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Abstract

¢ AIM: To investigate effects of arsenic trioxide (As,0;)
on the proliferation and apoptosis of on adenoid cystic
carcinoma-2 (ACC-2) cells and detect the expression of
MDM2 gene from gene and protein level and to explore
detailed mechanism of As,O; inducing ACC - 2 cells
apoptosis.

e METHODS:. ACC -2 cells were cultured in vitro and
divided into the experiment group and control group.
Different concentrations of As,0,(2, 4, 6, 8umol/L) were
applied to cells in logarithmic growth phase at different
time as experiment group, the control group was given
the same amount of cell culture fluid, after added As,O,,
the cells were cultured at different times, respectively.
The effect of different As,0, concentrations at each point
time on inhibition and metamorphoses of ACC-2 cells was
observed under inverted phase contrast microscope.
Expression changes of MDM2 mRNA (24, 48h) and
protein (24, 48, 72h) were determined by reverse
transcription polymerase chain reaction (RT-PCR) and
immunohistochemistry test (IHCT) respectively.

e RESULTS:. Cells shrinkage, nuclear chromatin
condensation, apoptotic cells increased and the number
of viable cells significantly reduced after being cultured
with different concentrations of As,0,. The results of RT-
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PCR and IHCT were showed consistent the expression of
MDM2 in experiment group decreased gradually with the
increase of As,0, concentrations and extension of action
time, which was significantly different to that in the
control group ( P<0.05). Campared with each other, it
was statistically significant between the different
concentration and time of two groups ( P<0.05). MDM2
expression was negatively correlated with concentration
and time (r<-0.7, P<0.05), that was, it presented in
dose- and time-dependent manner.

¢ CONCLUSION: As,O, has the inhibitory and apoptosis-
inducing effect on ACC-2 cells, and it can downregulate
the expression of MDM2 mRNA and protein in ACC-2 cell
line. This may be the mechanism of As,O, induced ACC-2
cells apoptosis.
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BB W58 =S4k 6l (arsenic trioxide, As,0, ) XJ i 4
P98 (adenoid cystic carcinoma, ACC) ' ACC—2 U Jig 14 51 |
PR B2, I DA S PR AR K 2 A X ACC-2 4 i
t MDM2 BRI RGA RS20, AR As, 0, ¥5F ACC-2
YA T Y EAR P

Fik ARSI FR ACC-2 4, 43 S50 21 FOx R AT () 455
FEBBUAERKYIN ACC-2 gl in AR E (2.4.6,
Sumol/L) F 5 As, O, Y 20 My 15 37 W AE S S5 41, %) i
BTHERAY I SR, A As,0, J5 2 5 15 37 A [a] B
], 3 B AR T % UDULEE A B B) SN R MR B As, O, XF
ACC -2 4 ) A= K 90 i A P R 40 0 T B T S AR Ak, I
HZENE 7t RT-PCR FI G0 240 M Ak 27 He R A5 ) MDM2 %
[H (24 48h) FIFE 1 (24 48 72h) ik 1k,

B .2 As, 0, AbFR)S ACC-2 4N MOAARFR S /MR B, A% Jo [
g, B VR R T AN MO BG 2 AF T A0 M Rk B > RT -
PCR Ky i fb 2745 R — 2 B /R , ACC-2 4 Mu bl & 24
Pyl B 38 i K A FH B ) A9 98 4, MDM2 2% 56 B i 03 /1>
E XA AL, 2 R A G L (P<0.05) AN AV BN
[Fi] B 1) % 2L P B A 22 A e 124 3 L (P<0.05) ,MDM2
BRI IN 5 5 Uk BE R R) 5 Ik 2 6ORE OC M (r<-0. 7, P<
0.05) , B 5 e i B[R] A gt

