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EI1A inhibits growth and increases radiosensitivity of tumors in nude mice im-
planted with nasopharygeal carcinoma cells

XIAO Hua-ping', ZHOU Rong-rong”" , LIAO Yu-ping'( 1. Department of Radiotherapy, Second Affiliated Hospital of Fu-
jian Medical University, Quanzhou 362000, Fujian, China; 2. Department of Oncology, Xiangya Hospital of Central
South University, Changsha 410008, Hunan, China )

[ Abstract ] Objective:To study the inhibitory effect of EIA gene on the growth of tumors in nude mice implanted with
nasopharygeal carcinoma CNE2 cells and its promotion effect on the radiosensitivity of CNE2-implanted tumors, and to
investigate the related mechanism. Methods: E/A gene was transfected into CNE2 cells using adenovirus system, and sta-
ble E1A positive clones were established. The inhibitory effect of EIA on tumor formation-ability of CNE2 cells was ob-
served in nude mice. The efficacy of EIA gene therapy with or without radiotherapy against CNE2 cell-implanted tumors
was evaluated. The effect of EIA gene therapy on the expression of P53 was detected by RT-PCR. Results: CNE2 cells
stably transfected with EIA gene ( CNE2-Ad-E1A )were successfully established. The tumor formation time was later and
tumor size was smaller in CNE2-Ad-E1A cell-implanted mice compared with those in CNE2 cell- and CNE2-Ad-B-gal cell-
implanted mice ( CNE2 cells stably transfected with Ad-B-gal ). Radiotherapy, EIA gene therapy and EIA gene + radio-
therapy all suppressed the growth of implanted tumors, with the tumor suppression rates being ( 60.32 +5.34 )%,
(70.53 +6.12)% , and ( 97.15 £4.87 )% , respectively. EIA gene therapy significantly increased the expression of P53
gene in tumor tissues. Conclusion: E/A can inhibit the growth of tumors in mice implanted with nasopharygeal carcinoma
cells, and enhance its sensitivity to radiotherapy, which may be related to the increased expression of P53 gene in tumor
tissues.
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K 45 s—72 CHEAH 1 min,30 NMER; &5 72 C iE
110 min. RPN K 260 bp * 4545 F 4
=PI 1. 5% BEREWEEERE R IR %€ -
1.3 B FEIEIEK Ad-E1A 3 CNE-2 28 e 55 69
EAL]

4 [ ER R BALB/c, nuw/nu, sh¥)-E#ES : i1

B 98012 ) i g KAz sh 2= il 44t AL 73k 3
M, 5 H o A A SO B R $E R 2.0 x 10°
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e Ad-E1A FURLAY CNE2 410 ), WLE R FE J At [i]
AR AR AL, MR AR AR V, = 172 x KB x A7,
R 21 d A SEAR B bR, R ER
1.4 Ad-E1A BRG057 *F CNE2 BHLIE 697677 £ 5

20 24 e, B2 T AR ER KL T
R 2.0 x 10° CNE2 40, #5707 d J5 4 I 512
KZE1.0~1.2 cm B, BELIN N 4 40, 6544 J9: Ad-B-
gal XJHEZH (Ad-E1A 4 307 4H (Ad-ETA + ST 4,
3 e Iobgeg K Jib g J) L 22 a3 5 % 107 pfu/50 ul
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Fig.1 EIA gene expression in CNE2 cells
transfected with Ad-E1A as detected by RT-PCR
M: Marker; 1: CNE2 cells; 2: CNE2-Ad-B-gal
cells; 3: CNE2-Ad-E1A cells
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Fig.2 Tumor growth curves of CNE2, CNE2-Ad-B-gal,
and CNE2-Ad-E1A cell-implanted mice
"P<0.05, "*P<0.01 s CNE2 or CNE2-Ad-B-gal
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Tab.1 Tumor formation times, tumor sizes, and
tumor weights of CNE2, CNE2-Ad-$-gal, and
CNE2-Ad-E1A cell-implanted mice( n =5,x =5 )

