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HIF-2 o« #0 Twist2 7ZEZLIRIE HHY
RIEFREEMBEHXE

X IFE, FARE, I, FEM
(AMAF¥E—MBER FEF, T XM 450052)

BE. BN émﬂk;u%%la% —2a (HIF2a ) fo Twis2 ESUR B PR A X R L 5 FE0M £ 4,
Tk RALFALAE SP ko AW UM . A ARG RJE 5 IE LR P HIF-2« . Twist2 89 R iA,

3+ 02 ) SUML IR Bty A G Bt AT, AR SUREZ HIF2« . Twist2 89 R & T8 5 EH AR A
FYEMIBL (P<0.05 ) REIYIE KA A Rk B2 345 SUMR & 469 HIF-2 o MRS B £ 7 (P <0.05),
RRIARF R KOS RIMEFZRIURIE B A6 Twist2 EELER £F (P <0.05), 5L
JE P HIF-2a 5 Twist2 9 &% 2 EARE (P <0.05), HIF-2a = Twist2 [AMESUIR &5 K5 5 52 5%
KT PREESE (P <0.05), &it HIF2a fo Twis2 £3URE T & AR, BEERIREIEeZA. %45,
HIF2a SAARFTELEERRE, THEATRMNIURE EFFREHHaRE2—,

X . SURSE ; HIF2a ; Twist2 ; 848 ; FUs

FESES . R737.9 SCHRARIRED ¢ A

Expressions of HIF-2a and Twist2 in breast carcinoma and their
relationships with clinical prognosis

Qiong-wen Liu, Qiu-yu Li, Song Sun, Hui-xiang Li
(1. Department of Pathology, the First Affiliated Hospital of Zhengzhou University,
Zhengzhou, Henan 450052, China)

Abstract: Objective To investigate the expressions of HIF-2a and Twist2 in breast carcinoma and their
relationships with tumor metastasis and prognosis. Methods The expressions of HIF-2a and Twist2 proteins in
breast carcinoma, adjacent tissues and fibroadenoma were detected by immunohistochemical SP method. Survival
outcomes of 92 breast cancer patients were followed up. Results The positive rates of HIF-2a and Twist2 proteins in
the breast carcinoma were higher than those in the fibroadenoma and the adjacent normal tissues (P < 0.05). The high
expression of HIF-2a in the breast carcinoma was correlated with tumor size and lymph node metastasis (P < 0.05).
The high expression of Twist2 in the breast carcinoma was correlated with tumor grade, lymph node metastasis and
ER level (P < 0.05). HIF-2a expression was positively correlated with Twist2 expression in the breast carcinoma
(P <0.05). The 5-year overall survival rates of the patients with HIF-2a-positive and Twist2-positive breast carcinoma
were lower than those of the HIF-2a-negative and Twist2-negative patients (P < 0.05). Conclusions HIF-2a and
Twist2 are highly expressed in breast carcinoma, both may play promoting roles in tumor invasion and metastasis
and affect prognosis. HIF-20 over-expression means poor prognosis, this may be one of the independent factors for
predicting the prognosis of the patients with breast cancer.

Keywords: breast carcinoma; HIF-2a; Twist2; metastasis; prognosis

ks HYY : 2018-02-08
[ W5V | 2%, E-mail : lihuixiangl9@126.com

.« 45 -



THEBURE R

528 4%

FUIR IR Lo LR R IR o R AR PR I 2
AR IR AR IR SN R, SAE R T 2«
( hypoxia—inducible factors, HIF-2 o ) J& SN IE B AR
WA A H ) — R PE — BRE — 6 — #25€ ( basic—helix—
loop—helix, b(HLH ) —PAS 5 I S 55 K, % i 1
AN AT RS R R EE ",
Twist2 HFKHA Dermol , 25 Mg 4 Iz — ] i Ak,
IRAMPAFTNE ARSI FER T2 —.
AITERI, Twist2 J& HIF-2 o MREFHEIEH Z — ",
ARG R — ARV P EF LR h B ik b 5 Filfs
BRI HR o

