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SUMMARY 

The R, values of a series of xanthone derivatives obtained in a chromatogaph- 
ic system were correlated with the calculated log P values. The relationship between 
lipophilic chancter and acute toxicity in mice was also studied. The equations de- 
scribing the structure-activity relationship indicate the importance of lipophik 
character in determining the acute tosicity of xanthone derivatives in mice. 

INTRODUCTION 

In continuation of research’ on central nervous system (CM) stimulating drugs 
of the benzopyrone series, the most significant of which was dimefline, i.e., 3-methyl- 
7-methosy-8-dimethylaminomethylflavone I’. a series of sauthone derivatives II was 
synthesized and the pattern of their CNS escitation describedzB5. 
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The acute toxicity in mice was considered as a good index of their stimuIating 
power-. 

The purpose of the present work was to study the relationship between the 
chromatographic R_w values of xanthone derivatives and their ca!cuIated log P values. 
The relationship between lipophilic character and acute to-xi&y in mice was also 
studied: 
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4.08. This is a fairly uncommon log PO value for drugs acting in whole animals. The 
explanation could be that the present santhone derivatives are basic compounds 
which should be almost completely ionized at physiological pH’*. As a consequence 
the true log PO value could be quite lower than the above calculatqd value of 4.08 and 
closer to the log P = 2.52 previously calculated for benzodiazepines. At the same time 
the above RaIo = 2.42 should be Jower and therefore closer to the RAW0 = 1.82 
found for benzodiazepines. 

However, the difference between the R-u0 values of xanthone derivatives and 
benzodiazepines (fZWD xanthones - Rewo benzodiazepines = 2.42 - l-82 = 0;60) is 
smaller than that found between the corresponding log PO values (log PO santhones - 
log PO benzodiazepines = 4.08 - 2.52 = 1.56). The reason could be the narrower 
range of the R, values when compared with that of the log P values_ In fact while the 
R, values for santhone derivatives range between 1.63 and 3.85, the log P values 
range from 1.98 to 6.04. 

In conclusion, the lipophilic character of molecules seems to play an important 
role in determining the acute toxicity of xanthone derivatives in mice. In particular 
the ideal lipophilic character for xanthone derivatives is fairly close to that of other 
CNS-active drugs. Finally the usefulness of chromatographic RA,I values in structure- 
activity studies is confirmed. 
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