5181 As,0, X ACC-2 20 g B A AR il F0 s 5 8 T2 1
EHL, B As,0, BB T PR ARAE BE PRI ACC-2 20 Jfd v i 56
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SIA EW, #0%, T, %& . = F Ak — 5ok iR A 4 Pk
ACC-2 #i s MDM2 3 [H 223k iy 52 ma. [ Pr iR B 242 & 2015515
(9) .1516-1520
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MR FEN: 95 (adenoid cystic carcinoma, ACC) J&JH R I
B e v de ok DL R AR B S v 0 R LR AR R
JETFEE 2 O AR T2 Hak e, BiE 22, 5
RIGHLHIASE B F ARSI TARGRIT ik, —F b
(arsenic trioxide, As,0, ) EWb G Z— MENEG 2y
ALLAR 19 A RLRR 43, Je B TR 7 20tk B4R 4 i i
IR TS T S AR (AR R AL
B B BUS T REFRIRCR s T ACC AR
D HEARVERVLHAAS B, 158 55 2 L] 2 15
S g A e g T BB e 5 R 2 ( Murine Double
Minute , MDM2 ) J& —Fl iz JE X, 8 67 T 12q13 - 14, 4 i 2K
1 920 Tt o0 90kDa, MDM2 7E 4 22 3% 1 fith Jg vh £ 78
FEIR T IR p53 S 30 4 T A BE ST IE B
AR ACC H MDM2 1 32 157K - B deb 1 9 55 1E 5 41 2,
X /R MDM2 2 AR A SR ACC MBI EAEE %)
MR AL BB As,0, BERNE ACC AHAEHY)
A R MDM2 [ 3R3K  E TR As, O, i ACC 41 it
AR A EARHILR , A LI PR R FH (AL 24 38R 3 |
1 R A
1.1 ##
1.1.1 LI IRFEZE M ACC-2 40 CRIE T AUE
i ACC) FH il 538 K2 s 22 e B I 5 LN R s e 2
A AT 5 55 8 AT 5% |, S0k AR AR 3 WG Ab X 41
A KR 4
1.1.2 RHRF S =48 A Al b T U 24500 0y
A PR F] s RPMI-1640 15 5%35E 4= L35 1 F 32 E Hyclone
ANFE] BB MDM2 B ik . 28 [F Santa Cruz 23 5/
R PV—-9000 7] & e 46 8 DAB K57 &40 [ b s A2
SRR F)  WRE SRR & & SYBR PG YRl S A T
TR i 5 HoAR iR X o [ e pr 4
1.1.3 RN #H LIES NGk S AR A
A 5 TR K VA RS - I T BT ER A BR S | €O, fH TR R
A VWR A ]G4 3 B BT . H AR Olympus 28
Al AT B : 52 Yhermo Forma 23 &) ; i &5 O AL A
TEAB S ML, 5 1 Sigma 28 R AT R RS WA fE E
Eppendorf /A 7 ; % 1R 25 F 70 B4 : 3 [E Beckman 23 7] ; 5
PR ST 258 . H AR Nikon A F]
1.2 ik
1.2.1 HREIERRNE  EH AR ACC-2 41/
T 10% a4 175 ) RPMI-1640 1535 3 b 15 9% 7 fH IR
B AL 5% CO,,37°C & 90% Wi 4 F RG34 2 ~
3d i 1R, SEIRAY A SEIR 4l AR BT SEE8 4H 4350 in
2.0.4.0.6.0.8. 0umol/L [ As,O, 2mL, 435I Kb Hi 24 48
72h, 25 FAXTRRAL N 2mL G FRMAREE As, O, , AN [R ¥ B 45 i)
(i) R 3 N U T Bh A LS 4% 20 A R A8 A8 4k, O B

