Body of evidence that deregulation of
iron metabolism is key to cancer

* |ron is biologically important
 Too much of a good thing can be bad!

 Epidemiological, Animal and Cell based data
associating iron excess with colorectal (and other)

cancer
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What is the profile of cellular iron transport
proteins in colorectal carcinogenesis?
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Modulation of iron transport proteins in human
colorectal carcinogenesis
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What is mediating the relocalisation of
ferroportin?
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lron ampllfles Wnt signalling?
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A role for iron in Wnt signalling
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Myc deletion rescues Apc deficiency in the small
intestine
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Low iron levels: active IRP1 and IRP2
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N fold Change in IREB2 mRNA Expression
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IRP2 Protein is Overexpressed in
Adenocarcinomas Relative to Normal
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IRP2 Protein Expression Normalised to B

actin

IRP2 Knockdown is Associated with
Decreased TfR1 and Increased FTN Protein
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IRP2 is Overexpressed in BRAF
Mutant Tumours
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Determination of source of iron




Regimes

* High Iron Diets

e |[ron free Diets
 Manipulation of systemic iron levels

Cell Reports
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ACCESS

Luminal Iron Levels Govern
Intestinal Tumorigenesis
after Apc Loss In Vivo
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Summary

Colon tissue expresses the machinery to
metabolise luminal iron

ron transport machinery likely to be regulated
oy iron mediated wnt induction (cmyc )and
RP2.

mportance of APC and BRAF

_Luminal iron exacerbates the cancer
phenotype in APC mutant min mice
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Iron chelation as a therapy?
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Lgr5 tumour free survival - Manucol LD Fe loaded
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