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SYNTHESIS OF UVARETIN. AN ANTITUMOUR AND ANTIMICROBIAL FLAVONOID 
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Institute of Pharmacy, Department of Pharmacognosy 

The University of Oslo 
P.O.Box 1068 Blindern, N-0316 Oslo 3, Norway 

Abstract: The flavonoid uvaretin (1-(2,4-dihydroxy-6-methoxy-3-((2-hydroxyphe- 
nyl)-methyl)-phenyl)-3-phenyl-l-propanone), known to be active against some 
tumours and several bacteria, has been synthesized in six steps from 2',4',6'- 
trimethoxyacetophenone, 2-hydroxybenzaldehyde and benzaldehyde. 

A number of flavonoids with a E-hydroxybenzyl side chain has been iso- 

lated from the bark and roots of several species of Uvaria, a genus of tropi- -- 

cal African plants (l-3). Uvaretin (k) is the major one of these flavonoids. 

It has been shown (1,2,41 that A, as well as the minor 2-hydroxybenzy- 

lated flavonoids, inhibits the growth of P-388 lymphocytic leukemia in mice in - 

vivo and human nasopharynx carcinoma cells in vitro. In addition, L inhibits -- 

the bacteria Staphylococcus aureus, Bacillus subtilis and Mycobacterium smeg- -- 

matis (4,5). -- A synthesis ofL would seem useful in view of its interesting 

biological properties. 

To our knowledge, no such synthesis has been published until now. In 

this communication, we describe a synthesis of uvaretin, in which the key step 
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is a C-benzylation of 2',4'-dj hydroxy-6’ -methoxyacetophenone by the aminal 

method recently described by Kallay and co-workers (6,7). This method for 

alkylation and aralkylation of m-dihydroxybenzene derivatives, although repor- - 

ted to be a versatile and effective one, has not found much use yet. 

Substance 2_, 2*,4'-dihydroxy-6*-methoxy-acetophenone, was synthesized by 

demethylation of 2-,4',6'-trimethoxyacetophenone with AlC19 in chlorobenzene 

(8). A mixture of 2--hydroxy-4-,6'-dimethoxy-, 2',6'-dihydroxy-4'-methoxy-, 

2',4--dihydroxy-6'-methoxy- and 2',4-,6'-trihydroxyacetophenone was obtained, 

from whichAwas purified by preparative TLC (yield 29 %). When nitrobenzene 

was used as solvent instead, only the dimethoxy derivative was obtained. 
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In our opinion, this synthesis shows that the Kallay aminal reaction 

(6,7) is a useful one in C-alkylation and C-aralkylation of phenols, giving 

good yields under mild reaction conditions. Since a resorcinol or phlorogluci- 

no1 structure is required, the reaction most probably occurs via a ketonic, 

non-aromatic equilibrium form of the substrate. 

A grant from The Norwegian Cancer Society is gratefully acknowledged. 
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