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Effect of Combined Application of Histone Deacetylase Inhibitors (HDACIS)
MS-275 and Pingyangmycin (PY M) on the Growth and Apoptosis of Oral
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ABSTRACT Objective: To investigate the influence of combined application of histone deacetylase inhibitors MS-275 and
antibiotics, chemotherapy drugs Pingyangmycin on the growth and apoptosis of ora squamous carcinoma cell Tca-8113. Methods: Oral
squamous cell carcinoma Tca-8113 cells cultured in vitro were used for the study, MTT was performed to examine the proliferative
activity of Tca-8113 cells after separated or combined application of (0, 1, 2, 4, 8umol/L ) MS-275and (0, 0.05, 0.1, 0.2, 0.4 umol/L)
PYM; Annexin V-FITC/PI double dye, FHow cytometry were used to detect the effects of MS-275 plus PYM on the apoptosis of
Tca-8113 cells. Results: Different concentrations (1, 2, 4, 8 umol/L) of MS-275 or (0.05, 0.1, 0.2, 0.4 wmol/L) PYM could both inhibit
the growth and induce the apoptosis of Tca-8113 cells at a concentration dependent manner (P<0.05). Compared with MS-275 or PYM
aone, 4 umol/L MS-275 plus 0.2 pmol/L PYM could more significantly inhibit the proliferation of Tca-8113 cells and promote the
apoptosis (P<0.05). Conclusion: MS-275 could effectively enhance the sensitivity of Tca-8113 cells to PYM, which showed good
anti-tumour effect in vitro.
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Befeft, MS-275(3& [ Sigma /s l), JLifiiE DMEM 137 3k (35
Sigma 2y wl), fa2F I TE (G Sigma 2y wl ), I HH iy
(MTT)(3E[E Sigma /A l), — H 3L 7 AN (DMSO) (3 [/ Sigma A
), AnnexinV-FITC/Pl K50 & (R YI i 32 A H) o

12 RWHE

121 gfatESE MUK A)E , AU I RS SRR 80% A
i, >R FiI 0. 25903 2 [ B AL E A T A AR s 3%

122 #5845 LR R M E ) MS275(0.1,2.4.8
pumol/L) ,PYM (0.0.05.0.1.0.2.0.4 umol/L) #b ¥ Tca-8113 4
B, LR INZG Al M 2s (A BRAL . Be il VR I MS-275 &
PY M 14 R AR BE Tea-8113 4, Lo I 2 40 A 23 1 5 R
4,

123 MTT sZMEMM A ERIEETER  WENBUERINT
Tca-8113 4 fiL, LA 10° 4> /mL [k FEHERD T 96 LAk, 37°C 5%
CO, KApAMB MY S4B 5%, Frat gk & 60%-80%iH , i
AR 25 b B AR S35 5% 48 h )5 LA ImA MTT
) 20 pL(REE R 5 mg/mL), 37 CHEE 4 h, 5 13, GALInA
DMSO 150 pL, 5= 10 min, {45 54 78431 , 7l 590 nm
BTG ROGEE (O, T A A2 R 3

LA KA R (IR)= Xfﬂqgﬂwﬂﬁlfgﬂ'wﬂ;ﬁﬂéﬂw%g x 100%

124 FREBAENEBEAETER  H4 Tca8l13 M4l
MO, W EE S 10° A ImL, 3580 T 6 fLAR T, 4L 1 mL, 37T |
5%CO, K il AR (1 26 T RE 7%, TRANAE 2 60%-80%iH i
AZyAbEE . FRPREI G N A MS-275 3 PYM, 4k 4215 5% 48 h
Jo . AR Hog T 200 L BindingBuffer i, &Ky A
10 pL AnnexinV-FITC % 5 pL PI, & %], 5% 15 min, fin A 300
wL BindingBuffer, Ji 24 MRS o
13 ZitZH=E

