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Liver cancer in Hong Kong

> 4™ most common cancer in Hong Kong — more than 1,700 new
cases per year

»2"d and 4t leading cause of cancer death in males and females
respectively; 3 leading cause for both sexes

» In 2008, 1,499 deaths in HK were caused by liver cancer,
accounting for 12% of all cancer deaths

Hong Kong Cancer Registry, 2008




Main causes of liver cancer

»In Hong Kong and the region, hepatitis B virus is the leading
cause of liver cancer

»10% of the population are hepatitis B virus carriers

»Other risk factors include hepatitis C, alcoholism and genetic
factors

Current treatments for liver cancer

First line treatment

»Liver resection (20%)
»Liver transplantation (<5%)

Second line treatment
»Chemotherapy (25%)

»Systemic therapy (30%)
»Local ablative therapies (25%)




The Limitation of liver resection and
transplantation

»Majority of patients have unresectable liver cancer because of
advanced tumour or poor liver function

»Transplantation is applicable only for early small tumours. Also,
its application is limited by the shortage of liver grafts in Hong
Kong

Main hurdles in treating liver cancer

» High chance of tumour recurrence
» Chemoresistance for chemotherapy

Therefore, understanding the mechanism of tumour recurrence
and chemoresistance will help improving treatment result.




HKU Discovery

>»We have identified a type of cancer stem cells (CSCs) with a surface
marker CD24+ responsible for tumour recurrence and chemoresistance

>We have revealed the mechanism on how CD24+ liver cancer cells
mediates tumour recurrence and chemoresistance — via STAT3 (a kind
of protein) activation

Cancer Stem cells (CSCs)
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CSCs and Chemoresistance
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Identification of CD24+ as a novel CSC
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Isolation and characterization of CD24* liver CSCs
from liver cancer patient samples

Dissociation of Separation of cells to CD24- Injection into NOD/SCID
tumour bulk and CD24+ Mice subcutaneously
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CD24liver cancer cells are more
refractory to current chemotherapies
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Clinical significance of CD24+ expression in
liver cancer clinical samples
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The mechanism of how CD24+ leads to
tumour development & renewal
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Summary: Clinical implications

> HKU researchers find that CD24+ cancer stem cells are responsible
for chemoresistance, metastasis and tumour recurrence in liver cancer.
Thus, CD24+ is regarded as a novel biomarker for prediction of
tumour recurrence and patients’ survival.

» STAT3 phosphorylation is a druggable target for liver cancer therapy.

» HKU will evaluate the therapeutic efficacy of STAT3 phosphorylation
inhibitors alone in the suppression of liver cancer recurrence and its
combined effect with conventional chemotherapy.

> Inlong term, the findings facilitate the development of safe, effective
and targeted treatment to completely eradicate this deadly disease.

Questions and Answers




