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Regioselective Free Radical Alkylation of Uracils with Diacyl Peroxides
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Heating of a solution of uracils containing diacyl peroxides
such as benzoyl peroxide, lauroyl peroxide, and 2,4-dichlorobenzoyl
peroxide in 1,4-dioxane at 80 °C under nitrogen atmosphere yielded
5-(2,5-dioxanyl)uracils. Similar treatments of uracils in cyclo-
hexane, cyclooctane, ethyl acetate, 1,2-diacetoxyethane, tert-butyl
acetate, and acetonitrile gave the corresponding 5-alkyluracils.

5-Substituted uracils and their deoxyribonucleosides are known to have
important biological activity such as antiviral drugs.l) Therefore, synthesis of
5-substituted uracil derivatives has been extensively investigated. The use of
organometalic intermediates in the synthesis from 5-iodo- or 5-chloromercuriuracil
derivatives is well known.z) Furthermore, the synthesis by photochemistry of
5—iodouracilsS) and 5-f1uorouracils4) has been reported. However, little
attention has been paid to the synthesis from 5-unsubstituted uracils except for
the oxidative coupling between uracils and olefins by palladium acetate.s) In
this paper we describe free radical alkylation of uracils such as 1,3-dimethyl-
uracil (la) and uracil (2a) with diacyl peroxides. The reaction provides an easy
and efficient method for 5-alkyluracils.

While photo-irradiation to pyrimidine bases such as la in 1,4-dioxane6)

are

known to yield the corresponding pyrimidine dimers, heating of a solution of la
containing diacyl peroxides such as benzoyl peroxide,7) lauroyl peroxide, and
2,4-dichlorobenzoyl peroxide in 1,4-dioxane at 80 °C under nitrogen atmosphere
gave 1,3-dimethyl-5-(2,5-dioxanyl)uracil (1ld) as almost the only product. Similar
treatments of la in cyclohexane and in cyclooctane gave 5-cyclohexyl- and 5-cyclo-
octyl-1l,3-dimethyluracils (1lb) and (lc), respectively. Furthermore, the reaction
of la in ethyl acetate gave a mixture of (le) and (1f) and in 1,2-diacetoxyethane
gave (lg) and (lh) while the reaction in tert-butyl acetate and in acetonitrile
gave (li) and (lj), respectively. The separation of the reaction mixture from la
was performed by liquid chromatography with a low pressure pump.s) The results
of the free radical alkylation of la are summarized in Table 1.9)
Table 1 shows that good yields of alkylated products are obtained when
benzoyl peroxide is used on la, while almost no reaction occurred in la when
treated with tert-butyl peroxide instead of diacyl peroxides. Furthermore, the
products 1d and 1j were obtained from the reaction of la in a mixture of dioxane
and water and in acetonitrile and water, respectively, although in lesser amounts.
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R
1lb: cyclohexyl
MQN% Peroxide _ MeN le: cs.rclooctyl Hfll | R
O)\N Solvent: RH o)\ 1d: dioxanyl
Me le: CH(CHg)OCOCH, H
1f: CH,COOCH,CH,
la 1b-1j 1g: CH(OCOCH,)CH,OCOCH, R
1lh: CH coocnzcrlzococrl3 2a: H
1i: CHZCOOC(CHS)3 2d: dioxanyl
1j: CH,CN 2j: CH,CN
Table 1. Alkylation of 1,3-Dimethyluracil with Peroxidesa)
Peroxide Solvent Rgaction Conversion Produqts b)
(mmol) (ml) time/ h % (Yield/ % )
Benzoyl (1) Cyclohexane (125) 14 52 1b(96)
Lauroyl (2) Cyclohexane (125) 14 55 1b(99)
2,4-Dichlorobenzoyl (1) Cyclohexane (125) 14 27 1b(93)
Benzoyl (1) Cyclooctane (125) 14 24 1c(88)
Benzoyl (1) Dioxane (50) 4 19 1d4(99)
Benzoyl (1) Dioxane (35), Water (15) 4 9 1d(99)
Benzoyl (2) Dioxane (50) 7 24 1d(99)
Lauroyl (1) Dioxane (50) 7 19 1d(90)
tert-Butyl (2) Dioxane (50) 7 1 1d(99)
Benzoyl (2) Ethyl acetate (50) 7 62 le(55) 1£(36)
Lauroyl (1) Ethyl acetate (50) 7 40 le(58) 1£(38)
Benzoyl (1) Diacetoxyethane (50) 7 58 1g(48) 1h(40)
Benzoyl (2) Diacetoxyethane (50) 7 70 1g(49) 1h(37)
Benzoyl (1) tert-Butyl acetate(50) 7 24 1i(75)
Benzoyl (1) Acetonitrile (50) 4 14 1j(93)
Benzoyl (1) Acetonitrile(40),Water(10) 4 7 }§(99)
Benzoyl (2) Acetonitrile (50) 7 21 1;(91)
Lauroyl (2) Acetonitrile (50) 7 4 13(99)

N

2,4-Dichlorobenzoyl (1) Acetonitrile (50) 13 1j(62)

a) Reaction conditions: la (1 mmol), at 80 °C or reflux temperature when the
boiling point of solvent is below 80 °C, under nitrogen atmosphere. b) Yield
based on la consumed.

The alkylation of la with benzoyl peroxide may be explained in terms of
formation of alkyl radicals derived by abstraction of hydrogen atom from the
solvents by benzoyloxy radical and/or phenyl radical which is formed by
decarboxylation of benzoyloxy radical. Therefore, it is of interest not only
synthetically but mechanistically that the present free radical alkylation of
la occurred regioselectively and no 6-alkyl substituted uracils were obtained,
because reaction of pyrimidine bases such as thymine and uracil with free radicals
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is not, to our knowledge, sufficiently clear. While photo-reaction of uracils in
iso-propyl alcohollo) and in tetrahydrofuranll) gives 6-substituted 5,6-dihydro-
uracils together with other products, it is known that hydroxy radical prefer-
entially adds to the 5-position of pyrimidine bases.lz) Our results suggest that
the alkyl radicals may attack the 5-position of la.

The reaction was further applicable to alkylation of 2a. Treatment of 2a
(3 mmol) with benzoyl peroxide (6 mmol) in dioxane (200 ml) at 80 °C under
nitrogen atmosphere for 7 h gave 5-(2,5-dioxanyl)uracil (2d) (0.42 mmol) and
recovered 2a (2.04 mmol). Similarly, the reaction of 2a (3 mmol) with benzoyl
peroxide (6 mmol) in a mixture of acetonitrile (150 ml) and water (50 ml) at
reflux temperature under nitrogen for 7 h gave 5-cyanomethyluracil (32)13) (0.3
mmol) and recovered 2a (2.16 mmol). The isolation of 2d and 2j was performed by

4)

droplet countercurrent chromatography.1
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