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The ED50 and ED95 doses of remimazolam for sedation undergoing ATI-FB

Methods 
Dixon's modified up-and-down method was used to determine the ED50 and ED95 doses of remimazolam for sedation in patients undergoing awake tracheal intubation by flexible bronchoscopy (ATI-FB). The initial dose of remimazolam (Yichang Renfu Pharmaceutical Co. Ltd., approval No. H20200006) was set at 0.08 mg/kg and the dose was designed following the geometric progression with a ratio of 1.2. The dosage for the following case would be established based on the experimental medicine's response in the preceding case. If the previous participant was successfully sedated, the dosage of remimazolam for the subsequent participant would be lowered by one increment. In contrast, if the previous participant was unsuccessfully sedated, the dosage of remimazolam for the subsequent participant would be increased by one increment. The experiment ended when at least six positive and negative outcomes alternated in the waveform. The successful sedation needed the following requirements to be satisfied at the same time: a. collaborate to accomplish tracheal intubation; b. no rescue sedative; c. no rescue local anesthetic. The number of cases in the test was counted from the previous participant whose response changed. So, 34 participants were enrolled, but 33 participants were included in the statistical analysis in this study. Dixon’s modified up-and-down method results for participants were presented in Figure S1.
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	Figure S1 The Dixon up-and-down plots demonstrating remimazolam dose reported as successful sedation (solid circle) and failed sedation (hollow circle) in patients for awake tracheal intubation by flexible bronchoscopy. The ED50 and ED95 doses of remimazolam for sedation undergoing ATI-FB were 0.073 (95%CI：0.066～0.080) mg/kg and 0.093 (95%CI：0.083～0.149) mg/kg by the probit regression model.
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