Cancer biology

Motesanib (VEGFR FH538) (X 155 P BE A

B PKA % i PEAE LI v 2 Mg

/AN BT
FAHE BT
Michiyuki Matsuda

RERERP I EEM IR

SUMMARY

MEBBMEDTE E D ABBOEHD1 DT
H 3, MEAKIEERTF (VEGF) #* MIEE &%
EES Y3 2 &, VEGF 2B/K(VEGFR) AE
# motesanib H* EEHEB O MEEBM & EEL
IEBdZEIFE<HAME TV, —4, 7AOF
1 % F—FAPKA) IZMERKE /N 7HEEE
FRTOEDICEELERFE LTSN TV,
VEGFREPKAD IV OX h—=7IZDWTIXIF &

EYERHIR

The VEGFR inhibitor, motesanib, activates PKA in vascular endothelial cells and
thereby suppresses vascular hyper-permeability

Vascular hyper-permeability is a hallmark of cancer tissues. Vascular endothelial growth factor (VEGF) is
known to increase vascular permeability and the VEGF receptor (VEGFR) inhibitor, motesanib, is known to
alleviate vascular hyper-permeability in cancer tissues. On the other hand, protein kinase A (PKA) is known
to be a critical factor in maintaining vascular endothelial barrier function; however, the crosstalk between
the PKA and VEGFR pathways remains elusive. We studied PKA activity in the endothelial cells of tumor
tissues and normal subcutaneous tissues and found that PKA in the endothelial cells of tumor tissues, but not
of normal subcutaneous tissues, is markedly suppressed by VEGF. This observation suggests that at least part
of the anti-tumor effect of motesanib can be attributed to the recovery of PKA-mediated endothelial barrier

function.
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