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U2 i PE e 4120 h OTUDS Fil RNF186 #ik 5
ey A 9 BILRE AT 1R 5 B B 1 s DR AEL 5%

2 A, Wi, FEA, NE? (L FELTPERRRINE, WHLREIL 0630005
2. 1T AR ERBEMWIRAMNEL, TIdb 1L 064400 )

W =E:. BB SFRIEMEZEAEKE (non-muscle invasive bladder cancer, NMIBC ) /&40 4% P 4 M & K2 LB
5 (. domain protein ubiquitin 5, OTUD5 ) . #R4§% @ 186 (ring finger protein 186, RNF186) & ik 5 s Rk P AFIE6T X &
BIEWALB R . FTik B 2019 % 1 A ~ 2020 F 1 A /&L P EROKE 99 106 4] NMIBC B4, %k 88405 4]
NMIBC % 20 22 B & 4 28 22 OTUDS, RNFI186 & ik, W# R Bl Ik K% 32 45 42 NMIBC 5 41 4% OTUD5, RNF186 & is £
J+. Kaplan-Meier # 2 2#7 ( Log-Rank # % ) OTUDS5, RNF186 & ik s+ NMIBC & it & 4 # TG 69 % v, COX =1 )24
A 5H % NMIBC 4 Lt R A FG A E, R NMIBC #&4840F OTUDS (62.26% ) , RNF186 (66.04% ) #9
MEESTEFAR (11.32%, 849%) , £2FAA%HFEL (1=59.146, 75.079, 3 P < 0.05) . NMIBC /2141
¥ OTUDS 5 RNF186 & ik 2 2 # EA %X (1=0.659, P <0.05) ., T 1. LA E3% LA NMIBC #4848+ OTUDS
(72.97%, 84.21% ) , RNF186 ( 77.03, 86.84% ) Mt % % F Ta/Tis 48 (37.50%, 50.00% ) . A& 5] k% L & % (40.63%,
5441%) , 2 F BA % F & L (F=11.964, 13.199; 12.143, 11.431, ¥ P < 0.05) , OTUDS5 I 4% 28 (40.91%).
RNF186 M40 (45.71%) =4 R AR A8t & A 7 48T OTUDS M P20 (90.00%) . RNF186 FA/ME2R (86.11%) % # ( Log-Rank
test x’=24.710, 14.586, ¥ P < 0.05) . OTUDS5 A+t (OR=1.446, 95%CI: 1.086 ~ 1.925) . RNF186 [a+£ ( OR=1.579,
95%CI: 1.132 ~ 2.024) . A J& TNM % #1 T1 #7 (OR=1.582,95%CI:1.219~2.054). & 22 5 & & 4% %] (OR=1.570,
95%ClI: 1.188 ~ 2.074 ) 2 %" NMIBC #& LR A FoG I ARRAE (¥ P <0.001) ., £ NMIBC &FBAR
OTUD5, RNF186 &ix#&, S5 TNM >80, SmEHBA X, 2% NMIBC £ 6 MkL ahE %,
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Abstract: Objective To study the expression of domain protein ubiquitin 5 (OTUDS) and ring finger protein 186 (RNF186) in
non-muscle invasive bladder cancer (NMIBC) and their relationship with clinicopathological characteristics and prognostic value.
Methods A total of 106 NMIBC patients admitted to Tangshan Traditional Chinese Medicine Hospital from January 2019 to
January 2020 were collected. OTUDS and RNF186 expression in NMIBC cancer tissue and para-cancer tissue were detected by
immunochemistry. The differences between OTUDS and RNF186 expressions in NMIBC cancer tissues with different clinical
and pathological characteristics were compared. Kaplan-Meier curve analysis (Log Rank test) was used to analyze the impact of
OTUDS and RNF186 expression on progression free survival of NMIBC. COX regression model analysis was used to analyze
factors affecting progression free survival in NMIBC patients. Results The positive rates of OTUDS (62.26%) and RNF186
(66.04%) in NMIBC cancer tissue were higher than those in adjacent tissues ( 11.32%, 8.49% ) , with significant differences
(1’=59.146, 75.079, all P<0.05). There was a significant positive correlation between OTUD5 and RNF186 expressions in
NMIBC cancer (r=0.659, P<0.05). The positive rates of OTUDS5 (72.97% , 84.21%) and RNF186 (77.03%, 86.84%) in T1 stage
and high-grade NMIBC cancer tissues were higher than those in Ta/Tis stage ( 37.50%, 50.00% ) and low-grade cancer
tissues(40.63%, 54.41%), and the differences were significant (y’=11.964, 13.199; 12.143, 11.431, all P<0.05). The 3-year
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cumulative progression free survival rate of patients in the OTUDS positive group (40.91%)and RNF186 positive group(45.70%)
were lower than that in the OTUDS negative group(90.00%) and RNF186 negative group (86.11%) (Log Rank test y’=24.710,
14.586, all P<0.05). OTUDS positive (OR=1.446,95%CL 1.086 ~ 1.925), RNF186 positive (OR=1.579,95%CL 1.132 ~ 2.024),
Tumor TNM stage T1 (OR=1.582, 95%CI: 1.219~2.054) and high pathological grade (OR=1.570, 95%CI: 1.188~2.074 )

