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Evaluation of impact of cyclooxygenase-2 inhibitors on cisplatin-induced
nephrotoxicity
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Non-steroidal anti-inflammatory drugs (NSAIDs) are suggested as a risk
factor for cisplatin-induced nephrotoxicity (CIN). In this research, we have minutely evaluated the
influence of NSAIDs, particularly inhibition manner of cyclooxygenase, on CIN development.
First, we assessed the impact of NSAIDs co-administration on CIN development using meta-analysis,
suggesting that NSAIDs co-administration can worsen CIN. Second, we assessed the influence of each
NSAIDs on CDDP-induced cytotoxicity in vivo and in vitro, revealing that celecoxib significantly
attenuated and flurbiprofen markedly enhanced renal toxicity by CDDP. In addition, celecoxib
attenuated cytotoxicity by reducing oxidative stress and increasing autophagy activation.

In conclusion, we have evaluated NSAIDs influence on CIN, and revealed that celecoxib attenuates
CIN by regulating oxidative stress and autophagy activation.
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Figure 1. Forest plot of the meta-analysis.
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Figure 2. Effect of NSAIDs on CDDP-induced cytotoxicity and Clusterin mRNA levelsin
CDDP-treated NRK-52E cdls.

“P<0.05 and *"P < 0.01 compared with the control group, T'P < 0.01 compared with the CDDP group, P < 0.01
compared with the celecoxib or flurbiprofen group.
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Figure 3. Effect of NSAIDson mRNA leves of antioxidant mar kersin CDDP-treated NRK-52E
cdls.

fP < 0.05 and TP < 0.01 compared with the CDDP group.
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Figure 4. Effect of
NSAIDs on mRNA levels
of autophagy markersin
CDDP-treated NRK-52E
cdls.

fP<0.05 and 'P < 0.01
compared with the CDDP
group, P < 0.05 and P <

0.01 compared with the CDDP
+ celecoxib group.
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Figure 5. Effect of celecoxib and flur biprofen on ratswith nephrotoxicity by CDDP.
*P < 0.05 and **P < 0.01 compared with the control group, P < 0.05 and TP < 0.01 compared with the CDDP group,
P < 0.05 and P < 0.01 compared with the CDDP + celecoxib group,
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