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Expression of E6 oncoprotein of HPV16, cyclin D, . and human telomerase transcriptase in nasopharyngeal
carcinoma tissues and its significance
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[ABSTRACT] Objective: To evaluate the role of HPV16EG6, cyclin D, , and human telomerase transcriptase (hTERT) in the
development and progression of nasopharyngeal carcinoma ( NPC) and to discuss the clinical significance. Methods:
Immunohistochemistry was used to detect the expression of HPVI16E6, cyclin D;, and hTERT in paraffin-embedded
nasopharyngeal carcinoma tissues and nasopharyngeal chronic inflammation tissues. The relationship between their expression
with the clinicopathological features of NPC was analyzed; the influence of their expression on prognoses of patients was also
analyzed. Results; The positive rates of HPV16E6,cyclin D; sand hTERT in NPC tissues were 62. 5% (35/56),50. 0% (28/56) ,
and 67.9%(38/56) ,respectively, which were significantly higher than those in the inflammation tissues (P<C0. 05). The positive
rates of HPV16E6, cyclin D, , and hTERT increased with the decrease of differentiation grades, increase of clinical stage and
presence of lymph node metastases (P <C0. 05), but had no relationship with patients’ age or sex(P > 0. 05). HPV16E6
expression was positively correlated with cyclin D, (+=0. 480, P<C0. 001) and hTERT (»=0. 494, P<C0. 001)in NPC tissues.
The mean survival period and median survival period in HPV16E6,cyclin D;and hTERT positive patients were lower than those
in the negative ones (P<C0. 05). Conclusion: High expression of HPV16E6., cyclin D, ,and hTERT might be involved in the
development and progression of NPC. HPV16E6 may interact with cyclin D1 and hTERT, contributing to the development of
NPC. Examination of the three agents may help to predict the prognoses of NPC.

[KEY WORDS]| nasopharyngeal neoplasms;E6 oncoprotein of HPV16;cyclin Dy ; telomerase transcriptase; immunohistochem-
istry

[Acad J Sec Mil Med Univ,2009,30(12):1367-1371]

o W e e 1 7 07 S R R M DX LR B R PRIMORE BT S R N EL SO O (HPV) 5 e A

[k BEH] 2009-06-19 [#EZHBE] 2009-09-26
[E&EmA] VLA, M+, E-mail:pearl1984@sina. com
“ 3@ i AE# (Corresponding author). Tel:023-89012758, E-mail ; cchhyy787@ sohu. com



+ 1368 -

9 TR R 2009 4E 12 A L5 30 %

HPV16 5 &M & £4 50, E6 & HPVI16 &
0T A DX 4 B8 0 2 1 SCR i 1B O 5 0 R 1 R AR
PIAROG  H IS S 1 06 R i A2 i A
WIZ (cyclin Do 24 GyiE A S 11 5 2208 4%
PRI HL 3k B 3R 8 T 3 i 4 L 34 2 4% T AR e o 9
By &S eyelin DoTE VR 22 5 i ggg v Bk 14 e
HAL G ST BRI R eyclin DT BES E6 fE
FHAR S M98 (0 & AR5 T eyelin D55 E6 1E AR
S R R 00 A T AN WA, RIS R IR v N O
LT 30 %% ¢ B (human telomerase transcriptase,
hTERT) A B3 15", E6 fE#7% hTERT % ik,
L TR B - T T S R T K L DT E K A
= 40 i 9 A 09 PR L0 A0 i kRt o A AR v B 3 B
B 41 i A A= A

H AT 1 7% A SCHk 4R 38 7] B A HPVI16EG ., cyce-
lin Di \hTERT #9235 K R0 =3 Z 8] LA e 5 5
Wk g & A K R 22 ) YOG 3R R HE X TS S,
AW 5T R G 2 2140 2% SP A A I = 35 A B W 9
AP RIBE O IFHAT 8T,

