	[bookmark: _GoBack]Table S1. Selectivity profile and predicted physicochemical and ADME properties of references and newly synthesized compounds.
	name
	logSa
	logPb
	2C9 pKic
	hERG pIC50d
	BBB log([brain]:[blood])e
	HIA categoryf
	P-gp categoryg
	2D6 affinity categoryh
	PPB90 categoryi
	HBDl
	HBAm
	TPSAn
	Flexibilityo
	Ki, hA1/hA3p
	Ki, hA2a/hA3q
	Ki, hA2b/hA3r

	3
	1.70
	3.22
	5.90
	5.64
	-0.57
	-
	yes
	high
	high
	1
	9
	104.7
	0.12
	3∙10-1
	4
	4

	4
	0.65
	4.39
	6.42
	6.20
	-0.77
	-
	yes
	high
	high
	2
	11
	119.8
	0.18
	83
	53
	214

	5
	0.77
	4.34
	6.15
	5.97
	-0.49
	-
	yes
	high
	high
	1
	10
	107.8
	0.16
	185
	725
	72

	6
	0.73
	4.49
	6.34
	5.91
	-0.76
	-
	yes
	high
	high
	1
	10
	107.8
	0.18
	> 9091
	>9091
	>909

	33
	1.93
	3.90
	5.22
	5.51
	-1.03
	+
	yes
	low
	high
	1
	8
	90.5
	0.21
	3
	4
	2.5∙10-1

	36
	1.71
	4.19
	5.47
	5.47
	-0.95
	+
	yes
	high
	high
	1
	8
	90.5
	0.22
	1
	3
	9∙10-2

	CVT 6975[2]
	2.08
	2.87
	5.65
	4.95
	-0.90
	+
	yes
	high
	high
	1
	8
	90.5
	0.13
	1
	1
	1∙10-3

	MRE3005F20
(HCl)[3]
	1.30
	3.24
	6.20
	5.80
	-0.85
	+
	yes
	medium
	high
	2
	11
	124.4
	0.20
	35000
	10000
	25000

	MRE3008F20
	1.34
	3.41
	6.21
	5.91
	-0.84
	+
	yes
	medium
	high
	2
	11
	124.4
	0.22
	1463
	173
	2560

	OT-7999
	1.78
	4.25
	5.87
	5.81
	-0.63
	+
	yes
	high
	high
	1
	6
	71.8
	0.17
	>10526
	>10526
	N.D.

	PSB-10
	0.26
	4.48
	5.81
	4.83
	-0.21
	+
	no
	high
	high
	1
	5
	52.2
	0.07
	3864
	6136
	N.D.

	PSB-11
	1.87
	2.57
	5.15
	4.78
	-0.33
	+
	no
	high
	low
	1
	5
	52.2
	0.08
	701
	547
	897

	KF-26777
	1.46
	3.01
	5.57
	5.13
	-0.29
	+
	no
	medium
	low
	1
	5
	52.2
	0.11
	9000
	2350
	3100

	MRS1191
	-1.32
	5.96
	5.84
	5.56
	-0.25
	+
	Yes
	high
	high
	1
	5
	68.12
	0.23
	>318
	>318
	>318

	MRS1220
	0.35
	4.58
	6.04
	5.44
	-0.47
	+
	Yes
	medium
	high
	1
	7
	85.32
	0.15
	391
	42
	N.D.

	MRS1523
	-0.01
	5.37
	5.17
	5.33
	0.50
	+
	yes
	high
	high
	0
	4
	56.26
	0.38
	>529
	194
	>529






aaqueous solubility (logS, µM), preferably >1; blogarithm of partition coefficient between n-octanol and water (clogP), preferably 0<clogP<3.6; cCYP2C9 cytochrome metabolism (CYP2C9 affinity, µM), preferably ≤ 6; dhERG channel inhibition (pIC50), preferably ≤ 5; eblood brain barrier (BBB) penetration in terms of logarithm brain-blood partition; fhuman intestinal absorption (HIA), (+) indicates absorption ≥ 30% and (-) indicates absorption < 30%; gP-glycoprotein binding (P-gp), "yes" indicates a substrate and "no" indicates a non-substrate; hCYP2D6 cytochrome metabolism (CYP2D6 affinity, µM), "low" indicates pKi < 5, "medium" indicates 5 < pKi < 6, "high" indicates 6 < pKi < 7, "very high" indicates pKi > 7; iplasma protein binding (PPB90), "low" indicates < 90% of compound bound to plasma proteins, "high" indicates ≥ 90% of compound bound to plasma proteins; lnumber of hydrogen bond donor (HBD); mnumber of hydrogen bond acceptor (HBA); ntopological polar surface area (TPSA); oflexibility; p-rselectivity profile among ARs subtypes. The Affinity values were derived from Borea et al.[1] unless otherwise indicated.  N.D., no data available. All properties were calculated using StarDropTM, version 6.0 [4].
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