e 1034 - E Rt E ¥ 204 2017 42 4 F % 38 %% 8 ¥ Int ] Lab Med, April 2017, Vol. 38,No. 8

FHIT.WWOX #1 MDR1 £ EZE L IREhiRE "

Zg\_%‘%lﬂl% ‘l'%'l’% ’ﬁg 9—? }ﬁ'z ;-;jg&mlﬁ
O HERRFE—WEELEABA.HTF 530021;2. FEPES RIS —WEBEEALRA . HF 530023)

# E:BHH ®IFHIT.WWOX ARAERBEELE FORE KEMNHNAMDRI AR ERBBEPHRL, FE AR
R A EF RT-PCR &AM 89 ) #BE &4 GRIM) A 61 Hl B F A3 K & F (PR BA3RML WWOX,FHIT #=
MDRI1 % B mRNA £k K F, FRACH 7 (MSP) 7 i B % W3R & M BE Rk B & ok 4 47 FHIT f2# WWOX JL B mRNA & & F
ARE., R (DEBHFHEMAL T FHIT, WWOX # MDR1 £ H# mRNA A &5 BAMu £ FH %t 5 &L (P<
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Abstract: Objective To investigate the expression of FHIT,WWOX and MDRI1 gene in nasopharyngeal carcinoma and FHIT
and WWOX mechanism of inactivation. Methods Real-time PCR was used to test FHIT, WWOX and MDR1 gene’'s mRNA expres-
sion in 89 nasopharyngeal carcinoma patients (experimental group) and 61 inflammatory patients (control group). Q-MSP was used
to test the FHIT and WWOX promoter methylation status. Denatured polyacrylamide gel electrophoresis was used to test the LOH
of FHIT and WWOX gene. Results (1) The three genes’ mRNA expression were different between experimental group and control
group (P<C0. 05). After grouped according to the histological type and clinical stages,the expression of FHIT and WWOX mRNA
between the patients with serious illness or poorly differentiated squamous cell carcinoma and mild cases or highly differentiated
squamous cell carcinoma were significantly different in the experimental group,the difference is statistically significant (P<C0. 05)
Meanwhile, the FHIT and WWOX mRNA expression had statistical association with the clinical stage and histological type
(r=-—0.731.P=0.000;r=—0.816.P=0. 000;r=—0. 626, P=0. 0003 r=—20. 536, P=0. 001). The MDR1 mRNA expression
was different between poorly and highly differentiated squamous cell carcinoma (P=0. 021) , which was statistical associated with
the histological type (r=—0. 697, P<C0. 001). (2) The degrees of FHIT and WWOX promoter methylation in the experimental
group was higher than those in the control group, the difference was statistically significant (P<C0. 05) ; Also, the expression of
FHIT and WWOX mRNA were closely related to the degree of promoter methylation(r=—0. 689, P=0. 000;r= —0. 594, P=0.
000). (3) In the experimental group,there were 39 cases (43.8%) of LOH in the FHIT gene,and 42 cases (47. 2% )of the WWOX
genes were significantly higher than those in the control group (4. 9% and 3. 3%) ,the difference was statistically significant (P<<
0.05). The FHIT and WWOX gene mRNA were negatively correlated with the loss of heterozygosity(r=—0.239,P=0.049;r=
—0.364,P=0.013). Conclusion Promoter methylation is the main reason for the down-regulation of FHIT gene and WWOX gene
expression in nasopharyngeal carcinoma patients, which may be the main reason for the occurrence and development of nasopharyn-