1 MBFFE

L1 W ABEFTA I 2000 £ 2003 4F1EHE K E
FFR 7 B I8 55— 5 B B S WA ik B} 502 s B2 W Ry B
Wi 3252 22 G0 W SR IF B R 422 32 A0 yT A o8 B Bl
ViIGORHE 56 191 885 B0 7 50 16 A bR AS i B, AR 9 ]
PRyviEa b2 1997 4E 2040 1) TNM 20 BIbR e , A 4155 i)
o T~T130) 16 3], I~ IV 393 40 {31, Herb R 2500k 00 25 54 7%
& 35 1. 56 I, 55 38 i), 2 18 Bl AR 31~74 %,
SEHY 48 %, H# 1991 4F WHO 43 Zshr i, 56 1 fa 4k
AU 5 6], oAk TR F AR 14 11, oK 431k 37 i,
T3 B 12 151) S MR 0 A 0 R 2 U0 Ry X TR

1.2 &A%Y hTERT @B IR % T8
W F bt B AR AR 8 A 5 e 4 R BBt N HPV16EG
M (3£ Santa Cruz 2~ F P2 i) s Pt A E D,
P BEBUAR CTAEWD B AR SP Kit .6 LI 7 55
YA | AU S R a7/ B/

1.3 Syt s  HIad A Y mebs ic i % 5 op
FEARLESP R L BT 4 WD) 5 HUG S K
f£.PBS EUE; 3% H.O, KB FARKERMWE Y 10
min, DL{H B 4 98P o 55 Ak 9 8 O PR PBS Pk, 5
min X 3 ¥ ; I IE B B0 IR L V8 A 2 IR T i B A
MY Z R IE T 10 min 0025 000 , AN BE 5 86 0 AH B 1)
— P, 4°CUKFR LR PBS Wk, 5 min X 3 W T I
WEtRICEE & RN E N, ZIRM A 15 min; PBS
PE.5 min>X 3 Ui DAB W05, Wi T gL B

G B L H6 58 25 IS I T LRI K &k B IR K
A B A Y AR K oh o % s K LB L TS
TR B 5 DL PBS B — B A R X R L R
PLEAE IR OB F SR AR,

1.4 #ZXRHB HPVI6E6 5 cyclin D ) FHAE 2
o o A T . A g £, LA R A% B0 A 6 ) 5 O B
P, ATk 10 4> 5 4% 90 BT UL 2% PH 7 40 i 50Dt (o A
BE L BHME A0 M 2 =5 0 G 6 A5 i 25 oy BH M 5 BH P 4
B<5% WA, hTERT b4 i B 5 40 i o G o,
JC A 0,40 M 55 €5 40 R A << 10 96 g B L BH P 4 i
=102 K FHERIL,

1.5 %itsa  f A SPSS 17. 0 8kt 17 4 it
OB ARSI S T AR, % 4 2 R Y L AR
¥ K8, HPVI6EG .cyclin Dy & hTERT ik 22 il (g
IR F Spearman S5 9 AH 407 , 4 A R
A Kaplan-Meier 3% #1 Log-rank # 17K 3, P <<
0. 05N ZERAGITFEX,

2 # R

2.1 HPVI6E6. cyclin D, .hTERT & $ "8 J& 41 22
Fo BoR AT K AR P ey Rk RIEAH SR
HPVI16E6 [HVEMS 5@ A T4 i (B 1A, H &
H62.5%(35/56) 1M S WA 18 ML RAE 4 TCRIK, 22 5
BHITFE L (P<<0.001), cyclin D, FHEAE 5t E AL
TH IR (B 1B) , BHPEZR 50. 0%6(28/56) , &M & 12
PERIELL AR 16.7%(2/12) . ZEFAH G ¥ 8 X
(P=0.035), hTERT ik T g B F1 g iz (&l 1C) . BH
PRy 67. 9% (38/56) » 5 WA 48 M 42 iF 21 FH 1 %
8.3%(1/12) , 2 5A W EF M (P<<0.001),

