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EVALUATION OF Big-h3 (TGF- 8 -INDUCED MATRIX PROTEIN) AS A URINARY MARKER
FOR RENAL ALLOGRAFT NEPHROPATHY
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Big-h3 acts as a marker for biologically active TGF-B1. We evaluated potential roles of Big-h3 as a
urinary marker for renal allograft nephropathy. In immunohistochemical study, Big-h3 was expressed in S3
segments of proximal tubules in the normal rat kidney. In vitro experiment using human renal proximal
tubular epithelial cells showed that Big-h3 was highly induced by TGF-£8 in a dose dependent manner
(Western blot and ELISA). We measured urinary Aig-h3 in long-term and new renal transplant recipients.
Among long-term patients, urinary Aig-h3 excretion was increased in patients with chronic rejection,
recurrent glomerulonephritis, and cyclosporine nephrotoxicity.

Big-h3 (ng/mg creatinine) Mean SD (range} r
Gl Normal (n=47) 394 182 (94-847 < 001 (vs G2, G3, G4. G5)
(i2  Nephron underdose (n=16) 547 230 (17.9-100.0) < 001 (vs G3, G4, G5)
G3  Chronic rejection (n=15) 1408 81.1 (48.8-374.4) NS (vs G4, G5
G4  Recurrent GN (n=6) 1754 658 (83.2-249.8) < 0.05 (vs G5)
G3  CyA toxicity (n=6) 909 224 (646-119.4)

Reference value, < 31.0 ng/mg creatinine; NS, Not significant: GN, Glomerulonephritis; CyA, Cyclosporine

Daily urinary Big-h3 was measured in 27 new recipients during perioperative period. In' most cases,
preoperative Big-h3 levels were high and the values were decreased and normalized in several days after
transplantation. Big-h3 of living donors tended to be normalized earlier than cadaveric donors. In patients
with acute rejection and acute tubular necrosis during immediate postoperative period, Big-h3 levels
remained high. In conclusion, Big-h3 could be a useful marker for renal allograft nephropathy.
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