05, A — ] e BE 57 3 A EATXT IR AT IR AR
Ry, DO N T 545 1k
1.2.2 %Rk EE RT-PCR #&illl ACC-2 4Hfsh MDM2 &
E L IR A T IR AL 12 FLAR 40 Mg, Zb B 24 48k
J& , LA Trizol $2HUAH M H Y B RNA MR 40 32850 & 156 B ik 47
Wi 54 W cDNA, MDM2 K N 2 51 %) 7 41 ( i ok i
takara 2% B & W) W . MDM2 5|1 ¥ 7 3. b UiE 5 -
AGCCTCCAATGAGAGCAACTTGA - 3°, T W 5 -
CAGGCTGCCATGTGACCTAAGA=3", =K Ji¥ 100bp; N2
GAPDH 31¥ %% . | 5 ~TCATGGGTGTGAACCATGAGAA —
3, Fii# 5~ GGCATGGACTGTGGTCATGAG -3°, F= ) K JiF
146bp, ¥4 S TSR cDNA SEATH 14 . E RIS &
0. 5uL, cDNA #i4Z 2ul, SYBR 10uL, RNase Free dH, O
7pL, B4 20puL, PCR R FEUNF : (1)95°C 30s;(2)
95°C 55,60°C 30s, 4t 40 MEH; (3)95°C 155,60C 30s,
95°C 15s I ¥ i it 2k, 2¢O € i PCR 1Y ( eppendorf
Mastercycler ep realplex ) 2 ifill ¢ 69 1 il 28 F0 % i il 2k
F3HY Cofl, W 27249 (AACE= ACt FRIREA - ACt X IR
FEAC ACt= HIFEH Ce H-NZ Ct ) s R,
1.2.3 RE ML FR T ACC-2 HAfah MDM2 EA R
B HSCE A A HRZH 6 FL AR 40 L, b 3 24 48 \72h JF,
TR E AN AL 224 - (1) WeBR 6 FLAR h I TH RS FR I, B
A F,0. 01mol /L PBS 3k 3minx3 ¥K; (2)4% £ &
P & 5E 20min, 0. 01mol/L PBS ¥ %k 3minx3 ¥; (3)
0. 1% Triton X-100 /£ 20min,0.01 mol/L PBS 7%k 3minx
3%;(4)3% H,0, KB F/KIEH 10min,0. 0lmol/L PBS
Pk 3minx3 Y (5) AN 1:200 B9 BT MDM2 Ff g
PR TAEW,37°CIBEIEE 2h; (6) %I PV-9000 T 1E
W (7)) DAB AR, Wi T WS4 il fuk (et ], f5f
T A 240 R A e 25 A (0 N AR /K 38 0 e 48 11 R 5 (8) B
WY EIN1 EORARE TR FE Y 10 ~30s, 48
PRI RS 34k 3s, KR B5 Ss, F R AKRFE 0P Tming (9)
75% 80% 95% 100% TWEHE 6 B 45 W 7K 2min , rh V) i d
ho BAPEXTREA PBS B —40, Hax D3R AR, MDM2 [H
PEZRR R ANME PN A B B CUBORE 2 W SR T Bl AL 1B B
5 S (x400) PLET WL IF4A R, B ] Image—pro plus 6.0
EUR WA R AT 20 BT, LT 35 06 % B (B AR & MDM2 &
SO Sy y: 38

Biit2# 4307 . R SPSS 17. 0 Gi 514, 4% 40 B4 ff
PR B AR AE2E (w£s) o, o A P 2R O 25 43 A7 %o [] —
A ) AN [R] ¥R B MDM2 mRNA (1) 338 K- 25475007, 32 FHBE
XIREAR ¢ 6 56 53 AT [] — ¥ A [H] Bsf 8] MDM2 mRNA (1 %
KKV, B2 D B0 1 7 25 43 e kE MDM2 1) 8 [ R 3k
HEAT 3T , AN )R B VIS (8] A 350 19 95 LL 45 1 LSD - #6:
55, I Pearson AH A4 23 B JHE s [1] 44 581 44 0 o J2 41K ot
£, LA P<0.05 NZERAGIHE L,
2R
2.1 WRAFEASEME LW ACC-2 4IIEIEAHN, K/
B4, BRIC S 2N, AN =2 (8] 5% 5% 2, i FLE W, 3t
JCPERR , ANMEAZ K, T UL A A% 43 B4 I BE A K5
FE, 1:4 548 3d BP AT AL A BEFR 0L, 40 MRS [R) vk
As, O, AbBRJS ¥4 5 7R AN [A) F2 BE (14 28 Ak, 40 i 25 45 /N AR
[, 20 A% [ 4, 43 4 AE 08 /0 20 it 42 fd SR R AIG, B 259
W R HE T KA P R RD A JE R D RE 200 S W Ok 2L | B R

1517



EfRIERIEE 20F98 FsE FoH
E815:029-82245172 82210956

http://ies. ijo. cn
B85 {5%5.1J0.2000@163. com

A

E1 ACC—2 MEEEZME A FH ACC—2 ZIMIFER 72h, o] LANHES B 5 T2

B 5 -
»
C 2 D* e
% P > . @ .
| ¥
7 £ e > ”
e
& “ - o —°
@ « L - e
. & W - o e .
“ : ® i 3
8 E
P B ' =
& £ k) " w

s © o . “*
L, BRI W RE R AT 2 U T B 4 i

B (x200) ;B:6pmol/L As, O, Hili# 48h J5 ACC-2 UG T IEAS, vl WLAN MO HEF M RL , £ byl | SO GR35 M4 /INAR 5], iy B
Wb BRI T B A E R ARAS T W B 22 (x200) ;C. IE# ACC-2 MR A Z Ju o, 7T LA i 2RI B R IR e, 21,
B RAY SRR, 0] WX B FAZ A (210355 3k , x400) ;D ;6 pmol/L As, O, HIFL 48h J5 1) ACC-2 4 I FH A Z e (0, ol D20 Mo 4% 45 , 4% 1
95 (BT Y U, MK i R R ) ST 22 | S B S A PR TR AS (x400)

