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Expression of p53 gene and protein in papillary thyroid carcinoma and its clinical significance
DUAN Dongfeng »JIA Guozhan®
Tangdu Hospital ,Air Force Military Medical University s Xi'an sShaanzi 710038,China

Abstract: Objective  To study the expression of p53 gene and protein in papillary thyroid carcinoma
(PTC) and its clinical significance. Methods A total of 143 resected PTC paraffin specimens were collected
from the hospitalized patients,and other contemporaneous 68 normal thyroid tissue specimens were collected
from the resected thyroid benign lesions. The expression levels of p53 protein in PTC tissues and normal thy-
roid tissues were detected by adopting the immunohistochemistry (IHC) and western blot respectively. The
real-time fluorescence quantitative polymerase chain reaction (RT-PCR) was used to determine the relative
expression levels of p53 mRNA in PTC tissues and normal thyroid tissues. The relationship between the ex-
pression level of p53 protein and clinicopathological characteristics of PTC was investigated. The Kaplan-meier
method was used for conducting the survival analysis. The relationship between the p53 protein expression
with prognosis and survival of PTC patients was analyzed. Results The IHC results showed that p53 protein
was positively expressed in PTC tissues; the RT-PCR results showed that the p53 mRNA expression in the
PTC tissue was higher than that in the normal thyroid tissue (P <C0. 05) ;the western blot results showed that
the p53 protein expression level in the PTC tissue was significantly higher than that in the normal thyroid tis-
sue (P<C0.05). The p53 protein level in the PTC tissue had no relationship with the sex,age,tumor diameter
and tumor differentiation (P>>0. 05),while had the relationship with the TNM classification and lymph node
metastasis (P<C0. 05). The Kaplan-meier survival analysis showed that the 5-year survival rate in the p53 pos-
itive expression group was significantly lower than that in the p53 negative expression group (P<C0. 05). Con-
clusion p53 protein is mostly up-regulated in PTC, which may be involved in the occurrence,development and
prognosis of PTC,and is worthy of clinical attention.

Key words: thyroid papillary carcinoma; p53 gene; p53 protein; immunohistochemical

PR P e 8 o e o DL B0 2 DR IR e ORI 3L Sk R (PTC) & FY IR IR 8 89 70, 000~

TR BAR N, B, R E I, FEAFEE R ST MRS RE. © BEEE . E-mail:2102774322@qq. com,



BB EFEHIEK 20194 11 H% 16 %% 22 1  Lab Med Clin, November 2019, Vol. 16, No. 22 e 3257 -

85.9% " IE BB AE b TE A B, R AT 0 R
R, 24 N1k, PTC B9 I K % 9% ML it A BH
Wi, Ak BEE S TAEY R R R, PTC 3 H
. p53 FH:[H
fER—ANEEMIERERN A E RN D72/, 7
Mg A &4 kPR A EEAE . AR &
L 28w 3 kA ZH RS B p53 EE R YT I L Ad-
p53(INGN 201) 7. HE A7 5% 30 1 15 b g3 B9 /N o
HIH p53 FENAE PTC B o &5 W /E FH St /B T
JE W AW ST 143 ) PTC 421k AR 68 fi] 1E
R A AR A AT T p53 He KRN 11 R A A
HIBFSE A0 BT p53 BEP L p53 & (176 PTC 414U iy %
IR BL O B ) S2 e, | AN PTC B G RGBT
PR — L,

1 #ENEFE

1.1 — %R WA A BE 2017 4F 2 A 2 2018
i 2 A2 IFT FARVIBRAG PTC B34 143 ], o 5
39 .4z 104 ]S 4E 4 (41, 6 5. 8) %, T B &
Il PR 9% Rk 58 2, AR | 389 oK S A7 0TT L AR 9T B N o iR
57, AT B PTC 4 2145 5 347 % 28 4 4k F1 52
I 5¢ 6 o i B A BEE S B (RT-PCROK I . Jir A #5 A
BIRM A% 25 PR 2, T A S —80 CIkF
FRAE . 59 41 68 B I H FOIR R 41 21 AR AR B
[i) 4001 R FRODR R B MR AR 2 B L R ) 15 L &
53 ] SF B AEWS (40, 75, ) %, AR & E e
HERSHH, A BEEBENERES.

