Table 1. In vitro FXIa and PKa inhibitory activity of compounds 5a-e.


	[bookmark: _Hlk128654444]Compounds
	R4
	FXIa IC50
(nM)
	PKa IC50
(nM)
	selectivity index 
PKa/FXIa

	5a
	

	[bookmark: _Hlk127971445]5521
	8034
	1.5

	5b
	

	1873
	[bookmark: _Hlk151389520]2819
	1.5

	5c
	

	144.1
	364.2
	2.5

	5d
	

	1064
	1134
	1.1

	5e
	

	1689
	1264
	0.7

	(±)-Asundexian
	-
	2.77
	27.8
	10



Table 2 In vitro FXIa and PKa inhibitory activities of compounds 6a-g


	[bookmark: _Hlk128655069]Compounds
	R3
	FXIa IC50
(nM)
	PKa IC50
(nM)
	selectivity index 
PKa/FXIa

	6a
	

	11571
	58785
	5.1

	6b
	

	500.7
	5000
	10

	6c
	

	1060
	6922
	6.5

	6d
	

	1739
	22388
	13

	6e
	

	1392
	>90000
	>65

	6f
	

	960.3
	>90000
	>94

	6g
	

	113.9
	2714
	24

	(±)-Asundexian
	-
	2.77
	27.8
	10


Table 3 In vitro FXIa and PKa inhibitory activity of compounds 7a-c.



	[bookmark: _Hlk128654496]Compounds
	R1
	R2
	R4
	FXIa IC50
(nM)
	PKa IC50
(nM)
	selectivity index 
PKa/FXIa

	7a
	

	

	

	85.6
	257.8
	3.0

	7b
	

	

	

	123.8
	650.2
	5.3

	7c
	

	

	

	98.0
	131.4
	1.3

	(±)-Asundexian
	-
	-
	-
	2.77
	27.8
	10
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