1 ARSI

— g Bt
VEHL 2011 4F 8 H —2012 4E 1 A FRIN K255 — M
Ja B5 B s BB AE RS 0 FLIR A1 26 AR AR 143 7.
o FUBRARER IR MR 92 BIVE M FLIRRA , S5 IE
WA 30 BIVE NS IEH A, YRS 21 HifE
KRR AL, 92 BIFL AR B L URIE T Lok, 4RI
27 ~ 83 %, WIAERS 47.50 %, VIGLERS 49.51 %
MBS G 11, Mgk 62 4, MY 19 F] ; TNM
ST e fl, T 7 4, T 78 6, VI 1 491 5 £
A M B TR S 5161, R W E 414,
BEARTIIRATHACST XN aYT, FARUIBR R4
ZHIEEEE . AR D) g, Jf R 2 A B EE
AT R B2
1.2 k7

BT HIF-2 o HLs0BEPLIR (ab8365) K BT
N Twist2 BATERE A ab57997 W T35 [ Abcam 23],
G A LUK MR5R & (SP-9000 ) Kk 4 i — 44
LB IR ( Diaminobenzidine,DAB ) 257 & Wy b 52
T2 A BRA T
1.3 SEALLFLE

g2 21 Bk 4 e s At A AL AR 10 1Y) 5 2E
DI E SP =43k, HAREBRIT « A RS0 R Bins
BB KA, DU S RV . BHWT S, i
fn—4t 4°Ci " (HIF-2a BASTERIIA 1 © 2000,
Twist2 BATEREBUIA 1 2 200), TRINZEY ZARIC A T
THUERINAER - AL, DAB L JRAOKS
B, BEEREIK . HIRE . R R E A
ARSEG L PBS BAC—HU ERI X IR, A B FLAR
U VRN BT R

1.1

1.4 FIERAE

FEGBE T 5 BUAR B G 4 Uk IR ) o B o £
HIF-2 o 8 BAPE Y (o F 80 o F Az, &R i
WAL, Twist2 5 A PHPEY 0 BT e TR . 755
555 (10x40) FXEKDI A BEHLIERE 8 ~ 10 41
BPUEAT AR, e M TC AR | AR T A
ot 0 ~ 345 5 FHHEAMEN 0%, >0%~10% .
>10%~25% . >25%~50% . >50% 5353t 0 ~ 4 4% 5 ¥
Y a5 BRI PAPE B 4 LU AR, TR B >3 Bk BH 4
Fk .

1.5 BEiA

BEMWEFS RAEARND . BIEREIEAR,
MARTESE 1 RIFAGR RSN B E FE T BRI BT 1E R S
AAFET ], YT H ISR 2016 4F 12 H 31 H, &K
BT 59 AN H, SERETTETE] R 44.78 A,
B[] A 47.00 4~ H .

1.6 SitFEH*

BAEA TR SPSS 21.0 Geit2rak i, HEUER
PR (%) For, W] x* 5 Fisher £3%5%, Kaplan-—
Meier IR AEAFINEL, A Log-rank x * K56, AH
KMESr BT H Pearson 15, 5200 K2 A9 70 Hr H Cox HL
AU BT, P <0.05 22 A Gt L.

&R

FHM HIF-2a . Twist2 EHRIE
FLRRIERAL . 955 1 A SV T 41 4 R 4 HIF -
2o B H R 71.73% ., 36.66% F1 42.85%,
o 92 filFL R T, HIF=2 o [ - )26 i) 28.26% ),
55 PH PE (. ++) 49 1] (53.26% ), 58 BH ¥ (+++)
17 1 (18.47% ). 3 4 HIF-2 o FEiRFHYER LA, &
X KR, ZRAGIFRE (P <0.05), FLREAR
TR YRRl AVea 52 1B A . 3 2H Twist2 25 FH
PERIE, 4 x KK, ZRAEGIFE L (P<0.05),
FUIER L 2 T 41 A B 4 R o5 IR A4 . L 1
FME 1, 2,

22 BhARFREFTEABREEENHF-2«,
Twist2 BHEZR LL 4%

NG NN S R NS N Y A )
HIF-2 o PEPERILES, 24 x° K5, ZRA5H¥E X
(P <0.05). N5 A TCR RS MM R
ZARFUIRIE A Twist2 FHPER LA, & xR,
ZERAGFE L (P<0.05). W 2.

