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Figure 1: Comparison of Simulated plasma free FLV and FXT concentrations to S1R Ki and HEK293T-ACE2-TMPRSS2
cell ICso
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e  Caption: Figure 1. ratio of fluvoxamine (FLV; black) and fluoxetine (FXT: yellow) free concentration in
plasma to (A) S1R Ki (FLV=15-64 ng/mL and FXT=82-99 ng/mL) [semi-log scale] and (B) HEK293T-ACE2-
TMPRSS2 cell IC50 (FLV=4579 ng/mL and FXT=2072 ng/mL) [linear scale]. Shaded intervals represent
simulated concentrations following administration of FLV (grey) or FXT (yellow) at label-recommended
dosages (FLV 100 mg g24h, 100 mg q12h and 100 mg q8h; FXT 20 mg g24h, 40 mg q24h and 80 mg q24h).
FLV clinical dose from the TOGETHER trial (100 mg q12h) and a commonly prescribed dose for FXT (40 mg

g24h) are depicted as solid lines.

Legend: FLV=fluvoxamine, FXT=fluoxetine, q8h=every eight hours, gl2h=every twelve hours, q24h every twenty-

four hours, S1R=Sigma-1 receptor; Ki=inhibitory constant, IC50=concentration of half-maximal inhibition.





