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MO346NEPHROPROTECTIVE EFFECT OF A METHANOLIC EXTRACT OF TWO GANODERMA SPECIES AND THEIR ASSOCIATION IN AN IN VITRO MODEL OF CISPLATIN INDUCED TUBULOTOXICITY

The aim of the present work is therefore to identify new prophylactic therapy. For this, natural products can be studied, in this case, the interest of potential new medicinal mushrooms extracts. Among 13 mushroom extracts, the methanolic extracts of Ganoderma parvigibbosum Welti & Courtecuisse, Ganoderma tuberculosum Murrill and their association were selected to study their effects on human proximal tubular cells (HK-2) intoxicated with cisplatin. METHOD: HK-2 cells are grown in 75cm 2 sterile flasks using DMEM low glucose (1mg/mL), supplemented with FBS (10%), L-Glutamin and a mix of Penicillin/ Streptomycin. Dried mushrooms were grounded and extracted 3 times by methanol, evaporated extracts are stored at -20 C. A viability assay allowed to determine the work concentration of extracts range have been done. After that, tests were performed after a pretreatment of 1h with the extracts before adding cisplatin at a concentration of 20 mM. Viability assays (CCK-8) and antioxidant activity (DPPH) were done in 96-well.

The intracellular concentration of b-catenin and calcium, Caspase-3, p53, cytochrome C, IL-6, NFjB, the membranal expression of KIM-1 and finally the ROS production (H2DCFDA) were studied by flow cytometry. RESULTS: Tests have shown that methanolic extracts of G. parvigibbosum and G. tuberculosum (10 mg/mL) and their association (5 þ 5 mg/mL) prevented the loss of viability after a 24h incubation. They also have prevented the increase of cytochrome C and p53 after 24h. G. parvigibbosum and the association of the two mushrooms extracts have also prevented the increase of caspase-3 and intracellular b-catenin. Finally, G. parvigibbosum was the only to prevent the ROS overproduction. None of them showed a scavenger activity, nor a prevention in the increase of IL-6 and NFjB or the membrane expression of KIM-1. CONCLUSION: Ganoderma parvigibbosum appears to be therefore more beneficial than Ganoderma tuberculosum and the association of the two mushrooms extracts by acting also on the ROS overproduction. In conclusion, in this study, the extracts have shown a significant activity on the prevention of the pro-apoptosis pathway rather than a pro-inflammatory prevention. Further investigation will be performed to identify the precise activity and chemical content of these extracts.
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	BACKGROUND : -: Intravenous administration of radiocontrast media is referred to	
	as contrast-induced kidney injury (CI-AKI).CI-AKI is described as the third most	BACKGROUND AND AIMS: Cisplatin is currently used as a first-line cancer
	common cause of new AKI in hospitalized patients. The occurrence of CI-AKI is	treatment, such as testicular, ovarian or pulmonary cancers. Their nephrotoxicity
	reported up to 55% in these high-risk patients.: NGAL (Neutrophil gelatinase-	remains a real problem. Acute kidney injury induced by cisplatin is located on
	associated Lipocalin)and Cystatin C have been found an early and sensitive marker of	proximal tubular cells, causing necrosis and possibly subsequent interstitial fibrosis and
	acute kidney injury (AKI).	chronic dysfunction. These severe side effects can lead to a cessation of the patient's
	AIMS: To evaluate biomarkers in plasma (P) and urine (U) after intravenous contrast	treatment. Currently, there is no effective prophylactic action to reduce cisplatin
	in adult ICU patients.	nephrotoxicity, beside hyperhydration of the patient [1].
	METHOD: Total of 36 patients recruited as per inclusion criteria. ICU patients who	
	were >18 years with radiographic contrast for diagnostic or interventional computed	
	tomography (CT scan), were included. After ethical approval, samples of 5 ml blood	
	and 5 ml urine were collected before contrast exposure and at 4 h, 24 h, and 48 h after	
	contrast exposure. NGAL and Cystatin C assay was done by ELISA, and urinary levels	
	were normalized as per urine creatinine (UCr) values for each sample. In the present	

study, CI-AKI is defined as a rise in SCr of 0.3 mg/dl within 48 hrs. Data presented in a mean or median analysis performed. RESULTS: In this study, 30 CT scan episodes requiring intravenous contrast in 25 ICU patients were included. Median age was 36 yrs and 13 (43%) were male. On day of inclusion, median SOFA score was 3; 16% In patients having CI-AKI, mean values changes from pre-contrast to at 4 h, 24 h and 48 h after contrast are presented..Kinetics of plasma (P) and urine (U) NGAL and Cystatin C levels (Mean6SD) with p value among patients having CI-AKI P NGAL (ng/ml), Before Contrast(BC)( 708.56201.76) , 04hrC(851.56332.05, p=0.07), 24hrC(1093.256225.03, p=0.02), 48hrC(7886323.4, p=0.21), UNGAL (ng/mg of U Cr)BC(67.63648.09) , 04hrC(39.69619.79, p=0.07) , 24hrC(101.97690, p=0.12) , 48hrC(59.87656.85, p=0.73) , P Cystatin C (ng/ml)

BC(4698.856574.71), 04hrC(4704.5761144.87) , p=0.02) , 24hrC(4428.8561135.73, p=0.03), 48hrC(4288.856435.8, p=0

.17), U Cystatin C (ng/mg of UCr) BC(3 46.066224.7), 04hrC

(219.66672.18, p=0.91), 24hrC (470.216536.28, p=0.99), 48hrC(633.616811.77, p=0.23)

. CONCLUSION: ROC curve analysis during pre-contrast exposure: NGAL, and Cystatin C), both plasma and urine level AUC was significantly higher in patients who develop CI-AKI and Post-contrast exposure Plasma levels AUC significantly higher than Urine levels.
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