®1 TEIRE As,0, 4 ACC-2 A5 MDM2 mRNA #8341 Kk 2 PED
WeJE (wmol/L) 24h 48h t P
0 1.010+0. 0100 1.050+0. 0558 -1.309 0.321
2 0.876+0. 0252 0.766+0.0208 19.053 0.003
4 0.733+0.0153 0.613+0.0321 12. 000 0.007
6 0.453+0.0115 0.346+0. 0252 12.095 0.007
8 0.233+0.0152 0.130+0. 0264 11.717 0.007
F 1123.787 326.562
P 0.000 0.000
T W Opumol /L SR X FRZH |
FET- AN AT 22 2 umol /L As, O, |38 24h 40 i 95 1 151 O 2
A AN G 48h W] WLUA T AU £ 720 T 40 A B 4 P
% 4umol/L As,0, K3 24h BIALEE) 40 i I8 T, 48h I 20 -
LT %, 72h T W HE 4TI T, 6 ~ Spmol/L As, O, ERT T -
AsF 33 240 DL RIAT B 2 R T, 72h A TS AR (L 1) 2 a
2.2 As,0, 3 ACC-2 4 il MDM2 mRNA 3% K &M <
PCR RERINE] ACC-2 0 A7 7E MDM2 mRNA (2 3k T osth a
LIt b R i % 255 vk B £ 0, MDM2. 26 35 7 4 0k 4> = .
JH SPSS 17. 0 X A [ ¢ B 119 As,0, FE T ACC-2 Z =
24h J 48h J5 MDM2 mRNA AH X & & 547 50 K & )y 2243 0.0 ==Y v T ; T

Mr, BAR2ZER HA G L (F,, =1123.787,P=0.000;
F,,=326.562,P=0.000) ; A~ [l ¥ B W5 9 LL 3¢, 22 S 396
Gt L (P<0.05) , Fifi J5 %o R — % B A F O[] B[] Js
MDM2 mRNA AHX} ik AT BE XS FEAS ¢ R 50, 45 R ] Dl
[F]— 25 vk BEVE ] 48h HUAE FH 24h J§ MDM2 mRNA f) 3%
kBRI B X IBZH (P>0.05) 41, 2 5 A S i 5 X
(P<0.05;% 1,K2),

2.3 As,O, Xf ACC-2 i1 MDM2 & A &% IR0
2.3.1 MDM2 ZEAFXER DB Al WL PBS A8 —
B B BB Y b ACC—2 20 M A% M i Y T W B %
o A% 2 U A X HRZH (Opumol /L As, 0, ) MDM2 45 [ 5
FEik, AT LA A 2 A e R B R, B AR
B 15 As, O, U B A A TN a) e KK | 400 it A% 35 (0
7 ,8wmol/L As,0, YEFH 72h JE 45 (it i (K1 3 4)
2.3.2 MDM2 ER#EEE  HEG S PTHAF Image pro—
plus 6.0 A& MDM2 Z& (4 Y i B | 724062 B %R
(F2), HAEMRFR Y @A, BLI MDM2 2 1 i) ik
W AN e O, U MDM2 2R (Y R IA D
o7 FH T 5 0 AR ) T 25 40 BT, 4 SR o BR 4 A i i
1, BEE As, O, 5 FH R 2 Aty 38 fin AR Ach 280 ] ) S 4 40 i
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As,O, #]E 1 mollL)
E2 FRERE As,O, 4B ACC-2 4B /5H MDM2 mRNA 18
IMRIEE  "P<0.05 vs 48h,

T . g e

A‘ v t\‘ & 7Y f{- If‘ & . % B"-. .

