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Investigation and clinical application of early critical factors in determining
long-term prognosis (flbr05|s§ of kidney graft after transplantation
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Matrix metalloproteinase (MMP)-9 immunoexpression in proximal tubule epithelium
(PTE) of human renal allografts was increased in biopsies when the PTE was damaged. This expression was
consistently observed in vacuolized PTE, which implies the MMP-9 expression as a sensitive marker of
acute calcineurin inhibitor toxicity. The levels of serum MMPs fluctuated with the allografts condition,
and urine MMP-9 had a tendency to increase with inflammation. In mouse models induced renal damage, both
increasing and decreasing MMP-9 expression were concurrently observed in renal tubules. Immunostaining
using anti-MMP-9 antibodies with different epitopes showed that the latent pro-MMP-9 participated in the
reversible pathogenesis of acute tubular injury; however, the active MMP-9 involved in the persistent
irreversible expression in acute rejection that often causes interstitial fibrosis, suggesting the
association of MMP-9 in inflammatory cell infiltration into PTE and in progression of fibrosis.
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