were independent risk factors affecting progression free survival in NMIBC patients (all P<0.001 ) . Conclusion The

increased expression of OTUDS and RNF186 in cancer tissue of NMIBC patients are related to tumor TNM staging and

pathological grading and are independent risk factors affecting the prognosis of NMIBC patients.
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[BediE (bladder cancer) J& AR R0, 4=ttt
FURFAR T R R IBGA 43.0 7, SET-0IEGA 16.5
W JENUZEIE BN ( non-muscle invasive bladder
cancer, NMIBC ) 4 Tis, Ta #1 T1, &50rA Bt
FARI) 70%. NMIBC HIIR T R HFARBA Rk
J7, HARJG NMIBC & & & w . Sk A g i
NIMBC il Ji5 i) g b i ) 3 LE K, S5 M3l 1
277 ZALE 5(OTU deubiquitinase 5, OTUDS) J& T
R RUMRIGN G, & OTU 45#kk, 5%
RAPEWTT . DNA SR Syl B, ey
kA, e, B oS S B B OTUDS
Yo w ek L, AR vk R s e, Sk
HBETE AR, 458 H 186 (ring finger protein
186, RNF186) J& TG HE AZKIEM A, 4 RNF
aEsy, HA B3 REEMEN, S5 EAHEE
-T2 R A i 2 L TRk R,
RNF186 e UG i FLah W) i as R E A5 58
B, (IR 0 A B R, SRR DR U
MEArEY Y, HE OTUDS, RNF186 fE NMIBC
W) 228 W AN B . AR B ST K NMIBC 4 21
OTUDS5, RNF186 ik, -1 HIG KRS VA HE
1 ME5H®
1.1 A% IS 20194E 1 A ~ 20204E 1 A
FEIL T ERBEOA R 106 6] NMIBC & . 49 Abs
e OPIKZih, YWATERERBRMEBE IR, R
J s 320 2K A WA A AR L2 0 B b DR % | e
i QIRIRE R B, Q—BF LK IEEEEGIE
J7, RIGHEZHVERRT LR ELYT; @R
HRRIRCEBMERE A HEbRARE: OFfFHA
PO SR B I ;. QFF R IRIERAS, PRI
YLEEP ; OIFTEM B B o b #; @Itk
JEE N E DIRRRE RS, O K A SRR . 106
i) NMIBC # %% 5 ¥ 65 1], 2ok 41 1, 4E#
31 ~ 79 (64.12+5.95) %5 BRAAT AR L 40 ],
TCW IR S 66 5] 5 iR e KAR: = 2em 4 33 f,
< 2cm # 73 By MR ARECH - FRUREL 68 i,
Z ikt 38 1515 M TNM 43401 Ta-Tis H 32 4],
T1 9 74 6 PP ARBNIR IS LR35 68 i,

