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HEAZMUE-BERE-FRIES
MGC803 Ha 5 1L HRI1ER

WHEFE OHBEA OF B* R F EF KR B O ASFHE F K
(B KRBT, #FH 421001)

BE KR —A(DADS)E-F A B EMGCS03 it fbid 42 4 40 & & LBLK &4
B, B ARAFF kARG LRI DADS %% MGC803 tmftanit, L F Western FP sl
X DADS -5 MGC803 ta bl il 4% el & & TBAL KT Fota X p21VAF 9 X & . HAFA
R R 27, 30 mg/L DADS 432 MGC803 40ft. 24 h /&, #mie FA MR RR Y, HEZRA KRG E
BHES, WG MR R ERSARAT I, Western FPiE 27, 30 mg/L DADS 432 fnjie
12h /5, #40% & H3 CRALAZE ARG, HARKLEAREIE T 38 % (P<0.05); H4 LotfuAz
BERAREE, A 15. 30. 60 mg/L DADS 432 4nft, 12. 24 h /&, p21WAF ¥EafRBAF &, VA
30 mg/L DADS &3 24 h A &R EF. AALRAY, DADS T#-F MGC803 wfesft, HAEA
T 538 AL & & TBULKT B p2 1WA FGA R X,

X7 L R, H MR, MGC803 4iff; AR A Lk p21 VAR

P A e LR R 22—, U AEFRIE )
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— ¥t DADS SHASME KK MGC803 41 g 1 il Fi

RIRFRMBET A i . L, EFRMFRR
J7 v AR . WITIRIT ST R, S AT
FARAE . K H B AN R, 20 M 38 5 2R 4%
o3 AR 05 R T 57 BE A2 i R 4 M B R AR ) 2 R
fiE o 3 I 5 5 iRy 40 L 1) R M EIOE R A Ak, A
MERETT PRI H 1, C &k s Y # R
RTINS . HAT, KRR AR N AR AL )
PUSEAE IR H 2 42 0iE R SERRIER, &
A% fi(diallyl disulfide, DADS)E A K EBH
R R 2 —, X &Rk 2E B K
W FLIRHS . S5 . B . A s
FRE K 1 L A BH 2 I E FIRY . ACSEER 3 SR AT HY
W& W, DADS aJ{E/RSMIHIA H i MGC803 4
M sas, @it dmd ERK &M, FIEEEEE c-fos
N c-jun RIEKF, MMHNE ERK/ AP-1 @,
A B0 A A BA7E G/M B, 538558 p38 S 1
T Cdc25C BEFRER I FILH-", FFFTIESE, DADS
VE R — B R AR i UK 8 B0V 9T 2 ) T ad s 3 n 4 2
1 2B S BT 40 M g A0 BRLAL A if s DS 19 40 i 7
e, RS ER F, W DADS 4t
FANHEE MGC803 4ifflf5, HEE¥MME. K
M R R F1 LB KRN p21 VAR R IE T OL, i

%S R AL

1 #HRlFR %

1.1 ¥

1.1.1 25 3% BaX A DADS 4 Fluka A #] 7= b, 2
VIR E WS %S0T T EREAIE H 3£ 1H Sigma 2 H] .
RPMI 1640 }53%#(3) 4 Gibco 2> 7] 7% fh. SDS- A
IR FL VKA 2 F B ARHE S 1. p2 1WA L
T DU TR A ARG R A E . LMk H3.
H4 2 wfEPiiA. ECL Rtkihf#&. BCA &
(5 BRI £ 2 5% B % [H Upstate Biotechnology 2+
H. Santa Cruz 2o @) fll Pierce A&, MNP AT
B HT. PVDF B EOB A= A 3 20 500 8 R
FRBUM VU ZEH Y TR A .

