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Abstract: Objective To investigate the expression of Netrin-1 and unc-5 netrin receptor B(UNC5B) in
colorectal cancer (CRC) tissues and their associations with clinicopathological characteristics and survival out-
come,and to evaluate the predictive performance of a model incorporating Netrin-1 and UNC5B expression and
a composite pathological risk index for 3-year survival outcome in patients with CRC. Methods A single-cen-
ter retrospective cohort study was conducted involving 122 patients with CRC who underwent curative resec-
tion at the hospital from May 2020 to July 2022. Immunohistochemistry was performed to detect Netrin-1 and

UNC5B expression in CRC tissues and paired adjacent non-tumor tissues,and the positive expression rates be-
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tween the two tissue types were compared using the McNemar test. Survival curves were generated using the
Kaplan-Meier method,and between-group differences were assessed using the log-rank test. Factors associated
with survival outcome in patients with CRC were identified using a multivariate Cox regression model. A com-
bined risk score model was constructed based on Netrin-1, UNC5B and a composite pathological risk index.
The predictive performance of the individual-marker model and the combined model was evaluated using time-
dependent receiver operating characteristic (ROC) curves at 3-year after surgery,and internal validation was
performed using 1 000 bootstrap resamples. Results The positive expression rate of Netrin-1 was 65. 57%
(80/122) in CRC tissues, which was higher than that in paired adjacent non-tumor tissues [ 9. 84% (12/
122)]. Similarly, the positive expression rate of UNC5B was 67. 21% (82/122) in CRC tissues, which was
higher than that in paired adjacent non-tumor tissues [ 8. 20% (10/122)];both differences were statistically
significant ( P<Z0. 001). The positive expression rates of Netrin-1 and UNC5B proteins in tumor tissues were
significantly higher in patients with TNM stage [ll disease than in those with stage | — Il disease,in patients
with high-grade tumor budding than in those with low-grade tumor budding,in patients with a high tumor
stromal proportion than in those with a low tumor stromal proportion,and in patients with lymphovascular in-
vasion than in those without lymphovascular invasion (P <C0. 05). Significant differences in overall survival
were observed between patients with positive and negative Netrin-1 expression and between those with posi-
tive and negative UNC5B expression (log-rank X*=12. 500 and 14. 320, respectively; both P<C0. 001). Multi-
variate Cox regression analysis showed that increased Netrin-1 expression,increased UNC5B expression and a
high composite pathological risk index were independently associated with an increased risk of death (P =
0.004,0.002, 0.003). At 3-year after surgery,the time-dependent areas under the receiver operating charac-
teristic curve for the three-item combined model, the Netrin-1 single-marker model, and the UNC5B single-
marker model were 0. 904 (95%CI :0.860—0. 943),0. 826 (95%CI :0. 801—0. 854) ,and 0. 810 (95%CI :0. 780—
0. 849) respectively. Conclusion Netrin-1 and UNC5B are highly expressed in CRC tissues and are associated
with aggressive pathological features. The combination of Netrin-1 and UNC5B expression with a composite
pathological risk index shows good discrimination for 3-year survival outcome in patients with CRC and may
have potential value for prognostic risk stratification.
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TR LR BT ¢ A8 58 5 TFE0%E R DL 5 sk B R
Foon A O BCR F XP ORI, B X BB L8R L M-
Nemar ¥4 . % ] Kaplan-Meier 3% 2 il 4= 47 il £,
KH log-rank Ko 5 LB AL W] S AE AR LI 22 5% 0 R
H Cox BIHZrHr CRC B AL R mE R, R
JH Schoenfeld %% 22 ¥ 56 56 3IE Cox 8] 5 455 5 (1) 1 451 XL
W (PH) BE & >R H 7 22 W2 Bk I CVIF) PRAS AR & 2 &
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5.93. 4878 4 T H S B R A7 TE SR Y £ E R Ak

Ryl AR S BORCE AR DL TR B A A R R
L5 9 PR RS 4 B o 4 b oeg Hh 2E L iR R) 5 L ) L Dk A
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gR2 CRCEZXFLEHRBEMEZMEREE Cox EIASH
H#%E B SE Wald X* P HR HR # 95%CI
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AR A, 4 9 LL Netrin-1, UNC5B & Netrin-1.
UNCS5B.Z5 5 B XU 48 A5 A8 #2193 01 1 G 455 78 (XL
B ¥ 2 = 0. 278X wews + 0. 272X gness +
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