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[ Abstract] Objective To study the expression and clinical significance of F-box leucine-rich repeat protein 2
(FBXI2) and Wnt signal pathway inhibitor 1 (Dkk-1) in colorectal cancer (CRC). Methods From October 2017 to May 2019,
75 patients with CRC diagnosed and treated by general surgery in Baoding First Central Hospital were selected as the study
subjects. The expression levels of FBXI2, Dkk-1 mRNA and protein in CRC carcinoma and adjacent tissues were detected
by fluorescence quantitative PCR and immunohistochemistry. To compare the differences of FBXI2 and Dkk-1 protein ex-
pression in cancer tissues of CRC patients with different clinicopathological characteristics. Kaplan-Meier survival analysis
(Log-rank test) The relationship between the expression of FBXI2 and Dkk-1 protein and the survival and prognosis of CRC
patients. Multivariate COX regression analysis was used to analyze the risk factors affecting the survival and prognosis of
CRC patients. Results The expression level of FBXI2 and Dkk-1 mRNA in CRC cancer tissue was lower than that in adja-
cent tissues (¢=25.053, 34.053,P<0.001). The positive rate of FBXI2 and Dkk-1 protein expression in CRC cancer tissue is
lower than that in adjacent tissues ( x° =58.134, 51.042,P<0.001). There was a significant positive correlation between FBXI2
and Dkk-1 protein expression in CRC cancer tissue (rs =0.714,P<0.001). The positive rates of FBXL2 and Dkk-1 protein ex-
pression in cancer tissues of patients with stage I to stage Il of TNM stage and negative lymph node metastasis were high-

er than those of patients with stage Il of TNM stage and positive lymph node metastasis. The difference was statistically
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significant ( x°/P=7.588/0.006, 5220/0.022 ). The 3-year cumulative survival rate of patients with negative FBXI2 expression

was significantly lower than that of patients with positive FBXI2 expression(x’ =5.991, P=0.014). The 3-year cumulative

survival rate of DKK-1 negative expression group was significantly lower than that of positive expression group ( x° =

8058, P=0.005). Tumor stage III, positive lymph node metastasis, negative expression of FBXI2 and negative expression of
Dkk-1 were independent risk factors affecting the prognosis of CRC patients [ HR (95% CI)=1.613 (1.223 - 2.126), 1.917
(1314 -2.799), 1.837 (1.229 —2.745), 1.738 (1.246 —2.426),P <0.001 ]. Conclusion The expression of FBXL2 and Dkk-1 in
CRC cancer tissue is decreased. The expression of FBXI2 and Dkk-1 is related to the tumor stage and lymph node metasta-

sis of CRC, and is a new tumor marker to evaluate the survival and prognosis of CRC patients.
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Fig. 1  Comparison of FBXL2 and Dkk-1 protein expression in
CRC cancer tissue and adjacent tissues ( immunohisto-

chemical staining, x 200)
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Tab.1 Comparison of FBXIL.2 and Dkk-1 protein expression in different clinical/pathological features in CRC cancer tissue

i H 1% FBXI2 X a PE Dkk-1 X i P

P51 5 41 12(29.27) 0.673 0.412 14(34.15) 0.135 0.713
E’s 34 13(38.24) 13(38.24)

AR <60 ¥ 35 15(42.86) 2.679 0.102 16(45.71) 2.688 0.101
>60 % 40 10(25.00) 11(27.50)

i ged /N <3 cm 45 17(37.78) 0.563 0.453 17(37.78) 0.154 0.694
>3 em 30 8(26.67) 10(33.33)

Ji e 37 4 43 14(32.56) 0.518 0.472 13(30.23) 1.455 0.228
H Wk 32 13(40.63) 14(43.75)

i 98 43k ok 50 18(36.00) 0.480 0.488 19(38.00) 0.260 0.610
st 25 7(28.00) 8(32.00)

e TNM 438 1 ~ T 52 22(42.31) 6.145 0.013 24(46.15) 7.588 0.006
|I B 23 3(13.04) 3(13.04)

WS [H 20 2(10.00) 6.682 0.010 3(15.00) 5.220 0.022
A 55 23(41.82) 24(43.64)

. FBXL2. F-& & & /MM EE B 1 2 ; Dkk-1. Wnt {5530 B0 1577 1,
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B2 CRC @412 FBXIL2  Dkk-1 & (1% ik 5 £ 47 BUS 1
KA
Fig.2 Relationship between FBXL2, Dkk-1 protein expression

and survival and prognosis in CRC cancer tissue
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Fz2 W CRC BETUSMNEZHE COX FIH5HT
Tab. 2

Multifactor Cox regression analysis of prognosis of

CRC patients

A% BIi SEH Wald{i P{§{ HR{E 95%cCI
TNM 2303 0.478 0.141 11.493 <0.001 1.613 1.223 ~2.126
R 4 0.651 0.193 11.377 <0.001 1.917 1.314 ~2.799

FBXI2 FAPEZ L 0.608 0.205 8.796 <0.001 1.837 1.229 ~2.745
Dkk-1 BHPE:235 0.553 0.170 10.581 <0.001 1.738 1.246 ~2.426
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