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[ Abstract |
Methods

Objective To study the expression of human giant larvae-1 (Hugl-1) in ovarian carcinoma and its clinical significance.

Hugl-1 mRNA expression in 31 ovarian cancer and the corresponding adjacent tissues was examined by real-time fluorescence

quantitative RT-PCR and in situ hybridization. Moreover, analysis was done while taking into consideration of the clinicopathologic

parameters of ovarian cancer. Results The expression of Hugl-1 mRNA in ovarian cancer tissue was significantly higher than that in the

corresponding adjacent tissues ([0. 05140, 029] vs [0. 026 0. 0437, P<C0. 01); and the expression was not related to patient age,

serum CA125 status, pathological characteristics or clinical stages of tumors. Conclusion

and progresssion of ovarian cancer.
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1.2.1 X RNA B 3% 100 mg 42U 1 ml TRIzol
(Stratagene A FD A3, JMA 0. 2 ml &7, 5.0 G
LM 0.5 ml SFRNEE, —20°CHE 1 h PL1,500 pul
75 % LEEVEULTE  BIFS RNA, ¥ T8 RNA BT £k
2 — Mg (DEPC) /K Hr,  FH RS 78 P 8 e A il RNA 58
BRI EE TR I RNA B Al

1.2.2 RT-PCR R B fifi 1] 5 % s 1 5] & (Strata-
gene A D% cDNA, PCRXFI &M H @348 T
BAWRAF .G W LR A DB AR R
AR, A0 R Hugl-1-F 5-TCT CTG GAC ATT
AAC TGG CC-3", Hugl-1-R 5'-CAC CCA AGC TGA
GCC AGG C-3", 9" 1 i Bt 167 bp; BactinF 5'-GCC
AAC ACA GTG CTG TCT G-3', B-actin-R 5'-CAC
ATC TGC TGG AAG GTG G-3', 9" 8 Fr Bt 185 bp.
IR Z A 50 pl: 10 X PCR ZZ #1395 11,25 mmol/L
MgCl 5 pl, 5 pmol/L 5" #l 3'51 % 1 1.5 pmol/L
TagMan #4F 1 ¢l 510 mmol/L dNTP Mixture 1 plﬂf‘ﬁ
B2 pl, Tug B 1 pl, 585 7K 33 pl,
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H Bio-Rad iCycler iQ %%t 5 it RCR 1%, 2t 4t
i b R BT B A W R A IR W) S R RS AT
Hugl-1-TM 5-GCT CCG GGG TGT CAG GTC-
3",B-actin-TM 5'-FAM Agg AgC AAT gAT CTT
gAT CTT CA-3', PCR M. %14:95°C 5 min,95°C
AP 30 s.58°CiE & 30 s, 72°C HEM 30 s, 3k 50 4N
W, RN 58 G HEAT RS 43 BT L B4 2 Hugl-1
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FEOOBE MR, RS e SR AR R 10X e S 28 v, 100
mmol/L DTT,RNase A 1 U,rNTP (& #1522 ri8
1) CTP) , M4k DNA Bif, T7/SP6 RNA R4 1
U, 215 .40°CIRE 2 ho i 2 pl 3 mol/L i & 44
(pH 5. 2) Al 50 pl K 2B IR AT E —20°C s 72
12 000 X gB 0> 15 min, 75 % S BEWE JG T4 5 T 20
pl & RNase B 7K —20°C IR~ FE .
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PEAT IS 4 5 A PFA [ WA 38 /T 0. 25 %0 LRI
MRALFE 10 min PAREMRAER S, 50°C 284 1~14
hJG . 2858 . A4 28 W H AR EF MR BE R 0.5 pg/ml,

4X SSCIE ML YE A 15 min X 4 ¥, RNase A (20 pg/
ml) 37°CIHALAL 1 h, F53 5 H 2> SSC.0. 1 X SSC
Ve 1 h, 0.5% 0P B 1 b i w1 Bl R R
(AP HRIC Bt 5 < PR RO+ A=) TRA
FRARD37CI|RE 1 h, MARFER (BCIP/NBT).,
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DA K LA B SR AR DG I RAFAIE i i IR 1 DUR ¢
Yo% )y 22 40 1. Hugl-1 35 A CA125 KF 1 L &R R
FHMI ST, P<<0. 05 INA 2R A G124 L,
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A 24 )77, 42%) Hugl-1 mRNA ik Fi#,4
(12.90%) 55 H A F IR AH .3 # (9. 68 %) Fik
T, Hugl-l mRNA fEO S AL p R E
(0. 0510, 029) f T8 57 4121 (0. 026 +0. 043, P<<
0.01),

2.2 Hugl-1 mRNA &% 5 97 £ 58 ls R % 2245 48 &
CA125 KF# % % Hugll mRNA i3 IK7EA A
AR TR RIS I DR 43 39T A A R BE b i SR8 B 22
FHG R X (E D, A Hugl-1 78 59 % b il 3
K5 CA125 7K P #E 47 A8 3¢ Pk 43 A i s 75 2 TG A
Kt (P>0.05),
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Tab 1 Relationship between expression of Hugl-1 mRNA

and clinical features of ovarian cancer patients

Clinical Hugl-1 mRNA Statistical P value
feature (x£5) method

Age(year)
<40 7 0.054740. 034 Analysis of variance 0. 478
41-50 4 0.05540. 029
51-60 13 0. 04740. 060
=61 7 0.02140.014

