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Hepatocellular carcinoma (HCC) is one of the most common and lethal cancers worldwide. Currently, treatments available
for advanced HCC provide dismal chances of survival, thus there is an urgent need to develop more effective therapeutic
strategies. While much of the focus of recent decades has been on targeting malignant cells, promising results have
emerged from targeting the tumour microenvironment (TME). The extracellular matrix (ECM) is the main non-cellular
component of the TME and it profoundly changes during tumorigenesis to promote the growth and survival of malignant
cells.
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| 1. Introduction

Liver cancer is the sixth most common form of cancer in incidence worldwide across both sexes and all ages and in 2020
there were 900,000 cases worldwide. It is the third in cancer-related deaths, claiming more than 800,000 lives globally in
2020 W, with incidence on the rise worldwide, it is estimated that by 2030 over 1 million people will die from liver cancer
(2. The most common form of primary liver cancer is hepatocellular carcinoma (HCC) that represents 90% of cases &I,
The survival rate for HCC is poor, with a 5-year rate standing at 18% 4. Moreover, 90% of HCC cases develop on the
back of persistent liver inflammation which could result in aberrant chromosomal changes and can lead to the malignant
transformation of hepatocytes B8], The most important risk factor for HCC is cirrhosis as one in three cirrhotic patients will
develop HCC during the course of their lives [D. Other prevalent risk factors for HCC are hepatitis B (HBV) or hepatitis
(HCV) infections, excessive alcohol consumption, obesity-related or diabetes non-alcoholic steatohepatitis (NASH),
aflatoxin B1, and these risk factors vary by geographical region (3,

HCC is a molecularly highly heterogeneous malignancy and this aspect is present at three levels: interpatient
heterogeneity, intertumoural heterogeneity (variability within the tumour nodules of the same patient) and intratumoural
heterogeneity (variability between different regions of the same tumour nodule) . This high heterogeneity coupled with
the suppressive tumour microenvironment [ makes creating a universally effective treatment challenging. Currently,
treatment is determined by scoring on the Barcelona Clinic Liver Cancer algorithm. Stage 0 and A patients are eligible for
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tumour-associated stroma <2, The tumour stroma comprises cellular components such as blood and lymphatic vessels,
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biomarker for HCC carcinogenesis and metastasis 2. In addition, it has been shown that HSCs trigger the epithelial to
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Collagen 1A1 (COL1A1) Is a Reliable Biomarker and Putative Therapeutic Target for Hepatocellular Carcinogenesis
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The interplay between immune cells and ECM in the HCC TME is a key aspect that should be studied in respect to

disease progression and therefore taken more into consideration in cancer models.
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