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[Abstract] Objective To analyze the effects of neoadjuvant chemotherapy on immune infiltration of
hepatoblastoma, and to provide reference for the application of immunotherapy in hepatoblastoma. Method
186 children with primary hepatoblastoma who were admitted and treated in the First Affiliated Hospital of
Sun Yat-Sen University from August 2010 to December 2019 were retrospectively analyzed. The immune infiltration
score (0-3 points) before and after neoadjuvant chemotherapy was evaluated. Clinical factors related to immune
infiltration score were analyzed by univariate and multivariate Logistic regression. The Kaplan—Meier method

and the Log—rank method were used to calculate and compare the recurrence—free survival (RFS) and overall
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survival (OS) of patients with different immune infiltration scores. Univariate and multivariate COX regression
approach were chosen to analyze factors related to prognosis. Multiple immunofluorescence staining was finally
used in 6 patients to evaluate the type and content change of infilirating immune cells before and after
neoadjuvant chemotherapy. Result Before neoadjuvant chemotherapy, the proportion of patients with
intratumoral immune invasion scores of 0, 1, 2, 3 points were 61.5%, 33.0%, 3.7%, and 1.8%, respectively.
The proportion of patients with tumor border immune infiltration scores of 0, 1, 2, 3 points were 66.7%, 28.2%,
2.6%, and 2.6%, respectively. Before neoadjuvant chemotherapy, no Hepatocellular carcinoma-like foci (P=0.022)
and hematopoietic tissue (P=0.005) were influence factors of high intratumoral immune infiltration score. Patients
with low intratumoral immune infiltration scores before neoadjuvant chemotherapy had higher 3—year RFS (P=
0.003). No Hepatocellular carcinoma—like foci was an independent protective factor for RFS (HR=0.26, 95%CI
0.10-0.68,P=0.006). After neoadjuvant chemotherapy, the proportions of patients with increased intratumoral
and tumor border zone lymphocyte infiltration were 69.1% and 61.5% . Irregular tumor borders after
neoadjuvant chemotherapy (P=0.021) was an influence factor of high tumor border zone immune infiltration
score. Patients with high intratumoral immune infiltration scores after neoadjuvant chemotherapy had higher
3—year RFS (P=0.011). Older age at diagnosis was an independent risk factor for RFS (HR=1.17, 95%CI 1.02—
1.35, P=0.025). Infiltrating CD8*T cells (P=0.020), B cells (P=0.040), monocytes (P=0.017) and regulatory
T cells (P=0.027) in the tumor were increased significantly after neoadjuvant chemotherapy. Conclusion
Primary hepatoblastoma had less lymphocyte infiltration, and higher immune infiltration in primary
hepatoblastoma before neoadjuvant chemotherapy was the risk factor of RFS, indicating the highly enriched cells
in non—treated hepatoblastom were immune suppressive cells. Lymphocyte infiltration in hepatoblastoma was

significantly increased after neoadjuvant chemotherapy, which may indicate CD8'T cell counts increase. And
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patients with increased immune infiltration after chemotherapy had a higher 3—year RFS.
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