o534 5 21 £ = FE KB K ¥ ¥ R Vol. 34, No. 21
2176 2012 411 A 15 H J Third Mil Med Univ Nov. 15 2012

-I'L’. %— G 11000-5404 (2012)21-2176-05
it E E Xt A E MR CNE-2 20 38 78 7 H) 6l 52 55 58 50 4E A

F B MR 2 AR R (450003 M HM AR B - 25 45, Bysd o RE | bR S0 52°)

(WZE] HIY ST E R S CNE-2 4 i 58 A0 s HORU S Som e . Jitk RIS it ay b
FRIE LS CNE-2 4 ig 434 6 21 . % B4 (DMSO) (i 4A4H (50 wmol/L) flith 2% 8 41 (50 wmol/L) £l 5 & + 40 40
(50 wmol/L f&#1% E +50 wmol/L %) . Wortmannin £ (1 pmol/L) Fl{kih%E + Wortmannin 21 (50 wmol/L fR % & +
1 pmol/L Wortmannin) (n=8) , S MTT A5 CNE-2 41l (4 4 % 1 5 Hoechst 3256 100 200 I 8] 78 250 5 It =X 4t i 4S04G0
0 JT I 5 VAR R T T L S S A T T S5 44 B8N 5 Western: blot 6l COX-2 Akt p-Akt(Serd73) NAG-1 2 /K-, &
D41 50 wmol/ L AR 25 AbFH ] =y CNE-2 21 (19 34 41410 ) SRR T 50 S SR A0 9 O 3 i, S804 G/ G 13
.S HiFEAR, COX-2 \p-Akt p-Akt/Akt &AL, NAG-1 Z&E /K EFF, 53 IRAM L ESF AR FE L (P <0.05);Q5
50 wmol/L JHEHEY 1 pmol/ L Wortmannin ( PI3K i[5 ) 564 foff I FT 184 5 JHC 52 e 200 M JoT 390 96 40 400 ok B st S 44 /e F (P <
0.05) , HLANMI G,/ M HIHBF&AK; BS0 wmol/L AL FEAFE I COX-2 2 4 Akt .p-Akt(Serd73) NAG-1 & /K, 5k %
IR HASSZ A A 2% % L AR KRB (P >0..05) ;@)1 wmol/L Wortmannin AJ FEAK p-Akt p-Akt/ Akt, & NAG-1
P 5 i P FT 638 M 0T p- Akt p-Akt/ Akt NAG-1 BRSPS, 568 (a5 45 ] AL BT COX-2 Al
PI3K/Akt/NAG-1 e A MEE CNE-2 41 A9 307 A ok EL 08 T B e S H 4

[R$F] ™ CNE-2 40/l ; PI3K/ Akt; COX-2 s 34 F 5 il 48 5%

(hEESES] R739.63; R966; R979. 19 [ XEERER] A

Valdecoxib suppresses proliferation and enhances radiosensitivity in nasopharyngeal
carcinoma cell line CNE-2

Huang Jing', Mei Jiazhuan®, Liu Guiju’, Zang Lina' ('Department of Pharmaceutical Affairs, >Department of Oncology, * Labora-
tory of Cancer, Zhengzhou People’ s Hospital, Zhengzhou, Henan Province, 450003, China)

