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Neuropeptide Y (NPY), a reduced in CSF of MDD and PTSD NPY administered centrally or intranasally rescues pathophysiology. Consequently, we conducted the first controlled trial of NPY as a treatment for MDD. Methods: Thirty MDD patients on a stable dose of a conventional antidepressant insufflated 6.8 mg NPY (n=12) or placebo (n=18) in a double blind randomized fashion. Effects were assessed at baseline, +1 hour, +5 hours, +24 hours, and +48 hours. The primary outcome was change in depression severity measured with the MADRS.  NPY was superior to placebo at +24 hours (change −10.3 [95% CI: −13.8; −6.8]) vs −5.6 (95% CI: −8.4; −2.7); group*time F = 3.26, DF = (1,28), P = .04; Cohen’s d = 0.67). At +5 hours MADRS decreased −7.1 ([95% CI: −10.0; −4.2] vs −3.5 [95% CI: −5.8; −1.2]; group*time F = 2.69, DF = (1,28), P = .05; Cohen’s d = 0.61). MADRS reduction at +48 hours was not significant. Conclusions We chose +48 hours as the primary endpoint and +1, +5, and +24 hours as secondary endpoints. The results indicate that insufflated NPY is antidepressant, despite not meeting the primary outcome, 
