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[ Abstract ] Background and purpose: The ovarian mucinous tumor is one of the major subtypes of the ovari-
an epithelial cancer. Ubiquitination is one of the main post-translational modifications, which has proven to be involved
in tumorigenicity. Deubiquitinase is the protein enzyme that could reverse the process of ubiquitination to affect the
initiation and progression of malignancies. This study aimed to analyze the expression and clinical application of
deubiquitinase OTUB1 (OTU deubiquitinase, ubiquitin aldehyde binding 1) in ovarian primary mucinous tumors.
Methods: This study collected 90 cases of ovarian primary mucinous tumors during 2010-2015 in Obstetrics and
Gynecology Hospital of Fudan University, and then collected the clinicopathological information and performed the
immunochemistry. Results: Fourteen out of 90 cases were ovarian primary mucinous cystadenoma, 17 were borderline
mucinous tumor (intestinal type and intraepithelial carcinoma), and 59 were ovarian primary mucinous carcinoma.
The expression rate and intensity of OTUB1 were much higher in malignant cases than those in benign ones (P<0.05).
The expression rate and intensity of OTUB1 were much higher in cases with mucinous intraepithelial carcinoma than

those in cases with intestinal type borderline mucinous tumor (P<0.05). The expression rate and intensity of OTUBI
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increased with the advance of FIGO staging (P<0.05). The expression rate and intensity of OTUB1 were much higher

in cases with involved fallopian tubes than those in cases without involved fallopian tubes (P<0.05). The expression

rate and intensity of OTUB1 were much higher in cases with involved uterus and omentum than those in cases with-

out involvement (P<0.05). The expression rate and intensity of OTUB1 were much higher in cases with lymph node

metastasis than those in cases without involvement (P<0.05). Conclusion: There is significant difference in OTUBI1

expression between ovarian primary mucinous carcinoma and benign mucinous cystadenoma. It is highly correlated to

FIGO staging and invasion and metastasis of tumor. OTUBI could be used in differential diagnosis and in monitoring

the tumor initiation and progression in ovarian mucinous carcinoma.
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Fig. 1 Scoring standard in expression of OTUBI: score 0 (A), score 1 (B), score 2 (C), score 3 (D)
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Fig.2 OTUBI expresses in the different mucinous tumors of ovary

OTUBI expressed in ovarian benign mucinous cystadenoma (A-B), intestinal type borderline mucinous tumor (C-D), mucinous intraepithelial
carcinoma (E-F) and mucinous carcinoma (G-H); A, C, E, G: x20; B, D, F, H: x40
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Tab.1 Correlation analysis between the expression of OTUBI and clinicopathological parameters

OTUB1
Variable R value P value
0 1 2 3
Agelyear 0.011 0.925
<50 3 11 20 8
=50 5 6 15 8
Tumorous types 0.550 <0.001*
Benign 13 1 0 0
Borderline (intestinal type) 2 7 3 0
Borderline (intraepithelial carcinoma) 0 0 3 2
Mucinous carcinoma 6 10 29 14
Tumor size d/cm -0.172 0.106
=10 8 8 17 11
<10 12 10 18 5
Involve fallopian tubes 0.346 <0.020*
- 8 11 3 7
+ 0 0 3 3
Ovary involved 0.111 0.299
Unilateral 14 14 21 9
Bilateral 7 4 14 7
FIGO staging
I 3 6 13 5 0.276 0.034*
II 3 3 8 1
Il or IV 0 1 8 8
Uterus involved 0.301 0.042%*
_ 4 8 13 4
+ 2 1 7 7
Omentum involved 0.330 0.038*
- 2 6 7 3
+ 0 3 12 7
Appendix involved 0.281 0.120
_ 2 7 12 4
+ 0 1 3 3
Lymph node metastasis 0.422 0.014*
- 4 6 9 2
+ 0 2 5 5

