion that deprenyl ma y be effec­
tive in "atypical depression. " Deprenyl is not yet commercially available, but
further studies are warranted because the lack of a cheese effect co nfers a
significant advantage over other MAOIs that would make deprenyl an impor­
tant addition to our antidepressant armamentarium. Furthermore , by using
selective MAO inhibitors such as clorgyline and deprenyl as psychopharmaco­
logical probes we can glean further insights into th e psychobiology of depressive
disorders.
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