naturally occurring thiol compound exhibiting peroxynitrite scavenging activities, ameliorated Ap-induced
induced PC12 cell death. AP treatment resulted in activation of NF-xB and AP-1, and NF-xB inhibitors and AP-
1 antisense oligonucleotide decreased COX-2 and iNOS expression, respectively. Af induced rapid activation
of ERK and p38 MAPK which are upstream of NF-xB and AP-1. Pharmacologic inhibition of both enzymes

effectively suppressed AB-induced expression of COX-2 and iNOS.
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Marine sponges of the genus Homaxinella are reported to contain a variety of metabolites like cytotoxic
bromopyrrole alkaloids, various sterols, and antimicrobial compounds. In our study on the cytotoxic compounds
of a sponge Homaxinella sp., three new butenolides (1-3), a new cyclopentenone derivative (4), a known
unsaturated alcohol (5), three new (6-8), and two known (9, 10) highly degraded sterols, four new 6-O-alkylated
sterols (11-14), four known Sa,8a-epidioxy sterols (15-18), two new lysophosphatidylcholine derivatives (19,
20), and two new brominated fatty acids (21, 22), were isolated from the MeOH extract of the sponge, by
bioactivity-guided fractionation. The highly degraded sterols (6-10) belong to the class incisterols, isolated from
the marine sponge Dictyonella incisa, and are the first example of 4-hydroxy incisterols from any natural source.
The gross structures of the compounds were elucidated by 1D and 2D NMR spectroscopic analyses and MS
spectral data. The geometries of the double bonds in alkyl chains of 1-5 and 21, 22, and side chains of 6-18, were
defined by comparison of >C NMR data of their allylic and diallylic carbons with those of model compounds
and the coupling constants of the olefinic protons. The absolute configuration of the oxygenated substituents at
a,p-unsaturated lactone and ketone moieties in butenolides, cyclopentenone derivative, and degraded sterols was
defined by the comparison of the CD spectroscopic data and/or optical rotation values of the model compounds.
The absolute configuration of the sterol side chains and nuclei was defined by comparison of NMR
spectroscopic data with those of the model compounds.The isolated compounds were evaluated for cytotoxicity
and showed marginal to significant activity against a panel of five human tumor cell lines. Of the compounds
tested, cyclopentenone derivative (4) and degraded sterols (6-9) showed significant cytotoxicity against all of the

cancer cell lines tested.
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