Dual HDAC-BRD4 inhibitors endowed with antitumor and antihyperalgesic activity
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Table S1. Physicochemical and pharmacokinetic parameters calculated using the Swiss ADME facility
	DESCRIPTORS/PARAMETERS
	5 (SUM35)
	6 (SUM52)

	Physicochemical properties

	Formula
	C23H20N5O2
	C26H29N6O3

	Molecular weight
	398.44 g/mol
	473.55 g/mol

	Num. heavy atom
	30
	35

	Num. aromatic heavy atoms
	17
	17

	Fraction Csp3
	0.22
	0.35

	Num. rotatable bonds
	5
	12

	Num. H-bond acceptors
	5
	6

	Num. H-bond donors
	1
	2

	Molar Refractivity
	118.12
	137.22

	TPSA
	95.23 Å²
	124.33

	Lipophilicity

	LogPo/w (iLOGP)
	2.48
	2.10

	LogPo/w (XLOGP3)
	1.26
	2.26

	LogPo/w (WLOGP)
	2.61
	2.83

	LogPo/w (MLOGP)
	2.65
	1.70

	LogPo/w (SILICOS-IT)
	3.76
	3.66

	Consensus LogPo/w
	2.55
	2.51

	Solubility

	Log S (ESOL)
	-3.19 (soluble)
	-3.77 (soluble)

	Log S (ALI)
	-2.86 (soluble)
	-4.51 (moderately soluble)

	Log S (SILICOS-IT)
	-6.69 (poorly soluble)
	-7.92 (poorly soluble)

	Pharmacokinetics

	GI absorption
	High
	High

	BBB permeant
	No
	No

	P-gp substrate
	Yes
	Yes

	CYP1A2 inhibitor
	No
	No

	CYP2C19 inhibitor
	No
	Yes

	CYP2C9 inhibitor
	Yes
	Yes

	CYP2D6 inhibitor
	No
	Yes

	CYP3A4 inhibitor
	No
	Yes

	LogKp (skin permeation)
	-7.84 cm/s
	-7.58 cm/s

	Drug likeness

	Lipinki
	Yes
	Yes

	Ghose
	Yes
	1 violation (MR>130)

	Veber
	Yes
	1 violation (rotors>10)

	Egan
	Yes
	Yes

	Muegge
	Yes
	Yes

	Bioavailability score
	0.56
	0.56
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Figure S1. Morphological comparison between SHSY5Y neuroblastoma cells treated for 24h in absence (vehicle) and/or in presence of inhibitor iBET762 (0.75μM), compounds 5 (30μM), compound 6 (15μM), or the combinations 5-iBET762 and 6-iBET762. Note the morphological changes in cell body shape. Representative image of five for each experimental condition (N=3 independent experiments). Phase-contrast views of microscopic fields are shown.
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