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INSATU

SMILES

CClcicc2CCIC@@HBIC@I(c2ee10)
(C)CCCIC@@I3(CICNIC(=0)c2e(C1=0)cece)C

Physicochemical Properties

Formula C28H33NO3

Molecular weight 431.57 g/imol

Mum. heavy atoms 32

Num. arom. heavy atoms 12

Fraction Csp3 050

Num. rofatable bonds 3

Mum. H-bond acceptors 3

Num. H-bond donors 1

Molar Refractivity 131.44

TPSA 5761 A7
Lipophilicity

Log Py, (ILOGP) 404

Log Py (XLOGP3) 6.66

Log Py, (WLOGF) 544

Log Py, (MLOGF) 487

Log Py, (SILICOSAT) 6.00

Consensus Log Py, 5 40|

Water Solubility

Log S (ESOL) -6.79

Solubility 6.98e-05 mg/ml ; 1.62e-07 mol/l
Class Poorly soluble

Log S (Ali) -7.67

Solubility 9.18e-06 mg/ml ; 2.13e-08 mol/l
Class Poorly soluble

Log S (SILICOS-IT) -7.86

Solubility 5.90e-06 mg/ml ; 1.37e-08 mol/l
Class Poorly soluble

Pharmacokinetics

Gl absorption High

EBB permeant Yes

P-gp substrate Yes
CYP1A2 inhibitor No
CYP2C19 inhibitor Yes
CYP2C3 inhibitor Yes
CYP2D6 inhibitor No
CYP3A4 inhibitor Yes

Log K, (skin permeation) -4.20 cmfs

Druglikeness

Lipinski Yes; 1 violation: MLOGP=4.15
Ghose Mo; 1 violation: MR=130
Veber Yes
Egan Yes
Muegge No; 1 violation: XLOGP3=5
Bioavailability Score 0.55

Medicinal Chemistry
PAINS 0 alert
Brenk 1 alert: phthalimide
Leadlikeness Mo; 2 violations: MW=350, XLOGP3=35
Synthetic accessibility 405

@

SLMILES: CC(clec2CC[C@@H]3[C@](c2cc10)(C)CCC[C@@]3(C)CN1C(=0)c2¢(C1=0)ccec2)C
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fio0d Water Salubility
Log S (ESOL) -454
Solubility 1.17e-02 mg/mil ; 2.90&-05 mal/l
FLEX Class Moderately soluble
Log S (Ali) -5.40
Solubility 1.62e-03 mg/mi ; 4.02e-06 mol/l
Class Moderately soluble
INEATU poLar  Log S (SILICOS-IT) -4.62
IES Solubility 9.61e-03 mg/ml ; 2.39e-05 mol/l
Class Moderately soluble
INSOLL
Pharmacokinetics
QC(=0)IC@](CICCCIC@2IC@HI1CCelc2ee(c(c1)C(CICIS(=0) Gl absorption High
SMILES |20 e e el
' BEE permeant No
Physicochemical Properiies P-gp substrate Yes
Formula C20H27Na055 o
. CYP1A2 inhibitor No
Molecular weight 402.48 g/mol o
CYP2C19 inhibitor No
Num. heavy atoms 27
CYP2C9 inhibitor No
Num. arom. heavy atoms 6 o
Fraction Csp3 085 CYP2D6 inhibitor No
Num. rotatable bonds 3 CYF3A4 ihibitor No
Num. H-bond acceptors 5 Log K, (skin permeation) -6.23 cmis
Num. H-bend denors 1 Druglikeness
Molar Refraciivity 99.39 | Lipinski Yes; 0 violation|
TPSA 102.88 A Ghose Yes
Lipophilicity Veber Yes
Log Py, (LOGP) -11.29 Egan Yes
Log Py, (XLOGF3) 355 Muegge Yes
Log £, (WLOGP) 489 Bioavailability Score 0.56
Medicinal Chemist
Log Py, (MLOGP) 361 Yy
PAINS 0 alert
Log Py (SILICOS-IT 327
9 Poiw ( ) Brenk 1 alert: sulfonic_acid_2
=]
[Consersus Log Py, 01| Leadikeness No: 2 violafions: MW=350, XLOGP3=3.5
Synthetic accessibility 424

SMILES: OC(=0)[C@]1(C)CCCIC@]2([C@HI1CCelc260(e(c1)C(C)C)S(=0)(=0)[O-])C.[Na+]



Table S1. In vitro pharmacokinetic parameters for compound phthFGL (1a):
Caco?2 permeability.?

Caco2 Permeability
Compound ID| AVG [SDPapp| AVG |SD Papp | Efflux Ratio
Papp A/lB| A/B |PappB/A| BIA (B2A/A2B)
(nm/s) (nm/s)
Cambamazeping 718.9 12.5 565.9 32.8 0.8
Digoxin 46.1 4.6 270.6 20.5 5.9
la 227.8 49.9 92.7 28.8 0.4

2 See experimental methods in reference: Ling, T.; Tran, M.; Gonzalez, M.A.; Gautam, L.N.; Connelly,
M.; Wood, R.K.; Fatima, I.; Miranda-Carboni, G.; Rivas, F. (+)-Dehydroabietylamine derivatives target
triple-negative
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cancer.
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Table S2. In vitro pharmacokinetic parameters for compound phthFGL (1a):
stability in microsomes and plasma.?

9-13.

Metabolic Stability

Metabolic Stability

Plasma Stability

Plasma Stability

(Human) (Mouse) (Human) (Mouse)
Compound ID| ti/2(hr)|[ STD Clint t1/2 (hr) STD Clint
(mL/Min/ (mL/Min/
Kg) Kg)
t1/2(hr) |STD t1/2(hr) |STD
Verapermil 2.10 0.2 9.9 1.32 0.1 43.4 | Eucatropine | 0.57 0.01 4.96 0.28
1a 3.53 11 5.9 3.83 0.8 14.9 1a 52.58 6.11 >>48 -

2 See experimental methods in reference: Ling, T.; Tran, M.; Gonzélez, M.A.; Gautam, L.N.; Connelly, M.;

Wood, R.K.; Fatima, I.; Miranda-Carboni, G.; Rivas, F. (+)-Dehydroabietylamine derivatives target triple-
negative breast cancer. Eur. J. Med. Chem. 2015, 102, 9-13. https://doi.org/10.1016/].ejmech.2015.07.034
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