Managing delayed or missed pregabalin doses in patients with focal epilepsy: A Monte Carlo simulation study
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Supplement
[bookmark: _Hlk114553079][bookmark: _Hlk114553124][bookmark: _Hlk113377394]Supplementary Fig. 1 Comparison between strategy A and the optimal recommended dosage regimen based on total deviation time out of therapeutic range. (a) Adult male patient with CLcr 44.5 mL/min receiving pregabalin 75 mg BID. (b) Adult female patient with CLcr 44.5 mL/min receiving pregabalin 75 mg BID. (c) Adult male patient with CLcr 10 mL/min receiving pregabalin 50 mg QD. (d) Adult female patient with CLcr 10 mL/min receiving pregabalin 50 mg QD. Simulated patients are assumed to have reached a steady state of pregabalin before a non-adherence event. CLcr, creatinine clearance. QD, once daily; BID, twice daily.

[bookmark: _Hlk113344876][bookmark: _Hlk115326322][bookmark: _Hlk115326359]Supplementary Fig. 2 Effect of changes to sex, food status, body weight (WT), and dosing interval (DI) on remedial dosing recommendations for typical patients with different renal functions with missed doses: a. Patients with ESRD delayed by 24 h; b. Patients with severe renal impairment delayed by 24 h; c. Patients with moderate renal impairment delayed by 12 h and 24 h; d. Patients with mild renal impairments and normal renal function delayed by 12 h and 24 h. Reference represents the scenario of a typical male patient taking the corresponding remedial dose (indicated on the vertical coordinates) with the corresponding demographic characteristics listed in Table 2 at the regular dosing interval (12 h or 24 h). DI22-26h represents patients taking pregabalin at 8:00 and 6:00 and DI26-22h represents patients taking pregabalin at 8:00 and 10:00. DI13-11h represents patients taking pregabalin at 8:00 and 21:00 and DI11-13h represents patients taking pregabalin at 8:00 and 19:00. WT80.6kg and WT101.9kg represent the WT of patients who were 80.6 kg and 101.9 kg, respectively. ESRD, end-stage renal disease.

[bookmark: _Hlk113251749][bookmark: _Hlk113251789]Supplementary Table 1 Deviation times out of therapeutic range under different remedial strategies in male patients receiving pregabalin 75 mg BID with CLcr of 44.5 mL/min. CLcr, creatinine clearance; BID, twice daily.
Supplementary Table 2 Recommended remedial dose of pregabalin in patients with focal epilepsy adjunctive therapy when the deviation time is reduced to 1.5 h or increased to 2.5 h.
