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INTRODUCTION MATERIAL AND METHODS

» In vitro experiments, were done on porcine primary proximal tubule epithelial

» Gentamicin (aminoglycoside antibiotic) is widely cells (PTECs) cultures.

used in the hospital setting due to its efficacy in the Apoptosis was evaluated by oligonucleosomes formation (ELISA kit), cellular

treatment of severe gram-negative bacterial infections. morphology (optical microscopy) and cell detachment (flow cytometry).

» However, its clinical usefulness is sometimes ) '

complicated by the development of acute » In vivo experiments,

nephrotoxicity (range between 15-30%) which is S $ Moiiure oF sarinicreativie. BUN whd

characterized by tubular injury. chnntin (e Te da 1) oroteinuria levels, '

» Cilastatin, a specific inhibitor of renal enzyme WKY e . uine | @ Hematoxylin/Eosin staining,

dehydropeptidase | has proved to be protective against &‘. = . .\ Rlocd | 4 Immunohistochemistry,

other types of renal toxicity induced by drugs such as R w«bulv il s ‘:ﬁ : melzzm e

cisplatin. e & FI::rigce:::J:Iar'ization immunoassay
Groups: Contfrol; control+eilastatin: gentamicin and gentamiein +eilastatin " " e

AIM - | »>To examine the potential therapeutic beneficts of cilastatin as nephroprotector on gentamicin-induced renal injury.

RESULTS
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FIGURE 1. Effects of cilastatin in PTECs morphology and apoptosis during treatment with gentamicin. PTECs were cultured in the presence of gentamicin 10, 20 and 30 mg/mL and cilastatin (200 pg/mlL) for 24
hours. A) Phase-contrast microscopic photographs are shown (original magnification 40X). B) The effect of cilastatin on gentamicin-induced detachment of PTECs was measured by flow cytometry and determined by
counting the number of cells in an equal volume of buffer. C) Oligonucleosomal DNA fragmentation was quantified in the cell-soluble fraction and detected with an enzyme-linked immunosorbent assay kit. Data are
represented as the mean S.E.M. of at least three separate experiments. *p< 0,0001 vs. control and control + cilastatin; Tp< 0.02 vs. same date without cilastatin.
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FIGURE 2. Effects of cilastatin on gentamicin-induced renal L = . -
toxicity, as determined by: A.) serum creatinine; B.) blood urea yi + + L RTINS g
nitrogen and C.) proteinuria. These parameters were measured at cilastatin cilastatin Jilii £Hassatn CONCLU SIONS
the end of the treatment. Values are expressed as mean S.E.M. Control Gentamicin Control Gentamicin : : : —
(n=6-8), #p<0.01 vs. control and control+cilastatin; Tp<0.01 vs. > Cilastatin has a protective effect on gentamicin-
gentamicin; *p<0.002 vs. other groups. A B ~ induced nephrotoxicity by preventing apoptosis.
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