Y 2K 1125 S WAL B 57 RGFP109 196 4% i o £ 441 g J3 U251 24
%N%ﬁ%%ﬁ%@%ﬂﬂﬁ%

G EXH KA EER L EER (L LAERES\NER G, A& B 5180005253 K
%Mﬂ%%f%&ﬁ%w,ﬁ% EY 518035)

hESZES R361°.3 XEFRERL A XEHS  1001-0408(2017)22-3091-05
DOI  10.6039/j.issn.1001-0408.2017.22.18

H E B AFRAE G K LBAEE ] ) RGFP109 i# 4% i JR £ 4m 8655 U251 4m el & 25 PEAUH] . o7 i« 2 S 3 4 v i
(TMZ) &} 24 69 TR/U251 48 it , 3K 3h 4 4 JE% AT B 20 TMZ £8.(40 umol/L)#= TMZ (40 pmol/L )+RGFP109(0~120 pumol/L) 7~ ) A B
40, A AAR R 25 AR A 24 h g, CCK-8 kAl JiL - 78 5, 31 5T 23 ) 3% (ICs) . TUNEL 3 A= Annexin V/PI 4 i # B2
28 TMZ £84» TMZ+RGFP109(42 pmol/L )48 2 L6 A =5 0L, o2 ¥p i sk AR ) 3 4 2m JiL F O6-F A& & °%"-DNA ¥ & 254 8 (MG-
MT) % &% @ (Survivin) \B#k & 48 5% 2(Bcl-2) B #k & 20 155 xL(Bel-xL) & @ A& ik | BB A 2 3aAhn) 3 4048 e p65 L AL
KRB 5 B-DNA # A4k, 4% 5 B4 s R4 A4 TMZ 28 3t 4%, TMZ+RGFP109 R Rl 3% & 40 0 i 75 76 5 0 B AR (P<
0.05), B 2R FEARBUE . % RGFP109 7 B 4 42 umol/L B, TMZ % TR/U251 4m e 69 Btk 55 U251 e fe A0 R . 5 B4 x4 bk
5, TMZ 48 %0 &, " MGMT ., Survivin ,Bel-2 . Bel-xL & & & i 3 3 5% (P<<0.01) , p65 LEEALKR-F LA B AL, 42 p65 55 kB-DNA #9 45
AR A 3E5R(P<0.01). 5 TMZ 404, TMZ+RGFP109 48 20 it F MGMT . Survivin ,Bel-2 Bel-xL & & & % 398 55 (P<<0.01) ,p65
LB KT 3 5% (P<0.01),p65 5 «kB-DNA #9 4546 /1%, 83 (P<0.01)., 4546 :RGFP109 i@t TRk E FxBAT 9 A =& G
A .58 p65 15 kB-DNA 89 254k i 45 U251 fmfiest TMZ a2

KR K G & TEELEE AP 1 RGFP109; 25 3 B -F kB ; 32 v e s IR A 2m et 75 U251 2 it ; TREAL

Study on the Mechanism of Histone Deacetylase Inhibitor RGFP109 in Reversing Resistance” of Glioma
U251 Cells to Temozolomide

GUAN Chenfeng', LI Yuzhen', ZHANG Kaili', LI Zongyang’, HUANG Guoderg’ (1.Dept. of Pharmacy, the
Eighth Hospital Affiliated to Sun Yat-sen University, Guangdong Shenzhen 518000, China;Z2.Dept. of Neurosur-
gery, the First Hospital Affiliated to Shenzhen Universityy Guangdong Shenzhen 518035, China)

