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29a-3p i A PSTARIF R [ HR(95% CT) =4.112(1.676 ~10.088) 4. 664 (1.696 ~12.825) .5.806(1.881 ~17.919) |
1.552(1.144 ~2.105) .0.524(0.312 ~0.883) ], &5i& RCC ZHZ1H IncRNA CRNDE &AM miR-29a-3p fKFEik, 5
WHO/ISUP 43-4¢ [ TNM 030 Wk EL &5 56 B AT 750G, TTRE L RCC IR MY LS,

[ER] A KEEIEARS RNA; 45 BV s 25 533835 3 X Sy RNA-29a-3p; I RO BRARRAE ; LS

[FEHES] R737.11 [ xEktRiRF] A

The expression and clinical significance of IncRNA CRNDE and miR-29a-3p in renal cell carcinoma tissue Wang
Chenyu, Guo Feng, Zhao Jianhua, Luo Yong. Urology Surgery, Xinjiang Uygur Autonomous Region Peoples Hospital, Xin-
Jiang Province, Urumgi 830001 , China

Corresponding author: Guo Feng, E-mail. gf781031@ 126. com

Funding program; Natural Science Foundation of Xinjiang Uygur Autonomous Region (2022D01C615)

[ Abstract] Objective  To analyze the relationship between the expression of differentially expressed genes (In-
cRNA CRNDE) and microRNA-29a-3p (miR-29a-3p) in colorectal tumors with long chain non coding RNA in renal cell carci-
noma (RCC) tissue, clinical pathological features, and prognosis. Methods From January 2018 to November 2019, 92 pa-
tients with RCC were selected from the Urology of the People's Hospital of Xinjiang. qPCR was used to detect the expres-
sion of ncRNA CRNDE and miR-29a-3p in RCC tissues and paracancerous tissues, and analyze their correlation and rela-
tionship with clinicopathological characteristics. The survival curves of RCC patients with different IncRNA CRNDE and
miR-29a-3p expressions were plotted using the K-M method, and the influencing factors of mortality in RCC patients were
analyzed using multivariate Cox regression. Results Compared with adjacent tissues, the expression of IncRNA and
CRNDE in RCC cancer tissue increased, while the expression of miR-29a-3p decreased (¢ =16.050, 21.147, P<0.001). Pearson
correlation analysis showed a negative correlation between ncRNA CRNDE and miR-29a-3p expression in RCC cancer tissue

(7P= -0.739/ <0.001). In RCC cancer tissue, ncRNA CRNDE expression was higher in WHO/ISUP grades 3-4, TNM stages
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-1V, and with lymph node metastasis than in WHO/ISUP grades 1-2, TNM stages I-II, and without lymph node metastasis
(¢/P=3.041/0.003, 3.183/0.002, 3.598/0.001), while miR-29a-3p expression was lower in WHO/ISUP grades 1-2, TNM stages
I-1I, and without lymph node metastasis (z/P=3.197/0.002, 2.962/0.004, 3421/0.001). Following up for 3 years, the cumulative
survival rate of 92 RCC patients was 81.52% (75/92). K-M survival curve analysis showed that the cumulative survival rate
of the IncRNA CRNDE high expression group was lower than that of the IncRNA CRNDE low expression group, and the cu-

mulative survival rate of the miR-29a-3p high expression group was higher than that of the miR-29a-3p low expression group
(X’ /P=4346/0037, 5.773/0.016). Multivariate Cox regression analysis showed that WHO/ISUP grade 3-4, TNM stage III-IV,
lymph node metastasis, and high ncRNA CRNDE were independent risk factors for mortality in RCC patients, while high
miR-29a-3p was an independent protective factor [ HR (95% CI)=4.112 (1.676 —10.088), 4.664 (1.696 —12.825), 5.806 (1.881 —
17919), 1.552 (1.144 -2.105), 0.524 (0312 - 0.883) ] .Conclusion The high expression of IncRNA CRNDE and low expression
of miR-29a-3p in RCC tissue are related to WHO/ISUP grading, TNM staging, lymph node metastasis, and prognosis, and

may become new targets for the diagnosis and treatment of RCC.
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1.2 JRPIEREbRAE (1) 9 ABRUE . D200 BEKE 2 1
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1.3 WFEbR5 ik

