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Abstract; [Objective] To investigate the effect of DDR1 inhibitor (3-(2-(Pyrazolo[ 1,5-a ]pyrimidin-6-yl)-ethynyl )-benzamides
compounds 7RH on nasopharyngeal carcinoma in vitro and its possible mechanism to determine whether 7RH can be a candidate for
target therapy in human NPC. [ Methods] The cell growth rate and 50% inhibitory concentration (ICsy) were determined by MTT assay.
Influence on protein expression of cell signal pathway through application of 7RH or DDR1-specific siRNA were detected via Western
Blot. [Results] 7RH with different concentration showed significant inhibitory effect on NPC cell line CNE2 in vitro and there was
increased in a concentration dependent manner. The half maximal inhibitory concentration 1G5, of CNE2 and HK1 were 2.60 pmol/L
and 6.33 pwmol/L, respectively. Besides, 7RH significantly up-regulated the expression of phospho-IGF-1R, and combined 7RH with
IGF-1R inhibitor evidently attenuated PI3K/AKT pathway activity as well as cell proliferation in vitro. [ Conclusion] DDR1 inhibitor
7RH shows anticancer effect on human NPC cells in vitro. This study suggested dual inhibition of DDR1 and IGF-1R may be a rational
therapeutic approach in NPC cells by blocking PI3K/AKT pathway.
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CNE2 and HK1 cells were treated with increasing concentration of 7RH(0.3125-20 pmol/L) for 72 h. The antiproliferation of 7RH was measured

by MTT assay.
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Fig.1 7RH impairs cell proliferation of NPC cell lines (CNE2 and HK1)
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A,B: The cells were treated with 2, 4, and 8 pwmol/L 7RH for 24 h or incubated for
12 h, 24 h, 48 h with 7RH (4 pmol/L) and subsequently, DDR1, IGF-1R, P-IGF-1R
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siRNA DDRI for 24 h. The cells were harvested and processed for Western blotting.
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Fig.3 A combination of 7RH and IGFR-1R inhibitor (Si
RNA transfection or AG1024)
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