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Nefazodone vs amitriptyline in major depressive inpatients
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Nefazodone, a potent SHT?2 antagonist, down-regulates both B-adrenergic and SHT2 receptors in the frontal cortex when
given chronically (Eison et al., 1990). Flexible doses of nefazodone (100-400 mg/d) and amitriptyline (50~200 mg/d) were
compared in 103 major depressive inpatients in a 6-week double-blind study. Results showed significant superiority of
amitriptyline over nefazodone on all rating instruments: MADRS (P < 0.01 from week 2), Hamilton depression scale (p < 0.01
from week 4), and CGI (p < 0.01 from week 4). Complementary analyses showed that the treatment differences were the
largest for the 33 melancholic patients who had used tricyclics in the past whereas it was clinically nil for the 26
nonmelancholic patients who never experienced tricyclics. 65% of patients under amitriptyline and 56% of patients under
nefazodone reported adverse events during the study, with more dry mouth in the amitriptyline group (39% vs 11%). Mean
final daily doses reached 242 mg with nefazodone and 124 mg with amitriptyline. These findings, which contradict results
in US patients (D’Amico et al., 1990), should be discussed with regard to the dose of nefazodone, probably too low for
melancholic patients and to the clinical differences between the patient samples (Ansseau, 1992).
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