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Study on the Mechanism of siRNA Silencing BRM Enhancing the

Sensitivity of Pancreatic Cancer Cells to Gemcitabine

QU Tao, ZHANG Honggang, et al
( Cancer Hospital of Chinese Academy of Medical Sciences, Beijing 100021, China)
[ Abstract] Objective: To investigate enhancement of silencing BRM gene by siRNA on the sensitivity of
human pancreatic cancer cell line to gemcitabine. Methods: Panc—1 cells from human pancreatic cancer in
vitro were cultured. Negative control NC and BRM siRNA were transfected into Panc—1 cells cultured in vitro.

The expression of BRM in Panc—1 cells was detected by RT-PCR and Western Blot,

lencing effect of BRM—specific siRNA. Different concentrations of gemcitabine were used to detect the cell pro-

so as to identify the si-

liferation rate, and the half—inhibitory concentration (IC50) was calculated. The apoptosis rate of Panc-1
cells and the protein expression levels of JAK2, STAT3, p—STAT3 and Survivin in Panc—1 cells were detec-
ted. Results: The expression of BRM mRNA and protein in Panc—1 cells of BRM siRNA group was signifi-
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cantly lower than that of blank control group and NC control group (P<0.05). The inhibition rate of gemcit-

abine on Panc—1 cell proliferation in BRM siRNA group was higher than that in blank control group and NC
control group (P<0.05); The IC50 of the blank control group, the NC control group and the BRM siRNA
group were 5.18 ug/mlL, 5.05 ug/ml and 3.05 ug/mlL, respectively; After gemcitabine treatment with the fi-

nal concentration of 3.0ug/mL, the apoptotic rate of Panc—1 cells in BRM siRNA group was significantly high-

er than that in blank control group and NC control group (P<0.05), STAT3 was not significantly changed (P

>0.05) , while the expression of JAK2, p—STAT3 and Survivin protein was significantly decreased (P<0.05).

Conclusion: Silencing BRM expression by siRNA can increase the sensitivity of Panc—1 cells to citrate,

which may be related to the activation of JAK2/STAT3 pathway by BRM to promote pancreatic cancer growth

and drug resistance.
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B % 7| NM_003070.4, & Ambion & % % 5 4~ 7] % it 1
4~ BRM #f 5 £ siRNA ¥ % (5°-GCAGCAGACCGAT-
GAGTATGT-3") , [ 4 3t P& ( negative control,NC) (5°—
TTCTCCGAACGTGTCACGTTTC-3") , W b & 7 4 4
A IR 8 4 K ; BRM  JAK2  STAT3 , p—STAT3 #0
Survivin J1& ( % & Santa Cruz /A 7] ) ; B —actin 7 % R
LA B HRP #R98 L F 37 IgG(mF M 2T £
HAEMRAT);Westen blot R & ( LEZEZREY
AEAERANE) ;@EEaMERN(EsREHHEA
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1640 3 2 A H 37°C 5% CO, 4 1F T3 % Panc—1
S, S MR A Rk B 60% BT BEATEH R LI A K
=@ R4 NC Xt BB 40 F0 Slprl 1% 4, NC xf & 41
F1 BRM siRNA 41 %% H| Lipofectamine % ¥ [ 14 f B8
NC #1 BRM siRNA % %t %| Panc—1 4 1, # %t 72h 5 #
AT R AN,

1.3 MTT EA il g . %8 1.2 7 h % L
B, AR JE BA 5x10° /3L 3 Ff T 96 FLAL H (200pl/7L) ,
4 Bk A N R B UK B B T R 4k S0 5k T2h,
S 45 AT 4h Am N MTT(50pL/ L) 4k 43 5% B0 3
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FEAE M AR U 3107/ FLEM T 6 TR,
7 28 JL A i N B A 3.0ug/mL By T LR 4k 4
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BhAImNZWR E K 3.0ug/mL B T, 4 S A
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RLR % 7 CFX-96 PCR # 3 L $-ATH 9, R A&
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STAT3 77 Survivin % B &K AT 3% B 1.2 77 % 4 4
L, 2B R A R A R KR PR, B BCA & &
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W Fn 0.1% Tween20 & 0 3K H HE I H 40, A
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BN B £ (x2s) , R A B EH & 7 205
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2.1 siRNA 712 BRM % Panc—1 %1 #% # BRM mRNA
FEARANBH. 5 AXE ALK, NC 5t B4
Panc—1 Z8 . BRM mRNA fr & G R A L LA H T,
£ R LS ¥ E L (P>0.05) ; BRM siRNA 41 Panc-1
28 BRM mRNA #n & g K 3K 8% &= @ % # 4 41 NC
Xt B4R % BR(P<0.05), &k 1. A1,

# 1 siRNA TE BRM %t Panc-1 Al BRM
mRNA F1EBRIEHIFIE (x+s,n=3)

il BRM mRNA BRM % &
FaxtEa 1.00+0.04 0.38+0.10
NC xt 8 41 0.99+0.06 0.45+0.12

BRM siRNA 4 0.24+0.02"* 0.17+0.03"*

E. 5T O EAE |« P<0.05;5 NC s IB 2 b4 #P<
0.05
2.2 siRNA JiZ BRM fn & 7 fih i% 4 32 %t Panc—1 40
B, b 3 78 2R 0 %o . AR 0.04~25ug/mL WK E G E A, F
¥ fth 32 %t Panc—1 20 M N B H AR, BB X
FE4fn NC Xt P84+ Tt 35 2t Panc—1 40 8 34 78 B9 40
HAEHEHEEZF(P>0.05); 5= & H 4% NC
Xt BB 40 A4t , BRM siRNA 41 & ¥ ftt 3% % Panc—1 %0 g
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2.4 siRNA JL# BRM A0 % 7 f 7% 4t 32 % Panc—1 40
J 5 JAK2 STAT3 . p—STAT3 #1 Survivin & & £k th %
.5 G B4R, NC X 4 Panc— 1 40 i
JAK2 STAT3 .p—STAT3 72 Survivin & § £k % L F &

% (P>0.05) ; BRM siRNA Z1 Panc—1 %8 i ¥ JAK2 .p-
STAT3 A1 Survivin & & & ik 3 % G x4 H 41 Fn NC *t B
4 B % 1% (P<0.05) ,STAT3 & 1t 1 & 2 (P>0.05)
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%2 siRNA LEt BRM F135 A iE A3 3T Panc—1 MR LS RIS ( x+s,n=3)

Pl + 70 % (ug/mL)
0 0.04 0.2 1 5 25
= At B A 100.00+1.53 95.24+1.46 93.15+1.18 78.16+2.54 53.71+2.34 22.98+2.15
NC T B8 41 100.00+0.29 95.35+£3.17 92.29+2.06 78.38+2.95 51.62+0.94 21.31+1.57
BRM  siRNA ) ) _, ) )
4 100.00+2.18 90.64+1.35"% 85.31+2.16"* 65.31+1.68"% 37.26+1.28 "% 14.25£1.27"%
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BRM siRNA 4 0.36+0.02"* 1.40+0.37 0.30+0.04"* 0.48+0.04"*
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