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Abstract

The liver is a major target organ for metastasis of both gastrointestinal and extra-gastrointestinal
cancers. Due to its frequently inoperable nature, liver metastasis represents a leading cause of
cancer-associated death worldwide. In the past years, the pivotal role of the immune system in
this process is being increasingly recognised. In particular, the role of the hepatic macrophages,
both recruited monocyte-derived macrophages (Mo-Mfs) and tissue-resident Kupffer cells (KCs),
has been shown to be more versatile than initially imagined. However, the lack of tools to easily
distinguish between these two macrophage  populations has hampered the assignment of
particular functionalities to specific hepatic macrophage subsets.

In this Review, we highlight the most remarkable findings regarding the origin and functions of
hepatic macrophage populations, and we provide a detailed description of their distinct roles in

the different phases of the liver metastatic process.
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Introduction

Metastasis - the dissemination of cancer cells from a primary tumour to other sites in the body -
is the major cause (>90%) of cancer-associated death [1,2]. More specifically, metastasis to the
liver is a common event in multiple cancer types and is a leading cause of death in
gastrointestinal cancers, including colon cancer and pancreatic cancer, but also melanoma and
breast cancer [3]. In the specific case of colorectal carcinoma, liver metastasis has been reported

in approximately 25% of patients upon primary tumour diagnosis and in another 40-50% of
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molecule, VEGF; Vascular endothelial growth factor, YS; Yolk sac.
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