1.2 ik

1.2.1 #EF|EHAEYRE AL S SP) %R d
fbik R SP G 411k kK PTC ik B 41 21 ) 1E %
HURBRAZIDL 4 pm WEREESYI R, A S, 5
o u L AK AR G BRI B M R ER 2 W (1 ¢ 100, pH
6.0, TAEMOREY Ao il & R T CE 1.5 min, 58
WPt EBE ., FEREE YL ELE 10 min), & 14
YR I AL Y Bl L PBS wh vk 0 ps3 — Pt TAEW .
4 CykA i )5, PBS shsk, n —dt. IR H 10
min,PBS #¥E., DAB &, WK oh¥k. &Y (R K
) ML G VIR W (KD VK (Z B L E I (-
O VB R CRYER B L LU PBS AR 8 — HT7E B %
W, PrA U R ¥ i 256 = & 0 s B AR H 1k B i
FE LK p53 B A PTC 44U IE & F R R4 28
[ F IR IE B

1.2.2 RT-PCR 4r3IH PTC 20 4URIE # HOR IR 41
1% 50 mg, il A 1 mL Trizol iRF| #4707 B, RIE
TR B SR 1 T vk 4 R I 24 21 1 5 RNA, H % 4b
Iy 566 BE A A M RNA 7K . il A /As, B9 L
H=>1.8~2.0, HL UK K Il RNA [ 58 % BF 754 ok,
4352 B8 Trizol & 7 & U6 W1 45 . cDNA 32 51 5t B 3 .
SYBR Green PCR i & #1EL T AT W, b1
K& . SYBR mix.cDNA . L5191, FiE51 404 5k

12.5.2.0,0.5.0. 5 pL, &5 fin ddH,O % 25. 0 pL.
FBEFEF 42 °C 20 min, 95 °C 5 min, (95 °C 15 s—>55
C 15 s>72 °C 20 )40 MEH,95 °C 1 min,55 C 30
$,95 C 30 s, BRI 3 WA 22 K Aw iy » NS
PEFE Bractin FER, M4l TP53 51 # ¥ 51 (5 ~3". AC-
CTATGGAAACTACTTCCTGAAA; 3" ~ 5" CTG-
GCATTCTGGGAGCTTCA) #4T7# My ., R H
ABI-7500 KA [ #AF BT 50 FH 272 R Fom
PTC HZURIEH HOR IR 2 rh p53 mRNA By AHXT
ke,

1.2.3 western blotting % 23 H PTC 44
FIIE 3 BRI 4120 50 mg, ] RIPA %L f# 22 wh i i)
ARG, A 5 AR 2L F W, T oK ey
WFEE, 4 °C,12 000 r/min B.0» 20 min, B iR E &
LB R E L, EER., LIERAEAE &
Jo M 60 pg BEFAZE 10 %61 Zhor S5 A5 2 44 2R D9 945 Tk e
% (SDS-PAGE) WL UK % #% 2= R i — % & i K
(PVDF §§) . H 102 B ik = i34 1 h, —¥t
(1:1000FHE .4 Ci., H TTBS FA UK, fin
AZHQ 2000 =M F 1 h, TTBS {H k. B AW
W5 B AH, R Gel-Pro6. 0 4% B7 % ¢ it 17 & 14
G3HT

