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ABSTRACT Objective: Bladder cancer is one of the most common diagnostic cancers in the world, and it is also the most lethal ma-
lignant tumor of urinary system. This study explored the value of uhrfl in early diagnosis and prognosis of bladder cancer. Methods: In
this study, 26 patients with bladder cancer were collected from the adjacent tissues and cancer tissues, and Bladder cancer cells line T24
cells were used as in vitro models. CCK-8 analysis, TUNEL staining, LDH activity and Caspase 3/8/9 protein surface activity levels were
used to detect the effects of UHRF1.Qrt-per, gene chip and Western blotting were used to detect the downstream UHRF1 pathway.
Results: Compared with paracancerous tissues, the expression of uhrfl was significantly activated in bladder urothelial carcinoma. At the
same time, the expression of uhrfl in bladder urothelial cancer membrane group was significantly higher than that in I-II bladder cancer
group. Up regulation of uhrfl can promote bladder cancer cell proliferation and reduce LDH activity. Caspase-3 / 9 activity in bladder
cancer cells was inhibited after 3 and 5 days of upregulation of uhrfl. Over expression of uhrfl can activate the expression of VEGF and
HIF1la mRNA and protein. Activation of HIF1a-VEGF pathway inhibits the regulation of uhrfl on the proliferation of bladder cancer
cells. Conclusion: Uhrfl can promote the proliferation of bladder cancer cells through HIF1a-VEGF pathway, suggesting that uhrfl can
be used as a molecular marker to predict bladder cancer.
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Table 1 Relationship between clinical features and UHRF1 expression in patients with bladder cancers

Uhrfl expression

Variable Number of patients P
Low expression (%) High expression (%)
Sex
Male 13 5(38.46) 8(61.54) 0.391
Female 13 6 (46.15) 7 (53.85)
Age
< 60 18 7 (38.89) 11(61.11) 0.249
>60 8 3 (37.50) 5 (62.50)
Pathological differentiation
v 12 3 (25.00) 9 (75.00) 0.002
111 9 4(44.44) 5 (55.56)
I-1I 5 3 (60.00) 2 (40.00)
Clinical staging
T1-T2 15 9(60.00) 6(40.00) 0.015
T3-T4 11 7(63.63) 4(36.36)
Lymphatic metastasis
Yes 10 7(70.00) 3(30.00) 0.024
No 16 10(62.50) 6(37.50)
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Fig.l1 UHRF1 expression in urothelial carcinoma of the bladder Expression of UHRF1 Mrna (A and B).

Note: Normal, sham control mice group; Glaucome, glaucoma model mice group. ##P<0.01 compared with sham control mice group. Normal, adjacent

tissue group; Cancer, urothelial carcinoma of the bladder group; Bladder urothelial carcinoma membrane group in patients with i-ii bladder Cancer;

Bladder urothelial carcinoma membrane group in patients with iii-iv Cancer.Compared with the para-cancer group, P<0.01; Compared with the control

group, P<0.05.
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Fig.2 UHRF1 regulated cell growth of bladder cancer cells

Note: UHRF1 expression (A), cell growth (B) and LDH activity levels (C) by over-expression of UHRF1; UHRF1 expression (D), cell growth (E) and

LDH activity levels (F) by down-regulation of UHRF]1.

Negative, negative control group; UHRF1, UHRF1 over-expression group; si- UHRF1, UHRF1 down-regulation group. #P<0.05 compared with negative

control group.
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Fig.3 UHRF1 regulates caspases activity pathway in bladder cancer cellsZ

Note: Caspases active pathway (A and B), TUNEL staging (C) in the up-regulation of UHRF1; caspases active pathway (D and E), TUNEL staging (F) in

the down-regulation of UHRF1.Negative, negative control group; Uhrfl, up-regulation of Uhrfl group; Si-Uhrfl, down-regulation of Uhrfl group.

##Compared with the negative control group, P<0.05.
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Fig.4 Uhrfl regulates bladder cancer cell proliferation through HIF la-VEGF pathway
Note: Heat map (a), VEGF and HIF1o mRNA expression (B and C), VEGF and HIF 1« protein expression (D, E and F) in upregulation of Uhrfl, and
VEGF and HIF 1« protein expression (g, h and I) in downregulation of Uhrfl.

Negative, negative control group; Uhrfl, up-regulation of Uhrfl group; Si-Uhrfl, down-regulation of Uhrfl group. #Compared with the negative control
group, P<0.05. Luciferase activity level (A),binding site of setd7 and mir-1298 (B), SetD7 protein expression (C and D) by over-expression of miR-1298;
SetD7 protein expression (E and F) by down-regulation of miR-1298.

Negative, negative control group; miR-1298, miR-1298 over-expression group; si- miR-1298, miR-1298 down-regulation group. #P<0.01 compared with

negative control group.
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Fig.5 Over-expression of HIF 1a-VEGF reduced the effects of UHRF1 on bladder cancer cells proliferate.
Note: VEGF and HIF 1« protein expression (A, B and C), cell growth (D), LDH activity levels (E), Caspase-3/8/9 (F and G) and TUNEL staining (H).

Negative, negative control group; siUHRF1, UHRF1 down-regulation group; siUHRF1+ HIF1«, UHRF1 down-regulation and HIF 1« over-expression

group. ##P<0.01 compared with negative control group; **P<0.01 compared with UHRF1 down-regulation group.
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