2.2 HPVI16E6,cyclin D, \,hTERT £ R B £ & #
B P e Rk HPVI6E6 78 f 1k AUk i L /0 1k
ULE| SRR & N e el =R e | IS AR N
50. 0% .73. 0%, cyclin D1 435 F 0%, 21.4%.
67.6% hTERT 43 %K 20. 0% .57. 1% .78.4% . i
T D, = AT b R A 2o AR R B Y R R Rk
KA ETHHEHE(P=0.038; P=0.001;P=0.02),
2.3 HPVI6E6, cyclin D, \hTERT & i 5 5 8 & &
AR A I A0 % 72 K 1 AT LVE H HPVIGES,
cyclin Dy hTERT K 3 ik 5 M B K 4 % o ¢ (P>
0. 05) , BifiIlfi PR 43 101 %) 348 v 10 BH 1 20 084 L 22 G e it
HE S (P<0.01), =HEAMEDEEHEE MR
T IO L RS 1 B 3R (P<<0. 05)

2.4 HPVI6E6 5 cyclin D,/ hTERT & ik #5480 %
2 HPVI6E6 FKik FHM#H cyclin D, #1 hTERT
bt 2 R APEGR 2) M 4 Hr 3R HPVI16E6 3



S 12 W1 TLARRER LG5 NFLRRIREE 166 S 111 AN A S 13K Do K s 30 S Al S T 4 D i 3Rk S X + 1369 -

B cyclin Dy AT hTERT 2 IEAHE (r=0. 480,  P<C0.001;r=0.494,P<C0.001),

B 1 HPVIGEG6.cyclin D, #1 hTERT 7£ £ WA #{ 43 ¢, % 1 40 B v g9 PR R 3%
Fig 1 Expression of HPV16E6,cyclin D, ,and hTERT in poorly differentiated NPC tissues
A:HPVI16E6;B:cyclin D;; C:hTERT. Original magnification: X 200

% 1 HPVI16E6.cyclin D, hTERT RiZ5EBHEIGKRSHEH X R
Tab 1 Correlation of HPV16E6,cyclin D, ,and hTERT expression with clinicopathological features of NPC

HPV16E6 expression Cyclin D; expression hTERT expression
neex Negative [Pno(sé/tol‘)lﬁ P value Negative Eno(s;;;]ﬁ P value Negative Enof;ol;ﬁ P value
Sex
Male 38 15 23(60.5) >0.05 21 17(44.7) >0.05 13 25(65. 8) =>0.05
Female 18 6 12(66. 7 7 11¢(61. 1 5 13(72.2)
Age(year)
=60 20 5 15(75.0) =0.05 8 12(60.0) >0.05 5 15(75.0) >0.05
<60 36 16 20(55.6) 20 16(44. 4) 13 23(63.9)
Stage
I-1 16 12 4(25.0) <20. 001 13 3(18. 8) 0.003 11 5(31.3) <20. 001
-1 40 9 31(77.5) 15 25(62.5) 7 33(82.5)
Lymph metastasis
Yes 35 6 29(82.9) <0. 001 12 23(65.7) 0.002 7 28(80.0) 0.012
No 21 15 6(28. 6) 16 5(23.8) 11 10(47.6)
* 2 BWREAHALAF HPVI6/18E 5 cyclin D, hWTERT R ik #H X 547
Tab 2 Correlation of HPV16/18E expression with cyclin D, and hTERT in NPC tissues
[n(Y%)]
. Cyclin Dy expression hTERT expression
HPV16/18E expression N — - — -
Positive Negative Positive Negative
Positive 35 24(68.6) 11(31.4) 30(85.7) 5(14. 3)
Negative 21 4(19.0) 17(81.0) 8(38. 1) 13(61.9)
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Fig 2 Survival curve of NPC patients positive or negative of HPV16E6,cyclin D, , and hTERT
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