1.1.2 M9 tmfotrfe K334 MGCS803 41 (1L
RIFVEKFAVMRER, M ANBRSHERIE,
AR KA L 3 ) S 10% 2B A i )
RPMI-1640 552 (ME R K 1x10° U/L MEEE R
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Ix10°U/L), {137 C, % 5% I CO, taid 7=/ M
HiFt. 8 HUBALB/C # W H R i SE5 5) 4
Hoty, HEPE, 3~4 M8, RE 13~16 g, MW E
AREIES ) SCXK (171)2003-0003. £R A2 N
W i S P IR (R SPR RS, WEIESE 1 S
T 555 .

1.2 A%

1.2.1 fmf3Ei B 0 0 53 A A b BT A
DADS 7} 15 mg/L. 30 mg/L Fl 60 mg/L =AMk JE
0, 5 mmol/L T FREN4L X 30 mg/L DADS /il 5 mmol/
L TR ILRIALBEA .

122 HAFE 5 BB E g Bl b
IA 2207 i 0 B TR 2527 B A KR L O AR A 3 A T 5 2 00
8, 6 FLETTRIR T e N BRI H RN R B, B
X EUAE K I MGC803 41, 0.25% [ (B L il
R A AR, R A R S R R TR AR, A
MUGEE 6 h J7 In A AL BEDH 28 HF % R A BT B T R
BRI AT DADS ACPRZ, 4kEEHE9E 24 ho B
HEKAMMA ST, PBSVE3 R, 95% LW &
30 min, PBS ¥ 3 ¥k, HE Z:{f 145 F W 8241 i
BER A

123 BRAAA FEE  oilBOEUE K EI RS 2
YIREEEFN4: DADS 40 FT 24 h () MGC803 4iiffd, 0.25 %
JoE B 11 T A T Rl A TR, B AR e B
TEAN KLY 95 % UL L, CKrA A E R 1x107 AN/
ml, 8 HARF M, XA REMAL DADS 40
PR MGC803 4 fitd, AbFEZ 87145 30 mg/L DADS
AbFE 24 h 5 ) MGC803 40, 4 45 FUEX 0.2 ml 40
B T A KRS I S, USRS AR T i)
RV NG P L EIRR PN E B o

1.2.4 mie % a1 WCER AR BRI, S Bk
W BT/ FR AR T B AN R, T R R 40 B S LA
AR PBS 33 &, JREW/SIREM PBS, N
NGB ) 275 2 22 11 #(0.01 mol/L NaCl. 0.01
mol/L Tris-HCI pH 7.6, 0.001 mol/L EDTA pH 8.0.
1 ug/ml #E EEFL. 100 ng/ml PMSF) T 4 C%4fi#
30 min, FHANMEIELE T O 2R M, F£55 20 HXT
I CCRE AT B R A P I F AN BB 1Y) eppendorf B A, T
F 4 CE4#% 30 min, 12 000 t/min &> 10 min, "R
OEVEW, BN AT

1.2.5 SDS-PAGE
JERHS %, ZCHEIE 2.6 %, BJZE N 1 mm. BCA
HHERIAA G SAECREITEARCE, A

ML 5 BN 12 %, B -

TR FERIRIE, DAL 30 pg MBI E LA,
FESINA 1/4 1K) 5xSDS MIEELEM, Wh/K & b
8 min, FHE/-FRARMEE RS AR AR A
Fi— LFE . R AN SR 0 R G AT 3 TR
K, FFRZFFEAFIBERERZ 1 cm A&, HiksE
o UK EMIRVE®E G20 R-250 #4502 h, K
S P AR R B A SR (6 1o e 5e LR it
I AR UVIMAP $ 14 .

1.2.6 Western Pk 447 ML T RN AN )k i
DADS 4 MGC803 #4213 h. 6 h. 12 h. 24 h
Ji, HEEH3. H4 SFALFRRE B p2 I WAF AR 4
O, SKIEE3 K. SHAFEAREAL 12% SDS-
PAGE J5 (2 [AIAT), ¥ EE A2 PVDF K [,
H 5% WiRe 4= 9k, BEREMAFNK —$HT. 3
E, W ECL RGIEMM AR A EE, #2
FRAH A BEHIERT, A5 CS-930)il 5E ENF X
6 B RE A .

