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Abstract: Objective To investigate the relationship of tunicamycin( TM, an endoplasmic reticulum stress agonist ) and
enhancing sensitivity of A549 human lung cancer cells to cisplatin ( DDP) and its mechanism. Methods The A549 human
lung cancer cells were cultured in vitro,and treated with different concentrations of DDP(0,10,20,50 pwmol/L) and/or dif-
ferent concentrations of TM(0,1,2,4 pg/ml). The survival rate of A549 cells was determined by MTT assay. The cell ap-
optosis level was detected by flow cytometry. The expressions of glucose regulated protein of 78kD ( GRP78 ,an endoplasmic
reticulum stress-related protein) , and Cleaved Caspase-7 (an apoptosis -related protein) were detected by Western blot
method. Results (1) After A549 cells were treated with different concentrations of DDP for 24 hours, the survival rate of
A549 cells gradually decreased with the increase of DDP concentrations (P <0.01) ,and the apoptosis rate of A549 cells
and the Cleaved Caspase-7 expression level gradually increased with the increase of DDP concentrations (all P <0.01).
(2) After A549 cells were treated with different concentrations of TM for 24 hours, GRP78 expression level gradually in-
creased with the increase of TM concentrations( P <0.05). (3) After A549 cells were treated with TM plus 20 wmol/L of
DDP for 24 hours, the survival rate of A549 cells decreased,while the apoptosis rate of A549 cells increased compared with
TM group alone or 20 pwmol/L DDP group(P <0.05,P <0.01). (4) Afier A549 cells were treated with TM combined with
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20 pmol/L of DDP for 24 hours, Cleaved Caspase-7 expression significantly increased compared with 20 pmol/L DDP

group alone( P <0.05). Conclusions In DDP-induced A549 cells, TM can promote the decrease of survival rate,the in-

crease of apoptosis rate,and the expression of Cleaved caspase-7. That may suggest TM enhance the sensitivity of A549 hu-

man lung cancer cells to DDP by up-regulation of GRP78 expression. The combination therapy of DDP and TM may be a

promising therapeutic strategy for human lung cancer.
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