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Glivec (imatinib mesylate)

= Tyrosine kinase inhibitor (bcr-abl, c-kit, PDGFR)
= Clinical applications : CML, GIST, ALL etc.

= Non oncological applications: fibromatoses, primary pulmonary
hypertension, liver fibrosis




Ductular reaction

It is present in almost all forms of chronic hepatic injury

It may derive from progenitor/stem cells

It may contribute to liver regeneration

It is closely related with myofibroblasts

Stem cell factor and PDGF are thought to be important regulators




_| Glivec and liver

= Ductular reactions are frequently
associated with liver fibrosis

= PDGFR is expressed by hepatic
myofibroblasts

= Glivec succesfully decreased liver
fibrosis in several experimental models




Experimental model

= CDE (cholin deficient ethionine supplemented diet is a well
established model of ductular reaction

= HOW SIMULTANEOUS GLIVEC ADMINISTRATION INFLUENCES
THE CDE INDUCED DUCTULAR REACTION?

CDE 6 weeks

Glivec (25mg/kg)
CDE 6 weeks
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Quantitation of hepatocytic size

CDE+Glivec

B-Cat/HNF-4




i Distribution of hepatocytic size
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Proliferative activity of hepatocytes
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B-Cat/BrdU/DAPI

The ratio of BrdU positive large The ratio of BrdU positive small
hepatocytes: 4,23+1,68% hepatocytes: 11,15+1,13%




CDE+Glivec




Glivec reduces the extent of ductular

reaction and fibrosis
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CDE+Glivec

PDGFR-B is downregulated by Glivec treatment
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RESULTS

Glivec treatment in the CDE model:

Icreased the ratio of small hepatocytes,
Decreased the extent of ductular reaction,
Attenuated the fibrotic process,

Promoted the maintenance of metabolic
zonation.




- CONCLUSIONS

= Glivec promoted the progenitor cell
driven regeneration of the liver

s It also attenuated the ,side effects” of
ductular reaction in the CDE
experimental model.
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