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il MEK-ERK 15 5@, Aell A0h|4npesE, I
H U0126 810 A549 40 A U BUR M

+DMSO

+U0126

A549
+DMSO+U0126 +6Gy

Bl 1 U0126 % AS49 A MG E T (a) ) AR AP M 2k (b) s BT BB i SR P s (¢)10 pmol L™ U0126 ¢
F1 0-120 h, MTT SZ56I 52 4HAEIEAE; (d)10 pmol-L™" U0126 BEAr X-Hf £k % 40 MUt FE 5405 (e)10 wmol-L™' U0126 1EFH 24 h
J& 8 e BN AR A SR A A p-erk1/2 FRE R
Fig1l Effects of U0126 on radiosensitivity of A549 cells: (a) survival curves of colony formation assay; (b)representative image of
colony formation assay; (c) viability measured by MTT assay with cells incubated with 10 pmol-L™" U0126 from 0 to 120h;

(d) effects of U0126 combinated with X-rays on cell viability of A549 cells; (¢) The expression of p-erk1/2 in
cells of U0126-treated for 24 h on Western Blot assay

R1 BHSEEMNKBUN BB AN ES B ERLL

Table 1 Radiosensitivity parameters of one-hit multi-target formula and SER

i) T Do Dq N SF2 SER
Cell Groups
A549 +DMSO 2.36 1.37 1.78 0.63 -
+U0126 2.01 0.74 1.45 0.49 1.18
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B2 U0126 Xt AS49 ZH i 4H i & AN 2 LB SR (540 : ()10 wmol-L™" U0126 1 FI AN R 18] J 41 i B BAIKI 25 4k (b) ARSIk
JE U0126 1EH 24 h 5 HI40 I E WIHIAS4E: (c)10 pmol-L ™' U0126 B, DMSO 1EFHT A549 ZHiffl 24 h, kL4 T 4 Gy X-Ht2k
R 5 9 0—48 h Y M A AR AE s (d)EE LS RIS ALE Frs (e)10 umol-L™' U0126 5% DMSO 1§ il T A549 41 24 h,
PB4 T 4 Gy X-HE IS, BigR 72 h SRl g e 2 R A2 b

Fig2 Effects of U0126 on cell-cycle progression and IR-induced senescence of A549 cells: (a) changes in cell-cycle progression of
cells treated with 10 pmol-L ™" U0126 from 0 to 72 h; (b) changes in cell-cycle progression of cells treated with 0-30 pmol-L™'
U0126 for 24 h;(c) analysis of changes in cell-cycle progression from 0 to 48 h with cells treated with 10 umol-L™' U0126 for

24 h before 4 Gy X-ray irradiation;(d) representative image of SA-B-gal positive senescent cells;(e) cells were cultured for
72 h post -irradiation and measured with SA- 3-gal staining after being treated with U0126 for 24 h
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The radiosensitizing effects of MEK inhibitor U0126 on
A549 cells and its molecular mechanism

XIAYing' WANG Ye' XUE Lian®> YU Dong'
! (School of Radiological Medicine and Protection of Soochow University, Suzhou 215123, China)

2 (School of Public Health of Soochow University, Suzhou 215123, China)

ABSTRACT The radiosensitizing effects of MEK inhibitor U0126 on AS549 cells were determined by colony
forming assay. A549 cells were exposed to X-ray with or without U0126 treatment. MTT assay was used to evaluate
the cell viability. Cell cycle distribution was analyzed by flow cytometry. Expression of p-erk protein was confirmed
by Western Blot. SA-B-gal assay was used to measure the phenomenon of senescence. The results showed that U0126
could decrease the expression of p-erk protein while enhance the radiosensitivity of A549 cells, and the SER was 1.18.
ERK inhibition significantly suppressed cell viability and induced G1-phase arrest. After treatment of U0126 com-
bined with X-ray irradiation, the phenomenon of G1-phase arrest and senescence appeared more obvious. U0126 can
enhance the radiosensitivity of A549 cells. The radiosensitizing effects of U0126 on A549 cells may contribute to the
increase in phenomenon of G1-phase arrest and senescence.

KEYWORDS MEK inhibitor U0126, A549 cells, Radiosensitization, Cell cycle arrest, Senescence
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