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Angelicin, and its finear congener (psoralen) are photoactivable drugs which, upon
irradiation with UVA light generate covalent bonds with thymine bases of DNA.!"
Considering our interest in the pyrrole chemistry, in the past years we have focused our
attention of heterocanalogues of angelicin reporting the synthesis of the new ring
systems pyrroloquinolin-2-ones, which showed in some cases higher cytotoxicity than
8-MOP (8-methoxypsoralen) used as reference drug.¥ We now report the synthesis
of the pyrazolof3,4-hjquinolin-2-one ring system in which a pyrazole is fused to the
quinolinone moiety, with the aim of evaluate the influence on the antiproliferative
activity of the substitution of pyrrole ring with pyrazole. Several pyrazolof3,4-h]quinolin-
2-one derivatives of type 1 were isolated and further subjected to methylation giving
either the 1-methyl pyrazoloquinolin-2-ones 2 and the 2-methoxypyrazoloquinolines of
type 3. Cytotoxicity was determined against 6 human tumor cell lines: K-562, Jurkat,
HL-60, A-431, A-549, LoVo and MCF-7. Interestingly, at variance of the previous series
of pyrroloquinolinones some compounds showed activity already in the dark reaching
the low micromolar range. In particular pyrazoloquinolin-2-ones 1,2 exhibited higher
selectivity against carcinoma cell lines A-431, A-549 and MCF-7 whereas the 2-
methoxy derivatives 3 reduced cell viability mainly in the Jurkat cell line. Moreover, the
phototoxicity of these derivatives was studied and many derivatives presented a clear
UVA-dose decrease in cell survival, the most active compounds being the 2-
methoxypyrazoloquinolines of type 3 with Gls values reaching the low micromolar
range.

PhO,S
1Y=NH, X=CO
2 Y=NMe, X=CO
3 Y=N, X=OMe
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