1.3.1 IncRNA CRNDE  miR-29a-3p &k A5 it
RCC BHE AR &R A SR 57 U2, WA T iR E A
ZURAS, Trizol ¥ (MU R FZ AV B AR A R A A,
45 . RNO102 ) 48 B2 41 & RNA, TaKaRa RNA PCR
Kit 20500 & (b0t 22 g 2B R H A FR 2 W], 9
RROO1A-1) ¥ %% 54 1 cDNA, 4442 °C 1 h,95 C 5
min, LA ¢cDNA NH#EHr, 2% SYBR® Premix Ex Taq™
RA & (B AR EREARAA, 5.
DRRO41A) LB FHEATH 1S, SO AR R 3L 20.0 pl:cD-
NA 587 1.0 pl.2 x Master mix 8 pl, B34 0.5 pl,
TS 0.5 wl . SYBR Premix Ex Taq 5.0 pl,RNase-
free ddH,0 5.0 pl; KA Z5F 95 °C 90 s(fEFF 1 1R) |
95 °C 30 s.63 °C 30 s.72 °C 15 s({E# 40 %) . In-
cRNA CRNDE LA GAPDH A2, miR-29a-3p Pk U6 N
2,2 SR 4 2% IncRNA CRNDE , miR-29a-
3p HHXFF A, IncRNA CRNDE: #5114 5'-CAGT-
GGGGAACTCTGACTCG-3", FiiF5|%¥) 5'-GTGCCTGGT-
GCTCTCTTACC-3'; GAPDH ; [{i#5]4) 5'-TCAAGGCT-
GAGAACGGG-3", T 514 5'- TGGACTCCACGACGT-
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CA-3'; miR-29a3p. L ¥i# 5| # 5'-UAAAGUGCU-
UAUAGUGCAGGUAG-3', F i 51 # 5'-CUACCUGCAC-
UAUAAGCACUUA-3'; U6 | Ji% 51 4 5'-CTCGCTTCG-
GCAGCACATATACT-3", Fii#514) 5'-CGCTTCACGAATT
TGCGTGT-3',

1.3.2  BVIFISr4L: RCC B BeJa il s 2112
BV 3 (5 1 R 3AA L IRGRIERE6 MH 1K),
Bl R L S R A (BT BB T I R 26 1 (2022
F£11 1), 5t ZRAEARR, iE RCC 421 IncRNA
CRNDE .miR-29a-3p KIikHIE /3 A5 MFIAA

1.4 GEil2eork s SPSS 28. 0 #4414 M8
Wi THECFOR DUBTEER (% ) o, LR HEECR T X
Ko IEAS MR R A & + 5 R, 41 18] He AR A
A ¢ K256 RCC ZH 4 IncRNA CRNDE 5 miR-29a-
3p Fak 1Y AH MR Pearson AH &M 43 B s AN [A] In-
cRNA CRNDE .miR-29a-3p ik RCC [ # A A7 4k
FH K-M JEZ: i, 20 18] A= ££ % R F Log-rank £ % ; RCC
BET I Z R ZH R Cox MM, P<
0.05 NZEFAGIFE L,

2 & R

2.1 RCC AL 5HEHHLH IncRNA CRNDE  miR-
29a-3p FiK L RCC FE4121 % IncRNA CRNDE 3£
IR TS5 miR-29a-3p AL TR HLU(P <
0.01),W3&1,

2.2 RCC #EZHZUF IncRNA CRNDE 5 miR-29a-3p 3
KA YE 4 StarBase £ ZE 101, IncRNA CRNDE
5 miR-29a-3pf7E 7 G 4MNF 5 (E 1) , Pearson A &

S3HEE R RCC 4148 IncRNA CRNDE 5 miR-29a-3p
FIREMHME(r= -0.739,P <0.001) ,

F1 RCCHEAL HEFHL T IncRNA CRNDE , miR-29a-3p
Tk

(x£5)

Tab.1 Comparison of IncRNA CRNDE and miR-29a-3p expres-
sion in RCC cancer tissue and adjacent tissues
eS| % IncRNA CRNDE miR-29a-3p
SR 92 1.46 £0.32 2.46 +0.58
PRI 92 3.26 £1.03 1.08 £0.23
{8 16.050 21.147
P {H <0.001 <0.001

CRNDE 5' gcuaUGCUUAUUCGUGGUGCUu 3'

