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Figure S4. Predicted ADME parameter of compound 12. p17
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HO-P-0-P-0-
OH OH

SMILES

Formula

Molecular weight

Num. heavy atoms

Num. arom. heavy atoms
Fraction Csp3

Num. rotatable bonds
Num. H-bond acceptors
Num. H-bond donors
Molar Refractivity

TPSA

Log Pony (ILOGP)

Log Py (XLOGP3)
L0g Py (WLOGP)
Log Py (MLOGP)
Log Py, (SILICOS-IT)
Consensus Log Poay

leoxy-guanosine triphosphate

urPO
ca ©
NH FLEX SIZE
q a—<
{ ~
-0 N““N""NH,
OH ; S
OH 9 wsaTy PoLAR
INSOLU

O[C@H]1CIC@@HI(OIC@@H]1COP(=0)(OP(=0)(OP(=0)
(0)0)0)0)n1¢(Clc(c2cInc(N)nH]c2=0)C!

Physicochemical Properties

C11H15CI2N4013P3

575.08 g/mol

33

9

045

8

14

7

109.29

29541 A
Lipophilicity

-0.48

-3.69

0.29

276

-282

-1.89

Log S(ESOL)
Solubility
Class

Log S (Ali)
Solubility
Class

Log S (SILICOSAT)
Solubility
Class

Gl absorption

BBB permeant

P-gp substrate

CYP1A2 inhibitor
CYP2C19 inhibitor
CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log K (skin permeation)

Lipinski
Ghose
Veber
Egan
Muegge

Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

®

Water Solubility

-0.75

1.01e+02 mg/mi ; 1.76e-01 moll
Very soluble

-1.93

6.82e+00 mg/mi ; 1.19e-02 moll
Very soluble

081

3.73e+03 mg/mi ; 6.49e+00 molA
Soluble
Pharmacokinetics

Low

No

Yes

No

No

No

No

No

-12.43 cis

Druglikeness

No; 3 violations: MW>500, NorO>10,
NHorOH>5

No; 1 violation: MW>480
No; 1 violation: TPSA>140
No; 1violation: TPSA>131.6

No; 4 violations: XLOGP3<-2, TPSA>150,
H-acc>10, H-don>5

01
Medicinal Chemistry
0 alert
1 alert phosphor
No; 2 violations: MW>350, Rotors>7
462

Figure S1. Predicted ADME parameter of compound 9.
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(0)0)0)0)n1c(Bric(c2cInc(N)nH]c2=0)Br
Physicochemical Properties
Formula C11H15Br2N4013P3
Molecular weight 663.99 g/mol
Num. heavy atoms 33
Num. arom. heavy atoms 9
Fraction Csp3 045
Num. rotatable bonds 8
Num. H-bond acceptors 14
Num. H-bond donors i
Molar Refractivity 11467
TPSA 29541 A°
Lipophilicity
Log Poay (ILOGP) -0.69
Log Py, (XLOGP3) -356
Log Py, (WLOGP) 051
Log Py, (MLOGP) -2.50
L0g Py (SILICOSHT) 275
Consensus Log Posy -1.80

Log S(ESOL)
Solubility

Class

Log S (Ali)
Solubility

Class

Log S (SILICOS-IT)
Solubility

Class

Gl absorption

BBB permeant

P-gp substrate
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CYP2C9 inhibitor
CYP2D6 inhibitor
CYP3A4 inhibitor

Log Kp (skin permeation)