ABSTRACT OBIJECTIVE: To study, thé mechanism-of histone deacetylase inhibitor RGFP109 in reversing resistance of glioma
U251 cells. METHODS : TR/U25T cells tesistance to temozolomide (TMZ) was extrablished. The test was divided into normal con-
trol group, TMZ group (40 pmol/lY) and TMZ (40 umol/L)+RGFP109 (0-120 pmol/L) different concentrations groups. After 24 h
of adding into relatedymedicines, CCK-8 was used to detect the cell survival rate and calculate the half inhibitory concentration
(ICs). TUNEL and Annexin V/PI were used to detect the cell apoptosis in normal control group, TMZ group and TMZ+RGFP109
(42 pmol/L) group. Immunoblotting was used to detect the O6-methyl guanine-DNA methyltransferase (MGMT), Survivin, B lym-
phoma 2(Bcl-2), B lymphoma xL(Bcl-xL) protein expression; and gel migration test was used to detect the p65 acetylation level
and its binding capacity with kB-DNA. RESULTS: Compared with normal control group, cell survival rate in TMZ+RGFP109 dif-
ferent concentrations groups was obviously decreased (P<<0.05), showing a concentration-dependent manner. When the RGFP109
concentration was 42 umol/L, the sensitivity of TMZ to TR/U251 cells was the same with U251 cells. Compared with normal con-
trol group, MGMT, Survivin, Bel-2, Bcl-xL protein expressions in cells of TMZ groups were enhanced (P<<0.01); p65 acetyla-
tion level had no obvious changes, while the binding capacity of p65 and kB-DNA was strengthened (P<<0.01). Compared with
TMZ group, MGMT, Survivin, Bcl-2, Bel-xL protein expressions in cells of TMZ groups were weakened (P<<0.01); p65 acetyla-
tion level was enhanced (P<<0.01); and the binding capacity of p65 and «B-DNA was weakened (P<<0.01). CONCLUSIONS:
RGFP109 can reverse the resistance of U251 cells to TMZ by down-regulating the anti-apoptotic protein expressions adjusted by
transcription factor kB (NF-xB) and weakening the binding of p65 and kB-DNA.

KEYWORDS Histone deacetylase inhibitor RGFP109; Transcription factor kB; Temozolomide; Glioma U251 cells; Acetylation
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Effect of Banxia Xiexin Decoction on Expression of TLRs/NF-kB Pathway Related Factors in Colon Fissue
of Rats with Ulcerative Colitis
ZHAO Zengqiang(Dept. of TCM, Nanyang Medical College, Henan Nanyang 473061, China)

ABSTRACT OBJECTIVE: To observe the effect of Banxia Xiexin decoction onyfiu¢lear” transeription factor kB p65 (NF-xB
p65), NF-kB inhibitory protein o (IxkB-a.) and Toll-like receptor 4 (TLR4)sin!colon tissue of rats with ulcerative colitis (UC), and
explore the possible mechanism for UC treatment. METHODS=Rats wefe randomly divided into normal group (normal saline) ,
model group (normal saline) , Sulfasalazine enteric coated. tablet (SASP, positive group, 0.3 g/kg) , Banxia Xiexin decoction
low-dose, medium-dose, high-dose. groups (3.9 78, 11.7 g/kg), 8 in each group. Except for normal group, other groups were
used trinitrobenzene sulfonic acid=ethanol method to reduce UC model. After modeling, they were administrated, ig, once a day,
for 3 weeks. After administration, NF-xB p65, IkB-a., TLR4 mRNA and protein expressions in colon tissue of rats in each group
were detected. RESULTS :\Compared with normal group, NF-xB p65, IkB-a, TLR4 mRNA and protein expressions in colon tissue
of rats in‘other,groups were significantly increased (P<<0.05). Compared with model group, NF-kB p65, IxB-o,, TLR4 mRNA and
protein ‘expressions in colon tissue of rats in each administration group were significantly decreased (P<<0.05); showing certain
dose-dependent, and the decreasing degree of above indexes in colon tissue of rats in Banxia Xiexin decoction high-dose group
were higher than SASP group (P<<0.05). CONCLUSIONS: Banxia Xiexin decoction can down-regulate the NF-kB p65, IxB-a,
TLR4 mRNA and protein expressions in colon tissue of UC rats, which may be one of the mechanisms for UC treatment.
KEYWORDS Banxia Xiexin decoction; Ulcerative colitis; Nuclear transcription factor kB p65; NF-kB inhibitory protein a ;
Toll-like receptor 4
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