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ANTITUMOR ACTIVITY OF 2,5-BIS-(3’-INDOLYL)-PYRROLES,
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Marine indole alkaloids represent an important class of compounds because of their
potent biological properties, such as antimicrobial, antiviral and antitumor activities.!"!

In particular, Nortopsentins having a characteristic 2,4-bis(3’-indolyl)imidazole
skeleton, isolated from Spongosorites ruetzleri, exhibited in vitro cytotoxicity against
P388 cells (ICs values: 4.5-20.7 pM). Their N-methylated derivatives showed a
significant improvement in P388 activity compared to that of the parent compounds
(ICso values 0.8-2.1 uM).® Due to the interesting biological activities various analogues
were synthesized.) We have recently reported the synthesis and the antitumor activity
of new series of bis-indolyl-5-membered heterocycles of type 1-4 in which the
imidazole moiety of nortopsentin was replaced by thiophene, pyrazole, isoxazole, and
furan rings. Some of these compounds showed antiproliferative activity against a wide
range of human tumor cell lines with Glsy values from micromolar to sub-micromolar
concentrations.”! In our attempts to search for new antitumor compounds, we
synthesized 2,5-bis-(3'-indolyl}-pyrroles of type §, in which a pyrrole ring substituted the
central imidazole ring of Nortopsentin. Compounds tested by the NCI showed Gls,
values at micromolar concentrations. The most active compounds showed selectivity
towards bladder cancer cell lines and cell lines derived from melanoma. Moreover we
investigated the in vivo efficacy in nude mice by using the bladder cancer xenograft
BXF 1218 and the melanoma MEXF 2786. Results will be discussed.

Nortopsentins X=N; Y=CH; Z=NH, NMe; R=H, Me; R;=H, Me; Re=H, Br; R;=H, Br ; 1: X=5; Y=Z=CH; R=H, Me; Ry=H,
Me, SO.Ph; R:=R3s=H, Me, OMe, Ci, Br; 2. X=CH; Y=N; Z=NH, NMe; R=R,=Me; Rx=Rs=H, Me, OMe, CI, Br ; 3 X=CH;
Y=N; Z=0; R=R;= Me; R;=R;=H, Me, OMe, Cl, Br: 4: X=0; Y=Z=CH; R= R{= Me; R:=R.=H, Me, OMe; 5: X=N;
Y=2=CH; R= R,= Me; R=R;=H, Me, OMe, Ci, Br
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