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Table S1 Substructure searching of the ChEMBL database using the 2,4 diamino quinazoline scaffold identifies

a number of different enzyme/receptor targets and cell based phenotypic responses.

Target/Cell Description count Target Comment
Total (quinazoline activities) 6574 -
Dihydrofolate reductase 977 Protein/Receptor Potential for pathway modulation [1]
TCF4/beta-catenin 487  Protein/Receptor No direct link
Plasmodium falciparum 381 Cell N/A
Adrenergic receptor alpha-1 222  Protein/Receptor Implicated in Vasodilation
Alpha-1a adrenergic receptor 197  Protein/Receptor Implicated in Vasodilation
Alpha-1b adrenergic receptor 158 Protein/Receptor Implicated in Vasodilation
Histamine H4 receptor 147  Protein/Receptor No direct link
Alpha-1d adrenergic receptor 136  Protein/Receptor Implicated in Vasodilation
Histone-lysine. N-methy-l t-r ansferase, H3 117  Protein/Receptor No direct link
lysine-9 specific 3
Adrenergic receptor alpha-2 106  Protein/Receptor Implicated in Vasodilation
HT-29 98 Cell N/A
HCT-116 97 Cell N/A
Glucose transporter 83  Protein/Receptor ~ Potential for pathway modulation [2]
C-C chemokine receptor type 4 79  Protein/Receptor N/A
Leishmania donovani 66 Cell N/A
Microtubule-associated protein tau 63 Cell N/A
Neuropeptide Y receptor type 5 62  Protein/Receptor
PC-3 55 Cell N/A
Potassium-transporting ATPase 55  Protein/Receptor No direct link
Nuclear receptor ROR-gamma 51  Protein/Receptor No direct link
Alpha-2a adrenergic receptor 50 Protein/Receptor Implicated in Vasodilation
Lysine-specific demethylase 4D-like 50  Protein/Receptor No direct link
SW480 49 Cell N/A
Aldehyde dehydrogenase 1A1 46  Protein/Receptor Potential for pathway modulation [3]
Lysosomal alpha-glucosidase 46  Protein/Receptor No direct link
aIE;ICi) ?glljzgi;;‘;?icdfiﬁjisr?;(;arl:)etjin 41  Protein/Receptor No direct link
Hexose transporter 1 41  Protein/Receptor No direct link
Beta amyloid A4 protein 40  Protein/Receptor No direct link
Melanin—colC:er;c:in?g hormone 40  Protein/Receptor No direct link
N-lysine methyltransferase SETD8 38  Protein/Receptor No direct link
MDA-MB-231 37 Cell N/A
4'-phosphopantetheinyl transferase 33  Protein/Receptor No direct link
Cellular tumor antigen p53 33  Protein/Receptor No direct link
DU-145 33 Cell N/A
15-hydroxyprostaglandin 32 Protein/Receptor
dehydrogenase
HepG2 31 Cell N/A




Table S2 Exemplar Quinazoline structures identified with activities potentially related to

vasodilation pathways.

Name Structure Status Activity (nM) Target
. " g QJ\@ Marketed al adrenergic
Prazosin o m\( Dru 1 receptor
- & antagonist
. P Marketed al adrenergic
Alfuzosin o1 : Dru 3 receptor
- '/\/\)KO & antagonist
=g al adrenergic
. Y /f N Marketed
Terazosin y Dru 7 receptor
N 8 antagonist
& Marketed
Trimetrexate - j@/ o grlfge 3 DHEFR[1]
R&D
CHEMBL1818128 Screening 4.5 DHEFR[1]
CHEMBL582356 R&ED 4496 Glucose
Screening Transporter[2]
CHEMBL527902 R&ED 4087 Glucose
Screening Transporter[2]
CHEMBL546792 R&D 4102 Glucose
/)\/\/\Q Screening Transporte r[2]
. “ QJ\E/) R&D Aldehyde
PRAZOSIN HYDROCHLORIDE * j@;:( Screening 25000 dehydrogenase

1A1[3]




Table S3 Table of the experimental PDE-5, vasodilation, cytotoxicity, solubility and other physicochemical properties used to build the PCA model.

JCHE  JCHE
E+  E- M M . . AROM/
D 1;0% P?g's Vaso. Vaso. C’;tc‘”“ MOST MOST JLI‘,’g ";;g JcM Shl‘ Ring —Arin poa  RoT ifal‘;y Aﬁo au ™ mp
° P bl pics P _APK _BPK ass s 8 oms RATIO
A A

326.4

1039 58 526 48 491 1369 493 53 53 7 0 4 4 4984 5 25 22 733 4 2
332.4

6 040 584 503 503 456 1369 49 525 525 .0 0 4 4 4984 5 24 21 700 4 2

11 -047 705 564 496 482 1024 464 385 385 413'5 0 4 4 118'0 6 28 21 300 6 3
4175

8 032 629 624 507 494 1502 530 514 513 .7 0 5 4 6231 6 30 21 233 6 2
375.4

12025 654 538 509 481 1303 475 410 410 7 0 4 4 9293 6 27 21 350 5 3
375.4

10008 675 584 529 455 1290 470 410 410 T7 0 4 4 9293 6 27 21 350 5 3

9 -080 665 599 576 449 1069 454 385 385 413'5 0 4 4 118’0 6 28 21 300 6 3
405.4 110.

4 152 602 550 508 464 1069 455 394 394 Os 0 4 4 8 0 29 22 314 6 3
4115

2 022 628 530 492 49 1502 531 523 52 .7 0 5 4 6231 6 31 22 244 6 2
466.5

7 -0.66 6.11 539 452 5.54 11.75 4.90 6.39 6.39 6 0 5 5 90.97 7 34 27 3.86 5 4
310.7

14 051 500 535 497 400 1354 357 45 45 0 0 3 3 4984 5 22 18 450 4 2

13 042 694 518 552 457 1024 462 300 3.00 3934 0o 4 4 12:’1 6 28 21 300 6 3
4335

3 006 590 545 520 474 1228 454 439 439 0 4 4 8722 6 31 22 244 6 2

3




JCHE  JCHE
E+ - M M o _ AROM/
ID Pl?g'5 Vaso Vasop C’;tcox‘ MOST MOST ]LI‘,’g Jlgg JeM fhll Ring Arin  psy  RoOT Zlfavy AIL All\f[o At B uyep
PP pics 160 P _APK _BPK ass ™ s oms RATIO
A A
405. 110.
5 714 579 594 495 1024 464 394 394 7 0 4 4 o0 29 7 22 314 6 3

Table S4 PCA model coefficients for multivariate analysis of experimental PDE-5 inhibition, vasodilation, cytotoxicity, solubility and other physicochemical

properties.
Component R2X R2X(cum) Eigenvalue Q2 Limit Q2(cum) Significance Iterations
1 0.415 0.415 5.8 0.0799 0.118  0.0799 R2 25
2 0.284 0.699 3.98 0.257 0126  0.316 R1 10
3 0.116 0.815 1.63 012 0.134 0.398 R2 17
4 0.0623 0.877 0.872 -0.0663 0.144  0.358 R2 46
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