geal carcinoma. The higher expression of MDR 1 mRNA is statistical association with the histological type.
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B BB AR . A% 28 B R kA 22 (AJCO) Al
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1.2 FRASCREMANMI R 4412106 K BURF 55 X 5 8 0 35 41
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T 3 OB AL VKA (32 [ HOEFER A &) .4 H 3l #E 1K K14
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2 TCULCEE PR 56 Bs 24 2% 75 ) W 3 38 0098 SCHtH7) . PCR ¥
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ddH,0 4.8 yL., PCR #" 1 . FTIH fl MDRI1 %X, 95 C
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1.4.2 FHIT.WWOX J P )5 3 7 X B3RS A (D
B FE 040 DNA (1 42 BRUFN 7 G 2 40 4k Ak 3« 7™ A 4 IR A% TR 4
B &0 B 3 WORIE 98 % 4 S R A 2R/ B R A i
DNA, JFJE 17 W47 2 & &k 4k 38, 40 35 (9 DNA I F 3k B B 36
b PCR, (2)F:HH Ak PCR: PCR JZ W 1K & . 2 X Super Real
Pre Mix Plus 10 pL, EFHF519145 0. 6 pL, AR R AL 40P 5
) DNA 47 2.0 xL,50 X ROX Reference Dye 2. 0 pL, #h7/K &
20.0 pl, FHIT PCR JZ i ,95 ‘C W48 ¥ 10 min; 95 C 15 s,
60 ‘C 20 5,72 °C 15 5,40 MFEH ;72 CIEffi 5 min, WWOX
55 1K PCR RN 51918 AB. O 444y 95 “C T4 ¥ 5 min
(95 °C 45 5,48 °C 45 5,72 °C 45 s, 3£ 35 MG , 72 CLEA 5
min, PCR 5|97 U35 2 CULC I BR A 30 B8 2% 4% 35 ) 346 38 00 48 3¢
M) . Btn AR B BRI S R & 2 Lok Hin &K
KRS BRI B Ce ¥ EE R BAR 2 9 5®
e mRNA #ikKFE, Bl ddH,O fE2s [Axt . sc 8 & &2
2.
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PR AR IR SCHR[5-6 3R B T WWOX SEE 7 F i 8T 8 NI
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BN TRAERE ST, BTA MY TS 3R 3O bR A
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DNA 2.0 uL #1 ddH,0 9.4 pL, FHIT %P PCR B 514
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A5 PE 5 min(95 °C 45 s,55~58 “C 45 5,72 °C 45 s, 4k 35 M
¥£),72 CHEH 5 min, (3)5.3.3 B4 Bl d vk B PCR #”
B 5 pL S pL A PR B il 95 C AZ 1 10 min
Jei s TR 1R 8 00 2R T R IR M 5 i L Kk (LR 8 V/ e, HL K
2~3 W IR Y. XF R I bR Y TE H 5L BB 40 ik L NPC
i itk DNA {19 PCR 779 o ik 813, 5t 1 4% i 78 20 43 45 7 B
23 BE # NPC 1 Bz 40 bk 1 2k SAH % 25 52 3 20> 50 % LA
LT SR 2 A E B e (LOHDY )5 2 LOH 19 4] ¥ 75
25 PR I

1.5 geitsehb B SR SPSSI17. 0 S8 i+ 8440 43 0t Bir A 84
By B mRNA KGR BCR ] ¢ 5, BRI 2 2 1] L
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2.1 FHIT.WWOX #1 MDR1 3£ ) mRNA F£ik& R
ZH B 2 FHIT il WWOX ZE I 9 mRNA AR 3% 5k &
EARF X IR ALL T MDR1 25 F 1 mRNA A 2% 5 5 20 85 8
TATHRA, 22 5 A it 3 L (P<T0. 05), & 48 il 43 16 72
BE I PR A3 43 2 U5 38 21 0 1 2 5 FHIT, WWOX JE A
mRNA £kt B E R TRFREE R AB LAY
BT, FR I AL R 4 )2 M AL 212 25 AL 5 FHIT 36 (r=—
0.731,P=0.000;r=—0.626,P=0.000)F1 WWOX % H mR-
NA i xf & 3% i & 7 4 56 (r= — 0. 816, P = 0. 000; r=
—0.536, P=0.00D), fii/rft# MDR1 3 K AH 56 R85 4
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fh2H 2 B i it 2 7% L (P<<0. 05) , 1 % ff 4% 5 3% 19 MDR1 %
HEm R FH R AZR LRI =L (P>0.05), AHAH
A5 MDRI1 B mRNA A 3K 35 #5257 ¢ G =
—0.697,P=0.000); X4 1) FHIT & H 5 WWOX % H 19
mRNA X £ K &2 — & B (r=0. 540, P=0. 000) ,
APIA IR 5 MDR1 3 B ) mRNA F % 2% 35 7t 2Z [8] (19 46 56
PG B L (r=—0. 242, P=0. 028; r= — 0. 293, P=
0.003), MAHREKREEIE 4.