1.3 A LS R A E  p53 AL T 40 M B
L BEPER IR AR A UR R BT, i A5 T B AL
E 5 LB (g A~ LB AT SR Al L $ =200 1) .
J6 AR U) R b AR R BRI PR AR B R 3
SRR AN 2 s R E AN 1 s TR A o0
g3 o LU AR R B M A M B o5 A g3 Lo AT IR A B
A T70% R 3 483 >30% ~T70% K 2 435 <<30%
1A K W IAR E DT 4 i R FRAE S B, 0~1 43
NAPEICAE (=), 2~3 43 s B ICAE () =4
S PHMEEAE (4 . A R R E HEAT 5 AR R BE U G
) 5 BB BE T W 28 0k BE ) & B V5 18 5 3K A 5 1024 1R
HHEN2M2 iR BB G U,

1.4 SEit2ghb B R SPSS20. 0 48 i1 844 ik 47 %L
P HAN 3 AT . IFEGOR DL & £ s Fon, gl R
FH ¢ kg s iH BB R LA ORI b BCR F X0 K
559 ;R H Kaplan-Meier 3 #1742 72 20 7, R H Log-
Rank $EiFATAG 5, -G p53 AR B H B E UG
KFR, L P<0.05 AHERAGIFEL,

2 & R

2.1 LR PTC 4141774 p53 E &KL,
FEAL T AN ML, S ORI P51 . p53 B HTE PTC 2141
IR A GE, BHPERIBH N 91, 60% (131/143) ,
TEH HUR R 210 p53 5 Rk Z MM AUH 6 f
Feak N EBHTE 8.82%(6/68), WLIE 1,



+ 3258 - A I E ¥ 5 05K 2019 4 11 A% 16 %% 22 1 Lab Med Clin, November 2019, Vol. 16, No. 22

fom : SRR e

W A BIERFARIBAL;B N PTCHLFHME(+H);C.D N
PTC MR IR (++)

1 PTC HAMIEE FIRFALK p53 BE

HUFBLER(X400)

2.2 RT-PCR %% RT-PCR il 45 % B 75, PTC
HEU ) p53 mRNA FIIE % H R iR 41 21 f9 p53
mRNA 235124 6.30+E1. 54 F1 1. 21+0. 22, % R H S
it X (1 =18. 354, P<C0.05),

2.3 PTC HZUHIE R HORIRA Zirh p53 ARk
5 western blotting ¥l 25 5 /< . PTC 4141 1E
B IR BR 4 ZUrh p53 B K4 il o 123, 56 £
20.12.7.83+2.17,PTC 4414 p53 & /K VM 85
FIEH FARBR AL, 22 A it 23 X (¢ = 21. 238,
P<<0.05 ., WK 2,

EERIRARER PTCLELR

pSIEE e
ey, —

" E

p5OE EAR ik B
g

T T
EERIRARER PTCZHLR

2 pS3 EHEE PTC AAMIEH FRBALR
HHRIEE R

2.4 PTC 44 p53 & 23K 51l AR BLARRAE 19
KA 143 ) PTC #& ¥, 131 #] p53 &£ N H
P, p53 H IR K 5 2 1) A % L s AR
AL (P >>0. 05) .15 TNM 233 &7 &
MBS A (P<0.05), W&k 1,

2.5 ps3 EHE PTC REA VR M AER 25 4EH
Vi.7 BIERE RV iR R 95.10% . Kaplan-Meier 3
HAF AT B . p53 B FHIPE R IR B3 5 4F AR R
(85.50%) B A F p53 & A BAPEF K4 (100.00%) .

%R 4 it %% B X (Log-RankX® = 8,654, P=
0.009), Ut p53 HH MR B E PTC & K5 E
TR EERLRRZEZ, WK 3,
*1 PTC B4 p53 EAMRIESIREK
REHENX R (%)]

95 FE AR HE n p53 [ x? P
P51 1.615 0.423
i 39 36(92.31)
4@ 104 95(91. 35)
AW () 1.921 0.296
<40 51 46(90. 20)
=40 92 85(92. 39)
Ji 988 B A (em) 1.704 0.416
<2 48 43(89.58)
= 95 88(92.63)
IR 1.815 0. 347
[ 81 74(91. 36)
e 41 37(90. 24)
ik 534k 21 20(95.23)
TNM 431 (D) 15. 024 0. 000
1 82 72(87. 80)
Il 49 47(95.92)
1 12 12¢100. 00)
e g2 17.812 0. 000
i 51 50(98. 04)
X 92 81(88.04)
100 e
~ ol T
g
0
i
#H 404
-t p53(+)
20 4 —i— p53 ()
T % % m  m %
BiE (A