*: P<0.05



FHI, I ROTUB TR (R 280 5 5 A 4L
Ak mT fig B U9 9 %0k HLS iR B R 2 et
ARG o

25 bRk, OTUBIZE DN SR MR 112
Wy EL A i R AL

486 A B, 45 OTUBITEOOM SN ELRE MR v iy 2k b
[ % X #t]
3 iTJ' 1/6 [1] ANURADHA S, WEBB P M, BLOMFIELD P, et al. Survival
of Australian women with invasive epithelial ovarian cancer:
glﬂ%ﬁjﬁtl’iﬁﬁj&ll‘i%%glﬂ@‘%ﬁiﬁlrﬁ;ﬂ*@ E[(J a population—based study [ J ] . Med J Aust, 2014, 201(5):
Ay ﬂ:u . [9_10] ”/T“nl BT 1t ~ s A RN 283-288.
Egﬂziz ° m{}‘JHEPEE/Jk%X‘J‘”mEE(H [2] CHEN W. Cancer statistics: updated cancer burden in China
T HAEEE S, JRREAET & 2 e = [7] . ChinJ Cancer Res, 2015, 27(1): 1.
%1~$E5’§ , ﬁ%ﬁﬁ&% ﬂ:—%‘,ﬂﬁ %Ei&AI»iE:E 91 S Zl_( [3] .WANG.J, EL—B'AHRAWY M A }?xprt?ssiion proifile of muc.ins
W N l_] o 4¢¢ | :_‘_‘ N 1 ovarian mucinous tumors: dlstlnglllshlng prlmﬁ.ry ovarian
El:jbji})b ’ OTUBlI{REgD% E ri%ﬁ{& ré%ﬂ% from metastatic tumors [ J | . Int J Gynecol Pathol, 2014,
Jod RGP B R R PR R T R IR E R A ST 33(2): 166-175.
i%ﬁ)‘( , E% ﬂiﬁ;fﬁ;%ﬁiﬁlrﬁzﬂq]@%ﬂigz Ijﬂj%‘:v_l; [4] LIUX, JIANG W N, WAN(E J]G, et al. Colon cancer bears
. overexpression of OTUBI . Pathol Res Pract, 2014,
R 2 SR ST, R AR T o e R t
SRR R DR SR R B R AR R [5] IGLESIAS-GATO D, CHUAN Y C. JIANG N, et al. OTUBI
a‘ij‘JgH ?%Uﬂ\“%ﬁﬁ{ﬁu E@ﬁﬁiﬂ;% . M*ﬂﬁ;ﬂﬁ de—ubiquitinating enzyme promotes prostate cancer cell
- — invasion i1 Vitro and tumorigenesis in vivo [T]. Mol Cancer,
JERUL, T AN FOTUBL S RN 2015, 14: 8.
KAZIARE, HE5RFHXNRINSEIE [6] KARUNARATHNA U, KONGSEMA M, ZONA S, et al.
% *H ;é , EE JH:TEUH'JOTUB 1 X‘_J. a . lﬂu]%‘ri %E@'Iﬂf Hq] OTUBI inhibits the ubiquitination and degra([iati]on of FOXM1
in breast cancer and epirubicin resistance | J | . Oncogene,
ﬁg E@%‘%iﬁ%%‘% EE ?/ﬁ\:gﬁﬁ%% OTUBI1 L:JAH[P%I? 2016, 35(11): 1433-1444.
(228105 B OCERE [7] WANG Y, ZHOU X, XU M, et al. OTUB1-catalyzed
OTUBI1 m‘@ﬁf‘iz?ﬂsﬁ T:E IJ:_' élﬂﬂ@ Wjﬂ] deu;iquitination of FO)'(N'II fa(:il.itates tumoE fﬁogz()ession and
o\ N N prﬂ 1cts a poor prOgnOS]S 1n ovarian cancer .U n(’,ﬂiargﬂt,
Hilgn2 M RA S G ISMAD3/4 2 B i 2016, 7(24): 36681-36697.
Jei A= K DR 138 o 2 5 geg 4 %) B Rz -] o i [8] WENG W, ZHANG Q, XU M, et al. OTUBI promotes
L3R HEROTUB 5 il iy REERE R X i 111 A1 Tl T 3015 88 730
ABFSiLR, OTUBLII&E SHPRIK/NEX, 244 -
{H 5 i ied 42 2856 75 1) 4% 307 s TR S 85060, 5 XU B [9] LEDERMANN J A, LUVERO D, SHAFER A, et al.
% . i—f;ﬁﬁ ﬁ[ﬂ '&B@ . 'E'T X j( Mﬂﬁ X Fﬁ% ;%& P &‘{ﬂ( Cyn(?mlogir: Ca.n(:er Int(?rCroup[ (JC]CI(;) tc(;n;ensus rle::iew for
mucinous ovarian carcinoma - An )yneﬂo ancer,
EEEFERL R B M . HIERIFIGO A B & 2014, 24(9 Suppl 3): 14-19.
g?gﬂ%ﬂ*@ﬁg{%%%&?ﬁ@%uwﬁ E%%*Z;H( [10] CHIANG Y C, CHEN C A, CHIANG C J, et al. Trends in
‘jﬁ [13] ’ ﬂ L‘jifﬁ‘])fll] Hj OTUBI Ejgﬂ %Eﬁ‘l’i%ﬁ%ﬁ incidence afld survival o‘utcome of epi.theliz.il 0v5:.1rian cancer:
. . o L 30-year national population—based registry in Taiwan [J1.71
HIEFIGO/r B A I UIAH S . FRATAY AT HA Gynecol Oncol, 2013, 24(4): 342-351.
6}*’.?{ Eééiﬁi%%OTUBl%gﬂﬁﬁﬁgigﬁ [11] GONCHAROV T, NIESSEN K, DE ALMAGRO M C, et al.
vy (7] . . — - OTUB1 modulates ¢—IAP1 stability to regulate signalling
JrtabR o [N, ABFELKI, OTUBIAEG pathways [ J ] . EMBO J, 2013, 32(8): 1103-1114.
SR PERR W 0 1) P e B e . [12] HERHAUS L, AL-SALIHI M, MACARTNEY T, et al. OTUB1
'E,'—'Ejjt Mﬂﬁ E‘J{%%'rﬁﬁk{:ﬁ , OTUBI E,(J %%:}i& enhances TGF  signalling by inhibiting the ubiquitylation
= . - N and degradation of active SMAD2/3 [ J ] . Nat Commun,
ﬁz%qjiug% IKH‘K:E’ H%ﬁﬁ*ﬂ%gﬁgo éb1+ﬁ 2013, 4: 2519.
Mrdudisn, OTUBIS{2Z84H MG R =503 5. [13] ZEPPERNICK F, MEINHOLD-HEERLEIN 1. The new

FIGO staging system for ovarian, fallopian tube, and primary
peritoneal cancer [ J | . Arch Gynecol Obstet, 2014, 290(5):
839-842.

(kg H: 2017-01-05 &I H Y. 2017-03-20)