Lipinski
Ghose
Veber
Egan
Muegge

Bioavailability Score

PAINS

Brenk

Leadlikeness
Synthetic accessibility

Water Solubility

-1.39

2.72e+01 mg/mi ; 4.10e-02 molAl
Very soluble

-2.06

5.78e+00 mg/mi ; 8.70e-03 molA
Soluble

046

1.92e+03 mg/ml ; 2.89e+00 mol
Soluble
Pharmacokinetics

Low

No

Yes

No

No

No

No

No

-12.88 cnvis

Druglikeness

No; 3 violations: MW>500, NorO>10,
NHorOH>5

No; 1 violation: MW>480
No; 1 violation: TPSA>140
No; 1 violation: TPSA>131.6

No; 5 violations: MW>600, XLOGP3<-2,
TPSA>150, H-acc>10, H-don>5

0.1
Medicinal Chemistry
0 alert
1 alert phosphor
No; 2 violations: MW>350, Rotors>7
470

Figure S2. Predicted ADME parameter of compound 10.
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oo Water Solubility
N Log S(ESOL) A7
| o Solubility 1.41e+01 mg/ml ; 1.86e-02 moll
— | NH e S  Class Very soluble
9 o N N/ NH, Log S (Ali) -1.67
DH Solubility 1.63e+01 mg/mi ; 2.16e-02 mol
Class Very soluble
o " — POUR  Log S (SILICOS-IT) 0.41
Solubility 1.93e+03 mg/ml ; 2.55¢+00 molil
INSOLU Class Soluble
Pharmacokinetics
SMILES :)(;():O@}(};)](;;[fg)%ggﬁ%%:&;;ggﬂrO)(OP(:O}(OP(:O) Gl absorption Low
Physicochemical Properties BBB permeant No
Formula C11H15I2N4013P3 P00 substrate Yoa
Molecular weight 757.99 g/mol CYP1A2 inhibitor No
Num. heavy atoms 33 CYP2C19 inhibitor No
Num. arom. heawy atoms 9 CYP2C inhibitor No
Fraction Csp3 045 CYP2D6 inhibitor No
Num. rotatable bonds 8 CYP3A4 inhibitor No
Num. H-bond acceptors 14 Log Kp (skin permeation) -13.72 cnmis
Num. H-bond donors 7 Druglikeness
Molar Refractivity 12471 Lipinski ::&;g:l)a;ons MW>500, NorO>10,
TPSA 29541 4
Lipophilicity Ghose No; 1violation: MW>480
L0g Pon (LOGP) 029 Veber No; 1 violation: TPSA>140
L0g Pory (XLOGP3) 394 Egan No; 1violation: TPSA>131.6
L0g oy (WLOGP) 0.19 Muegge i
L0g Posy (MLOGP) 224 Bioavailability Score 0.1
L0g Pgyy (SILICOS-IT) -217 Medicinal Chemistry
Consensus Log Posy -1.69 PAINS 0 alert
Brenk 2 alerts: iodine, phosphor
Leadlikeness No; 2 violations: MW>350, Rotors>7
Synthetic accessibility 489
Figure S3. Predicted ADME parameter of compound 11.
leoxy-guanosine triphosphate ®
Water Solubility
i Log S (ESOL) 055
o] Solubility 1.79e+02 mg/ml ; 2.84e-01 mol
NH e ®E  Clss Very soluble
— I = Log S (Ali) -0.99
-0 NTONT ONH, Solubility 6.44e+01 mg/mi ; 1.02-01 mol
H Class Very soluble
OH 12 o POUR  Log S(SILICOS-IT) 117
Solubility 9.37e+03 mg/mi ; 1.48e+01 moll
INSOLU Class Soluble
O[C@H]1CIC H](O{CH H]1COP Py P(=0 EBeacoKinetcs
ST eadin o d el Gl absorption Low
Physicochemical Properties BBB permeant No
Formula C11H16IN4013P3 P-gp substrate No
Molecular weight 632.09 g/mol CYP1AZ inhibitor No
Num. heavy atoms 32 CYP2C19 inhibitor No
Num. arom. heawy atoms 9 CYP2CQ inhibitor No
Fraction Csp3 045 CYP2D6 inhibitor No
Num. rotatable bonds 8 CYP3A4 inhibitor No
Num. H-bond acceptors 14 Log Kj, (skin permeation) -13.41cmis
Num. H-bond donors T4 Druglikeness
Molar Refractivity 111.99 Lipinski :&,;gn:l)agons MW=>500, NorO>10,
TPSA 29541 A°
Lipophilicity Ghose No; 2 violations: MW>480, WLOGP<-0.4
L0 Posy (ILOGP) -1.99 Veber No; 1violation: TPSA>140
L0g Pas (XLOGP3) 459 Egan No; 1violation: TPSA>131.6
Log Poy, (MLOGP) -3.03 Bioavailability Score 0.1
Log Py (SILICOS-IT) -3.18 Medicinal Chemistry
Consensus Log Poay -264 PAINS 0 alert
Brenk 2 alerts: iodine, phosphor

Leadlikeness
Synthetic accessibility

No: 2 violations: MW>350, Rotors>7
480

Figure S4. Predicted ADME parameter of compound 12.
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