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( muti-drug resistance 1, MDR1 ) FIffilifif 254G 1 ( lung resistance-related protein, LRP ) FiKAYRMT. F3% LISrclgE

PR B P 590 V6 T AS49/DDPAIA , )i/ F Western blotiJ A6 ek 201 it Src i 2 BRI M9 AEfk,  CellTiter-Glo & ik
FoS A ZS ORI L, VALK B AN 123 5 RS, Western blott FIRT-PCRKLIMHRIANEG
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St BRI F959.39% F121.4% , MDRIFILRPEH (&K F- IR TR, 4518 fiAS49/DDPA I Srcfis 2 R I AR
PEFT SRR A 2 2T 251, S IR AU I 2 P e, AL T 8 SRR A IR MDRIFILRP R K AT 56
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[ Abstract ] Background and objective The aim of this study is to investigate the effect of Src tyrosine kinase
inhibition on the drug-resistance as well as the expression of multidrug resistance 1 (MDR1) and lung resistance-related
protein (LRP) of the human cis-platinum-resistant lung cancer cell line A549/DDP. Methods 4-Anilinoquirazoline was
used to inhibit Src tyrosine kinase activity in A549/DDP. Western blot analysis was used to detect the Src tyrosine kinase
activity. CellTiter-Glo assay was used to detect the drug sensitivity of tumor cells. Flow cytometry was used to detect the
intracellular Rh-123 content. Western blot and real-time PCR assay were used to detect the expression of tumor MDR1 and
LRP. Results 4-Anilinoquirazoline can down-regulate the cellular Src tyrosine kinase activity in A549/DDP. After treat-
ment with 2.5 uM and 10 uM of 4-anilinoquirazoline, the cells became more sensitive to the drug and the reversal folds (RFs)
of tumor cell sensitivity to the drug were 1.59- and 2.10-fold, respectively. The intracellular content of Rh-123 improved by
1.21- and 1.59-fold, respectively. The mRNA levels of MDR1 were 53.8% and 27.5% of the control, respectively. The mRNA
level of LRP was 59.3% and 21.4% of the control, respectively. The expression of MDR1 and LRP protein significantly de-
creased. Conclusion The inhibition of Src tyrosine kinase activity in A549/DDP cells can reverse multi-drug resistance
and increase the sensitivity of the cells to the drug. The mechanism may be related to the down-regulation of cellular MDR1

and LRP.
[ Keywords ] Srctyrosine kinase; A549/DDP; Multi-drug resistance; MDR1; LRP
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AL IR A AR T2 R — N AR A, SEEY SR 2SI DA G, Hrh 2 25T 25 8 (multidrug
resistance 1, MDR1) FIfiiifif 2540 ¢ 2 (lung resistance-
related protein, LRP) s H HibF 5 8 2 M5B, — 1
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%ll. S-GCACAAAATACACCAACAA-3'; LRP i85 | W)¥
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(1), IABFERERE2.S uM S 10 uM 4 -7 JHie v i i i
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2.2 | Src i 2 B2 S 1 T £ =5 A S 49/ DD PXT 1Y
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R i v AR AR T e AL I 400 7 A S 49/ DD PR IC o i, N4
T AS49FIC fH M12.64 uM, AS49/DDPHYIC, [H 4152.61
UM, T72.5 uM 4-2 iz s e bk 4 F )5 U5 %5FA 549/ DD P Y
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IC,fH33.15 uM, 10 wM 4 -7 i v ek £ P I AT )
AS49/DDPIC,,[H H24.98 uM, Wik (reversal fold, RF)
SrBINLSOfE A2 1065 (F1)

2.3 A Srci 2 IR P Ak T $E 5 AS49/ DD P A Jig b
Rh-1231 5 it CANARKG I 255 7, Srcil 2 BR
T4 15 AS 49/ DDPANAEH YR h-123 75 F ] R 42 /5,
2.5 uMFI10 uM 42 fiiz s it b JH g g 240 L H R h-123 1%

A549+DDP

A549/DDP+DDP

A549/DDP+DDP+2.5 uM 4-anilinoquinazoline
A549/DDP+DDP+10 uM 4-anilinoquinazoline
A549/DDP+4-anilinoquinazoline

B 1 SrcHRBR A ERHNHIF4- R B2 IE Wik XTA549/DDP YA A 1458 A0 52 MM AN XS 25 M B R 1 Y i B2 1 A

Fig 1 The effect of 4-anilinoquinazoline on A549/DDP cells proliferation and reversal effect of drug sensitivity
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Fig 2 The effect of Src tyrosine kinase activity on the intracellular
accumulation of rhodamine-123 in A549/DDP cells. A: The figure of the
effect of Src tyrosine kinase activity on the mean fluorescence intensity
of rhodamine-123 in A549/DDP cells; B: A graph representing the
analysis of intracellular rhodamine-123 mean fluorescence intensity.
Data presented are Mean=SD values from at least three independent
experiments. Bars indicate SD.*, compared to control group, P<0.05.
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152 T RERIME , {40 5 25 W0 ORAIR s R 25 e s o0
TRIE, BRSO WG IR EED, 0 259 BT 2
MY ELR T4 Hodh, Bz s AL R 2 25 25 8
MDR 1L ifiiif 25 4H 5 25 FILR P 35 B 5 2 p i 2444, i
S I 14 28 AR 9 A0 i PN 85 24 O S R O 1 24 0 e
FE, S TR CEA Soth BRIE YT ERAL, AT A
M2

PI3K-AKT il fif 2 241 0 AV B S P 155 Sl 9, 4
PRI FE AN AR A7 e 3 F AR, ZEANRIZE B g rh
T 00, LA 530 e e 2 8™, AR R HPISK /At
A T T 2 e e 4 L YT 245 00 i 52 1) D B 432 R R  See
P A BRI GAL S, ATBOE T FPIBK-AK TR 53l %, 151k
TR DGR S e Sl i, G BRI IK K a/BRE I, £
NF-«Biii P, f& JE MDRIMILRPREIR )55 o

MDRUZRE S AR PE 5 IR 2R 1, TE R 22
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pe: i S

Fig 3 The effect of Src tyrosine kinase activity inhibition on the
mRNA expression of MDR1 and LRP in A549/DDP cells. Data
presented are Mean=SD values from at least three independent
experiments. Bars indicate SD.*, compared to control group,
P<0.05. MDR1: muti-drug resistance 1; LRP: lung resistance-
related protein.
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Fig 4 The effect of Src tyrosine kinase activity inhibition on the
protein expression of MDR1 and LRP in A549/DDP cells
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