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Abstract: Objective To study the antitumor activity of synthesized 4-aminobenzene quinazoline tyrosine kinase inhibitors TYIG1 —
TYIGY, and provide the basis for seeking new targeting anti-tumor candidate compounds. Methods Homogeneous time-resolved
fluorescence (HTRF) method was used to evaluate the inhibitory activity of the compounds against EGFR and VEGFR-2 in vitro. The
activity study of cells (A431, A549, H1975, and MDA-MB-231) proliferation of the compounds was carried out by MTS method.
Nude mice xenograft model of human NSCLC H1975 cells was used to evaluate the antitumor activity in vivo. Results In HTRF
method, TYIG4 — TYIGY showed better activity from screening, which also had varying degrees of inhibition on cells (A431, A549,
H1975, and MDA-MB-231) in MTS method. Among these six compounds, TYIG6 showed more obvious selectivity of inhibitory
effects of cell proliferation, which could well restrain the tumor growth with dose-dependent tumor growth rates of 42.59% and 34.92%
on doses of 50 and 100 mg/kg in vivo. Conclusion TYIG6 has good antitumor activity in vitro and in vivo, and needs more tests to
further verify whether it can become a novel targeting tyrosine kinase inhibitor.
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Table 1 Inhibition of compounds on tyrosine kinase

ICso /(nmol-L ™"

&Y
VEGFR-2 EGFR

LA A 41+0.12 >400
TYIGI 165+0.56 143+5.21
TYIG2 109+0.53 17140.14
TYIG3 96+0.81 102+2.06
TYIG4 33+0.08 126+0.81
TYIG5 48+0.47 32+0.05
TYIG6 32+0.50 15+0.16
TYIG7 49+0.16 27+0.08
TYIGS 51+0.74 13140.09
TYIGY 4440.15 48+0.11
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Table 2 1ICsy values of target compounds on different

tumor cells

ICs0/(pmol-L ™)

)
A431  A549  HI1975  MDA-MB-231

MR 085 437 4.81 21.29
TYIG4 0.99 6.09 9.03 —
TYIG5 0.54 6.46 10.62 12.88
TYIG6 0.48 3.85 4.12 20.41
TYIG7 0.83 5.37 12.78 —
TYIGS 1.05 8.16 10.07 10.04
TYIGY 091  10.20 15.39 9.35

— RO ICso HHE H S0 P I R A 2R

— ICs value beyond maximum concentration
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Table 3 Inhibition of TYIG 6 and ZD6474 on nude mice transplanted by human lung cancer H1975 cells

A5 It/ (mg-kg ™) T IR v RTV iR 18 5 T R /%
dy ds dy dis

ki) — 8 8 20.5 22.7 3.78+0.19 —

TYIG6 50 8 8 20.2 21.9 1.614+0.40" 42.59

TYIG6 100 8 8 20.6 21.0 1.3240.25" 34.92

LA & 50 8 8 20.1 19.4 1.354+0.32" 35.71

do: SPEEBBINN; dis: B2E 15d; SRR TP<0.01

do-administration time of cage  ds- administration after 15 d P <0.01 vs model group
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