1 O PR % 1 B g 38 M. AN GRRAG A B AR B2
B ZALEE T (2022-F09014 )

1.2 BB LRAA PPk 2= g il )
& (deaih k2 et AnE, 435 PV9000) ; OTUDS
5T BE YUK (Abcam 2 ], % 5 ab254742)
RNF186 HLigpehifh (RIEEFERHE AR, /Y
HPA034547 ) ; DAB (05 Bi/KE 8k, i
WMELgL . ( HA OLYMBUS 24#], BX53) .

13 Fik

13,1 il k. BOR i 3R B RS NMIBC 9 41 41
g 55 41 40, 10g/d1 [ 2 W [ 2 12h, 5 AL f 3
VIR . %R 2h J5 4 BEE B e pe 4l 234k 24 e i A 7
OTUDS, RNF186 Juf, SR YL B B (0 47
AWt 157 REASIREAYM; 25 kR
gt ) frEa e amp (04 ke
< 25%; 143 BAPEREAREFIN T 25% ~ 50% 2
)5 248 BHPEQO R = 50% ) PEAT TR NPT
OIBRE, PEar < 2 43 FIW R I, = 2 40 I PR
132 BV B B RSz e T TS AL
By, B=AHBEYT 1R BEVTIH 45 B DB |
PR . PRIV A0 S 2 CT 45 Bl N2 R ik
R Bt R B OUTA, . BETZE N 2023 422 A 1
Ho Mgk e SCR Rty v s SR Js i i &, 4
i BT AL A A T B A DG AT

14 %it$ 54 JH SPSS 26.0 H Mgkt it
BRI (% ) Fid , L IRR FH R 7R L
% H Spearman #kAH 5C 43 1 NMIBC 41411 OTUDS
5 RNF186 3 ik 1y #H & . 2 il A [/ OTUDS,
RNF186 % ik ) Kaplan-Meier £k, Log-rank i %
ez et A ff 225 . NEMEZHE
COX [B1J3 43 M7 500 NMIBC 83 ek B A FE T i
HZF ., P<0.05 h2EREAGIEE L.

2 H#R

2.1 NMIBC ¥ OTUD5, RNF186 &ix NMIBC J#
2121 OTUDS, RNF186 BHPEYL ({0 21 A AE AN 20 it
S, WK 1. JE41%1T OTUDS, RNF186 f4 [HPE %
1 62.26% (66/106) , 66.04% (70/106) , 4 53l &
TR LUY 11.32% (12/106) , 8.49% (9/106) ,
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%5 HA %1
P=0.001) .
2.2 NMIBC % 42 2% OTUDS #= RNF186 % ik 48 %

B X (4=59.146, 75.079,

P NMIBC 4148 OTUDS 5 RNF186 Fik & i
EIEMX (=0.659, P=0.001) .

RNF186

B 1 NMIBC TEHRAEEHA G OTUDS RNF186 iélt ( ﬁ;r Zﬁﬂ: 200 % )

2.3 NMIBC J%414% OTUD5, RNF186 £ik 55 &

Ta/Tis ] ARGUBIIRES B, 225 RASITH#E

RIAFEM X A LR 1L T, SRR R X (¥HP<005) .,
Ji& NMIBC #4141 OTUDS, RNF186 BHE R T
*1 NMIBC #E£HZ OTUD5, RNF186 Riz5IaRBIBEFIER X R [1(%)]
25 n OTUDS Fitk 7 P RNF186 [t 7 P

g (%) <60 50 30 (60.00) 32 (64.00)
0.206 0.650 0.175 0.676

= 60 56 36 (64.29) 38 (67.86)

el B 65 42 (64.62) 44 (67.69)
0395 0.529 0.205 0.651

o 41 24 (58.54) 26 (6341)