K FH SPSS 14.0 B 44:, BaE LATIEL AR (x¢ )36, R
AR 7 22500, IR PIPA FL AR AT LA 30, L P<0.05 4y 22 3¢
BAGE

2 HR

2.1 MS-275 %1 PYM X Tca-8113 40 B 158 1 22 i

2.1.1 MS-275%F Tca-8113 fHAMIEFAMISIE  WE 1 iR,
5] e B () MS-275 X Tca-8113 4 Jifd ik A= 1< A7 4/ H L4
pmol/L iy MS-275 5 1 pmol/L .2 wmol/L f) MS-275 %5, 22
S i F 5 L(P<0.05), 5 8 umol/L i) MS-275 tL R TL4E 1T
2722 57 (P>0.05),,

% 1 REREEH MS275 3¢ Tca-8113 M A K31 R By B (%) (X< 9)
Table 1 Effect of different concentrations of MS-275 on the growth inhibition rate of Tca-8113 cell

SL56 26 (pnmol/L)
TR
R Experimental group
Control group
1 2 4 8
oD 0.515 0.401 0.378 0.284 0.221
IR 22.07+ 1.1* 27.63+ 0.8* 34.21+ 1.4 43.05+ 1.6

i 5REA 4 pmol/L A%, P<0.05,
Note: Compared with group 4 umol/L, P<0.05.

212 PYM XF Tca-8113 HBIEFMEIE 1% 2 iR, AR
WeJE PYM X Tear8113 Aifdpy L K HFMMIER, R 0.2
pmol/L fy PYM 5 0.05 umol/L 0.1 umol/L Yy PYM L35, 2

S G X (P<0.05), 5 0.4 pmol/L 1) PYM H# B4
2251 (P>0.05)

F 2 REIREEH PYM 3t Tca-8113 4RI 44 M) £ # B8 (%) (Xt 9)
Table 2 Effect of different concentrations of PYM on the growth inhibition rate of Tca-8113 cell (%)(Xt S)

58 48 (umol/L)
R
R Experimental group
Control group
0.05 0.1 0.2 0.4
oD 0.522 0.353 0.324 0.240 0.202
IR 18.7+ 0.8 379+ 1.2 56.3+ 1.7* 61.9+ 15

7 :* 5 0.2 wmol/L £ k%%, P<0.05,
Note: Compared with group 0.2 wmol/L, P<0.05.
213 MS275 Bt 4 PYM 3t Tca8113 A fatEsEm M 4
pmol/L ) MS-275 5 0.2 wmol/L ) PYM Bk & 1E H F
Tca-8113 #ifiiy, AHAEARKMGIRE P MS-275 3 PYM I 3
e, 22 R IH G242 X (P<0.05), LK 3,
2.2 MS-275 %1 PYM %t Tca-8113 ZAREE T B 2200

BOSEA B AT A B TR 5 a i GE 5

YA e T R SR A R T A, AR B 4 umol/L
MS-275.0.2 pmol/L PYM J #8645 /E I F Tea-8113 4 jif 24
h, 2 B 1 B 300 R TR 43 51 R 38.52% ,44.03%F1 48.92%, i i
TR AN IR 46.14% 57.95%F1 61.13%, 5 %} B 40 (R T %
i 2.6%, BTN 8.7%)HH Hu2E S Gi il & L (P<0.05)
(LA 1),
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Table 3 Effect of MS-275 plus PYM on the growth inhibition rate of Tca-8113 cell(%)(x+ )

XA MS-275 THEE MS275+ FIRBE
Control group MS-275 PYM MS-275+PYM
op 0.522 0.284 0.240 0173
IR 3421+ 1.4¢ 56.3+ 1.7+ 778+ 1.7

iE 5REATALE, P<0.05,
Note: Compared with MS-275+PYM group, P<0.05.

L 3
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E 1 g BB {E A MS-275.PYM Xf Tca-8113 4 BLE T i 220
Fig.1 The effect of MS-275 and PYM on the apoptosis of Tca-8113 cells
fE:ab.c.d S BIRFEBHMS275 4 .PYM 8. B & BHA,
Note: a, b, ¢, d represented for the control group, MS-275 group, PYM group, MS-275 + PYM group.