*4 FHIT #1 WWOX EE & mRNA X RIEE (7 L5)

25 n  FHIT mRNA  WWOX mRNA  MDRI mRNA
Xof HE 41 61  6.3646.31 7.0947. 28 14,9645, 34
eS| 89 2.38+3. 43" 3.563. 71" 17. 4645, 92
RIG AL~ 31 4,23744.29 5.1744.97 17.39+5. 61
WIS ~N 58 1.6742. 234 1. 9442, 048 17. 65+6. 04
[ ta 61 1.83+1.81 2.3342.19 19. 28+6. 57
e AR AL 28 4.574+4.37A 5.0544, 784 15,9545, 834

WG X MA K, P<0.05: 5LH T ~ T WK, P<
0. 05 ; 541 431t g 41 HL %5, A P<<0. 05,
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B34k oM 0. 37 ££0. 28, 5 X 841 (0. 154£0.17,0. 1140. 09) i
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NA JH %, % B FHIT f1 WWOX 2 F mRNA %58 5i%
SE U 87 H AR B 2 A OC, (r=—0. 689, P=0.000;r=
—0.594,P=0.000),
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(LOH) , £ WWOX E: [ th 42 ] (47. 2%) B/ 1 A B AELE
LOH, W & & FXFHRALM 3 Bl A 2 4 (4. 9%,3.3%) . 2% H
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NA 5 iz P HE P 2% 6 M i 2 fF 17 A0 D6 M 40 17 45 2R s 2 1R
M (r=—0.239,P=0.049;r=—0. 364, P=0. 013), HiJk
SR WE 1.2,

x5 WA FHIT £EFEF WWOX #HE LOH[#(%)]

HEH (A 156 21 ROpE: |
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D16S3029 8(9.0) 0€0.0)
3 i it

AWEFE R NPC FE PR PE B R B E B R 4l 21
FHIT.WWOX fl MDR1 3£ [ () mRNA %357k, & 8 FHIT
A WWOX % mRNA 7E NPC 20 i %55 i B B [ A, 5 B i
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EXTHEREASEM—%. B WWOX f1 FHIT %K
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55 0 LR R BT S RO AR A 45 R A — B IR 4 1k
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) P-gp 2 12 5 ) 254 SN B B T 350 N 25 P A I S R AR
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B LOH & AR B . it —25 43 Fr FHIT fl WWOX
P mRNA ﬁi‘éﬁ'ﬁﬁ%@ LOH #f 3¢ ¥, & 8l FHIT M
WWOX J:H mRNA 5 LOH 2 A ¢, #7788 3) 7 B 51k
LOH ¥ 7 1% FHIT f1 WWOX 3 [ mRNA #F ik F i, |
FHIT 1 WWOX 2K mRNA 35T # B plhl £28 5 HE
X REAAL. LOH 25 75 FHIT fil WWOX & [
My IE
RS Z . FHIT fil WWOX JE /19 #3518 I T 8 72 %
5 NPC R RIBAHIE T E 8 H 3L AL N LOH 23]
#2 FHIT il WWOX K3k T E £ A8 8 1 H 30T fig 2
T3 FHIT fl WWOX £ H ik FH M F 2. MDRI1 %
PR ik B 38 5 NPC By 40 AL B2 25 Y AE ¢ 2 i & NPC [y
BIT MG .

S &

[1] Wang HL,Zhou PY,Liu P,et al. Abnormal FHIT protein ex-
pression May be correlated with poor prognosis in gastric canc-
er:a meta-analysis[ ] ]. Tumour Biol,2014,35(7) :6815-6821.

[2] Jeong YJ,Jeong HY,Lee SM,et al. Promoter methylation
status of the FHIT gene and Fhit expression: association
with HER2/neustatus in breast cancer patients[ ] ]. Oncol
Rep,2013,30(5):2270-2278.

[3] Du CX,Li SQ,Wang AH,et al. Significance of combined
detection of p53 and FHIT in cervical carcinoma diagnosis
[J]. Eur J Gynaecol Oncol,2014,35(3) :298-300.

[4] Gothlin Eremo A, Wegman P. Wwox expression May prediet
benefit from adjuvant tamoxifen in randomized breast cancer
patients[ J]. Oncol Rep,2013,29(4) :1467-1474.

[5] Ageilan RI,Kuroki T,Pekarsky Y,et al. Loss of WWOX
expression in gastric carcinoma [ J]. Clin Cancer Res,
2004,10(9) :3053-3058.

[6] Zucchini C,Concu A,Martini F,et al. FHIT oncosuppres-
sor gene expression profile in human anal cancers[J]. Int J

Biol Markers,2007,22(1) :39-42.