R e B 40 27 (67.50) 30 (75.00)
0.750 0387 2301 0.129

H 66 39 (59.09) 40 (60.61)

[isEE e KR (em ) =2 33 21 (63.64) 22 (66.67)
0.038 0.845 0.008 0.927

<2 73 45 (61.64) 48 (65.75)

itk A H HUE kL 68 41 (60.29) 43 (63.24)
0313 0.576 0.664 0415

A7 38 25 (65.79) 27 (71.05)

fidvRi 2 Ta/Tis 32 12 (37.50) 13 (40.63)
11.964 0.001 13.199 0.001

T1 $] 74 54 (72.97) 57 (77.03)

TH R RIS IRk 68 34 (50.00) 37 (5441)
12.143 0.001 11431 0.001

RO LR 38 32 (84.21) 33 (86.84)

2.4 NMIBC # 41 22 OTUD5, RNF186 # NMIBC
BHEAEREAGG YR K2, AW, 43
B 2B e R R, e 2 B, ARG
HETEFR N 59.43% (63/106) . OTUDS BHM: 41 A1 BH
P20 NMIBC &8 # 1 =45 Jo ik J A 47 %8 40.91%
(27/66) , 90.00% (36/40) . RNF186 [H 4 ZH #0I
FAPEZH B — AP JCk R A A7 N 45.71% (32/70 )

86.11% (31/36) . OTUDS BH ¥ 41 . RNF186 FH
20 =4 BRRTCHE R A AR IR T OTUDS B4 |
RNF186 [ 1 4 H # (Log-Rank test x’=24.710,
14.586, ¥ P=0.001) .

25 ¥ NMIBC &% Lt R ABGTGEHAE W
2, 3. BT RS LA Mg kR AR (1=
&, =7, =), Uk2HhEREALIT#
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B (P <0001) f55k A REIHITEZHE COX
AT, g5 BoR, B TNM 4303 T1 . 5

100

= 80
ﬁ 60
H
& 40
& g0 b — OTUDKIMEAL
DU R OTUDBAPELL
o . \ . .
0 10 20 30 40

JeikfRAAEI ] (H )

B2 . OTUDS BHPE . RNF186 BHE 520
NMIBC 3 Joik A A7 Fie (7 fE K R 2R

100
80
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40 |-

—— RNFI186PHTEZH
- RNF186[ 121
0 |l 1 1 1

ERBUELEE (%)

20 |-
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JeikfRAAEI ] (H )

40

B 2 Kaplan-Meier B1Z£4y#7 OTUDS, RNF186 Xf NMIBC & Lt B £ FHIE T

*2 BREZE COX @A4H
W% Jit B B SE Wald P OR 95%C1
A =60 % vs < 60 % 0.145 0.113 1.647 0342 1156 0.926 ~ 1.443
R Bt 0.188 0.176 1141 0.538 1207 0.855 ~ 1.704
WA sl 0.269 0.180 2233 0.291 1309 0.920 ~ 1.862
e N = 2emvs < 2em 0.246 0.208 1399 0.348 1279 0.851 ~ 1.923
skt Zhovs Bk 0378 0.251 2.268 0.261 1461 0.892 ~ 2.387
T F O vs IR 0.471 0.161 8.595 0.001 1.603 1.169 ~ 2.198
iR TNM J338) T1 vs Ta/Tis 0.569 0.186 9358 0.001 1766 1227 ~ 2.543
0TUDS PR vs A4 0.425 0.156 7422 0.001 1.530 1127 ~ 2077
RNF186 B vs B 0374 0.128 8.537 0.001 1454 1131 ~ 1.868
&3 ZEER COX EAS#H
ES B SE Wald P OR 95%CI
T 0.451 0.142 10.087 0.001 1570 1.188 ~ 2.074
fibsE TNM 23 0.459 0.133 11.910 0.001 1582 1219 ~ 2.054
0TUDS 0.369 0.146 6.388 0.001 146 1.086 ~ 1.925
RNF186 0457 0.170 7.227 0.001 1579 1132 ~ 2204
3 iFie 1 OTUDS % ik i, #2/5 OTUDS £ 5 NMIBC