[ Abstract | Objective To determine the effect of valdecoxib on the growth inhibition and radiosensitivity
enhancement of nasopharyngeal carcinoma cell line CNE-2. Methods CNE-2 cells were divided into 6
groups, according to different treatment, such as control group (DMSO) , cisplatin group (50 pmol/L) , valde-
coxib group (50 wmol/L) , valdecoxib + cisplatin Group ( both 50 wmol/L), wortmannin group (1 pmol/L)
and valdecoxib + wortmannin group (50 wmol/L valdecoxib + 1 wmol/L wortmannin ). MTT assay was
employed to test the cell growth. Hoechst method was used to test apoptosis index and flow cytometry was
applied to measure cell cycle. Tablet colony formation test was used to detect radiation sensitizing effect.
Western blot analysis was used to detect COX-2 protein, Akt and p-Akt (Serd473), and NAG-1 protein.
Results  Valdecoxib of 50 pmol/Lresulted in increased proliferation inhibition and apoptotic index, elevated
radiosensitization, increased cells at G,/G, phase and S phase, reduced protein levels of COX-2, p-Akt,
p-Akt/ Akt and raised level of NAG-1 (P <0.05 vs control group). Combination with 50 pwmol/L cisplatin or
I pmol/L of wortmannin ( PI3K inhibitor) enhanced the effect of valdecoxib on cell cycle, proliferation inhibi-
tion and radiosensitization (P <0.05) as well as in reducing cells at G,/M phase. Cisplatin of 50 wmol/L had
no effect on COX-2, Akt, p-Akt (Serd73) and NAG-1 protein levels, while combination with cisplatin did not
change the effect of valdecoxib on the above proteins (P >0.05). Wortmannin of 1 wmol/L reduced p-Akt and
p-Akt/Akt, and elevated NAG-1 level, and combination with valdecoxib enhanced the effect of valdecoxib on
the above proteins (P <0.05). Conclusion  Valdecoxib inhibits the proliferation of CNE-2 cells, promotes
apoptosis and radiosensitization in possible mechanism of reducing COX-2 and PI3K /Akt/NAG-1.
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inflammatory drug, NSAID) & T % B 50 4V 141, i
HAHUMRIE A, B 52 23858 06 1ED . NSAID fy4
LA T 5 J2 35 48 AL I ( cyclooxygenase, COX) |, ffij It
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50 wmol/L Jii%{1) . Wortmannin 2 (1 wmol/L) Fl 4% #h % & +
Wortmannin 21 (50 wmol/L f&#s% & + 1 pwmol/L Wortmannin) ;
Xof BREH N AR A AU ARG TR EE (n =8) .
1.3 ik
13,1 Zffafe Qs Fi RPMIL640 15 523 (£ 10% /N
M%) ¥ 77 CNE-2 4 Jf1 (37 °C 5% CO, ) , {8 B Wi WL e, 17
AHEE KB 80% Jidy , BoBRBE IRk J5 AT D-Hanks Wi BE40 I 3
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—D(492) 11y 1/ [ D(492) sy = D(492) oy 1 X 100%
1.3.3  #fETe4k KRR N/NE R T E T 12
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FAECAGETH27 2257 (P <0.05) s £ 4 5 ik (4 Gy) RIRCR BT
IG5 4E (2 Gy) (P <0.05) , L& 1,
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5k ks d P <0.05, 580K 5 + Rsaz ki e P <0.05,
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it 59.5+2.6  58.1%2.3 20.2x1.7 27.9+1.8 23.5%1.6
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1oad B4R 2 IR 4020 53 R3O H B 2034 R0 H 4 + IR 40 4855 Wort-
mannin 21 ;6 ; /% 36#% % + Wortmannin 28
B3 Western blot #&ill]%& 40 COX-2 NAG-1 Akt # p-Akt
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PATERgmIFSE ) 2 W] NSAID 38 6 3 i #1fi] COX-
2 RYEAER AW K AR 25 5 n] BEAIG COX-2 7K



o534 5 21 £ = FE KB K ¥ ¥ R Vol. 34, No. 21
2180 2012 411 A 15 H J Third Mil Med Univ Nov. 15 2012

SE- T EAL 4 FY I 40 AN Wortmannin AN 52 COX-2 7K
- (Rl A IS 5 B Al 2 o 25 R, R
M 2% AL I A S R ) COX-2 & A i CNE-2 41
HOBGFE 75 R TR R U S OO . eAh A
WF9E & BLAH 2% 5 FT IR PIBK 36 4, 3R BN p-Aky/
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Al i PI3K/ Akt {5 5 i@ 48 & 45 4F T, [ if 1 B &
NAG-1 2 H /K8 10 5 75 77400 1] 255 2 g 44 i 1Y
H: K, B4l Wortmannin Ab 3 A] #1J1 ] PI3K/ Akt 18 [,
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