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cancer. This in turn presumably results from the use of experi-
mental systems that do not reflect the clinical scenario and
frequently do not adhere to the required standards, e.g. verification
of cell lines or background of genetically altered mice. The major
problem in this regard is the use of established cell lines that
usually are inappropriate experimental systems to address clinical
problems, since in most cases they do not phenocopy the tumor of
origin, have undergon| alferations in the course of
immeortalization in cul afld are maintained in highly
artificial media that arcbhisilyedisasent from the tumor micro-
environment in vivo. In the case of PPAR[/S, the latter aspect is
highly relevant, as the presence or absence of ligands, e.g. fatty
acids, directly affects transcriptional outcome and may determine
whether PPARJ/S acts as a repressor or activator. Even though
mouse models are invaluable tools to address basic questions of
tumor biology and have enabled significant advances in the field,
there are serious limitations |93 ). These include differences in tu-
mor pathobiology, clonal evolution and the microenvironment, in
particular in xenografted tumors. As PPARR[S seems to play a
cancer-promoting role in the tumor microenvironment in synge-
neic mouse models [94—95], the latter aspect is of particular rele-
vance. In humans, this issue has not been addressed, apart from the
deregulation of PPAR[S in ovarian cancer TAMs |22 alluded to
above,

These considerations make it obvious that alternative and well
defined model systems are required to obtain conclusive data
regarding the function of PPARS/S in human cancer and to be able
to assess its potential as a therapeutic target. A promising tool along
these lines are primary tumor cells obtained from malignant effu-
sions, which frequently occur in patients with advanced lung and
breast cancer as pleural effusions and patients with gastrointestinal
tumors or ovarian cancer as peritoneal effusions (ascites). Recent
technological advances make it possible to grow primary cancer
cells from effusions without crisis, for apparently unlimited popu-
lation doublings and without decrease in growth rate [9798).
Importantly, these cells retain the genomic, histopathological,
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