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Abstract Objective To preliminary study the value of P16

N4 combined with HPV L1 protein detection in the diagnosis of cervi-

cal squamous intraepithelial lesions. Methods A total of 69 gynecological outpatients that were found in Wenzhou People’s Hospital were

N4Y and L1 HPV protein in 69 cases of cervical lesions were detected. The expression of

enrolled in the group. The expression of P16
P16™*** combined with HPV L1 in different levels of cervical lesions analyze was. Results — The positive rate of P16™** in the LSIL
group, HISL group,and SCC group was 45.5% ,85.2% ,100% . Compared with the LSIL group, the positive rate of P16™*** in HSIL
group and SCC group was significantly higher( P <0.01). The positive rate of HPV L1 protein in the LSIL group, HISL group,and SCC
group was 63.6% ,18.5% ,0% . Compared with the LSIL group, the positive rate of HPV L1 protein in HSIL group and SCC group was
significantly higher(P <0.01). With the increase of cervical lesions, the positive rate of P16 + /L1 — expression was increased ( P <
0.01). The positive rate of P16 — /L1 + expression was decreased (P <0.05). The positive rate of P16 + /L1 — in LSIL group was signif-
icantly lower than that in HSIL and SCC group (P <0.01). There was statistical difference between HSIL group and SCC group ( P <
0.05). The positive rate of P16 — /L1 + in LSIL group was significantly lower than that in HSIL and SCC group (P <0.01). P16 + /Ll

INK4A -
combined

— compared with P16™**or L1( - ) screening of HSIL" specificity was significantly higher (P <0.01). Conclusion P16
with HPV LI protein is expected to be an effective marker for the diagnosis of cervical squamous intraepithelial lesions.
Key words Cervical intraepithelial neoplasia;Cyclin — dependent kinase inhibitor p16;HPV L1 capsid proteins ; Human papilloma-

virus
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AR FTHPY DNA K 75 27 0% 28 0 45 v % 4
HEAEH] . A HPV ORI AT & m B B A B
TR, (H AR S PR RO AIR  FRTRG , <30 8 E 4 A 0
FUIR UG A2 B AR RS, DT 7 B S0 AR A I A
LW ALy EE , HPV L1 528 [ I ol — & f2 2
S0 HPV A — 5 e e g B4k 2 R g, PR i K |
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2 AR 2 K A SR R AY, P16 T AR Sy HPY 3%
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ARIE ) 69 5172 51 L K BEAR AUNLRT A5
il P16 HPY LI 5% 8 11 k. i 5 RO
PL6™ Ay HPY LI 528 110 W72 2 BUBEAR E 1 Py
i 722 12 W R B R

"REFZE

L.l PR B8 RE B bn AS Wi 46 - e 4 2014 4R 10 J] ~
2015 4£ 9 H TR T AR EBEHLZ , 47 HPV DNA 4
VR B Y0 M 2% (liquid based cytology, TCT) 46 2 , &
WCTCT = Jo W ff 12 Wi 7 SCRY SR 1 B 40 L 722 (atyp-
icai squamous cells of unknown significance, ASCUS) f}
= fe A HPV [PEE TCT IE % fF HPV 16/18 A%, %
Y HLE S A B 17 HPV L1 S22 (R, Xt T 5E
o Kk FEAT B0 B8 T s L 16 A, o R AG A TIE S B Ui
AR 69 Bl i E AR IE X R, A AR 21 ~ 7T %,
HAE 43.58 = 1.39 ¥ Fr A7 (3 B0 2P 2R Al
RNE KA AT, HE R A R 25 5007 b g . A
A 2 5 32 45 TR A A0 O 28 1T AV R & 43, AR5
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2. WHFETT I AL 69 BlARA B AL 5t AZ A= )
FARA PR FLE = AT P16 PATE i AR o v 21
1t EnVision e ALY tpR I P16™ ik, 1]
FHFERFEGR 28wl A 7= BBt A HPV L1 R S BE TR R )
RO PEAZ R AR AL R A4 S B I S 2 2 Ak 2 i 7
WAL 2 b A PR HPV L1 52 H ARk,