Ry
miR-292-3p  3' auugGCUAAAGUCUACCACGAU 5'
1 IncRNA CRNDE 5 miR-29a-3p 4543 7 2 &l
Fig.1 Schematic diagram of IncRNA CRNDE and miR-29a-3p

binding sites

2.3 RCC #4141 IncRNA CRNDE .miR-29a-3p #ik
FEAS A A AR AIE v ) 25 5% LU RCC 4l 4t
IncRNA CRNDE 7E WHO/ISUP 432 3 ~4 4% TNM 43
W~ IV A A5 7% 8% 1 & T WHO/ISUP 432
1~2%% TNM 4330 T ~ T k25545 (P <
0.01), 1 miR-29a-3p FIALT WHO/ISUP 434 1 ~2
90 TNM 430300 1 ~ T ek 855 # (P <0.01) ; —
FAEAS [FIPE ] AR08 g £ 8 RCC WAL g B AR
bR 2ZER TG E (P >0.05) , K2,

%2 RCCEHALIH IncRNA CRNDE .miR-29a-3p FEIK1EA [R] I PRI HURAE P L (2 +5)
Tab.2 Comparison of IncRNA CRNDE and miR-29a-3p expression in RCC cancer tissues in different clinical and pathological features

T 1%k IncRNA CRNDE t {8 P{a miR-29a-3p t {8 P{a

4531 £ 55 3.28 +0.99 0.147 0.884 1.07 +0.26 0.252 0. 801
& 37 3.25+1.10 1.09 +0.20

RIS =60 % 53 3.32+1.02 0.622 0.535 1.06 +0.23 0.753 0.453
<60 % 39 3.19+1.05 1.10 +0.24

i B A B 52 3.22£1.03 0.526 0. 600 1.09 +0.23 0.607 0.545
Ve 40 3.33+1.03 1.06 £0.24

RCC %! 75 B 4 AL 64 3.12+1.04 1.518 0.216 1.09 +0.24 0.486 0.693
AR 18 3.57+1.02 1.07 £0.25
o quRatlioh 3 3.36 +0.61 0.98 +0.20
Xpll.2 5{ii/TFE3 7 3.76 +0.94 1.01 +0.22

Tl e K AR =4 cm 42 3.45 +0.99 1.567 0.121 1.04 +0.19 1.527 0.130
<4 cm 50 3.11+1.05 1.11 +0.26

WHO/ISUP 4344 1~2% 44 2.98 +0.89 3.041 0.003 1.17 +0.24 3.197 0.002
3~4 4 48 3.60 +1.05 1.02 +0.21

TNM 434 I ~0# 62 3.04 +0.95 3.183 0.002 1.13 +£0.23 2.962 0.004
m ~ Vi 30 3.73 £1.05 0.98 +0.21

NS 5 = 18 4.00 £0.85 3.598 0.001 0.91 £0.21 3.421 0.001
5 74 3.09 +0.99 1.12+£0.22
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2.4 RCC JEZHZ1 IncRNA CRNDE \miR-29a-3p #ik
H5HUGHREEA BV 3 4,92 ] RCC B ki) 3 1,
T 17 B1,3 A BRUVEAAE N 81.52% (75/92) , K-M
HEAEZR 3BT S 7%, IncRNA CRNDE & ik 41 21
1E%.73.47% (36/49) i T IncRNA CRNDE {1k 41
90.70% (39/43) ; miR-29a-3p {5 k4 B RUEfE &R
91.49% (43/47) & T miR-29a-3p K £ K4 71. 11%
(32/45) , ZRAGITF#TE L (¥ =4.346 .5.773,P =
0.037.0.016) , W& 3,

3 [l IncRNA CRNDE .miR-29a-3p ik RCC % K-M 4
gk
Fig.3 K-M survival curve of RCC patients with different IncRNA
CRNDE and miR-29a-3p expressions

2.5 A SHTABEIGRER LK Fiad
RCC & WHO/ISUP 734 3 ~4 2% 'TNM 433110 ~ IV
] R ELEEFERL L 49 & IncRNA CRNDE 351K T-2E T
2, miR-29a-3p FikEH THT-4 (P <0.05) , HAL R
2 A ER TG IFE X (P >0.05), 3k 3,