: 2% Q@ & (ﬁ A
G N N "

Py g & e 3
e R ¥ 'S s ©
E#® & 0,9 &

T ”! Y o * »
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£ ﬁ{‘* & . P ? & N

B3 IHEAFMPAMEXESA MDM2 EE LB R (ICC, x
400) A XFERZIFHMEYL (0] DL MDM2 25 (A 26 FH: 0 40 i
Mz S 0, JE K D Ay U B Bk X BB 4L P PBS U8
— BRI BT B Y €, ACC -2 200 JHa B 3% A /0 e A 62 U0k, D
BRI E,

A% G o el SR R, 40 i 5 AR % W 9/ R A A 1) 44
Hrm B, MDM2 25 11 % 5 (555 J82 0 % €030 2 i T B,
W] MDM2 R R38BT e (B 4.5) AN IRk B 20 )
i 22 F HA G248 L (F oy =599.099,P<0.01) , A
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d( 5 35 c
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B4 AREKE As,O, RIBRERE MDM2 EEHLRBLR(ICC,x400)  A:2umol/L As,0, ZbHE 24h;B.2pumol/I As,0, AZbHH 48h;
C:2pmol/L As, O, A3 72h; D :6pumol/L As, 0, Zb3 24h; E.6pumol/L As, 0, Zb3H 48h;F.6pumol/L As, O, Ab3H 72h,

xR2 FEIRE As,O, /fEATF ACC-2 MR R 8/ MDM2 £ ZEE xts
HeFE ( pmol/1.) 24h 48h 72h r P
0 0.758+0. 063 0.793+0.028 0.771x0. 057 0.117 0.765
2 0.631+0.029 0.560+0.013 0.485+0.021 -0.958 0.000
4 0.527+0.020 0.387+0.025 0.298+0.015 -0.977 0.000
6 0.423+0.034 0.296+0.018 0.239+0.023 -0.942 0.000
8 0.295+0.037 0.239+0.036 0.221+0.011 0.754 0.019
r -0.980 -0.961 -0.915
P 0.000 0. 000 0. 000
1 :Omol/L 2 M X HE A |
. R HUR BRI DR i 13 A e 1 T 2, R T
i W5 5 B RS, T ARARME 56 4 IR 440, AL7 3 4%
ork PJ*”%‘E“‘{ IR B IAT T B (5 FATING PR I 89 AL 254
a gel ~ O mollL SURIF AT, LA SR — R 10 4 30 AL 7 254 — L2
& osh k\\\“\\\\i = 20 mollL ACC [IBFFCT I A3 R T 0 IR JE FE A8 ACC—2 40
5 oaf L\\\\L\\\ﬂ " 4umoll EORIET ASSHENR ACC, 5 TH M ACC 4121 RI R,
* oaf ii ::?: 7 umollL HAE B A AR SR ACC L
02l 8w moli As,0, B FIGRIGST 4 i A 248, L Hxt 2
o1f P LA 0B L5 0367 B T B BRI AR
0 24 48 72 BACC-2 4Nl AR E R As,0, AbH S, H AR

trh

E5 RRERE As,0, fEAF ACC-2 IR FIEE MDM2
THREREE,

IR IE) 2H N L 38 22 S AT e it 2 08 3L (Fyy = 48. 437, P<
0. 01 ) ;5 Hif [ A5 A 2H 1] 22 S R0 4% 2 1) Isf 1) 22 S 44T I P
e B Giit 243 L (P<0.01) , W [ Pearson #H 744
S AT A5 MDM2 8 3 3k -5 e B I 1) 2 BE 2 67
FRAE (r<=0.7,P<0.05) , BiW] MDM2 3 11 335 B A I
VA e A AR A
3 it

TH R B FE B P 9% (lacrimal gland adenoid cystic
carcinoma, LGACC) J&—Ff iz e P 4 56 | 90 2 B ¢ 0,