3. 2R (1) TCT 2 WA o - R JH 5€ [ 35 A
PRV JZ WAL 40 i 2 B R, JF dl i TBS - 2001 (the Be-
thesda System ) 732 Z2 G £ 47 40 L 212 W, 4 H 20k 6
A, 70 B 9 AR UL L Bz A AR /B A AR 2 (NILM) G
WIBH 12 W 25 SR AR b R 40 s 8 4H ( ASCUS) (AR
JEBEAR L B P A8 21 (LSIL) (A BE HE B i i AR 1
B A2 4 (ASC — H) |y B2 AR B B2 o 2 4
(HSIL) @R 409 (SCC) . (2) HPV DNA 7 Hli2
Wi : HPV 7 R AG 0 3K 70 & vl D913 A 0 1k~ A7 B )

A7 R R U 2% 58 FE DRSS  BOR R AT A 1k A T
0T — YO PR A o TR OCHE HPV L 95% 1)
21 Ff HPV W B {3 PR 43 B0 = A 455 13 Ff i £ S0 Y
16 .18 .31.33.35.39 .45 .51 .52 .56 .58 .59 .68,5 F{ik
fEAY 6 11,42 .43 44,3 Fhep ] AR WA 53 .66
FICP8304 Y, (3) A B2 Wit ofi - V) 47 % B HE Je
@, M4 WHO 55 4 R & v AR 8% B IR 43 250, &
HARG RN BEIR B2 A (low -
traepithelial lesion, LSIL) | /&5 2% 5 % 4k E 2 N 0% 28
(high - grade squamous intraep — ithelial lesion, HSIL)
NE A3 IR 40 if 985 ( cervical squamous cell carcinoma,
SCC) o (4)P16™" Jil Wihm o « PH 1 25 5 40 52 < BH A 20
MLt K BH PR 40 M B o3 b (%) = (AL T FH 4 4 i
B/ AN x 100% 5, <5% K 0 43 ,6% ~
25% H 1 43,26% ~50% H 2 4y, >50% R 3 45, >
80% Hy 4 3 & IR AR A 3 b, kAR A 2
PAea RS I W N v < .l U S R S o
& (R T I oy B AR T gt o dr. <1 ok h
BIVE, > 1 3 e, iAol WHTE &8 (5)
HPV L1 5228 A Wb o . R 1 A B2 44 i 240 i
B ED A HPV L1 Je 8 R, ez B .

4. Gt oE 5 ik B 23 B R T SPSS 170 Hef: ik
T8Eit2# 8, IEA%EH Kolmogorov — Smirnov 5 55,
AW TG AT G IS0 A6, AR IR0 A 1 2 41 18] 1
R Kruskal — Wallis H %56, 0 0 LE 38 % F Mann -
Whitney U ;% , H] Bonferroni 347 ¥ 1E 5 20 8] 73 26 28
22 R R X KB B Fisher KA 56 M AE
ASKAE 09RO T Spaerman 25 94 A G s P AR A B4
FeBCR MG G 3R, 1 5 U e S 1 0 B/ B
O, P4 LR x° B, L P <0.05 K 22 524
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1. P16™ HPV L1 757K [ 78 45 2 6 0% 78 i
FIRAE O : (1) 69 il 4 2 95 #RAf 12 LSIL 33 f51], HSIL
27 i, SCC 9 ], P16™"*" 1 4 9 gy £ B op PF 43 A
FFEESHERE (P <0.05,% 1), (2) %908 80K
AL PLON Y Kk HEIE S E R AL E
Y (H =26.961,P <0.01),P16™* 3} 4 HSIL 4 %
SCC 41 F LSIL 41 (H =168.50, P <0.01;H =
11.50, P <0.01), {H HSIL 5 SCC # [a] 2% 5 T 4t it
2 Y (H=87.50,P>0.05,%2), PI6™" 7 ScC
K HSIL 41 rh # ik & T LSIL 41, {H HSIL 5 SCC 41 [a]
P22 3 RG24 8 L (P >0.05), (3)P16™ " 7
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& GE U AZ b B E R 5 ) O 45. 5% (33/15)
85.2% (23/27) .100% (47/69) , P16™"*" {1 Ik # 7F &
AP R EF AL B (Y =15.638, P =
0.000) , LSIL ZHrh P16™ " FA M % 43 5] 5 HSIL 21
SCCH 2 FAGEIT#E X (¥ =10.094,P =
0.001;y* =8.591,P =0.003), B B ik T HSIL 2H
SCC 41 ,{H HSIL 415 SCC 41 [u] L3 22 = LG i &

