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Adranced Course: Lipid Signal l ing and cancer
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EXAMINATION OF THE POTENTIAL REGULATORY ROI,E OF
MACROPHAGE-EXPRESSED PPARI IN I]I6 MEI,ANOMA CELL-DERIVED PRIMARY

AND METAS'I'ATIC TUMOR DEVELOPMENT
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Tumor developntent and progrcssion tnay lrc either limitcd or promotccl by tunorinli ltratin-e
immunc cells. inclucling macrophages. Tu rnof-assoc iated maclopha-ues (TAMs) are polarized to-
rvarcls an M2-type or. altcrnativcly activatecl macrophage phenotype. TAMs are able to enhan-
\c IL UT l r r l i r , - -errc. is.  i r rh ib i t  lnt i  tutnrr t  i t t tmttne fc\pol l \c rrnJ l r rc i l i t l r t t  l l let l ls l i l \ i \  l r r r t t t : t t iUn'
Peroxisome prol ifet'ator-actlvated receplot' ganlma (PPAR','). a I.nember of ligand
activated nuclear receptor tarnily. is a potent lipicl sensor. rvhich plays a kcy lole in
adipocyte c1ifl'ercntiation ancl mctabolism. PPARY cxpressioll is also induccd cluring
alternativc macrophagc activation. but its function is not colnpletely understoocl in thesc cells'
our goal rvas to examine the expression of PPARI ancl its target gcnes in TAMs and
to determine the role of' macfophage explesscd PPARI during tumor progrcssloll
using B l6 r.nouse rnelanoma cell based subcutaneous atnd metastatic tumor nrodels itt
macrophage PPARl-delicicnt mtcc.
Our results show, that PPARiT rvas cxpressecl both in plimary and metastatic tunrorderivcd
TAMs. Intc|estingly. we did not find signilicant diflerence ln subcutaneous
pr.imary tumor growth between macropha-te PPART-deficient and control nrice. In
aon,r"i,. thc number of lurg 

'ctastases 
was significantly increased in the absence of

Inacrophagc PPART comparecl to tllc control aninals.
Or:r iesults raise thc potcntial role ol lipid nr icloenvit'onrnent in the resulation of
tumof metastasis formation in ii macrophage-exprcssed PPARliclependcnt manner.
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