& 3 PS3EBE PTCEEWMENXE

3 it
PTC J& HUBR B A T 5 UL L 38 o IR A

PR, T AR AR AF % B BRI . PTC I % 95 3% 47
Fhi o5 BB REE Y 1026 ~1. 5%, Bk £
R B FAETY LAk, B A R R IR I
PEAT B RREAACRSE N K A 3 22 iR G I B 40 2 B Y
AR R Jo5 091t AR 7 48 22 1 s RS 0 12 0 A Ak T
UF MR TT AL, AT 1 10 4R AE A7 R BE S IK 2] 9026 L)
B PTC A MR 2, b2 58U
TRIE ARG EZ AN I, 75 AR PTC & 4EH)
W AT L 0 A R YT AR PTC KA TG #2547 A 2R
SRR K& . T3 #8 3] PTC Re 5 M AH L B T A



i EFHIER 2019 F 11 A% 16 55 22 )

Lab Med Clin, November 2019, Vol. 16, No. 22

* 3259 -

AACHbL i e X — ] B8, S PTC 932 W R34 o7 32 4 8 1Y
PRI AR . b R n e s R R A R e e i L
BAFIEE T R 3 T A B AR 9 e Ak o BT IS Bl
149 T6] Jo 40 e o X A s BB PR O B R | B ik . PTC A&
09 A0 R L R ) A AL AR AR AR RS RR 25 RE T
T Tk 5 R K,

p53 FE K E AL T A K Y AR 17p13. 1, B E R
TN 28 A8 R Flr o IE H B DAY A= RUAEAE L R 11 A
FRIEBEAE 10 NN & F4 R, 2K 16~20 kb, Zifid
HHN pS3 HH., pS3 HHE TN E T, H
393 MEIEMRM AL, HATE ZUESE p53 B M F W £
Tk 5 R e 2 R b R A R R RN TS R BA T, ps3
i PR — o4 i 3k IR, A T A MR P, 50 %0 DL B
FEE SRR R AE . B AR R p53 L&A
RN EZ R E L, S 5 900 8 A e e T
A0  DNA 455 18 2 S Y, ps3 SN R AR
ZHERTE 5~8 AT g —Fh 3 AR RN T,
T ER RS A S A Y ) B pe o A R A T AR A i
o33, GRARTRY p53 A A A B i B A= A p53 kA
WE TR E R ) AL A I 40 R AR L & R S
HAEH . HETARESRE . PTC KBRS A R
AR G, p53 Wi S b e A R R Ak 0y & AR
A A PR PR 5 p53 S PTC HA % U)K,

AW ST 38 3ok %F 143 1l PTC 414 K 68 ] 1F & H AR
W40 LA T S e A A e 0, e IR IE B HH IR iR 2 21
p53 EH L NHMEFR K, PTC AL p53 HEH %
KL EN T AT, R RIE M PTC 44 p53 HHA
FHPEFR B FIK 91.60% . [FH) R A RT-PCR, western
blotting 771l & PTC 4L 4URIE # AR IR 140 p53
mRNA p53 H I RIEAKFE, 45 R BoR, 5E® PR
JRAL UM . p53 mRNA,p53 FEHTE PTC 4
FIk(P<C0.05), #E—E5L T e 4 A 25 5 10 vE 1
PE, i xF PTC 428 p53 2 A 1Y 23k 5 I PR s 3 4%
TERY R R AT AT, Z B pS3 HE LB S TNM
S BB I (P<<0.05), B p53 &
HAREZS 5 PTC W12 5% %, 78 95 9k i Je v 193 1
THEZEMMG, R Kaplan-Meier %7 PTC & 447
PRI T Z R AT, 45 R R . ps3 B YRR A A
5 AR AF I B F B ik 4l (P <<0. 05) . 15 B
p53 EHMAMER AR PTC BEARGEE AW EEGK
K,

