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Abstract: A new, highly lipophilic inhibitor 1 of LDL-oxidation has been 

synthesized from 3-bromomethyl-flavonoid 1 and isomerically pure 2(E)-phytyl 

mercaptan 8. 

The generation of free radicals in biological systems has received increasing 

attention during the last years 1,2) . Oxidation of low density lipoproteins 

(LDL) by free radicals is considered to be an important event in atherogene- 

sis 3'. Antioxidants can inhibit LDL-oxidation and prevent development of 

arteriosclerosis at least in animal models 4) . 

We wish to report the synthesis of a new , potent lipophilic flavonoid-anti- 

oxidant L. The preferential incorporation of such compounds with long chain 

hydrocarbons that contain one or more double bonds, into LDL has been pub- 
5) lished recently . 

OH 0 

HO 

Compound 1 was prepared through alkylation of 2(E)-phytyl mercaptan S with 

3-bromomethyl-flavonoid 1 (triethylamine, 25OC, 4h), subsequent removal of 

the acetate protecting groups (CH30H, K2C03, 25OC, 4h under argon, workup 

with 2M HCl) and chromatography on silica, cyclohexane/ethyl acetate = 5:l 

in 70 % yield, mp. llO°C 6, (scheme 1). 
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1: 
1 
Ii NMR (CDC13)6in ppm: 0.85 (dd,CH), 0.88 (dd,J=7Hz,CH), 1.0-1.4 

(m, 16H), 1.52 (p,J=7,5Iiz,3H), 1.62 (s,M), 1.95 (t,J=8Hz,2H), 3.35 (d, 

J=8Hz,2H), 3.58 (s,2H), 5.25 (t,J=aHz,lH), 5.70 (broad s,OH), 6.32 

(dd,J=l6Hz,2H), 7.21 (t,J=8Hz,2H), 7.8-7.9 (m,PH), 12.8 (s,OH) 

f ; ~;~;n~~m(;~;~:;~pher 60, E. Merck), acetonitrile/H20 = 9:l 

. , retention time: Z-Isomer = 6.72 min. 3 %, 

E-isomer = 7.25 min, 97 %. 

Commercial phytol from Aldrich (E/Z-mixture 67:3'3) was purified by 

chromatography on silica, cyclohexanelethyl acetate = 2O:l. Purity 

(98 %) has been proven by GLC (column DB-5, J + W, Ranch0 Cordova, 

CA 95670, 1.0 bar helium, 22OOC). 
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Under the same reaction conditions, bromination of 5,7-bismethoxy- 

flavonoid 4 failed to give the corresponding 3-bromomethyl-flavonoid. 
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