[7] Kaghad M, Bonnet H, Yang A, et al. Monoallelically ex-
pressed gene related to p53 at 1p36,a region frequently
deleted in neuroblastoma and other human cancers[ ] ].
Cell,1997,90(4) :809-819.

[8] Wi, k. B R 4. 4. FHIT & B FI & 13 76 5 0 98 41
LRIEH A S by Rk [T, ¥ B BE 2, 2014, 25
(24):3640-3642.

[9] Yendamuri S, Kuroki T, Trapasso F,et al. WW domain
containing oxidoreductase gene expression is altered in
non-small cell lung cancer[ ]J]. Cancer Res,2003,63(4):
878-881.

[10] Park SW, Ludes-Meyers J. Zimonjic DB, et al. Frequent
downregulation and loss of WWOX gene expression in
human hepatocellular carcinomal J . Br J Cancer,2004,91
(4):753-759.

[11] DhfR 2, £ i . 55, 15 AL 18 i MDR1 JE B #l P-4
HAMERBSMTAYM AR TR BE%, 2013,
34(20):3120-3123.

[12] Zht, 3R T, B0 . 5. FHIT £ 5 MDR1 £ [H mRNA
T S VIR 98 2L 2 1 2 3K 1 1l DR B S R R R LT ). o I il IR
B EE 2 ,2013,6(3) :215-218.

[13] Yan J.Zhang M,Zhang J,et al. Helicobacter pylori infec-
tion promotes methylation of WWOX gene in human gas-
tric cancer[ J . Biochem Biophys Res Commun, 2011, 408
(1):99-102.

[14] BT W7 408 W] 26, G DR B (4K 3pld ARG 40 45
B EH R F LT AR S I R 2% 75 2000, 35(5) ¢
70-72.

OfRS H . 2016-11-12 & 18] {91 2017-01-17)

R34 1033 30
SR e ot 9 A S TR B ek R LT L
PR RIS e [ 2 ZR 7K, 2014, 13(3) 1 165-168.

[5] 3.2 #i. sTREM-1 Fl NGAL X} e 25 I hF 7 & 2 1
B A58 005 R 2 W o 0N A (B LT . b AR B R 44 AR L 2013,
29(6) ;423-428.

[6] SRR, Rl b 4 55 o & M s 4 6 AE AR 2 v R 40
WA e it AH DG N8 5 32 2 28 1 A AR A B i SCLT L AR o

Z438,2013,29(7) :493-497.

(7] sREEbR . SRR A . &) 4. 5. JR NGAL fililL Cys C fE'H #
i b AR SR R A i AR Ak B LT L R
%,2012,27(11) :940-943.

(8] R4l 4 AR, 45 FR v 1 b 4 it WD e 6 AH G A o
BHEHEAELEREESE TG W2 EH bR X
[J]. spfe s 224 4. 2013,22(5) :505-510.

(97 XU Je . &80 L. 957 264l 1 NGAL . Cys C % %t 4B 5
SiE SR B LA R RS WA (BT ). E R B 2%, 2015,
44(18) :2506-2508.

L10] sk 2k . MMM BRZE I 55, QM B 80 8 3 S B &=
C Je & NGAL 7K1 728 4k B Foife R & SCLT . BA A= B2
2R ,2012,12(15) :2943-2945,

C11] BRfm. 2Pk 5 o fe 22 g f0 & mE NGAL & i I IR & X
[J]. WA EEYF ,2011,30(14) 55,

C12] s 48 0, 3 b A, afw v v o 40 6 BT g TG A S 12 B 5 3 2%
A (g R LA N T R 2 2 (R T T A (). I B T B
ik 2014,35(6) :689-690.

[13] E T JLRFAIMD. dbat: AR TAE i Wit . 2013,

[14] RE X REEPE, TH4A, %, MGk E C MR NGAL
156 A5 0 0 7 2 B 040 s IR VA R S R AR (BT L
LR 2 2 4R (B 2R 2% D . 2013,35(1) : 153-155.

C15] XS4, B STok, % A B 55, i 3 rf Mok 48 i W) e 26 (O g
AR & e AR E R TP R E SR L] P E AR
[E % ,2013,33(8) :715-718.

RS H 9. 2016-10-12 &8 H 1 .2017-01-13)



	国检8 26.pdf
	国检8 27.pdf
	国检8 28.pdf
	国检8 29.pdf