SC(P=0.553), Bfi# w3000 48 /9 N, P16 B 4
RAT LI, PL6™ I Rk 5 B S0 AR 1 7 R
JERIEM G (r=0.473,P <0.01), 1L 1. 2,
(4)HPV L1 528 FI7E 4 08 D0 22 A ity B A % 55 5]

k1 63.6% (21/33) 18.5% (5/27) 0% (0/9) , HPV
LI R AR A AP 2 RA 5 H 8 X ()
20.181,P =0.000) , LSIL 41 HPV L1 522 [ BH ¥
FoR 5 HSIL K& SCC 4l I 2 5 A G it 2 & X
(X’ =13.184, P =0.000;y" =9.624, P =0.002), ]
58 FF HSIL F1 SCC 41, {2 HSIL 5 SCC 4[] 4%
ZRTGIFE (P =0.302), BfA S S0 8K 2
(N, HPV L1 5545 (IR A T FEG#, H HPV
LI e A S EHRENEREZAMX(r=
-0.525, P<0.01) 0K 3 . F 4,

x1 BEREFHELH P ESHHIER

25 5 0 1 2 3 4 5 6 7 8 9 10 11 12 Git(n)
LSIL 6 12 2 5 5 0 2 0 1 0 0 0 0 33
HSIL 3 1 1 1 3 0 8 0 1 4 0 0 5 27
scC 0 0 0 0 1 0 3 0 0 3 0 0 2 9
A1t 9 13 3 6 9 0 13 0 2 7 0 0 7 69

F2 ESEEHRES P REHER
45 n w7 (7 B ) SRR
LSIL 33 1(1.0~3.5) 22.45
HSIL 27 6(4.0~9.0) 44.00*
scC 9 9(6~10.5) 54.00*
it 69 4(1.0~6.0)

5 LSIL (%, * P <0.01
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~ 80- sce
s
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=
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3 407 /
©
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0- T T
LSIL HSIL sce

Bl PV EL&AETRTHHREESR
5 LSIL [b#g, * P <0.01

2. P16™"* 5 HPV L1 752K [ B A 46 0 78 45 9
U AS ) F 3K LSIL Hh 22 P16 - /L1 + Fik
39.4% ,HSIL J SCC £ %8 P16 + /L1 - Rk, 4
R 70.4% 2 100% . B A5 B 20 A8 B3 n, P16 +/
L1 - 3R H U B F+ i, P16 — /L1 + ik R U] I %
%, P16 + /L1 — P16 — /L1 + [HYE 3 24 2% B %1t
22 Y (P <0.01), LSIL 4] P16 + /L1 — [H 4 % 1
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C. P16™ A 7¢ HSIL v 4 % ik ; D. P16 ¢ HSIL v [ 4 %
35 E F. P16"™"A7E SCC i BIME 23k