3 ik

I A A s e SR A LR 20 i 2 5 1 8 T RE A 42 , 3
G SR T RE R AL T AR S B & A= 9548 . HAT A1 HDAC
YT IA K OV FH A DGR T B8 R VA T R R e
BR M RIFIE R#A . PF5ER ] HDACH 18 — 28 B = g
FIBUE N 724, vl i ] 1E bR 40 P 4L 2R SRR R LB
R ER T 2 5405 57 0 BRI A mE T,
A A R AL R T
31 UFEHEEAEMMNBESAGAE

MS-275 j& HDACI Hp (i —Fht3 | Jg F R R AT A4,
F R S AR A5 SR T U5 R 200 e 401 BEL A A O T
AR (R 20 M AR A 32 B T o0k, PR AR I T,
A, MS-275 I 1T LA ) fifefaa 7 108 19 A= B, ZE RN A BT b g £k
A WIER A N P RT DA A0 R HE N RVE L, ] g R e,
FET UG, FRATESE 1R ST 259 HDACH 5 PYM BX& 1
I A M PR SIS, SRR A TR R el Al A
HFE 5 T PRI
32 & AANFER AT IIEE

ARSEEGFERCA 2 I I, B8R TG HSACH 5
PYM 47 Bl Ah A, 32 3 795 Jr T 2% B . — D T, B f
FHPIFN 5%+ TeaB113 4 Ml B 5 i i BUR: , 2% 1S ksl
D IEFECA A B TERIE ], RATIESE 1G5 & 25 A Tk
FH 75— D7 T, 7 RS 6 98 240 A ot R0 PYM T 25 0 5 L T, A
T AR RERIAE R I8 N R i R, AR
SR AR & (1 MS-275 PYM Jx — 4 Bt &1 H F Tca8113 4
Ji, S TR L LT 11 89 200 P S AN R 12 ) 5 0
3.3 MS-275 1 PYM 3t Tca-8113 4 1 5 i 540

A 52 G T ph KBRS R PYM B MS-275 4b 3
Tca8113 4ififl, LI REIVEEEN PYM K& MS-275 B4 FH 245 %
Tca-8113 4 3 4 HAT U Rl VE T o B i ] MS-275 1 1
Tca-8113 4Ai T , 4 Ay AL K I 224 B MS-275 W 1Y
ST T, SR ARSI | 8 pmol/L MS-275 {1 F Tca-8113
Y 24 h 5, 4 M AE KA 2R 0k B 43.05+ 1.6%, K W
Tca-8113 A X412 14 25 Z WAL BE I 1 770 LA fuskdk . sk,
AN PYM St Tea-8113 4 il At Az 4 410 il /6 FH A 2 v S 4
e MS-275 5 PYM G 15 T Y Tea-8113 4t i i1 £E K 411 il
RG] MS-275 8 PYM 7R 525 485, B — % Tca8113
21 JfL 7Y 3 58 B A P TR 0 ) A . BrackerTU 45 fF 5% 3% W
M S-275 75 411 fitd 34 3 o 52 0 2 1 19 23k L {145 p2dwaf/cipl 7R
#hiffarh ok, M p2lwat/cipl 7T 545 cyclinlCDK & & W45 4,
ikl COK BEAGIEYE, M niBH 140 M8 3 GLU/'S 3 i f5 ¥ 1 G1
W, 5 AT N Toar8113 4t i 1 4 ) 25 S AH TR o
3.4 MS-275 1 PYM 3¢ Tca-8113 AR 898 T B9 B0

Annexin-V-FITC 220 LA - 148 b2 —M. Gojo | Bff
TR, AL, MS-275 GBS A8 11 H3 1 H4
LAk, p21 #E H 5,0 caspase-3 5 S ANML A T, B
AN MS-275 GES15T O B IR T, ASREN An-
nexin-V-FITC/Pl #: Il MS-275 fil PYM %} Tca-8113 41 fs 1 94
TS, 455 B/ 4 pmol/L MS-275.0.2 wmol/L PYM & —
HBEGEMT Tear8113 4ififa 24 h )5, F R T2 5000k
35.52%.,44.03%.48.92%, R S350K 46.14% 57.95%
61.13%.,, 33X 3 A AH X Wi 245490 Y Bl fff ) V50 2 ) P 24
I BE T A AU 5 S Tea-8143 4 &A= T

L5 BTk, AR MS-275 F1 PYM B4 Ry T i 240
il Tear8113 Al ity A 4H , I SR HEFL PR T, 76 1 s 9 1 1k
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