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Supplementary Figure S1. Chemical structure of anti-arrhythmic compounds and internal standards. (a) metoprolol (b) diltiazem (c) amiodarone (d) propafenone (e) 5-hydroxy-propafenone (f) verapamil (g) metoprolol-d7 (h) amiodarone-d4 (i) propafenone-d5 (j) 5-hydroxy-propafenone-d5
[image: H:\DART-投稿\第3次投稿\AI修改\Supple-Figure 1-0705-01.tif]


Supplementary Figure S2. Typical chronograms of drug-free serum spiked with internal standards (a) metoprolol (b) diltiazem (c) amiodarone (d) propafenone (e) 5-hydroxy-propafenone (f) verapamil 
[image: H:\DART-投稿\第3次投稿\AI修改\Supplemental Figure 2 QC0\Supplemental Figure 2-0705-01.tif]


Supplementary Figure S3. Typical chronograms of drug-free serum spiked with internal standards (Black) metoprolol-d7 (Purple) amiodarone-d4 (Red) propafenone-d5 (Green) 5-hydroxy-propafenone-d5
[image: H:\DART-投稿\第3次投稿\AI修改\Supplemental Figure 2 QC0\Supplemental Figure 3-01.tif]



[bookmark: OLE_LINK5]Supplementary Table S1. The correlation coefficient, accuracy and precision of anti-arrhythmic drugs in human serum by LC-MS/MS.
	Analyte
	Correlation Coefficient
(R2)
	Intra-batch accuracy (precision), n=6
	Inter-batch accuracy (precision), n=18

	
	
	LLOQ
	Low
	Middle
	High
	LLOQ
	Low
	Middle
	High

	[bookmark: OLE_LINK1]Metoprolol
	0.9936
	104.5 (2.1)
	99.0 (4.3)
	96.4 (3.9)
	97.9 (6.3)
	103.8 (0.1)
	99.0 (0.1)
	98.4 (3.5)
	97.8 (0.6)

	[bookmark: OLE_LINK3]Diltiazem
	0.9984
	97.8 (5.6)
	100.6 (4.4)
	100.7 (4.9)
	99.0 (8.1)
	98.8 (3.0)
	99.0 (1.7)
	102.3 (1.5)
	100.5 (3.2)

	Amiodarone
	0.9994
	100.7 (2.3)
	104.6 (4.0)
	100.3 (5.3)
	100.7 (4.0)
	100.2 (2.3)
	102.3 (3.0)
	100.1 (2.5)
	100.0 (1.4)

	[bookmark: OLE_LINK2]Propafenone
	0.9974
	104.9 (3.5)
	104.0 (4.9)
	102.0 (4.1)
	100.6 (4.9)
	104.4 (1.91)
	101.3 (2.5)
	100.9 (2.1)
	99.4 (1.2)

	5OH-propafenone
	0.9976
	102.2 (4.1)
	98.9 (6.6)
	102.4 (3.9)
	98.4 (6.4)
	99.5 (4.62)
	99.2 (0.6)
	101.4 (1.8)
	100.0 (2.8)

	[bookmark: OLE_LINK4]Verapamil
	0.9988
	104.0 (2.3)
	100.2 (3.6)
	95.6 (4.2)
	98.3 (2.5)
	102.8 (1.02)
	99.3 (0.8)
	100.1 (3.9)
	98.3 (0.1)
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