BALTF HSIL A1 SCC 4 (" =14.614,P =0.000;y" =
15.423,P =0.000),SCC #1 % HSIL 414 W @48 5
(¥’ =5.323,P=0.021), LSIL #{ P16 - /L1 + 4
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2
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£
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T T
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3 HPVLI REALEEZRENFEHRINRIEER
5 1SIL [, * P <0.01

U i T HSIL 1 SCC 2 (y* =10.574,P =0. 001 ;
X =7.721,P =0.005) ,{H HSIL 415 SCC 41 ] Hu45 2 5
FGETH#E (" =0.585,P =0.444) ,FRILFE 3 [ 5,

3. P16™** HPV LI 527 1 &% P16/L1 i 25 & Fis
AR WS RRLRE - & 4 AT L, P16™ L1 ( - ) J& P16 +/
L1 - fifi#x HSIL + S50 BE | B P F000 (60 AR >4, {5 S 5 1
K BAVETUINAS S e BT R R S AL 2 R A
it X (P <0.01), P16 +/L1 - # P16™** HPV
L1 7248 [ 8 — A i 2 HSIL + $5E R0 B T8 (=
7.791,P =0.005 ;" =12.158,P =0.000) ,

El4 HPVLI ZEBEEFLEANREER
(FBedifl, x200)
A HPV L1 %K (442 LSIL v f#£ 3 3% 3 B. HPV L1 2% (1 4£ LSIL
P C.D. HPY L1 %7K (446 HSIL th #3235 E. HPV L1
Fe A 7E HSIL H Bk R 3K F. HPV L1 58 H7E SCC Bk &3k

£3 PI6""EHPV LI EZEABARNESAERAFRTHHRLER n(% )

20 5 n P16 + /L1 + P16 + /L1 - P16 - /L1 + P16 - /L1 -

LSIL 33 8(24.2) 7(21.2) 13(39.4) 5(15.2)
HSIL 27 4(14.8) 19(70.4) " 1(3.7) " 4(11.1)

SCC 9 0(0) 9(100) ** 0(0) " 0(0)
At 69 12(17.4) 35(50.7) 14(20.3) 11(11.6)

X 3.098 28.719 14.330 2.712

P 0.212 0. 000 0.001 0.258

5 LSIL [, * P <0.01;5 HSIL &, *P <0.05

1004
80
60

40+

FIKA(%)

20 1

0_

HSIL ScC
E= P16-/L1- CIP16-/L1+ P16+/L1+ WM P16+/L1-

5 P16™'5 HPV L1 EEABKAKRNE
EREFRERHREFR

x4 P1I6™* L1(-)B P16 +/L1 - fF&
HSIL + #i2 BT 3088 (% )

PR 33 B 151

’ o —
28 51 U S . . e
P16'NK4A 88.9 57.6 68.1 81.8 71.0
L1(-) 86. 1 63.6 72.1 80.8 75.4
P16 +/L1 -  77.8 78.8* 80.0 76.5 78.3

