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		Abstract

		Background: The overview of the tumor microenvironment on liver oligometastasis from colorectal cancer remains largely unclear. A comprehensive investigation on the immune cell infiltration and its constituent ratio might provide a more accurate and reliable prognostic information for the patients with colorectal liver oligometastasis (CLO) after liver metastasectomy.  

Methods: A simultaneous detection of immune constituents CD3+, CD8+, Foxp3+ T cells, and Î±-SMA fibroblast on the liver oligometastasis of 133 patients were conducted by using a five-color immunohistochemical multiplex technique. The immune cells were quantified and tumor-infiltrating lymphocytes (TILs) ratios were subsequently calculated. Correlation analysis was performed using Pearson's correlation. Recurrence-free survival (RFS) and overall survival (OS) for TIL ratios were analyzed using the Kaplan-Meier method and Cox regression models.  

Results: The number of CD3+, CD8+, and Foxp3+ T cells were significantly fewer in the intratumoral subsection by compared to the peritumoral subsection of metastases. CD3+, CD8+, Foxp3+ T cells, and Î±-SMA+ fibroblast showed a significantly positive correlation between each other both in the intratumoral and peritumoral subsection of liver metastases. As to the correlation of TIL ratios, only the CD8/CD3 ratio demonstrated a positive correlation in intratumoral and peritumoral metastases (r=0.541, P<0.001). Patients with high intratumoral CD8/CD3 ratio had a significantly higher 3-year RFS (59.0% vs. 47.4%, P = 0.035) and 3-year OS rate (83.3% vs. 65.8%, P = 0.007) than those with low intratumoral CD8/CD3 ratio. Multivariate analyses revealed that intratumoral CD8/CD3 ratio was independently associated with RFS (HR 0.572; 95% CI 0.346-0.948; P = 0.030).  

Conclusions The current study showed a novel insight into the tumor microenvironment on CLO. The intratumoral CD8/CD3 ratio was found to be a valuable prognostic index for CLO undergoing liver metastasectomy.  
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