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Search for Natural Products Which Enhance the Effect of Tumor
Suppressor Protein
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p53 plays an important role on suppression of tumor, and the drugs
which enhance the effect of p53 will treat a various cancer. In this study, we search
for compounds, which inhibit the interactions of p53-Hdm2 and Ubcl3-UevlA from marine
organisms.
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1_NH 3:R;=Me, R,=OH (cis)

HO 4: Rj=Me, R,=OH (trans)

Table 1. Biological Activities of 1-4 (ICy,
(Hg/mL)).

Compound Proteasome Cytotoxicity
inhibition
1 50 17
2 32 7
3 a >50
4 a >50

2 Not inhibited even at 100 ug/mL.

Leucetta aff. microrhaphis
Ubcl13-UevlA
leucettamol A
E2 Ubcl3 UevlA
p53

Ubcl3 p53
Laine et al., Mol. cell.
Biol., 26, 8901, 2006
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Kong etal., J. Org.
Chem., 58, 970, 1993 leucettamol A
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EtOH
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EtOAc n-BuOH
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Aaptos suberitoides
OCHz OCH;z OCHj3
H3CO. HO. HO.
HN | A H3C‘N A HN | A
A N/ \l N/ X N/
aaptamine isoaaptamine  demethylaaptamine
Table 2. Biological activities (ICy
(png/mL)) of 1-3.
Compound Proteasome Cytotoxicity
inhibition
CT-L  T-L C-L
1 1.6 18 2.7 15
2 2.1 10 2.4 3.1
3 2.1 12 2.3 1.4

CT-L, chymotrypsin-like; T-L, trypsin-
like; C-L, caspase-like.
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