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BIOLOGICAL ACTIVITY

Description S-2474 is an inhibitor of COX-2 and 5-lipoxygenase (5-LO), with IC50s of 11 nM and 27 uM for COX-2 and COX-1 in human
intact cells, and used as a nonsteroidal anti-inflammatory agent.

1C5 & Target COX-2 COX-1 5-LO
11nM (|C50) 27 uM (|C50)
In Vitro S-2474 is an inhibitor of COX-2 and 5-lipoxygenase, with ICsgs of 11 nM and 27 uM for COX-2 and COX-1[]. $-2474 prevents

neurons from AB-induced cell death significantly in a concentration-dependent manner (IC59 =26+12 nM). S-2474 (10 puM)
completely inhibits AB(25-35)-induced neuronal cell death. S-2474 also shows neuroprotective effects in the AB(1-40)-
induced neuronal cell death. S-2474 inhibits the PGD2 generation in a concentration dependent manner (1C50=69.8+21.9
nM). S-2474 (10 uM) lowers the elevated level of PGD2 significantly and reduces radicals from AB(25-35)-treated neurons(2!.
S-2474 significantly prevents neurons from undergoing sPLA,-IIA-induced cell death. S-2474 completely ameliorates sPLA,-
IIA-induced apoptotic features such as the condensation of chromatin and the fragmentation of DNA. Moreover, S-2474
significantly inhibits the sPLA-llIA-induced generation of PGD2. S-2474 inhibits sPLA-lIA-induced neuronal cell death in a
concentration-dependent manner (ICso = 94 nM)(31.

MCE has not independently confirmed the accuracy of these methods. They are for reference only.

PROTOCOL

Cell Assay [2] Experiments are principally performed in the two conditions as follows. (i) Neurons (2.5x10° cells/cm?) are treated with 10 u
M AB(25-35) or AB(1-40) in the presence or absence of S-2474 at 37°C. Vehicle controls are treated with culture medium
containing 1% deionized water and 0.1% DMSO. A3 controls are treated with culture medium containing 10 uM AB(25-35)
and 0.1% DMSO. (i) Neurons (2.5x10° cells/cm?) are treated with eicosanoids at 37°C. Vehicle controls are treated with
culture medium containing 0.1% ethanol. Two different methods are employed for assessment of neurotoxicity of AB. First,
the 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyl tetrazolium bromide dye (MTT) reduction assay reflecting mitochondrial
succinate dehydrogenase activity is employed. Second, residual cells are counted according to morphologic criteria;
neurons with intact neurites and a smooth, round soma are considered viable, whereas those with degenerated neurites
and an irregular soma are considered nonviable.

MCE has not independently confirmed the accuracy of these methods. They are for reference only.
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Caution: Product has not been fully validated for medical applications. For research use only.
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