Inhibitory kinaz pribuznych
fosfatidylinositol-3-kinaze jako
mozna protinadorova léciva

Inhibice ATR
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Signalni drahy odpovéedi na poskozeni DNA - DSB
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Databdze sloucenin ZINC

Farmakofor:
6570 | e Databdze sloucenin ZincPharmer
e Na zakladeé PDB: 5UKS8, 5UKJ, 5UL1

sloucenin e MW < 450

Semiflexibilni doking:
295 e PDB: 5YZ0 PDB 5YZ0
sloucenin e Autodock Vina ATR-ATRIP complex

25 Flexibilni doking:

v, . e PDB ID 5Y70, 10 flexibilnich residui
Sloucenln e Autodock Vina
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Virtualni screening slougenin
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40 novych potencialnich inhibitoru ATR
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Samostatne ptisobeni novych sloucenin
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Koncentrace cisplatiny: 2 uM for MOLT-4, Jurkat, A2780; 10 uM for MCF-7, MRC-5;
and 15 uM for A549, SAOS-2, PANC-1, HT-29, Hela.



Kombinace nove slouceniny s cisplatinou

i 2 3 4 5 6 7 & 9 10 11 12 13 14 15 1 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 VE-821 CP

Jurkat
MOLT-4
A549
HT-29

PANC-1
A2780
Hela
MCF-7

SA0S-2
MRC-5

0 20 40 60 80 100

Koncentrace cisplatiny: 2 uM for MOLT-4, Jurkat, A2780; 10 uM for MCF-7, MRC-5;
and 15 uM for A549, SAOS-2, PANC-1, HT-29, Hela.
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Eurofins — broad oncology panel

Cislo odpovida rezidudlni aktivité kinazy



29: nova molekula s inhibicnim

ucinkem vuci ATR, ktera ma dalsi
. ‘ potencial pro derivatizaci a tim dalsi
H-akceptor bazické ZV\,/genll efektu.
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