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FHIT A B £ B RA A KR PR, JiE KA D3S1300 484 f# B 2 A7, 5 A R & B4k K8 (PCR) VA K 3F 2B 3 7 M B e
Az ¥ vk (Native PAGE) ) B B 41204 B % B £5 FHIT A B MSI 4= LOH; &8 7 A4 % PCR(MSP) # il § /& 41 48 4=
EG R A FHIT AB @ WAMKKS, £8  FAE42F FHIT A B D3S1300 42,5 MSI 4= LOH & & & 5% % 23. 7% 4= 28.
8% . MSI 4= LOH # £ % E48 % (P<{0.05,7=0.76); F &AL F FHIT £ B 7 At %4 51.4% . FHIT B MSI.LOH 5
VAL B B & & 69 F 8 A Lauren & Borrmann & (4 & & # 4 R TNM 28 £ % (P>0.05),42 LOH 5 2 #E 42
JEA % (P<C0.05), § & FHIT A B F A4l MSI#= LOH 3 R A4 £ R EA8 £ (P>0.05,r=0.12 #2 0. 13), #i¢ FHIT £ &
MSI.LOH Z W ARG B e X £ KR FHREZMAM.
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Study on microsatellite instabilitiy, LOHs of heterozygosity and methylation of FHIT gene in gastric cancer”
HU Hong-bo' , JIA An-ping® ,LIU Zhen-peng® ,et al.
(1. Department of Labortory Medicine ;2. Department of Gastroeuterology ,Central

Hospital of Liuzhou Railroad ,Liuzhou 545007 ,China)
Abstract: Obejective To investigate microsatellite instabilities (MSD , LOHs of heterozygosity (LOH) and aberrant methyla-
tion of fragile histidine triad (FHIT) gene and to elucidate the role of FHIT gene on tumorigenesis and progression of gastric carci-
noma (GC). Methods
cancer tissues from 74 patients with primary GC. MSI and LOH were analyzed by native polyacrylamide gel electrophoresis (native-
PAGE). Methylation of FHIT gene was detected with methylation specific PCR (MSP). Results The incidences of MSI and LOH
were 23.7% and 28. 8% respectively,at FHIT gene D3S1300 locus. There was positive correlation between LOH and MSI (P<C
0.05,7=0.76). Methylation analysis showed hypermethylation of FHIT gene in 51. 4% cancer tissues. MSI,LOH and methylation

Polymerase chain reaction (PCR) was used to amplify microsatellite loci D3S1300 in matched normal and

expression of FHIT gene in GC were irrelevant to age and gender of patients and Lauren’s classification, Borrmann's classification,
lymphatic metastasis and TNM staging of tumor(P>>0. 05) ,but LOH was cLOHely related to the depth of tumor invasion (P<C
0. 05). There was not positive correlation between methylation and the former two, namely MSI and LOH(P>>0. 05,=0. 12 and
0. 13, respectively). Conclusion MSI,LOH and methylation of FHIT gene may play critical roles in the pathogenesis and progres-
sion of GC.
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1.2.1 P4 DNA R S KE TaKaRa 24 &R & i
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1.2.2 FHIT 3 M8 T2 AR e (MSD 12y 4 i 2 (LOHD
ARBT )T B 4 W4 SR (PCRO 47 14 i3 TL & 4R 3¢ D3S1300,
D3S1300 5149 My S H L% 1. PCR K 1k & 1 #4 B : Taq
fitf 0.5 pL B4R DNA 2.5 ng, E{i#51#(20 pmol/L) 1 pL, T
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1 FHIT R39S H
ElE K2 5197 51 B ECC) TR K BE (bp)
D3S1500 > AGCTCACATTCTAGTCA(‘V,C,C,T—s’, " S
5'- GCCAATTCCCCAGATG -3
FHIT-M 5 TTGGGGCGCGGGTTTGGGTTTTTACGC-3', o »
5'- CGTAAACGACGCCGACCCCACTA -3'
FHIT-U 5 TTGGGGTGTGGGTTTGGGTTTTTATG-3', o »
5'-CATAAACAACACCAACCCCACTA-3'
x2 FHIT #£FE MSI#1 LOH R A ENL G5B REIGKIERHXER
MSI Il LOH 43 #7 LA 7 A7
Wi P 4 n
15 B A% MSI[n( )] P LOH[»(%)] P A AL (99 ] P
P51
5 46 36 9(25.0) 0.77 11(30. 6) 0.71 25(54. 3) 0.51
%@ 28 23 5(27.1) 6(26.1) 13(46. 4)
R )
=45 52 40 8(20. 0) 0.33 12(30. 0) 0.77 26(50.0) 0.72
<45 22 19 6(31.6) 5(26.3) 12(54.5)
Lauren 43 %
i 7% 28 21 6(28.6) 0. 60 7(33.3) 0.81 15(53.6) 0.59
18w 33 28 5(17.9) 7(25.0) 15(45.5)
RA 13 10 3(30.0) 3(30.0) 8(61.5)
Borrmann 43 #!
T +1 25 18 5(27.8) 0. 91 7(38.9) 0.26 13(52. 0) 0. 94
I+ N 49 41 12(29. 3) 10(24. ) 25(51. 0)
=R
T1+T2 47 38 7(18.4) 0.20 6(15.8) 0. 00 25(53.2) 0. 68
T3+ T4 27 21 7(33.3) 11(52. 4) 13(48. 1
TR B
H 49 39 8(20. 5) 0.42 9(23. 1) 0.16 27(55. 1) 0.41
I 25 20 6(30.0) 8(40.0) 11(44. 0)
TNM 43 #1
I+1 32 25 6(24.0) 0.97 6(24.0) 0.48 14(43.°8) 0.25
I+ IV 42 34 8(33.5) 11(32. 4) 24(57. 1)