Zi L3R, ps3 I AME AT PTC 3Rk L,
25 PTC kAR R, B & WS, & 216 IR &
Mo BRI A 5% I A X6 H AR ] 47 0F 5%, 3K B
YE R J5 S0 58 1) B A

S % Uk
(1] BRATY , i Binl . 258, 45 AR 71k BOIR AR s ) F 50 3 g

(2]

[3]

(4]

[5]

L6]

7]

(8]

(9]

[10]

[11]

[12]

[13]

[14]

[15]

(1] PR R 23R (B4 D 2014,39(10) :1083-1087.
SIEGEL R L.FEDEWA S A,MILLER K D,et al. Cancer
statistics for Hispanics/Latinos, 2015 [ J]. Ca Cancer ]
Clin,2016,65(6) :457-480.

X2 o BB . LSk R IR AR 98 AH G 19 43 F AR W 2 Y
LT ARICSBE BT 5 16 IR 5 2013,20(5) : 340-343.
PATHAK K A,LESLIE W D,KLONISCH T C,et al.
The changing face of thyroid cancer in a population-based
cohort[ J]. Cancer Med,2013,2(4) :537-544.
MANZELLA L, STELLA S,PENNISI M S, et al. New
Insights in thyroid cancer and p53 family proteins[]]. Int
J Mol Sci,2017,18(6) :1325.

bR SO, LR LR, &5 HORIRFL L R 2 TR %
WEoEHE LT, o i W K 5 B &, 2018, 25(12) 1 1530~
1533.

Begkam, HARIE UM FL L B iz b Rk 5 LT b
I Job 98 A1 B 22 75,2018, 10(6) £ 341-346.

PERDAS E,STAWSKI R, NOWAK D,et al. Potential of
liquid biopsy in papillary thyroid carcinoma in context of
miRNA,BRAF and p53 mutation[ J]. Curr Drug Targets,
2018,19(12) . 16-27.

TAKAMURA N. Re: Thyroid cancer among young peo-
ple in Fukushima[ J]. Epidemiology,2016,27(3) :19-23.
BLACKBURN B E,GANZ P A,ROWE K,et al. Aging-
related disease risks among young thyroid cancer survi-
vors[ ] ]. Cancer Epidemiol Biomarkers Prev. 2017, 26
(12):1695-1704.

SINGH O N, MARAKA S, ESPINOSA DE A E,et al.
Physical exam in asymptomatic people drivers the detec-
tion of thyroid nodules undergoing ultrasound guided fine
needle aspiration biopsy[ J]. Endocrine,2016,54(2) :433-
439.

HU Y J, YANG B H. The clinical significance of ultra-
sound diagnosis in physical examination for Thyroid Dis-
easel J |. Chin Forei Med Res,2016,5(2):1603-1610.
TSUCHIDA N,IKEDA M A.ISHINO Y.et al. FUCA1
is induced by wild-type p53 and expressed at different
levels in thyroid cancers depending on p53 status[J]. Int ]
Oncol,2017,50(6) :2043-2048.

STULPINAS A,IMBRASAITE A,KRESTNIKOVA N,
et al. Study of bioreductive anticancer agent RH-1-in-
duced signals leading the wild-type p53-bearing lung
cancer A549 cells to apoptosis[J]. Chem Res Toxicol,
2016,29(1) :26-39.

LIU L,ZHANG P.GUO H.,et al. Co-expression of mu-
rine double minute 2 siRNA and wild-type p53 induces
G1 cell cycle arrest in H1299 cells. [J]. Mol Med Rep,
2017,16(6) :52-59.

e B 3 :2019-02-26 181 5 #:2019-06-17)



