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HE 404 K F -Bl(transforming growth factor-beta 1, TGF-B1)5 M¥Jg 69 & & . K& VA
BB Tk & %40, DNA Y XAV % 428 DNMTs(DNA methyltransferases)ﬁ_ B Jg K & Bomteh b R IEE
Z4E ], SPARC(secreted protein acidic and rich in cysteine)® B % F At &L FA. AR
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IRAEH RGBS, 4RI 5 ng/mL. 10 ng/mL TGF-B14E A 24 h/&, A5494m2 DNMT] mRNA % &
¥ 2 E TAP<0.01. P<0.001), SPARC mRNA % A3 2% Fif(P<0.001. P<0.001); 5ng/mL. 10ng/mL
TGF-B145 A & # A5494m ot I 48 84 1Cs38) S K T 4 B& 20 [(12.3420.36) umol/L. (10.93+0.69) umol/L,
2t &2 A (21.54+1.21) pmol/L; P<0.01. P<0.01]; 5 ng/mL. 10 ng/mL TGF-B14E A & 9 A549 4m L A2 )R
AAIRSE P, A SR FKT 2 A xR 15 umol/LIR4A4E F 24 hit, 5 ng/mL. 10 ng/mL TGF-B14A
mMIATHHHREZTE é}XﬂL,ﬂé(P<0.05\ P<0.01). % R4 7=: TGF-B1°T T A5494m /. DNMTI
8RR, #tm L3798 I B SPARCH 34 A F s IR A 6 SR, R T 5 56 A0 IR & AS494m it Tt R
A EHFR At — 7 18] B AT R AT IR 48 64 fit Z ALBI AR A T A7 69 B3k,
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TGF-p1 Regulated the A549 Cells Sensitivity to Cisplatin through DNMT1

Li Detao, Wu Yanfeng, Xue Chengjun, Hou Yulei, Chen Hui*
(Clinical Laboratories, the First Affiliated Hospital of Chongqing Medical University, Chongqing 400016, China)

Abstract TGF-B1 is closely associated with the occurrence, development and apoptosis of carcinogenesis.
As the key regulative enzyme of DNA methylation, DNMTs play an important role in the occurrence of tumor and
drug-resistance. The expression of SPARC in tumor is always reduced for aberrantly methylation. In order to demon-
strate the resistive mechanism of cisplatin, human lung adenocarcinoma A549 cells were cultured. After treated with
TGF-B1, the changes of DNMTs and SPARC mRNA levels were detected by RT-PCR, and the effect of TGF-B1 on
A549 cell’s viability and sensitivity to cisplatin were evaluated too. Results showed that after treated with 5 ng/mL and
10 ng/mL TGF-B1 for 24 h, mRNA expressions of DNMTI were reduced greatly (P<0.01, P<0.001), and SPARC
were increased greatly (P<0.001, P<0.001); After exposed to different concentrations of cisplatin for 24 h, the ICs,
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of 5 ng/mL and 10 ng/mL TGF-B1 groups [(12.34+0.36) umol/L, (10.93+0.69) umol/L] were decreased greatly than
that of negative control [(21.54+1.21) umol/L] (P<0.01, P<0.01). The clone formation number of 5 ng/mL and 10 ng/mL

TGF-B1 groups were decreased greatly than that of negative control with different concentrations of cisplatin; The

apoptosis fractions of 5 ng/mL and 10 ng/mL TGF-B1 groups were obviously higher than that of negative control
(P<0.05, P<0.01) with 15 pmol/L cisplatin for 24 h. The present study indicated that TGF-f1 could decrease the
expression of DNMT1 in A549 cells, then increase its sensitivity to cisplatin with the higher expression of SPARC, and

finally, reverse the malignant phenotype of A549 cells successfully. These findings provide a new idea for further study

on the cisplatin-resistance mechanism of lung cancer.
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A: AR BETGF-B11E H24 hJiDNMTI, SPARCAEMRNAZK V- [ 4%
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#4P<(.01, ***P<0.001, H5NC4LLLEK .
A: the mRNA changes of DNMTI and SPARC after treated with differ-
ent concentrations of TGF-f1 for 24 h. 1: NC group; 2: 5 ng/mL TGF-$1
group; 3: 10 ng/mL TGF-B1 group; B: the ratio of DNMT! or SPARC to
GAPDH after treated with different concentrations of TGF-B1 for 24 h.
*¥*P<0.01, ***P<0.001 vs NC group.
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Fig.1 The mRNA changes of DNMTI and SPARC after
treated with different concentrations of TGF-f1
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A: the changes of cell viability among different groups; B: the changes
of ICso among different groups with different concentrations of cisplatin
for 24 h; **P<0.01 vs NC group.
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Fig.2 The effect of TGF-P1 on cell viability and
ICs of cisplatin
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Fig.3 The effect of TGF-P1 on the clone forming ability with
different concentrations of cisplatin
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Annexin-V Annexin-V Annexin-V
NC 5 ng/mL TGF-B1 10 ng/mL TGF-B1

BT E0 5 R NCA, (2.2340.16)%; 5 ng/mL TGF-B14H, (2.94+0.24)%; 10 ng/mL TGF-B14H, (4.58+0.28)%.
The apoptosis fractions as follow: NC group, (2.23+0.16)%; 5 ng/mL TGF-B1 group, (2.94+0.24)%; 10 ng/mL TGF-B1 group, (4.58+0.28)%.
El4 TGF-B13/5AI%-S89 R T /E IR0
Fig.4 The effect of TGF-B1 on apoptosis induced by cisplatin
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