W51 ¥ (20 pmol/L) 1 pL, GC Buffer 1 25 ul, dNTP (%
Mg?") 8 uL, K 7&K ZE 50 pL. PCR =17 3% B A5 b
APk (80 V, 120 min) ., 45 2 & 3% [ Bio-Rad 24 7] Gel DocT-
MXR B RAR T Ge AT 3 . AE A2 PR 2R VN 0 Tk e 956 i Fl Uk
(Native-PAGE) % [l 3% [€ Bio-Rad /> @] Mini P-4 I B % 58 B
VKFRGE . BL 805 TN s 9k e 58 e < 30 %0 I TN I BE I 4 mL.5
X TBE 3 mL.10% i #i B& #% 0. 11 mL, TEMED 10 pL.
ddH, O Z SR 15 mL. K IF 46 47 4 155 I Bk 1 3% 25 4
A LSS S INA X TBE F 1R W5 L Uk RS 9, F 1 X TBE #evk Jim
FEFL L RE S S RE (10 L 578 5 2 uL 6 X DNA Loading
Buffer J&-6) .60 V B R #E 47 H UK - W05 I i 56 4 Tk B 88 R
AP, A BERS /N ORI 0.5 pg/mL EB R H , ZE iR 4 30
min, ] ddH, O #k B8 2 U, ¥ B I #% & Bio-Rad 5 i 4
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AR 4 5 v 51 9 fn Al Y SE R v 51 W 4T PCR 3,
FHIT $£H 5 ¥ % it 2 Bocmk 2], 51 My S 500 3% 1.
PCR R A 32 4 B F= 0 L ok B AR ) 1. 2.2, B & il Jk %5 58
TEAE B — W] 52 B B 457 19 R 4lifk PCR 7= 4 4 B 50 L, B
FHIT-M 1 FHIT-U A 5[# ) PCR 7= #) & 1 4 . % 76 = B
2 IR 2 B2 LG PO HEAT A1 A .
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bp FRAEYE R B, S HUA A FHIT-M 1 FHIT-U 451907 H 1Y
FBRMRSE WA 2.,
2.3 FHIT ZFH (1 MSP ¥ 84 )5 i /7 45 5% B B4k 7 Boir
A CpG (S REEAA AER B b BT C 48R T, W45 R
X IGIESE A CpG B H BRAFAE T 15 51 b U 24 W BB Y CpG,
T AE X B A7 & 2 TpG Uy A ARG CpG,
2.4 FHIT EERHFRARES  IEHE T FWEA L8 FHIT 3t
PR 34k, 74 6 15 g 20 20 FHIT 2 8 F 2 AL BH M R 38
Bl K % 51400 b g 4 B b 9 . FHIT & F 2
ERAE LW B ALV B 8 P 22 R G 8 L (P<
0.05), FHIT J&H B 5:4L 5 B o 8 & 4F % L 4 3] | Lauren 43
B Borrmann 43 B | V2 0 B LM L4555 B L) TNM 43 B3
K (P>0.05), L% 2,