2

2.1
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5 26 30 NP, 45« HIF-2 o Hl Twist2 TEFLIRIE A28 S S BUS 1O C R

F1 BAHF-2a, Twist2 EEMIELE

FUBELL (n=92) 26 49 17 71.73 39 44 9 57.60
LFYERIEA] (n =21) 12 6 3 42.85 14.676  0.001 17 3 1 19.04  21.364 0.001
FESF IR L4 (n =30) 19 9 2 36.66 25 5 0 16.66

A SR ANIERR; B: FYERA SRR, C AIMEAMERE; D AIVEdERE
B1 HFAEAHF-20 EAHRIZE (SPx200)

A FESRIEWANIERR; B: FYERRAAMESRE; C AIMEAMERE; D A4 SRS
B2 &4ETwist2 EEMWFRIE  (SPx200)

®2 HBIGKRFEFFEIREREN HIF-2a, Twist2 FREZRLE

AR
<45% 36 21 (58.33) 17 (47.22)
46 ~ 55 % 35 22 (62.86) 0.165 0.921 15 (42.86) 0.179 0915
>55 % 21 13 (61.90) 10 (47.62)
JigE A/
<2cm 37 26 (70.27) 30 (81.08)
5210 0.023 0.113 0.736
>2 cm 55 49 (89.09) 43 (78.18)
HAE5 R
1% 11 7 (63.64) 5(45.45)
% 62 41 (66.13) 1.139 0.566 49 (79.03) - 0.048
IIE3 19 10 (52.63) 12 (63.16)
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AR B2 Ak i 08 ¥
&gxk2
H% B HIF-2 o B 8] (%) X’ 1H Pl Twist2 B 4] (%) X fH P 1Y
TNM 433
I. T 13 11 (84.62) 8 (61.54)
- 0.209 0.096 0.757
m, Vg 79 51 (64.56) 45 (56.96 )
WRELZE % ES
- 41 20 (48.78) 24 (58.54)
6.458 0.011 6.359 0.012
+ 51 38 (74.51) 42 (82.35)
- 50 29 (58.00) 36 (72.00)
0.727 0.394 6.592 0.010
+ 42 28 (66.67) 39 (92.86)
R AR
- 53 34 (64.15) 32 (60.38)
2.961 0.085 0.146 0.703
+ 39 18 (46.15) 22 (56.41)
HER-2
0~ 1+ 40 27 (67.50) 21 (52.50)
1.509 0219 1.561 0212
2+ ~ 3+ 52 41 (78.85) 34 (65.38)
Ki-67
<14% 15 15 (100.00) 7 (46.67)
- 0.085 1.282 0.257
= 4% 77 63 (81.82) 48 (62.34)
2.3 FLBEEAT HIF-2« . Twist2 EARIZHIE 10— < HIF-2 o B
£ - L——se _~HIF-2 0 FHME
08 T - HIF-2c BV — K
FLIREEA T HIF-2 o | Twist2 F I3 AL 35 4 Loy HIF200 - K
(38.04% ), PIBIMERIA 14 6] (1522%), HIF-2a B £ 06 o
T Twis ZEETIIERH S 0 (54300), HIF20 8 &
BT Twis2 B EIREERR 0 (] (9.78% ), Tl ©
HIF-2 « 5 Twist2 B IEME (r=0.452, P=0.000 ), 0.2
24 HIF-2a, Twist2 EERIZSIREREM
BEREXR 0 10 20 30 40 50 60
_ HEAERTE] 7
FUE HIF-2 o | Twist2 2 TP 5 4R 77 _ . .
%ﬁ%u% 961% *ﬂ 892%, ?LH%{‘%‘ HIF—2 o TWIST2 @ 3 ?LH%‘E‘E HIF-2 « BE EEBH I\i:p\%miﬁﬁg&
MR S AR A A7 R 0 I R 80.3% Fil 78.6%, L0J ATwist2 FE
HIF-2 o . Twist2 8 S BHMERE S AR e, e EEE IIZS
R N ) L +Twist2 PHIE -
5, ZRAGFEL (x'=5.599 #15.515, P=0.018 0.8 g Twist2 B - Ik
M0.023), WHLIYMALMBHIG MM Z. Tit ¢ =
HIF-2 o i85/ Twist2 51, FRAVE R A7 b dse E
V5%, AR ETA T E R 5 AR R 04
RAAE I LI 3. 4 0]
FHERS . MR g, s IHER R A Cox
ECAO U LR - 2R AP iR, RELAS 0 10 20 30 40 20 6o
R . HIF-2 o FHPERIBME 542 >2 em AIVE N FLIRE TEAFINI /A

