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Figure S1. Effect of different concentrations of compounds 1-4 in cell proliferation. K562 (A), HL60
(B) cell lines and normal MNC (C) were cultured 48 h in presence of different concentrations of

compounds 1-4 and compared with their correspondent CFSE content at the beginning of culture
(control T0).
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5 2 | o @ | g
B B P B o Bril B o8 o
" N u* 1o
= ° 1
<
o~ s N
5 w e
. L B o €
ae a3 o @ o @
o Y T4 AL R Y 91 foadess o
o a
-} o o w o W o o w B W o o o o' »’
T oo a2 | o f a | . a2
© o ate | Joon oss | % Jer 0
= o “
«©Q
<t .
o )
a
B¢
W 0w o
]
L B
c
< ¢
(oY)
e
. e r
g B
s
w
¢ o o W o o W o o W w W
En o
e o for az | “
[ ks 2 033
<
oo o ' J '
< |
it
o o w’ m
. - . v ]
a a1
> Jurs " o4
1w ajm e Y o

7AAD " ‘ " " " 0 o 0 10° 0 10 o 10" 0 0
Anexina V-FITC

Figure S2. Effect of different compounds in cell apoptosis death. K562 (A), HL60 (B) cell lines and
normal MNC (C) were cultured 24 and 48 h in presence of different concentrations of compounds.
The population of apoptotic cells (positive annexin V-FITC, marked in red box) and necrosis (single
positive 7-AAD, marked in blue box) pathway.
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Figure S3. Effect of different compounds on the cell cycle status. K562 (A), HL60 (B) cell lines and
normal NMC were cultured 48 h in presence of different concentrations of compounds to analyze
the cell cycle status using Ki67 and DAPI staining. Representative doth plot is showing and graphics

represent the average of three replicates comparing each cell line with the corresponding normal
MNC.
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Figure S4. Binding modes of the studied compounds at the VEGFR binding site. (A) Binding site of
tivozanib, ATP and compound 2, (B) Close-up of the binding site of tivozanib (Re-docking: 0.286
A), ATP and compound 2.
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Figure S5. Binding modes of studied compounds at the FLT3 binding site. (A) Binding site of quizar-
tinib, ATP and compound 2, (B) Close-up of the binding site of quizartinib (Re-docking: 1.472 A),
ATP and compound 2.
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Figure S6. Interactions of the compounds 1, 3, and 4 at CDK1 binding site. (A) Visualization of in-
teractions between compound 1 inside CDK1 binding site, (B) Visualization of interactions between
compound 3 inside CDK1 binding site, (C) Visualization of interactions between compound 4 inside
CDK1 binding site.