X 1.815 13.238 2.211 0.285 0. 602

P 0.404 0.001 0.331 0.867 0.740

5 P1e™h o L1( - ) He#s, * P <0.01

i i
P16™"" g pl6 3 [ 4 £ 1) 300 il 26 1, 2 400 461 b
9o A K 11 G B 4y, P16™ Y 7E cyelinD - CDK 4/6 -
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Rb — E2F 4 g J& 11 98 1 & 12 o ol & 1 15t 09 AR
', Krishnappa 257 BF 58 % B0, P16"™"" 75 B 35 4 |
CIN B 39 v () P 2 0% (72% (100% , I\ K
P16™ " 1] T 5 S A8 1 5 A2 W o [ P9 B 5T ) AR
WESE P16 71 E 35 | jz N R AE (CIN) K SCC v kg 2%
B 215, Roelens %[4: WF3E o P16™ " £ BT #i AS-
CUS & LSIL 1,2 Wi CIN2 + % CIN3 + [{i2 Wi g,
TRy 83.2% 83.8% RN 71.0% 65.7% .
P16™"* i 25 g5 397 125 24 ) 96 745 fE 1) HI#EHR - HPV £
AR IR v S T T A B IR
b R 6 A8 R TR I E B 5 T A P16 AT Sy AL
HE 5 B 5 B i2 b T B2 0 Bl g O XT3 #
HE Y | J0 2 % 551 () HSIL K 2 LBy 850 R o A8 Bk
P16™™ ] fin AR 91 ; @24 HE 2 Wi 4 CIN2 i}, %7
PL6™ ™ B T A A oA G B A, ] 22 P16 B ik
AR R IR0 22 5 B 2 AN [ g 9 8 2= D2 T AN — 3
B, 6045 CIN2 (CIN3, #E#E P16 BA R 2 I , 2 7 A
[ WL 5% 35 22 8] 1) 12 Wi — B0 M ; @ X F < CINT {H 41 iy
2%°% HSIL ASC - H ASCUS/HPV16( + ) P16™*" &
/D2 Wi HSIL (128 . A58 & BUBE & 7 500 22
JRAS B E, PI6TN B M R A B E . A H
PL6™ ™ e IS W ey S L fz N AR A — A I R 3 X,
Jt Hife LSIL J% HSIL 2 Ja] .

HPV fy 50k BUEE DNA A% .0 B8 AR 78 4 i
HPV L1 728 A AW 3% N T HPV 9 5 Al
o5 1 SR AN B Y 2 EERE A, TR0 @ 9 DNA | i 5]
G RE k% IV . Huang %5 B 5% & 81, HPV L1 5%
EAME SR NE L 2EANRE TR, 27
M (P <0.01), Wik Bk & 81, HPV L1 5%
M TE CINL f FH ¥ 2K T CIN2 Fi1 CIN3 4 (P <
0.01) , A M il K I 4b B CINT 2 fit48 5 2 X, A B
S8R, HPY L1 52 8 bl & 5 S50 3 A8 (Y n 5,
HPV L1 5225 [ P4 F R, Ak HPV LI 52
HHTE X LSIL J& HSIL |45 — % 09I R & X
PI6™ I E K AT VE N HPV 3& S 45 b5 . WF9E &
B HPV FREE MY (0 15 £ 40 b HPV L1 528 (H IH
& HPV L1 522K [ 1% 28 35 a7 LI By 20005 745 16 A4 4
EAT N B4 PL6T B HPV L1 72 2E (4 45 57 vk R
A% HR HPV DNA &, Ht Jf 60% 247, W 58 &
B, P16™ M Bk A HPV L1 52 8 (R 7 45 52 A 1T
faf — 35 Boph ARG I . PR P16 R A HPV L1 52 4E
LA B 531 B bk T 2 e R

