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Cancer cachexia describes the progwesdieletal muscle \asting and weakness associated with ynan
cancers. Cachké& reduces mobility and quality of life, impairs the response to anti-cancer therapies and
accounts for 20-30% of all caneeslated deaths. The simplest and mofsotif’e way to treat cancer cachexia is
to cure the canceHoweve, this is often not achied when patients cannot maintain their chemothgrap
because of their cachectic state. Even when successful, cancer remission typically occurs afteixthéaache
worsened considerably (Murpl& Lynch, 2009).

Current therapies ka focused on treating conditions secondary to the cabaemunfortunately these
approaches Wwa poved laigely inefective because the have only targeted one of the mechanisms of this
multifactorial condition (Murpy & Lynch, 2012). It is generally accepted that the most efficacious treatment
will come from either combined drug theyapr from drugs that can targetveeal of these mechanisms
simultaneously (Murph & Lynch, 2009). Another contnilting reason for the lack of progress in the treatment
of cancer cachexia has been a lack of consengaediey standard and appropriate end points for clinical
studies. W& have recently described standard assessments of whole body aledakknuscle function that
should be employed to maximize the translation of informati@inegl from preclinical studies (Murph&
Lynch, 2012b).

We wse non-metastatic and metastatic mouse models of cancekieatttat hae smilar functional and
metabolic impairments as in humans to maximize the translation of results §M&rplynch, 2012b). Our
studies inestigate the potential of nel therapies to attenuate the muscle wasting and weakness in cancer.

Based on evidence that aetion of the renin-angiotensin system (RAS) causes muscle wasting and
weakness, thatvels of angiotensin peptides areaied in patients with cancers associated with cachexia, and
that mice lacking the angiotensin type 1A receptﬁlgA") haveincreased whole body anded&tal muscle
function compared to wild-type mice (Munplet al., 2012a), we examined thefiehoy of RAS inhibition for
enhancing whole body and skeletal muscle function in mice bearing colon-26 (C-26) tumaunsedks of
RAS inhibition with the ACE inhibitgrperindopril, did not increase muscle mass, but enhanced whole body
function and reducedafigue of isolated diaphragm muscle strips from mildly-cachectic arde$ecachectic
C-26 tumour-bearing mice.

The transforming gmeth factorf3 (TGF{3) superfamily membermyostatin, is a potent getive regulator
of skeletal muscle mass and isveted in cancer cacki&. We examined the dicacy of antibody-directed
myostatin inhibition for attenuating cachexia in mice bearingitéung carcinoma (LLC) tumours (Murplet
al., 2011). Fve weeks of antibody-directed myostatin inhibition increased both muscle mass and function in
mildly-cachectic LLC tumour-bearing mice.

Future studies will examine whether combinatorial approaches can provide more efficacious therapies for
cancer cachexia.
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