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Expressions of HPV16/18-E6, p53 and MDM2 proteins in human laryngeal squamous cell carcinoma and their

relationship with development and progression of laryngeal squamous cell carcinoma
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[ABSTRACT] Objective: To study the expressions of human papillomavirus type 16/18-E6 (HPV16/18-E6 ), p53, and murine
double minute-2 (MDM2) proteins in patients with laryngeal squamous cell carcinoma (LSCC) and their relationship with the
development/progression of LSCC. Methods: The expressions of HPV16/18-E6, p53, and MDM2 proteins were detected by
immunohistochemical method in 72 LSCC specimens, 24 specimens of precancerous larynx, 15 specimens of vocal cord polyp,
and 8 normal laryngeal specimens, and their relations with clinicopathological factors of LSCC were statistically analyzed. Re-
sults: The positive rates of HPV16/18-E6 protein in the normal laryngeal, vocal cord polyp, precancerous larynx, and LSCC specimens
were 000/8), 6.7%(1/15), 12.5%(3/24), and 37. 5% (27/72); of p53 protein were 0(0/8), 13.3%(2/15), 25.0%(6/24), and
52.8%(38/72); and of MDM2 protein were 0(0/8), 6. 7% (1/15), 37.5%(9/24), and 70. 8% (51/72), respectively. The expres-
sions of HPV16/18-E6, p53, and MDM2 were significantly different between the vocal cord polyp, the precacerous larynx, and the
LSCC (P<C0.05). The positive rates of HPV16/18-E6 and MDM2 protein in LSCC specimens increased significantly with the increase
of histopathological grades (I-[l1) (P<C 0.05). The positive rates of HPV16/18-E6 protein were positively correlated with the clinical
staging and lymph nodes metastasis of LSCC (P<C0. 05). The expression of p53 was positively correlated with the expression of
HPV16/18-E6 and MDM2 in 1.SCC patients (P<Z0. 05). Conclusion: Inactivation of the p53 pathway and overexpression of HPV16/
18-E6 and MDM2 may contribute to the genesis of human laryngeal cell carcinoma.

[KEY WORDS] laryngeal neoplasms; carcinoma, squamous cell; papillomavirus,human; E6 protein; p53 protein; MDM?2 protein

[Acad J Sec Mil Med Univ,2006,27(12) :1320-1323]

N Z 3k R 9 # #F (human papillomavirus,
HPV) e n R % S8 1 S AR S P i H T2 [(E£WmB] HEZRAKE¥ESE (30371610). Supported by National
KB 120 RFFEB G KM E VMK . 7B Natural Science Foundation of China(30371610).
Jrbggg L AU R A T B ) 2 B R S HPVI16,18 B [feB@A] .50k . @ R R .
4 HPV E6 mEH RG-S MM E6 EH S p53 & E-mail: ¢bmy1999@sina. com
El A T LA ';:'Fﬁ( p53 E El 5’% (ﬁ %H I}&ﬁpp] R LE'Lh e 1}%//( * Corresponding author. E-mail ; zhaoshw1 (@ yahoo. com. cn




12, W 4.4 HPVI6/18-E6.p53 Ml MDM2 & 4 7 A M % 98 P 19 25 5k KM 6 PE R 5%

« 1321 -

& 2 (Murine double minute-2, MDM2) % ik i1 38 A
PLAIA] p53 BT PR, S S 40 B 58 5 4% i 0 i 8
. FHLA & HPV16/18-E6.p53 fl MDM2 4 [
TE W 598 A v R G R BEA O . ARSI ST SR T S
ZH LU 27 07 ¥R R N M 2H A [) g 3 I Be | ok 65 i AN
(7] 9 353 ORI R 4 390 004 2 800 AR E A A0, AR
i HPV16/18-E6 . p53 Fl MDM2 75 111 75 AW i Jis
R RIETRIME X R,

1 #PFAE

L1 aazirk BAKFE 1998 4 1 H 2 2003 4 6
FTF ARG (WA [R5 25 41 2R AR 36 119 1], 249 285
PEUEST , e g 72 491, U T A8 24 191 Chg PR A
JELPE IR 5 |l #3925 10 i) P A (L BE 10 ], R A
WE LSRR 4 ), A A 15 B, 9 A IE R IR 2 4
(BRI =>1. 0 cm) 8 9], Wk s A5 72 ol vp, 55 68
B, 2 4 ) 4R 38~85 %, (61, 1410, 8) % 5 &
2002 4F [ b 470 98 B B (UTCC) s 7 78 17 11 R 43 30,
HH 9 L 113 12 B, 00 23 i), IV 3 28 B ; 42z fifr g
SIACRREENGIL A O 3 G, FrP T4k 24 91, 119% 27 1L 11
G 21 B 0T A R ETR 20T AT .