JEE R LE A o ELREE V5 P B 18] 64 SiE K0 24 ) vk B2 1 3
I T AL G 2 o 8 mol/L As, 0, /EF 72h 4
A TR WY, X R R PR As, O, 67 TH IR ACC $2
FIFERIKEE . AFFE R, As, 0, RT3E 2T Z R AL S 3h 2k
A SR T AR, TG M %K (reactive oxygen species,
ROS) B, s ML €4 3% C 3 AR5 T2, ROS 38 ] 2%
Bk mDNA 2725 £ALFET ", WA BFSE £, As,0, fF
T ACC-2 ZRJ, ] ik 6 IR Lok (A 15 v (5 DA T 38005
Caspase—3 Gl T, 40U T3 B P A7 AE £ Fh
LB I8 4254, 5 0 T DD AR OC B JE A AT Survivin,
E2F p53 \Rb l bel-2 45, Bf /R p53 FEP 2 — N E 2 Y
LR AT 17 SRR 1 X 3.1 4 (17pl13. 1)
B AN T 10 AN E AR E AN AR
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Rl p53 R 2R b, AR ps3 5 HF AR R p53
BEAAIE RSB, S50 155, 2158 2% pS3 TR A 1T
fiE, A BE 8 72 40t SR 300 5 Ak 40 it 448 4, A 2 S 30N
AR FRATHT AR 5T & B, ACC-2 4 UAFAE p53 FE A
KA H As,0, A N ZAE R p53 FEH Y £ kK-, T35
IR VR ACC-2 MRS T,

MDM2 i P2 — P AiE JE I, o FE 3238 19 MDM2 JE A
S2MOB A o6 &, e AL RE il
S AR SR RIS UE A A AR TR A A g o
MDM2 {3 3k 5 835 B BUS A R AR KO R o & 1 m
Jibeg A AR B XU, A ST 2R B, MDM2 JE R 7E ACC Hi s
FEAERT L™ ARSI As, O, HIBIRREREMERE ACC-2
i, A B0 MDM2 & R 3838 B g R i, H LA Bl B[] fn 2l
W B AR Ak S AR | T 245 0 vk 8 ) AR v B I
I, As, O, T RSV ACC—2 42k K, il MDM2
eIk TR, S HA T, TRERY 2> FHLEI M . (1) MDM2
FE R RERS I ] BF A= AU pS3 B R E A, 5w HA g T
RE &A% RIS e i sl PR e, b B 3Rk i v LA 3 A ps3
B B SBE VR L pS3 AUTHRETS %, 40 A R30I 25 8L, 4 ek
R R, 5 R R A Y BT 2 A e T
As, O, YEF T Mg 41 i BA S 0 i) MDM2 1% 33K, o 58 A5 Y
p533 HEH R IB WD, wip53 Fak o, dEmfE i ACC 41 iy
FIPETS, (2)PTEN 2P L K, PTEN f) 1% 558 %
TEN-P13K - AKT/PKB - MDM2 - p53/PRb/E2F"*" | E2F %%
ST PR SR A 42 1) 40 L ) 199 B 41 s 2k A1 )y e I e 38 o 22
YR 28 S0 A 0 1l 573 3 1R 28 P i AR A T 6 240
JETE H PRb 254, RIS 40 s 7 A2 pS3 Akt 1kt
PR IE TS, EAPFEIE T PTEN LKA ACC &
ik, H5 MDM2 3K () 6k 5 A 56 MDM2 Y /b Al A
S 1] 3G PTEN , fiff H 38 3R 38 in , 5 17 3% 3% pS3 . PRb E2F
E—RANTRT- ML, I T ACC-2 4 p T,
(3) F- 400 2 M 1 1 promyclocytic leukemia, PML ) & [A]
BAAERME ST SRR S AR YT EE, PML
B R — R R A K A BT e T LA R R AR ps3 B K
WAE A E AW, 20 ps3 MG T, BERS M b s 0 4= 1
PML AJ A MDM2 M P9 1a] 4% 40 89 5 457 e 4 il . MDM2
I PML BB RESR AL GALA-CBP @lA& 8 H 1Y 5 5%
T X FPAH B & pS3 ARAKHPER) . MDM2 23k /Y %
AR T PML AVE T, I T B AR M ACC-2 I
AR, (4) LA, MDM2 1] BE45 5 I sl A 4 i 5 5 1
KIS BT, Ani N G, 31 S W41k, B BE WS B 3 SR
1k Rb FE 454, I Rb e PR A A 55 o | X b
DIREH T MDM2 31k T [, #RAS RE A5 3] 7840 1) &A% | ] 42
AL F T 0 bR 2 A A R A

25 LTIk, As, O, 5 4B 0 T2 2 28 R 24 1 —FoBT
BRI IR 7 SR . ARSI & B ACC 5 MDM2 3[R A7 78 %
VIR, —EWE R As,0, AENS T MDM2 JEH By &k,
HETT B T MDM2 3[R X% p53 \Rb 45— £ 51 i 72 AH ¢ 3t
DAL B/ R e 1 ok T 400 A %) 9 T, A7 o o) e A=
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