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Roles of somatostatin analogue in inhibition of mouse hepatocarcinogenesis

ABSTRACT

Hepatocellular carcinoma is one of the highest incidence cancers occur worldwide.
There are many factors influence hepatocelluiar carcinoma formation. This study in an animal
model shows that a high level of growth hormone correlates with a high chance for
hepatocarcinogenesis. To the contrary, a low growth hormone level can decrease hepatocellular
carcinoma formation. In hepatocellular carcinoma patients treated with a growth hormone
reducing drug, 2 somatostatin analogue, an increase of the 5-year survival rate was observed.
To study the effect of what carcinogenetic stage this drug affects the hepatocellular formation
and the mechanism of how it can do that. We designed a study using mice with high (B6-
Hes7™") and low susceptibility (B6) to hepatocellular carcinoma formation. The hepatoceliular
carcinoma is developed after N,N-diethylnitrosamine (DEN) injection at 12 days of age. The drug
will be administered before, at the same time and after the first observation of liver cancer in
order to study the effect of drug in prevention, treatment and inhibition of the progression of liver
cancer respectively. The expression of genes involved in growth hormone control pathway will
be measured comparing between those from cancerous tissues and normal tissues. The
abnormal mouse strain, /it/lit, which has one base mutation in the GHRH receptor gene (ghrhr)
leads to low levels of growth hormone, wilt be used as the positive control. The breeding of B6
and C3H mice to get the congenic (86-Hcs7™"! ) was performed and mice were classified to
select the desired strain by DNA polymorphism. They were prepared for pharmacokinetic and
drug toxicity tests. The genotype of B6-Hes7%"-iit/lit mice were checked by restriction site
polymorphism. In addition, the preliminary result showed that the expressions of growth
hormone responsive genes, egfr, cxbl and igf1, decreased in B&-fit/lit mice compared to wild
type. But the detoxify genes, cy2a, cyp4al4 and msta2 increased in B6-/i/lit mice. It is possible
to say that after the completion of this study, we will be better understand the effects of this
somatostatin analogue in the inhibition of liver cancer formation. The ultimate goal is to define
the gene controlling pathway that this drug uses to inhibit hepatocarcinogenesis and then
properly uses this drug in hepatocarcinoma patients. it may then be possible to use this drug in
treatment of cholangiocarcinoma, the life threatening cancer in the North and Northeastern parts

of Thailand.