2.6 RCCEHEHTMEZHEZE Cox MIHSHT LI RCC
BAET AR R, DL RS P <0.05 T H R H
AT ZHE Cox MIHAHT, 4554 s , WHO/ISUP
SR 3 ~4 G TNM 0 T ~ IV 35 9k L 45 5% 7% | In-
cRNA CRNDE 74 RCC & FE T (1M S fE 16 I K,
miR-29a-3p i AL RPN ZE (P <0.05) , L& 4,

R3 AIGH ST RCC BRI REOR

Tab.3  Comparison of clinical data between survival and death
groups of RCC patients
b rra (Tffff) Cali Pl
PRI B % ) ] B 10(58.82)  43(59.72)  0.005 0.946
& 7(41.18)  29(40.28)
AR =60 % 13(76.47)  38(52.78) 3.155 0.076
[#(% )] <60 %  4(23.53)  34(47.22)
Jio e 47 e 9(52.94)  41(56.94) 0.999 0.318
[(% )] FE 8(47.06)  21(29.17)
RCC R B0 12(70.59)  51(70.83)  0.440 0.932
[Bil(%) ] FLAOR  3(17.65)  14(19.45)
PeEani 1( 5.88) 2( 2.78)
Xpll.2 Bi/TFE3  1( 5.88) 5( 6.94)
Jidgeg F /N =4 cm 11(64.71)  29(40.28) 3.317 0.069
[#(%) ] <4 cem  6(35.29)  43(59.72)
WHO/ISUP 43%% 1~2%% 2(11.76)  40(55.56) 10.583 0.001
[H(% )] 3~4% 15(88.24) 32(44.44)
TNM 434 I ~T#  6(35.29)  54(75.00) 9.870 0.002
[(Bl(%)] T~V 11(64.71) 18(25.00)
WS £ 10(58.82) 6( 8.33) 23.776 <0.001
[#(% )] A 7(41.18)  66(91.67)
IncRNA CRNDE(x +s) 4.18 £0.76  3.06 £0.97 4.461 <0.001
miR-29a-3p(x +5) 0.88+£0.18 1.13+0.22 4.359 <0.001

F4 RCCBHEILTHIZINER Cox M5

Tab. 4  Multivariate Cox regression analysis of mortality in
RCC patients
A a Bfi SEfH Waldfi P HR{E  95%CI

WHO/ISUP 2345 1.414 0.458 9.538 0.002 4.112 1.676 ~10.088
TNM ZMIM~ VY] 1.540 0.516 8.902 0.003 4.664 1.696 ~12.825
FMELERER 1,759 0.575 9.355 0.002 5.806 1.881 ~17.919
IncRNA CRNDE 5 0.439 0.156 7.967 0.005 1.552 1.144 ~ 2.105
miR-29a-3p & —0.645 0.266 5.904 0.015 0.524 0.312~ 0.883

RIS 7 B

RCC AR T B /N T B i 0 v ek, LA I bR
JEFR AL BRI o F B R RN, H i vl i 5 I
W A A S AT A R BB AR FH AR
K, RCC R Wi 3 i 1, J/mBR M RCC &G
PR UIBR A A B B B B A D0 B AR ] ARA i
PR B 17% B9 RCC BREFERIZ T B 8 ey, B
FARUIBIEA 30% ~40% H 5% 0l 135 i % %
AN E & 4 R ZHURE Rt Aok
TR RCC ML 1036 7 AL 8 16 7 U — &
R BAGRAS T IRBR A AR 8, R R S AR AR
RIS, ARETE IR R R LRI A T f# RCC
FAFHL X IE RCC ¥R )G 7 A UG it B %
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RCC MK R J& W I — Z 51| 5 R 41 3 Wi ast %
SR ARG A% RNA BB o i 3 £ W8t £ 2 5 RCC
R RJEDH | IncRNA & —255 5 A > 200 AT IR
MIAES S RNA , B8 B #0008 3 ¥ 40 miRNA [R] 32 00 4%
FEHFGA, # S5 RCC FHE" . IncRNA CRNDE
EN T AR 16q12. 2, Fe ] T 45 H i & s %
BTN B ELN 77 R bl 1 B SN T ¥ 1) -
IncRNA CRNDE & Z: 5 Fo A 0% % b g & A2 & i,
Wang 2517 Hi23 , IncRNA CRNDE HE 4[] miR-423-5p
IS E S G 1 R O S ) A RS B AT
B AR28, Li " 5T iE , VU8 IncRNA CRNDE f§
H ) miR423-5p T I8 4 28 B £ Wl 2 $0 ] AR /N4
J Pt A E RS R 2E, AT IncRNA CRNDE 7
RCC BYImPRE UM ANTERE . A58 45 3R o, RCC 9
ZH 41 IncRNA CRNDE 235, 5 WHO/ISUP 432 |
TNM 3 Ak L 2556 78 A ¢, 35W] IncRNA CRNDE 75
#ih5 RCC £4 K JE A X, IncRNA CRNDE 7£ RCC
Hh e 2R3 T BRI Bl g B R OIS A G T Bl
IncRNA CRNDE ik TH& , BB IS Wnt/B-E IR & FI1F
S RCC PER, Wit/ B-1E 7 H & F RCC
G2 FOEEM R B ARENEEG S
B2 Shao 251 518G & B, RCC A 58 A9 In-
cRNA CRNDE BEMH Wnt/ -2 I E 115 5l %, 7E4K
ANFAR N EIHEHE RCC 35 A K