NMIBC J& B s i R EZ L AUZ, BA R
BRSNS I) R 2 DR T IR fEL DI AR S5 iR
52k RS 22 A8 K. NMIBC 4 B 5 32 52 LA e
BRI —FE IR A, BT,
A AR AU M BRI AR L S AR
T 3. RS S I R B AIE X NMIBC A
5 82 kR AT 43 )2, (BRAE BE A ] & A R
BRH, ANReRIGIR TAEX NMIBC 8 5
T B P EARFSE NMIBC bl 4k
fE 0% T 8 3 RS UE R A IR AR R, X Tk
NMIBC il RiZiaE LK,

OTUDS WHxh iz AL A, HAER—Fh kL
LRI, 4ERRIEE AN 2z 2 sl
BT, 255058155 A DNA 5145 5% %4 92
AR B BFgY R, OTUDS MY 33k 24 S5
PSR I EE (1 PS3 BB, (EUEFAnAEE . JE/hal
Jit i 5 S R 1) A M AR BFSE R, NMIBC

1) % . BALZE PUBFSE & B, miRNA-137 BE4E &
OTUDS mRNA A g i X, BRI R 2 e, W
il OTUDS Wik, i A WFIEIESL /N RNA-137
IR B b B b 22 h F A U, gk § 2 OTUDS
mRNA M, $2 OTUDS M HERIAT &,
TR SE AR A, IR I T ARSI,

NMIBC "' OTUDS #9235 5 R A FRFRE A7
¥, #2785 OTUDS {2 7 NMIBC ) il gk Jig . A%
FUESZ, BEMEE T OTUDS B335 T fE S {2 R 1
WA E MMM, BSWIALYHENERNEN
{55, (Rt a0 i B 1ol e e ¥, S8
o g P g 090 I A, OTUDS B3k 263k 14
Ji JE ) PTEN 89972 2 ALK P, A i Ji 9 44 it 1 34
FH . RZEFNER, Wik RIS RNA-652-3p 4lL1a]
i OTUDS Mk e, S35 30 1 i Jeg 1) 34 5 A
iR W ARRFSET, OTUDS FHPE NMIBC (%5
2%, $E78 OTUDS J& #7114 NMIBC & % T
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bR, &, OTUDS BHPEZEIA ) NMIBC
R PG , ZRIER VIR TP RESR R A
HEME A B A BN RS L, i AR H e 200 e
PRI RS, BINA S e 2 R B . esh, FLAYE
H1 OTUDS M35 LR BERS L U Yes A OCHE A0 25
R, BN Yes HICE ARG, T E WA
Wbl M2 BEEAY i LA A I 1 e P 0k
SE R AR KR M BAN, RN
filiJiE vh & BE, OTUDS ifs fg 41 il 72 e M 4i i st 1= A
T 5 eIk, MR A IR K 22 D A FE A AL
SPIRYT BN 2P U BRAAH Bh Ak IRy T B ok,
SHEGEEARARTG. Wik, OTUDS 1] fE2 5 1 F
fifi NMIBC fE 35 JCk A A7 U B A 4 o
RNF186 J& T RING Z5f43% E3 2 R MR %
R, FKIKTHIE ., BIESEALh, B2 REE
BEATEIE, REMSTEAY IIE b R A0 A P9 R I 08, 4k
Frip i B Rs e U AR R & B, RNF186
FER AT RENS TG Wit 38 5 S A% K1 «B 5 538
Pl i e R ) et R T AR R
NMIBC ' RNF186 # ik Tt 5, %W RNF186 5
NMIBC i /) & A4 1k #2 . NMIBC ' RNF186 )3
ST S HE AR RN . BRI, Bt
J# T OTUDS B 3235 LA AENE <72 %k RNF186,
POl RNF186 25 1 1972 2 & M AR AR M, 0
TR Y TR AN, LIEImAE N AR
HF M A2 A 1 SRRk, (e Uk 4 i
e R EE Bl K HFgE H, RNF186 B # ik 5 TNM
I3 3 K Ry R %, 3R W] RNF186 {2 i NMIBC
i E I . A TS KPR, RNF186 AEHS AL 7#E 2 14
1% 22 12 184 3 EPH A2 1k B2 32 24k, 3 17 5 R Fk 0
WA T kBaE R, LI AERKET B ki
B 1, fedEpRaniR 2 MR U teah, Rahan
JoszEt b, 45 iR T RNF186 i #5818 i AEAS
e T « BBk, ASFEET « B
FEWOE, 5B AN A L, RNF186 & K R
ZIN OB e 67 ey 2 ks U AREIESE R, RNF186
P52 NMIBC BE I HUS R R . EH0,
RNF186 3Rk REWEAE N TN h 5 Bel-2 K& M
%5 8 E1B A EAE B (3 v JF 45 &, b
12 RACKESE, P T RO S AR T,
MR AIE NMIBC AR5 5 e Ak 7 iRy 7 i BUS
SEMEA G E KRR 0 I, WIRSMNERE
Ui AT AR 45 NMIBC 5 5 4141 RNF186 £ik, X
NMIBC AR5 & & B R B AT 0046, X T fE
PEE A NMIBC 4 T VIR BE T M I69T, R
22 JR A 5 Je Ak L DDA i A 30 9 — R L ETTIA YT
YIS A 1, TR I I & 3 NMIBC fif