Time Tumor size Tumor weight
Group
(t/d) ( V/mm®) (m/mg)
CNE2 3.8+1.8"" 149.8 +£17.9" 357.5+21.3""

CNE2-Ad-B-gal 4.1 +1.6" 131.5£18.2" 339.8 +25.7"

CNE2-Ad-EIA 11.5+1.1 38.7+9.43 101.3£17.5

"P<0.05, "*P<0.01 vs CNE2-Ad-E1A
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Fig. 3 Inhibitory effects of different treatments on
growth of CNE2 cell-implanted tumors in nude mice

24P <0.01 vs Ad-B-gal; * P <0.05,
" " P<0.01 vs radiotherapy or CNE2-Ad-B-gal
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Fig.4 EIA gene therapy increased P53 expression
in implanted tumor tissues
M: Maker; 1: Ad-E1A therapy; 2: Ad-B-gal therapy;
3: Ad-E1A + radiotheraphy; 4: Radiotherapy
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HEVE T3 10 2 20 B 6 6 43 F-( neural cell adhe-

sion molecule, NCAM ) K HAB B 20 T/ S AR M RIAHILAE AT . CD56 3 T NK 40 b g —Fif NCAM ¥R, J2 F RirifE— 2
FIAFAE T RBE AL Ay PSA fLAYEE A 5T, {HJ2 PSA 78 NK 4IHe 1 AT & ¥ i D e i A WA 1

NRP-2( neuropilin-2 )JFF7E THZ IR B2 400 b, J& Semaphorin( 4l12€ S 10] 431 ) AL P9 B2 A= K BRI RO 24K 8 SCES
K NRP-2 7E AR 2R AN dendritic cell, DCs )i F 53T H &4 PSA 1k,

W SCVES B AT/ B R A5 (1 A A AT RS 3%, S HL I DCs 204k, IE BT PSA-mAD HEAT I 240 MO AR, 45 5 SR B
A AE TR DCs srfbid A rp, PSA ik B . SDS-PAGE W iEFH7E SAZ Al i 7] DCs A fbid B2 Hp, DCs R 3635 PSA. A PSA #f
AFRIETTIE , SR 5 A B A B 7 22 R, 34 DCs th NRP-2 &R 2E PSA 1k, 1E# 8 & AESAZ AR DCs 434kt 7,
NRP-2 [) mRNA M (i ek KA R ; [ PR 2 2 R e i R % B (. PSA A % DG 48 1l )ST8Sia T Al ST8Sia IV mRNA
FERAEH R, 5 NRP-2 B IARIEARSE . PSA 4Ry NRP-2 2 HTERMEIREE F il & A B-TH R , (B RE B IO F( pep-
tide N-glycosidase F,PNGase F)F¥f# , #2718 PSA LI O-FEF#E 5 NRP-2 #4%., ZBk DCs 1A PSA A PSA H i fA 4b B
DCs, A 3858 DCs B30 T 40HETGfL 53848, [Ntk , DCs ZRifi PSA 1L NRP-2 w k] T 41 i 3458 .

B2 SCHER (IR B e A AN 534k R DCs B3 A, PSA AR NRP-2 Zak3én , (49 28K 40 A BE A 206 T
4L, HKBR DCs 0 PSA fL) NRP-2 BEFS 4255 DCs XM AR U LPS ) S RiE? NRP-2 A ME—07 55 & A= PSA fh7 X
Sl B A R — AR . NRP-2 2 i PSA A AT Y DCs 5 T 40 IRl A A AR, /KL T PSA 7R 5 R R AU T2
T A mE AL A SRR
[ B W, D3CH 0%, 4840 Hs tH . Curreli S, Arany Z, Gerardy-Schahn R, et al. J Bio Chem, 2007, 282( 42 ). 30346-30356. |