miRNA figi i 5 mRNA 5% 36 B M AN 5¢ 55 i %t
51 % mRNA FEAf B 5% 5 3L TR, #5112 5 RCC
722 miR-29a-3p BT AYL 1K 7¢32. 3, & miR-
29 FIEFRB R F B R, AR K5 #fGE T 3L
WA R 19 56 2 L 0 Pan 252 13, miR-29a-3p BE
By T R ) o2 A AU TS R 20 P 0 A R AR 22
Qi ZE I BF 5T HR 3 , miR-29a-3p AEH [A] JE 5 AL K
T 1A SRR B LS 338/ 46 1 B/ XL AHE
HH O3 Ml RIS R R ZE, LiRp i
/N, miR-29a-3p 7E 2 Fh W E 5 o K 3 10 9 32 DR A
. AR5 B8, RCC FEZH A miR-29a-3p K%
ik, 5 WHO/ISUP 43-4% \TNM 4 BRIk L 4556 75 A ¢
W miR29a-3p fliE A5 RCC £4: & JBA L, miR-
29a-3p 7£ RCC HIRF 5 Al 6 5 H T ol 7 4 H 3L 4k
SEITERA L ML miR-29a-3p F ik AR, 7]
A A R S £ SR AL 5B ( lysine-specific
demethylase 5B,KDM5B) {2 #f RCC i J&, KDM5B j&
— P B 2 B A, BB T 30 S T A i
A PERbR , 5 RCC BRI R V1A il %
a2 5 % B, 3F %2 35 miR-29a-3p AE#E 1A T A

KDMS B 171l ' 375 HH 20 i Jaa 10 5 iR 22
A 5T 38 3 W 3l W &% B InecRNA CRNDE 5
miR-29a-3p fF7F B 48 F 51, A S At & B — 3%
FE RCC 4 R3A 2 7AH G, #2785 IncRNA CRNDE
5 miR29a-3p A = 5 RCC &, &L 7 2 4
ST S B 4R GE , UIBR IncRNA CRNDE REHE [7) £ 7 45
miR-29a-3p i 18 P B2 4B L 45 . {H G T IncRNA
CRNDE 5 miR-29a-3p 7E RCC & 75 F7 75 58 7] ¢ £ if
T i — 2 SRS, A AT A 43 B s kR, A
It IncRNA CRNDE 75 3 35 il miR-29a-3p il K ik &
# ,IncRNA CRNDE fik 3R & 5 miR-29a-3p £ ik &
H3AFERPUEAREER N, UL IncRNA CRNDE |
miR-29a-3p £ik5 RCC BEBFH L, #H—L0Hr
%I, IncRNA CRNDE \miR-29a-3p 5 RCC R #3E T
ST ARG, i — 2 U] —F T RE R RCC BE Tl
T AE TS B
27 ik ,RCC #4121 IncRNA CRNDE ik T
&, miR-29a-3p FIAFEK, 5 WHO/ISUP 434% [ TNM 53
bR 25 B MU 45 G, IncRNA CRNDE 5 miR-
29a-3p AIRESLA 2 5 RCC dE R, (HARBE 9T 45 ik 75
Z O FIEIESE
il 250 52 T A VR A TG 2 o
1% Sk A
IRF IR BOHIITR, SO R 1 SRS 4
TR R A R ISR, AT IR B e S A ¥
B IR R OB AR 0SB
5% 3k
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