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Abstract

Objective: To study antitumor activities of diacyl substituted monocyclic f-Lactam derivatives
against U87, HeLa and HepG2 human tumor cell lines and MSC human normal cell lines. Method: The
antitumor activities of diacyl substituted monocyclic f-Lactam derivatives were screened using
cis-platinum as positive contron by MTT method. Results: Among them 5a stood out as the most po-
tent showing an ICso of 8.15 pmol /L against human tumor cell lines (HepG2). Conclusion: Bioassay of
the compounds indicated that diacyl substituted monocyclic -Lactam derivatives showed potential
antitumor activities, which these compounds can be established as lead molecules for developing
novel antitumor drugs.
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Figure 1. f-Lactam CA-4 analogues
[ 1. p-AEAEZ Combretastatin A-4 2510049
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Sa: Rl = tert-butyl, R2 = tert-butyl, Ar = 4-Br-phenyl 5e: R! = iso-propyl, R? = tert-butyl, Ar = 4-Cl-phenyl
5b: RI = tert-butyl, R2= cyclohexyl, Ar = 4-Cl-phenyl 5£ R! = tert-butyl, R? = n-butyl, Ar = 4-Br-phenyl
S€: RI =|§o-pmpyl, R ) cyclohexyl, Ar= 4-Br.-pheny] 5g: R! = 4-Cl-phenyl, R? =tert-butyl, Ar = 4-nitro-phenyl
5d: R' = iso-propyl, R” = cyclohexyl, Ar = 4-nitro-phenyl 5h: R! = phenyl, R? = cyclohexyl, Ar = 4-Cl-phenyl

Figure 2. Preparation of diacyl substituted f-Lactam derivatives 5
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Table 1. Antitumor activities of diacyl substituted f-Lactam derivatives 5 (ICsq, pmol/L)

= 1. WELERIF p-ARBARTTEY 5 B3R IEME(Cso, pmol/L)

Anti-proliferative effect (ICsp, pmol/L)

Compound

ug7 Hela HepG2 MSC

Sa 29.58 81.92 8.15 55.00

5b 68.11 82.71 36.76 62.35

Sc 52.90 76.62 33.16 53.18

5d 41.80 83.92 17.75 12.00

Se 46.58 80.12 16.64 55.94

sf 58.00 75.00 11.30 31.18

5g 39.00 47.95 32.34 45.18

Sh 16.64 42.35 20.66 18.94
Cis-platium 38.12 47.31 17.27 19.15

*Positive control.
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