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Flavone-%acetic acid (NSC-3475 12) is a new agent with high activity against colon 
adenocarcinoma 38 in mice’ and is recommended as a prototype for other solid 
turn or^.^.^ Flavones in general4 and positional isomers such as the 3, 5 and 7-acetic 
acids (data from the files of the Developmental Therapeutics Program, Division of 
Cancer Treatment, National Cancer Institute) have not shown such in vivo activity. 
The unique character of the 8-acetic acid isomer is indicated by its resonance form 
shown in Figure 1 .  The structural constraints of the molecule stabilize the oxonium 
and carboxyl groups as the intimate ion pair of the heterolytic cleavage of an acyl 
peroxide and introduce a reductive site at the oxygen on position 4. This is confirmed 
by the observation that flavone-%acetic acid instantaneously reduces 2,6-dich- 
lorophenol-indophenol in alkaline medium, while flavone itself or the 3,5 and 7-acetic 
acid isomers do not. Reduction by all flavones occurs on standing overnight, but only 
the 8-acetic acid yields a deep yellow chromophore. 

The suggestion is made, as shown by the dotted line in Figure 1, that pyrone-2- 
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FIGURE 1 Flavone-%acetic acid. The putative active moiety is indicated by the dotted line. 
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propionic acid may be the active moiety for chemotherapeutic activity, and indicates 
its synthesis and testing for biological activity as well as that of the cis-acrylic acid and 
i<-alanine congeners and more complex structures containing such functions. 
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