FAUERE, PR RENTUG .

ABEFE, M TNM 2080 T1 38 R 90
A 2 50 NMIBC f8 7 Tk J& A= 77 U i 2 <7
fER R . T 203 B W fiig 3= 0 s e BE RO TR, 1R
TR BRI NI BR AN 58 42 T 5% B IRg 2 20
ZLARER R, S35 NMIBC & A s i e A3 -5
i B 5398 S B NMIBC 1 5 RH AR BE i B 53 2
s, MR AR, dNiEfR R R, MR R
FFERS I WU R . ABFFErh, NMIBC Ji#2H 41
H OTUDS &5 RNF186 %Kik S IEAHSE, F W] NMIBC
1 OTUDS 5 RNF186 1] AEAF7E BRI fLRIFEHIE R
SrpT LT, RS e 4t OTUDS REfS 252 K1k
RING %! E3 % 5 /iff RNF186, /il RNF186 2K [
EVE, A SBAWI Y EMERLEEAFS
T S AR IR R 2 IO R A R 2 R, DO A
FLahWymine: ZILE A E e, (st bE ot
Je B ik, L OTUDS, RNF186 AHE HET 7 Al
fEfEANA BT NMIBC HHZHTRRATT .

2% L Prik, NMIBC #4141 OTUDS, RNF186
FOR M RTE, £ T, 9O R B
NMIBC #4141 OTUDS, RNF186 FRikFt =5 ]
i, 425 NMIBC M 1 kA= & e i #8. Fadi 2R
1 OTUDS, RNF186 FH 1 J2& 5 i NMIBC i # Fil 5
ST PR ER, MAPR AR A AR 1 2 3R5A 1 C
[ Z5 A5 58 TNM S0 . BRI, SR HERR AL
NMIBC & HE, 8 FmKiZH . (HAM WA
R, BRI, KX NMIBC AN [F] 2 354743
Zobr, ARSI AR ERANIGE.
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