12.7 %it 343 SPSS10.04 i1 8 AUk T 5
AbEE, HPRLLEBCEH ¢ KT8, KM ECR A 2 18

5%, WiE P<0.05 hERHWEM,

2 R

2.1 DADS 4B ABEMGCS03 A
Tk

>

B RGN, K4bFE MGC803
M2 AR, [R, WA ARERK,
MUSAR AT D, A M S A0 ks A T
o BRI, A2 020 ARENRREE
K, ERnSEAKE 1A). 30 mg/L DADS At
P24 h WA RS R A, ARV N, BE RS
MMOAZ, VFRES, AT WEEERI LN S5 AL L,
MREmMERE, @B, Ok, O
R, RE TR, MM EA A K
(E1B).

2.2 SDS-PAGE

SRS A2 B F A M, 42 BCA
EAXEJE S SDS- PAGE &%) FEArEE A —i#
LF. 4 SDS-PAGE (7} BBIKE N 12%) 75,
10~21 kDa & 551, s i ds H i
1 p21WAF (21 kDa). A H H3. H4 (43504 17
kDa. 10 kDa), WHEHEHERK.

2.3 EERABXRK
A LI R oD kR, #RRUROK . i









ko 5 AR ABVEAE 6 N RS MGC803 41 i 7k 15 871

HORPE, K4 DADS 4P ) MGC803 41 Al #7f 22 4%
B N E, BP0 7 KWK A RER AT L ) R v e L%
RS A IR, TR SM 4 DADS AL FE ) MGC803 4
MM BRE L FE, KIS FBEREEK. 4%
#2715, DADS 1E R — MR AR & UK 5 1% 5 40407
XN B L B HUIRE MGC803 4 il FLA W B %
St EH .

WU, Gt R A B R A s R s i g
HEEH, M4AlEDLBME. 2 BB m
ROJREPHEERE. Allfrey ZU9RLE 1964 FE 5l
KIL, 2O E I Ok R A s 1 2 IR A
Ko Hir A CHAIRSEGR T HE H OB A B
(histone acetyl-transferase, HAT) 5 21 5 H 2= Z Bk AL B
(histone deacetylase, HDAC).Z [ H)iEPE U, #%
IMEROAH R, BB H3 FUH4 B N st 24
MR, B OB S T B R R A
fIsi. HDAC nJ# L4418 A H3. H4 Ma Rk I
B, (F7 1C A R s Rk S 28 5, , T IEHR
i AU R s B DNA 22 J) F AH B 7 T R Az /)
A7E DNA L1880, R 811 A Z 8k s i o
PE. [HItE, $WHIE sk HDAC FH 45 & 214 8 1
X, MM E 5 T 68 JE D8 ) 4% % nT g R
JIRT R AL IR . JEHESK, HDAC R A
B TRR(BA) S HFISE, A rE s it 7orra
JT AL .

W2 RIPIRUESE THEA CBRE S B il
fib8g 1) R A= 3 YA 9% . Choi “5:06l ik A B 40 21
FIEH A2 HDAC-1 RIS KRR BT 50K B,
HDAC-1 7 fis i R A gl ge By EEAER, K40l
IR FE S FF DL LA 7181, AT TZE W5 DADS 444k
P2 A H9 MGC803 41 /Lt &I, 24 30 mg/L
DADS #¥ 4l 12 h J&5, H OB H3 4B
B35 mmol/L [ FRIAHAL, &R AL B XS IE 40 f)
1.38 fi5; A5 H3 ki, 40418 He L mtfh
EREE N DADS & FERI# 5, (AT DADS WK H
60 mg/L 43 12 h ARG . ARSI,
DADS n] 35 HDACHIHIH] T R EH L LA MGC803 4
AL AMER, RN AMAEHNAERH3.
H4 A KT 2 50 Le B T BR300 1 18% AN
5% .

