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Correlation of ARIDIA expression with immune cell infiltration and prognosis of intrahepatic cholangio—
carcinoma
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Abstract Objective: To investigate the relationship between the expression of ARIDIA and the infiltration of immune cells of intrahepatic
cholangiocarcinoma, and the prognostic value. Methods: A total of 136 consecutive patients with intrahepatic cholangiocarcinoma who
received surgical treatment at Tianjin Medical University Cancer Institute and Hospital from January 2011 to December 2017 were
enrolled, and their clinicopathological information and pathological tissue specimens were collected. Tissue microarrays were constructed.
The immunohistochemical staining method was used to detect the expression of ARIDIA and the infiltration degree of different types of
immune cells. The relationship between the prognostic value of ARID1A gene, clinical features and immune cell infiltration were analyzed.
The relationship between ARID1A copy number and infiltration of various tumor immune cells through online database were also evaluated.
Results: Among 136 patients with intrahepatic cholangiocarcinoma, the expression of ARIDIA gene was present in 108 cases(79.4% ),
while absent in 28 cases (20.6% ). Compared with adjacent normal tissue,the infiltration of CD4+,CD8+ T lymphocytes and CD163+
macrophages in tumor tissues were significantly reduced(1=6.962,7.364,7.905, all P<0.000 1), while the infiltration of CD66b+ neutrophils
in tumor tissues was significantly increased(¢=4.093, P<0.0001). In ARID1A expression loss group and ARID1A expression group , the
infiltration level of CD163+macrophages was negatively correlated with survival(log—rank x*=5.399,6.376,P=0.02,0.012). The expression
of ARID1A was positively correlated with liver cirrhosis( x*=7.126,P<0.01). Compared with the ARID1A expression group, the infiltration
level of CD4+ T lymphocytes, CD8+ T lymphocytes and CD163+ macrophages in the ARID1A expression loss group were significantly re—
duced(1=2.174,1.998,2.162, all P<0.05). Through the analysis of TIMER online database in breast cancer type basal-like and low—grade
glioma, the loss of ARID1A copy number was related with the decrease of the infiltration most immune cell infiltration levels (P<0.05).

Conclusion: In intrahepatic cholangiocarcinoma, the loss of ARID1A expression is inversely correlated with the infiltration of CD4+,CD8+
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T lymphocytes and CD163+ macrophages in the tumor microenvironment, while the infiltration of CD163+ macrophages is negatively cor—

related with survival prognosis.

Key words ARID1A ;intrahepatic cholangiocarcinoma;immunohistochemical staining; immune cells
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Fig2 Immunohistochemical staining results of different indexes (200x )
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Fig3 Comparison of immune cell infiltration in tumor and para—tumor
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