L2 XA AR HPV16/18-E6 H 5
oAk BB p53 s REHUIA AT A MDM2 g
Bt BL AR 17 W) 1 A 1 0 8 2 ) R I & A BRA L i
F EnVision™ ~+ i 5 74 4 558 40 204k 5 G4 45 34050 &
(K40001 D H DAKO A H],

1.3 #EHELIF FH % (EnVision %) ¥ A 4]
i JE s 25 K5 AR T FH — BT AR ] SR AS [R) 4 4 i
&5 7 WAL B (HPV16/18-E6 T )5 H ¥t & B

&5 5 p53 i lat AT 45 R W G i 1 52 5 MDM2 41t Jit
FHFT A R 5 TR A& &2 5 3 Y0 i AL & (H2 O2) %
H 10 min. H LLYE B 9 U8 P 3 6010 0 Tl L 2% 48 K R
e A RESUIA CRPT A HPV16/18-E6 ., Rt A
p53 8 Pt A MDM2)4°C i 7% ; EnVision™ + i &
30 min, 45 4% 2 [ ¥ H PBS ¥t A . DAB & {8 5~
10 min, 78 KK & 44, & A, @k, He A
HPV16/18-E6.p53 Hl MDM2 S v BH 41 F- 4 BH
Xf B, ] PBS B AR — B R BT IR,

1.4 Mdmiad 244 HPV16/18-E6 & [ Al
p53 FE N AN M AZ YL f6, MDM2 25 11 4 40 it 2% A 4
JIE ST e 2, DAL A € UKL S BHME W E BH P AR
AR A T X sk U0 R BEALIE £ 5 S LT L R A
MEFIHEL 200 A s 40 B, 251 1 000 A4S, FHPE4H
MR <<5% MBAME (—). 5% ~25% N5 (4,
25 % ~50% R BE AR (44 . >50 % 3 BHAPE (H) .
(O UL EGERR PR E R Ak,

1.5 %itEa4E WA SASI. 0 Git .
*H X%ﬁg’ﬁﬂéﬂ CMH (Cochran-Mantel-Haenszel) 4t
R, P<<0.05 NEFAESGI¥EX,

2 #& R

2.1 HPVI16/18-E6.p53 #» MDM2 % & ) 4 &, %
R HPVI16/18-E6 # H Ml p53 & 1 FH %2 By 4i
JiAZ% % @ (& 1A 1B) ,MDM2 & [ BH 1 % B8k 40 g
KA e (B 1C) . BH P 40 B A% 2 e e A
PR AR R KATURLAR | € TR VRN 55 5 B M 48 i 22 52 1k
AR BRI PE oA, G 60T 5 B 40 M 22 2 BUCAFE o0 A
Jef ik,

1 ANMREALA D HPVI6/18-E6(A) .p53(B)F1 MDM2(C)E B RIEER
Fig 1 Expression of HPV16/18-E6 (A) , p53 (B), and MDM2(C) proteins in human laryngeal carcinoma specimens ( X 400)
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Tab 1 Expression of HPV16/18-E6,p53,

and MDM2 proteins in different human laryngeal lesions

[(n(%)]
Type of lesions N HEV] i/) p53(+)  MDM2(+)
Normal tissues 8 0(0) 000 0(0)
Vocal cord polypus 15 1(6.7) 2(13.3)** 1(6.7) "~
Precarcinoma lesions 24 3(12.5) " 6(25.0) " 9(37.5) "~
Laryngeal carcinoma 72  27(37.5) 38(52.8) 51(70. 8)

*P<C0.05, " * P<C0. 01 wvs laryngeal carcinoma

2.3 EHIEM L HPV16/18-E6.p53 /= MDM2 & &
fRMEEGE B lE RAE B2 A0~ E SRILE 2,

% 2 HPV16/18-E6.p53 #1 MDM2 & H A
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Tab 2 Relationship between clinicopathology of
human laryngeal squamous cell carcinoma and
expression of HPV16/18-E6,p53 and MDM2 proteins

[n(%)]

Variable N RIS psach) MDM2(+)
Histopathological grade

1 21 3(14.3) 10(47.6) 11(52. 4)

I 28 11(39.3) 14(50. 0) 21(75.0)

1 23 13(56.5)* " 14(60.9) 19(82.6) "
Clinical stage

1 10 2(20.0) 4(40.0) 6(60.0)

Il 15 4(26.7) 7(46.7) 10(66. 7)

1 20 7(35.0) 11(55.0) 14(70.0)

v 27 14(51. 94 16(59.3) 21(77.8)
Metastasis

Without 50 15(30.0) 24(48.0) 34(68.0)

With 22 12(54.6)4  14(63.6) 17(77.3)

*X%HM:AL 71,P<0. 05;* * X?‘HMZS- 19, P<O. Ol;ﬁx%HM:
4.20,P<C0. 05;4P<C0. 05
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Tab 3 Correlation between expression of HPV16/18-E6,
MDM2 proteins and expression of p53 protein in human

laryngeal squamous cell carcinoma samples

[n(Y%)]
HPV16/18-E6 MDM2

p53 N

#ft o+ + = i H + -
t 12 1 3 6 2 2 5 4 1
+ o o 1 2 7 2 5 1 2
+ 6 1 2 4 9 4453
— 34 2 2 3 21 49 6 15°

" xtum=5.94,P<C0. 0554 yEnm=4. 12, P<C0. 05
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