

















- 105 —



As a cardiac glycoside, comp. 9 may play multiple roles in signal transduction as described [11]. Following
cardiac glycoside binding to Na+/K+-ATPase (NKA), the tyrosine kinase SRC is activated and in turn activates the
proximal epidermal growth-factor receptor (EGFR). Activated EGFR sequentially recruits the adaptors SHC, growth
factor receptor-bound protein 2 (GRB2) and SOS, which ultimately leads to activation of the mitogen-activated protein
kinase (MAPK) cascade. In parallel, phospholipase C (PLC) and inositol 1, 4, 5-triphosphate (IP3) also participate in
the formation of a functional microdomain that brings NKA into direct contact with the IP3 receptor (IP3R) of the
endoplasmic reticulum. At this point, single or repeated transient increases in intracellular Ca2+ are produced. Ca**
oscillations are a universal mode of signaling that mediate a diverse range of cell functions including cell proliferation,
differentiation and apoptosis (Fig.9). In our case, comp. 9 obviously adjusted the content of pJNK rather than p38 (data
not given), illuminating one of the action target. However, the specific mechanism including the cell death type needs

further elucidation.

Fig.9 Na+/K+-ATPase as a versatile signal transducer
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