T2 NS T3

B

N e X IE 5 5 20T SR 2 Lo 4 A0 3 ) 4 1 LOH; M.
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MSIF1 9 ] LOH, 32 fi] & H & fL #¢ & b 6 fi] MSI Fi 7 )
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il 3 e HP R A B BB R A I A 2 L B A/ B2k (IDLs) 4
Bt. 2§ MMR 30 Fo e P A2 1 Bl ) 8 ot B 1), 5 H 34 49 sl AR
KRI TR AL S 5 kA4 MSI 33 DNA J5 31 # #3472 16 A
(BOLOH S Y 6 (R AN F20E VL 78 18 958 241 2 rh 47 78 m i %
i) MSI#1 LOH, FHIT 3k B B 78 19 Y a4 3pl4. 2 X8 a8t 1%
DO Bk T A A R . A BF SR W] FHIT 3R
BT X CpG 8 55 W 3L Ak vl 3 85 3% W 33t 1% 2% 03K Cepige-
netic silencing) L R H EE RG22 — NN HEZES 5 Hi#
Wy KA

MU R REA S E 2SN ERREZZ T RTY,5H
— AN TE B 202U Ll s MIST 2 48 75 I 41 23 58 TR 24 A 10 2 T
HTE T MG Ek Z 5% LOH JU] 2 g 28 281 3t A 4 o B
HIE K . ARFFC R E SR MSI 5 LOH 72 i (4 2 45 98
KA R EE BEMEMAT . B FHIT 2EH 045 FhrE .
LA AR iE D3S1300 #tA & & i FHIT 2% A MSI A1 LOH
B3 A7 8. Huiping %557 (9 8F 78 W /R , FHIT 3% B % 07 55
MSI &A% 27.1% (13/48) ; Lee 207 44 56 FHIT % K % i
ALOH %A% R 21, 2% (7/33) 5 1 BP0 1 7 38 6 E
FEAL FHIT SR 3R 5k, 45 R 7E D3S1300 {7 5 MSI & 4 %R
36.8%(14/38) ,LOH K 4% N 26.3%(10/38) , AW B,
59 5] B 98 75 D3S1300 fi7 & 19 MSI & 4= % 23. 7% (14/59) ,
LOH %4 % %y 28. 8% (17/59) , MSI % 4= % 5 14 £ - % ) i
RERA—EELHF . HHE LOH RS K HAb %G U585
BB . A 2 E B R &AL A 5T I 3 MST A
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g 14 A R 988 41 23 vk, 3R A Sy MIST AT S W 1 4 T2 i
FRaE o ARSON FHIT JERE f 58 45 R iR, MST#l LOH 5 &
Ja AR B Lauren 437 Borrmann 23 B ik B 45 45 52 L)
Fo TNM 43817656, AR 4878 FHIT % H MSI A g8 T 5 98 10 5
Wiz W BB 1B R 2 W 1] 18 RE GRS A3 . FHIT B[ LOH
KRG, $27R8 D3S1300 £ 48 LOH £ & 4 T & e i,
A AR R A AL 7 B A /R T . PRt FHIT 68 LOH A il
IR S 0 G PR R B R B R TS B 1 R AT

i FHIT B 5 3h 7 X & BB AL 5 8ony Rk 3w b
R AL PR Z— I HE S B RA L P13
TIUESEN , ARBFFEAY MSP 25 L 7%, FHIT 3 B 76 1E % H £
JEEZH SR 3 oA B B B i B (RLTE 74 BB IR AL R A 38
Bl kA Sk, F AL 2 g 51, 4%, 5 Leal 25020 [ 7 58 45 3
53. 9% BT 0 5 Sk [13-14 ]R3 9 FHIT 2 H 62 % fl
400 — 5 25 5, JLR R WT R 5 A8 1% 1 S Se g vk i
ERAXR, HEAS BEEE TR P Lauren 43 # | Bor-
rmann 43T R R R S5 DL TNM 40 5 6 ¢, $27R
FHIT 5 X LAk T R 2 B & AR 10 9 35 1. AR OF 50 38 b
B FHIT 28 P 24 MSI ) LOH $E47 A S 470 #r . 4%
R WAL 5 5 P& Z (R oW AR G SR TP B AL 5 5 PR
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Z B3+ TCH B,
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