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ACTIVATION OF MITOGEN- AND STRESS-ACTIVATED SIGNAL TRANSDUCTION
PATHWAYS IN STELLATE CELLS FROM NORMAL AND FIBROTIC LIVER

. R. Scheibe, K.-W. Wenzel
Inating fiir Physiologische Chemie der Medizinischen Fakulilr _Carl Gustav Canw™ der TU
Dvesden, Karl-Marx-5traBe 3, 01 109 Dresden

Stellate cells are the main source of hepatic collagen during the development
of liver fibrosis. Proliferation as well as differentiation and collagen synthesis of
stellate cells are regulated by transforming growth factor-p (TGF-B). It induces
in stellate cells isolated from healthy rat liver fast activation of MAPK [1] and
SAPK within 10 min. In stellate cells isolated from fibrotic liver no activity of
MAPK could be detected after treatment of cells with growth factors. SEK 1 and
SAPK, however, was found to be activated even in the absence of TGF-f, bFGF
or PDGF. Low MEK activity and high levels of MAPK phosphatases MKP-1
and MKP-2 may explain the lack of MAPK activity in the stellate cells of the
fibrotic liver,

(1] Reimann, T. Hempel, U, Krauteald, S, Axmann, A, Scheibe, R, Seidel, D. and
Wenzzl, K.-W. (1997) FEBS Lett. 403, 57-60
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