YR 1T LIAL AL 40 4t 2R o p21WAR B[R]

T FEEHLE] . Shin FH] HDAC #7717 R £5 5L
TSA 737 T- T 8 P S se 4 f R 5 uk S8 T4k v 2 4
A 2 R A 2R rh p2 I WAR TR I B L. KT
YEH AL p21 VAR BRI R R, P2
W KB HDAC $IHI57 0] 5 5 p2 I WAR KL (RIS i PR 1
o221, ARRFFLEE RS, AR DADS 42 4
Mo 12, 24 h G, p21WAR FRIA L AR A EEXT R AL L
KA, XM s A DADS ¥ 4 30 mg/L
W &, ol LE R AL B X AL N T 34.6% FI
60.8%; H#E DADS K % 60 mg/L i, p21WAF 1]
FKIFAEBAF a R N, P Foo A
WhNT 20.3% F142.4%.

p21WAFL i p53 ) — /N T UiF LA, 8 CDK1 &,
A cyclin/CDK & & 9)iE VEBR w4l f f . 34
KVFZ IR p21VAT 22 5 7 GyM HF) 5224,
ASEES # ST FUUE S T DADS AR A S5 F7 1)
MGC803 40} BHHi 7E G,/M i), X 5 ARH 545 R
DADS B 18 i1 MGC803 41l ff p21WAF! K ik —EL,

2 EATKR, DADS %S MGC803 4 il 7L i 47
FHLH AT B8 A 18 ik 358 0 4 M Az A1 E 1 S RAL KA
51T p2IVAR Rk i, A 4 B A AE S5 G/M
15K 56 B .
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Role of Histone Acetylation in the Differentiation Induced by
Diallyl Disulfide in Gastric Cancer MGC803 Cells

Shu-Lin Xiang, Xiao-Lan Xiao, Qi Su*, Jie Zhao, Chen Huang, Na Xie, Xiu-Tian Zhou, Lin Dong
(Cancer Research Institute, Nanhua University, Hengyang, 421001, China)

Abstract We previously reported that diallyl disulfide (DADS) could significantly induce the differentiation
in human gastric cancer MGC803 cells. In this study, we further investigated the change of histone acetylation level
and the expression of p21™AF! in the differentiation induced by DADS in MGC803 cells in vitro. Experiment were
divided into six groups: untreated group, treated group with 5 mmol/L sodium butyrate, treated groups with 15, 30,
60 mg/L DADS and treated group with 5 mmol/L SB+30 mg/L DADS. After treated with 30 mg/L DADS for 24h in
vitro, 0.2 ml including 1x10? MGCB803 cells were implanted into subcutaneous side in BALB/C nude mice. Morpho-
logical changes were examined under light microscopy. Expression of acetylated histone H3, H4 and p21™A¥! were
detected by Western blot. The results showed that MGC803 cells after 24 h treated with 30 mg/L DADS were
fusiform multiplication, volume shrink, enlarged cytoplasm, diminished nucleus, descend karyoplasmic ratio, karyotin
thinningz, decreased nucleoli and atypia reduced. The formation of xenograft tumor was not found. The acetylation
level of histone H3 in MGC803 cells was elevated after treated by 30 mg/L DADS for 12 h, and the effect was higher
38 % than untreated cells (P<0.05), and acetylation H4 did not changed. At the same time, the expression of p21WVAF!
also was increaser after treated by 15, 30, 60 mg/L DADS, and treated by 30 mg/L DADS was higher 34.6% and
60.8% than untreated at 12 h and 24 h, respectively. It is suggested that the differentiation of MGC803 cells induced
by DADS possibly involved in increase of histone acetylation and expression of p21WVAF!,

Key words diallyl disulfide; gastric cancer; MGCB803 cells; histone acetylation; p21WAF!

Received: June 15, 2005 Accepted: August 11, 2006

This work was supported by the Key Project Foundation of the Science and Technology Program of Hunan Province (No.04SK1004),
the Key Project of Scientific Research Foundation of Hunan Province Education Department (No.04A047, No.03C391)

*Corresponding author. Tel/Fax: 86-734-8281547, E-mail: suqil @hotmail.com





