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NMR spectra for compounds 2-6, 7a-1
2-amino-4-bromobenzoic acid 2
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7-bromoquinazoline-2,4(1H,3H)-dione 3
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7-bromo-2,4-dichloroquinazoline
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4,4'-(7-bromoquinazoline-2,4-diyl)dimorpholine
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tert-butyl (4-(2,4-dimorpholinoquinazolin-7-yl)phenyl)carbamate
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1-(4-(2,4-dimorpholinoquinazolin-7-yl)phenyl)-3-(furan-2-ylmethyl)urea 7a
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1-(4-(2,4-dimorpholinoquinazolin-7-yl)phenyl)-3-(4-methoxybenzyl)urea
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1-cyclopropyl-3-(4-(2,4-dimorpholinoquinazolin-7-yl)phenyl)urea
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N6-((4-(2,4-dimorpholinoquinazolin-7-yl)phenyl)carbamoyl)lysine
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1-(4-(2,4-dimorpholinoquinazolin-7-yl)phenyl)-3-(4-nitrophenyl)urea
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1-(4-(2,4-dimorpholinoquinazolin-7-yl)phenyl)-3-(4-fluorophenyl)urea
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1-(4-(2,4-dimorpholinoquinazolin-7-yl)phenyl)-3-(pyridin-2-yl)urea
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lin-7-yl)phenyl)-3-(naphthalen-1-yl)urea

moquinazo

1-(4-(2,4-dimorpholi
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Methyl 4-(3-(4-(2,4-dimorpholinoquinazolin-7-yl)phenyl)ureido)benzoate
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1-(4-(2,4-dimorpholinoquinazolin-7-yl)phenyl)-3-(prop-2-yn-1-yl)urea
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Predicted ADME features of target compounds

Table S1

Compound | ¢ Los P Solubility in | Log Kp (skin Number of Number of
P g water (ESOL) | permeation) | H-bond donors | H-bond acceptors
3
7a 200 | 00x10 -7.36 c/s 2 6
mg/ml
3
7b 3.53 1.85x 10 6.99 cm/s 2 6
mg/ml
3
7c 308 | >07x10 -7.31 e/ 2 6
mg/ml
2
7d 2.74 1.57x 10 7.14 cnvs 2 5
mg/ml
Te 1.22 1.08 mg/ml -9.87 cm/s 4 8
3
7£ 281 | 177X 10 7.05 cms 2 7
mg/ml
3
7 384 | 12x10 6.68 cn's 2 6
mg/ml
3
7h 204 | >PxI0 7.18 cn's 2 6
mg/ml
)
7i 445 | 128x10 6.07 cn's 2 5
mg/ml
3
7j 354 | M7xI0 711 e 2 7
mg/ml
2
7k 24g | 112x10 -7.99 c/s 1 7
mg/ml
2
7l 2.61 305 x10 -7.44 c/s 2 5
mg/ml
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Docking of reference (line 1) and synthesized compounds (lines 2-5) in active site of PI3Ka and
PI3KYy isoforms. Structures of compounds are represented below.
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Figure S1. Effect of the compound 7c¢ on tumor growth. BALB/c mice were s.c. inoculated
with colorectal Colon-26 cells. a-c: Overview of the tumors in control (a), at early (b) and late (c)
treatment at day 28 post tumor transplantation.
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Area % Report

Data File: C:\EZChrom Elite\Enterprise\Projects\Default\Data\hplc. 10001 20.06.2022 18-36-54.dat
Method: CAEZChrom Elite\Enterprise‘\Projects\Default\Method\esk.met
Acquired: 20.06.2022 18:37:54
Printed: 21.06.2022 12:36:14
2000 — 2000
Retention Time p\
1
£ 1000- H 1000 £
] 4 " o 5 g ]
0+ i \ . 4. H____ |- _H_ | I _P_ N—
0o 2 BV 6 s 0 2 14 16 18 20
Minutes
Retention time Area Area, % Height Height, %
0,417 916 0,00 46 0,00
0,800 1150 0,00 233 0,00
1,683 90433 0,18 8121 0,38
2,917 11892 0,03 414 0,01
3,922 539435 1,52 9047 0,73
5,467 33970229 95,89 1852504 97,45
6,850 33576 0,10 762 0,03
7,767 128543 0,34 6251 0,31
9,500 152964 0,42 3672 0,18
10,817 27283 0,08 1260 0,05
12,983 51771 0,15 724 0,03
15,300 164994 0,47 6506 0,31
15,983 211220 0,57 7880 0,35
19,467 88348 0,25 2518 0,12
Total 35420983 100 1899938 100
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