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Synthesis of cupressuflavone hexamethylether (IV R = Me) and cupressuflavone

-3

tetramethylether (IV R = H) have been reported ! via B-iodos 5)7,4'-trimethoxy-

flavone. We now report the synthesis of these compounds by a new route-.

Our key intermediate in this synthesis is 2,2'.dihydroxy 4,4', 646!

tetramethoxy -3,3' diacetyl-biphenyl (II B = H). It was synthesisad as follows:a

2,4,6-trimethoxy iodobenzens under Ullman conditions gave the symmetrical
biphenyl (I) mepe 158-59% the NMR of which showed the presence of six OMe

groups (7 6.13,6.05) and four aromatic protons ( T 3.63 ).

OMe QMe
Ac
MeO OMe MeO OR
_—
Me© OMe Mq0 OR
Ac
OMe OMe
I 11

Friedal -Craft reaction on (I) with acetyl chloride and AlCl, in
nitrobenzens under carefully controlled conditions gave (II R = Me), mepe
161-63% This structure is supported by its NMR and IR spectras IR showed
main peaks at 1695 cm™ " (arylketonas) and 1600 cm™' (aromatic). The signals
associated with OMe protons occured at T 6415 (GH)s, OMe at 4,4'

T 6.28  (6H),, OMe at 6,6' and T 6.6 (6H),, QMe at 2,2' + The up-

field shift of OMe at 2,2 is characteristic of such biphenylss’> Similar
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shielding phenomencn have been described for methyl, methoxyl and carbomethoxyl
groups in "hindered” positions of various bj.phenylsé'8 It is used as a
diagnostic tool for the positioning of methoxyl groups in various natural
prcducts? The acetyl and aromatic protons of this compound resonated at

T 7.50 (6H)s and T 3.73 (2H)S respectively. This structure is further sup-
ported by comparison of the compound obtained by Ullman coupling of S5-iodos

2,4,6- trimethoxy acetophenone. Both compounds were identical in all respects

(TLC, IR, NNR).

Treatment of (II R = Me) with 8013 at 0 gave a colourless crystalline
product which showed three spats on TLC (silica). Repeated chromatography
of the mixture on silica follouwed by fractional crystallization gave (II R = H),
mepe 262 in 25% yielde It gave +ve ferric test in alcohol. NMR spectrum of
this compound showed signals at T 6.07 (6H)s and T 6.20 (6H)s which clearly
indicated the presence of OMe groups at 4,4' and 6,6's Two phenolic protons
were detected by the peak at T -4.0 (2H)S’ which readily exchanged with DZU'

This confirmed that demethylation had occured at 2,2'.

0 I11

Reaction of (II R = H) with 2 Moles of anisaldehyde in presence of alkali

gave yellow needles of the bichalcone (111) Mepe 282-85°. Its NMR in DMSO in-
dicated 4 vinylic protons at T 2.35. AB doublet for the four -p-maethoxyphenyl
protons were centered at T 2.72 (1=18 cps). Oxidative cyclization of the
bichalcone (III) with 5e02 followed by column chromatography on silica gave

(IV R = Me) mepe 294-5°, identical (TLC, IR, NWMR) with 5,5",7,7",4',4"-
hexa-0-methylcupressuflavone prepared by Ullman coupling of 8-iodos 5:7:4'-

trimethoxyflavonel
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Demathylation of (IV R = Me) with BCl3 at 0 gave (IV R = H) indistinguishe
able (TLC, IR, NMR) from 7,7"s4',4" —tetra-O-methylcupressuflavone synthesised

by the knoun methodl

All compounds gave satisfactory analyses-
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