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Oral (PO) esketamine administration is Extensw.e oral fIrSt_F,)aSS To what extent the parent and
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more clinically feasible as antidepressant etamine concentrations but pharmacologically active metabolite
treatment compared to intravenous (V) <> ! ! . each contribute to the antidepressant

or nasal administration ,h'gh metabollte exposyre, effects remains to be determined
including esnorketamine [1,2]

Aim: to quantify the PK/PD relationship of esketamine and potential contribution of esnorketamine as measured on the visual analogue scale
(VAS) ‘Feeling High’ in healthy volunteers receiving both PO and IV esketamine.
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* VAS ‘Feeling High’ effects attributed to both esketamine and esnorketamine could be quantified. L CD R
-/ \ O
* Esketamine drives effects observed after IV dosing, while esnorketamine drives effects after PO dosing.
High variability and underpredicted early effects indicates the esnorketamine contribution may be over-
estimated. It could represent other drivers, such as other metabolites or anticipation/placebo effects.
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 These results may inform study designs of future clinicals trials investigating PO esketamine or
administration of newly developed es(nor)ketamine analogues.

CONCLUSION
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