Tumor size d/cm
<15 18 0.04240.023 ¢ test 0.716
=>16 13 0.06340.029

Clinical stage
I-1 10 0.04940. 032 t test 0.143
-1 21 0.05340.025

Pathological differentiation
Well 8 0.07440. 035 Analysis of variance 0. 270
Moderate 11 0.05340. 059
Poor 12 0.04640.039
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Fig 1 In situ hybridization for Hugl-1 in ovarian cancer

A': Ovarian serous and mucinous cancer (H-E staining) ; B,C: Probe sp6 in situ hybridization in ovarian cancer; D: Probe sp6 in situ hybridiza-

tion in adjacent tissue. Original magnification: X200

3 3 i

KT Hugl-1 7E 0 S AL P i Rk B0, =K
SN EHT A R WARGE . IR Hugl-1 5 00 S8 & 4 %
JR I G FR AR S50 R FH S 28 g it RT-PCR #7735
Xf 31 15 B L9 A e R 5% 20 20 Hugl-1 mRNA
ZEIAME TF5E . 45 - £ B Hugl-1 mRNA 75 B) 558
H ) eIk R TR S5 21 48[ (0. 05140, 029) vs (0. 026+
0.043),P<<0.01], [FIBJEAL 2258 45 R o8 M ZUR &
2= FUEBA T Hugl-1 3 A B9 58 9% 40 i A9 mRNA
FIRIKOF LA, HF T PCR sl R, ik i
T Hugl-1 76 50§15 14 & A5 b n] G 2 522 (0 R 45 1R
A, A% Hugl-1 mRNA 15 59555905 1] (0 16 A 56 45
TESEAT BT J5 e B HE 5 J8 3 B AR 0% L I8 R /0N LI TR
O R C G, 5 CAL25 M A G, A
S50 SR FH 11 2 9 20 ORI 55 2H 2R T X L L AR
BB > AR T RN B R T IEEEA R
LT B 1 L DR S 0 2 SR TR A R L

H A E A 48 5os Hugl1 76 75 % 925 B 9
63 Y6 B Jfi%Es . 76 V6 1Y LR 98 . 53 Y0 YT 4 R 6 M2 40 %6
() B 28 v R 38 R B R 6380, I H Schimanski
BRSSP R R T Hugl-1 MRAEE S
s 1) o G RS DDA G, AR g A X bk
Hugl-1 &AM LR & 78 R vh i 28 58— B Bl 2k s
TR AT A S 6 2 A A A R X R A TR
Hugl-1 7EIR JLo b & A4 T 98748, RSB (R 26 T W
(5 BE L 5 2 B 20 M AR Pk 25 L | 6 S 3 S 4 ek
Y NN TR e R A SR A (NS 1 P & <
Hugl-1 & A I 5 5 9848 (BRI 98 48 R 80 2 1
FEDRRR S 0 3R R R AR I R AR R R TP (1 AR
FHRFIE) RO SERTE . PR AT — 25 19 T AN 7 3
P2 /KPR A TG Hugl-1 B 98728 175 B0 % H 36 3k
(14 52 i L Bkt B S0 1 & 2B e R VR T . ok, an 2R

WS AFAE Hugl-1 19 MR 55 S M 8 A28 2 AR R AR
B Hugl-1 AN BE A& 7 098 5 P 2Rk L 1 FLid 76
P kAR R SR T TR SRR R RE R R A
S R Ll R R Ras P9 R4 FH AT foff SR 08 D % AL
IR 0917 AR, 2R AR 1gl {2 T Ras 3
DR R 3 1 L T LA 5 M B Ras RIS UL 3R 8 T 1l 8748
LWL BE S 3 AT RE R 25 76 o vh 5 SR g
lgl ZE PR RIVR Y Hugl-1 2 2 7 9 56 B9 7 L Rz R
VeI T M — 25 B A S SO UEBH

M Z . Hugl-1 mRNA 7 59 §1 95 s &3k, HomT
REfEn g R A kg frh RS T EEEH K
YEPLEIA 5 T — DT,

[Z % x #K]

[1] Olivier R I, van Beurden M,van’ t Veer L J. The role of gene
expression profiling in the clinical management of ovarian canc-
er[J]. Eur J Cancer,2006,42:2930-2938.

[2] Scheurlen W G, Seranski P, Mincheva A, Kiihl J, Sérensen N,
Krauss J. et al. High-resolution deletion mapping of chromosome
arm 17p in childhood primitive neuroectodermal tumors reveals a
common chromosomal disruption within the Smith-Magenis region,
an unstable region in chromosome band 17p11. 2[J]. Genes Chro-
mosomes Cancer,1997,18.50-58.

[3] Grifoni D, Garoia F, Schimanski C C, Schmitz G, Laurenti E,
Galle P R,et al. The human protein Hugl-1 substitutes for Dro-
sophila lethal giant larvae tumour suppressor function in vivo
[J]. Oncogene,2004,23:8688-8694.

[4] Schimanski C C, Schmitz G, Kashyap A, Bosserhoff A K, Ba-
taille F, Schafer S C, et al. Reduced expression of Hugl-1, the
human homologue of Drosophila tumour suppressor gene lgl,
contributes to progression of colorectal cancer[ J]. Oncogene,
2005,24:3100-3109.

[5] Kuphal S, Wallner S, Schimanski C C, Bataille F, Hofer P,
Strand S,et al. Expression of Hugl-1 is strongly reduced in ma-
lignant melanomal J ]. Oncogene,2006,25;103-110.

[6] Pagliarini R A.Xu T. A genetic screen in Drosophila for meta-
static behavior[ ] ]. Science,2003,302:1227-1231.

[AxXHE] # =



