The role of FGF23 beyond CKD-MBD:
Is itimportant?

Marc G Vervloet, MD, PhD, FERA
VU university medical center

Amsterdam, The Netherlands




Disclosures

v" Scientific support

v AbbVie, Amgen, Dutch Kidney Foundation, FMC, Pfizer, Sanofi,
Shire

v Consultant, lecture fees, other
v AbbVie, Alexion, Amgen, Astellas, VFMCRP, Otsuka

v (See DOI at www.era-edta.org)









Role FGF23 in CKD-MBD
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Classical FGF23 signaling
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FGF23 actions outside MBD
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FGF23 and the heart
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Framingham cohort
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FGF23 as effect modifier for ACE inhibition
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The role of FGF23
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Klotho independency of FGF23:
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FGF23 receptor in the heart
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. Cardiac surgery
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CPB induces FGF23?




Experimental myocardial
infarction increases FGF23
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Heart failure increases FGF23
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Hypoxia induces FGF23!




FGF23 actions outside MBD
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FGF23 and Infections
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FGF23 and Infections
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Klotho independent effect FGF23:
neutrophils
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FGF23 and inflammation
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Hepatocytes express FGFR4
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FGF23 and inflammation
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FGF23 actions outside MBD
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Rec. FGF23 in mouse model
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FGF23 and vasodilation
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Effect modification analysis
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Epidemiology is:
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FGF23 may interfere with NO production
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Examine vascular function on
exogenous FGF23
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FGF23 impairs vasodilation

in the absence of vascular klotho
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Mechanism of NO decline
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Conclusions

v FGF23 has several effects beyond CKD-MBD

Direct induction of LVH

Heart failure in turn seems to amplify FGF23

FGF23 increases risk for (bacterial) infection

FGF23 directly induces inflammation

FGF23 may induce sodium retention (unconfirmed)

FGF23 limits vasodilation, probably via ADMA and/or
NOW
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