Alshenawy™® BF5% % # P16/L1 #i#x CIN3 sk Jig
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RSk e . ARBESE R FE 7R P16 + /L1 - 7E12 W7
P FVERY L H . Ungureanu 25 ' #F 5% & B, P16/L1 &
W S0 A8 A B PR R 91% v T L o A o] — o 1) B
TR . ASHFSE % B0, P16 + /L1 — MR MG BT T, 3
P 25 5 T Ge 24 2 S, R RE A B e 2 B8 i £y T
fie, Z2FOBEgY & B, CIN3 1 SCC £ P16 + /L1 —
223K, M K4 CINT Sl P16 — /L1 + 8% P16 — /L1 - ,3A
S P16 +/ L1 — 4878 75 SR 1 Bz o9 9 A8 A5 0 J2 1
AR, [ NAFSE ERE & B HPY L1 7285 119 B v R Bl
TE S AR S R Gt AR A A A, P16 ™ T S Bk
g PR B R P16 + /L1 - B I R T
i K i PR B 15 1zadi — Mood 25" B 55 iA & L1/P16
Xt PP Ak 9 s E R LR A = S, X P16 + /L1 + |
P16 + /L1 — g A Ry A5 595 0t e XU I 7 22 %% ) B 17
P16 — /L1 — 1 & 76 BH .5 5009 A5 1A b B 17 (8] B mf %E
K, P16 — /L1 + 75 B35 Wi ki 15, Huang 25" B 58 %
B, bt % B0 AR N, P16 + /L1 — [ Ik o,
P16 +/L1 - 7£ CIN2 + 5 CINI W 2R A S&it% &
Y., P16 +/L1 + P16 - /L1 + P16 -/ L1 — [5]'& )%
AR B AR R A O, P16 + /L1 — [R] B S0 AR Y
TR S IEM G, Negri %' fF5% A 40 CIN1 fI CIN3
HAFARA, B 41 CIN 1 A, 45 R Wox i A7 CIN 1 AR A
P16 + /L1 -96.29% = H7E A 4, BT B A,
52 P16 + /L1 — #75 CIN A5 #E AT RE
2% TR, LSIL #f £ %R P16 — /L1 + # ik, HSIL
B SCC v EZHPL6 + /L1 - FRik . Bl & B U5 28 1Y)
BN, P16 + /L1 — (A 323K %0 B F+ 55, P16 — /L1 +
BRI WK, AN PI6™ B A HPV L1 52 & AR
AT B R DR AR 2 W Y R S, 7R 40
LSIL HSIL HSIL J% SCC A — %2 [ I PR & X, 7] K &7
1 Bz v R AR R AT 04 PR A2 W T B, (L I IR I
e 1 T R I IR BT AR B
S % ik
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R FLGAIE . RER AT 2 & 63 80 S Ak b
WAE R AR R B B E BT AR
R FH 5 B TR 5 A LR A AR A R, K U4 T I I
ZE . B (FPG) (LA (TC . TG . LDL - C/HDL - C)
B Th e, S X IR 25 R A Gt L (P <0.05) 3%
SR % R N AR £ A E R UL AR
BT, G452 W T 10 45 T W6l = K 0 35 1 9% 10 g 1)
BRSO . 3% 5 LLRT AR E — 507

BRSSP, 186 NS AR R LB U 2 4 HMGCS2
FR KOV T 1E AR 4Lk B, GTPs fiE 198 Hi R ik,
ST F 5 2 W R T L T e A 6 3% 4 4 A 0 T 4
I AR S N DR P2 S W R SR (=
IR A3 T N K SN i
IR R BB E4 4 HMGCS2 SRR BIE T A %
e 1R A B 48 DL AR A L L 3 5k, G L A 4
SUN B AL BE Ty, IR B A R AT i,
HMGCS2 1 g A= B 3 72 56 Sl , AN 345 B0 48 Ak 56 R %
Y1, AT RE5 A7 A 5 o

W HE— 4 ¥R % HMGCS2 2K [ 2 3k 19 3 92 MLk,
2 F TGP R K T HMGCS2 9 1 i 8 11 — Sirt3
9323k, Sirt3 & 35 B M Lok Ik 2 2 BE AL, RE 9 Xt
2T B 2ok A 5 1A I 2L TR, 4 437 A 8 5 4 b
VA 4 T 8 2B BRI R, X T 2% i A0 8 A1 A1 404k 2 98 £ 7o
Sl A B KA BT B L, Sin3 EEM T
JUE I IR 45 4 4o A opr BT 2830 B, HMGCS2 19 2 Bt Ak
2 Sirt3 Fdfl, Sir3 ™ /N BUIL Rk e A R KO B AR
TEEHWMIR KT T, REH Si3 BARKLESH
Giitep i s,

Zi b TR, S KR R BB BE HMGCS2 & %

IRIK P2 AR, G 25 22 W T TURE 14 in JHL 30k AT &2 42
X IUE B BE 4B AR AR I 4 T, 56 T HMGCS2 36 3k 4 4
) HARPLH L 75 32— PR R

&% ik
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