BHEBURHIAFR (P <0.05). ¥ 3.
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526 1) MNP, 4F

HIF-2 o 1 Twist2 FEFLIE Y FRE R S HUS KR

*3 IHBRESEEMEZMEZEN Cox SEENT
. 95%ClI
K b S, Wald x° Py RR
FRR RR
WS 1.795 0.381 22.162 0.000 6.022 2.852 12.717
HIF-2 o [H4 1.341 0.639 4.399 0.036 3.821 1.092 13.372
Jib2d A% >2 em 0.964 0.432 4.966 0.026 2.621 1.123 6.117

3 itig

HIF-2 o Sz 20 20 90 4= A8 2 $2 B i > 1% 240 i
HF, f78 bHLH-PAS £5Fsk aii s e HIF-2 o Flld
SeAE N ZERE DR 20 vk B ELAIE 9 45k 3 ol 1 e R0
HF -1 o 7E45H A7 48% W IERR T 9 R, ]
P AR T 5, AR B A . BRI &
JHFJ S A 22 g vh S 63k, BLS IRm R AR R R
1R 257 B A AE TR ¥ AR DGR 7, Twist2 AR R
Dermol, ZAMENHEFI FEAEHZ —R2S5EH K KB
XK, FEHH L R P R AN, Twist R ARG e —M &
7 bHLH Z5f 56 sk IR F, Twist2 A1 Twistl AL, H
SERIAYE R 66%, HZWHE M IIRE M A —2 ",
Twist2 7EZHCARRA LU AR IR BN RIS, MAEAR
SRS R ERIR, IS S A L R (B T AT R
SERANI A AR RS I E RN R 2 — ", HIF-
2« Fl Twist2 ¥J 09 J& F bHLH-PAS 5 ji% i 51, Twist
Fltse HIF-2 o YRR SFHEIL, Wi S 50 40 e
BEAYAL . B AR AT AL e e B RN A A R
WFoE s, BEERES K HIFs A+ SR ZIRAE S
i [ AE 75 A& b Bz 18] BT %% Ak (epithelial- mesenchymal
transition, EMT )i F2 HE 2] T SCHEAEH "', YANG 46 ™
W5, HIF-2 o 7EBARE EMT il SCs/ER],
T4 5 Twist2 % E—cadherin 47 F 15| & EMT, M
M5 | (2 225 % . HIF-2 o 7] AR A &1 s 20 i
TRIR2%, HUHT E—cadherin FIELT 4 @ & G093
ik, X EMT (kA4 MiifT 2 6HEE, ZHOU 55" &
PR Ve 5 A% A U 40 B HIF—2a 1 Twist2 (1) 63K
o ARG Rt S Bea A e, ol VAR 2 i HIF—2a 11
Twist2 FHMEZR IR 5 Mo i 220 . Rl k Fii
RSB IR, I AR SR 5 EMT Z 0] 77
TEAHSENE

K EL 2SR S WA 0 I T LR P HE R 2 —,

FLAR G th HIF-2 o F1 Twist2 25 [ 89 B PE R A 3R B
HHE AR, HIF-2« 7R & Twist2 /5 7L IR 9
ARG LR RSk, R AR RS AR AR AR
HIF-2 o il Twist2 43 AT A0 2L AR T 4 W7 AT )
IBIT BEEYI ARG
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