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Elucidation of mechanism for nephrosclerosis via soluble fms like tyrosine
kinase 1 and evaluation of the clinical utility
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Placental growth factor (PIGF), a member of vascular endothelial growth
factor family, is an inflammatory cytokine involved in the development of atherosclerosis and
cancer. We have previously shown that the imbalance between PIGF and soluble fms-like tyrosine
kinase-1, an endogenous antagonist of PIGF, is clinically and experimentally associated with the
development of arteriosclerotic diseases and heart failure in patients with chronic kidney disease
(CKD). Nephrosclerosis, also known as hypertensive renal disease, is one of the most underlying
renal diseases. We demonstrated that PIGF is directly associated with the development of arteriolar
hyalinosis and the severity of interstitial fibrosis and tubular atrophy in CKD patients.Elevated
PIGF also predicted the development of anemia. In Japanese nationwide survey, even trace proteinuria

is significantly associated with the risk of cancer death, leading to the future investigation
between PIGF and onco-nephrology.
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CKD

377,202
1.16
No. of deaths 2456 289 198 113
Cancer death rate, per 10,000 person-years 20.0 26.8 40.5 48.7
Unadjusted model Reference 1.30(1.15-1.47) | 1.89(1.63-2.18) |2.29(1.90-2.77)
Model 1 Reference 1.20(1.06-1.35) | 1.57(1.36-1.82) | 1.75(1.44-2.11)
Model 2 Reference 1.21(1.07-1.37) | 1.60(1.38-1.85) | 1.79(1.48-2.16)
Model 3 Reference 1.16 (1.03-1.31) | 1.47(1.27-1.70) | 1.61(1.33-1.96)
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