
GB 2 055 806 B SPECIFICATION Preparation of 2-isopropylamino-pyrimidine 5
The invention relates to a process forthe preparation of
2-isopropylamino-pyrimidine, a compound used in    5 the preparation of
pharmaceuticals. Various routes are known for the preparation of
2-isopropylamino-pyrimidine, but none of them is very satisfactory in
respect of yield and/or cost. We have now found a new process, which is
easy to perform and gives very favourable yields. 10  The invention
provides a process for the preparation of 2-isopropylamino-pyrimidine, the
process  10 comprising reacting bis(isopropylguanidine)sulphate with 1,1
,3,3-tetraethoxy-propane in stoichiometric proportions at 40-[err], in
acidic aqueous solution. [err] 20
CH3          20 The 1,1,3,3-tetraethoxy-propane may be prepared by reacting
a stoichiometric excess of triethyl- orthoformate with vinyl acetate at
70-[err] in the presence of ferric chloride and of acetic anhydride; the 25
bis(isopropylguanidine)sulphate may be obtained by reaction of a
stoichiometric excess of isopropylamine   25 with
bis(S-methylisothiourea)sulphate at reflux. The invention is illustrated by
the following Example. EXAMPLE 30 (1) Preparation of
1,1,3,3-tetraethoxy-propane                                           30
[err] 40
40 Into a one litre reactor fitted with warming, cooling and stirring
means, there was poured, under nitrogen circulation, 25.8g (0.3 mol) of
vinyl acetate and 125.8g (0.85 mol) of triethyl orthoformate. The
mixturewas heated to [err] under stirring. There was then slowly added
(over 3 hours) 1.4 g of ferric chloride and 2.2 g of acetic anhydride. At
the end of the addition, stirring was maintained for half an hour and the
mixture was 46 then cooled; a black composition was obtained and this was
extracted using 500 ml of diethyl ether. After    45 washing and drying the
extract, the diethyl ether was evacuated off, leading to an oily product
boiling at 100-101C under 15 mm of Hg. Yield 56.8 g (86%). (2) Preparation
of bis(isopropylguanidine)sulphate [err]    2      GB2055806 B
2 Into a one litre reactorfitted with warming, cooling andstirring
meanswerepoured 108.5g (0.39 mol)of bis(S-methylisothiourea)sulphate, 150
ml of water and 94 ml (or 68 ml, i.e. 1.15 mol) of isopropylamine. The
mixture was refluxed fortwo hours and then evaporated to dryness. The
residue was taken up in ethanol from which there was obtained, after
filtration, washing and drying,96 g (yield 82%) of product. 5
5 (3) Preparation of 2-isopropylamino-pyrimidine Into the same reactor as
used in the previous step were poured 30 g (0.1 mol) of
bis(isopropylguanidine)- sulphate, 120 ml of water, 75 ml of pure
hydrochloric acid solution (s.g.1.18) and slowly (over 1 hours), at room
temperature, 44 g (0.2 mol) of 1,1,3,3-tetraethoxy-propane. The mixture was
then heated to 50-[err] 



10 under stirring for two hours, then cooled and neutralized byan excess of
pure sodium hyroxide solution. The 10 mixture was extracted using 300 ml of
diethyl ether. The extracts were washed with a saturated solution of sodium
chloride, then dried and the diethyl ether was evacuated off. There was
obtained 25 g (yield 91%) of a yellowish oil boiling at 91-[err] under 11
mm of Hg, the analysis of which showed good correspondence with the formula
[err]. 15
15 CLAIMS 1. A process for the preparation of 2-isopropylamino-pyrimidine,
the process comprising reacting bis(isopropylguanidine)sulphate with
1,1,3,3-tetraethoxy-propane in stoichiometric proportions at from [err] 20
to [err] in aqueous acidic solution.
20 2. A process according to claim 1, the process being substantially as
described herein with reference to part (3) of the Example. Printed for Her
Majesty's Stationery Office, by Croydon Printing Company Limited, Croydon,
Surrey, 1983, Published by The Patent Office, 25 Southampton Buildings,
London, WC2A 1AY, from which copies may be obtained.    GB2055806 B
2 Into a one litre reactor fitted with warming, cooling and stirring means
were poured 108.5 g (0.39 mol) of bis(S-methylisothiourea)sulphate, 150 ml
of water and 94 ml (or 68 ml, i.e. 1.15 mol) of isopropylamine. The mixture
was refluxed for two hours and then evaporated to dryness. The residue was
taken up in ethanol from which there was obtained, after filtration,
washing and drying, 96 g (yield 82%) of product. 5
5 (3) Preparation of 2-isopropylamino-pyrimidine Into the same reactor as
used in the previous step were poured 30 g (0.1 mol) of
bis(isopropylguanidine)- sulphate, 120 ml of water, 75 ml of pure
hydrochloric acid solution (s g. 1.18) and slowly (over [err] hours), at
room temperature, 44 g (0.2 mol) of 1,1 ,3,3-tetraethoxy-propane. The
mixture was then heated to 50-[err] 10 under stirring for two hours, then
cooled and neutralized by an excess of pure sodium hyroxide solution. The
10 mixture was extracted using 300 ml of diethyl ether. The extracts were
washed with a saturated solution of sodium chloride, then dried and the
diethyl ether was evacuated off. There was obtained 25 g (yield 91%) of a
yellowish oil boiling at 91-[err] under 11 mm of Hg, the analysis of which
showed good correspondence with the formula [err]. 15
15 CLAIMS 1. A process forthe preparation of 2-isopropylamino-pyrimidine,
the process comprising reacting bis(isopropylguanidine)sulphate with 1,1
,3,3-tetraethoxy-propane in stoichiometric proportions at from [err] 20 to
[err] in aqueous acidic solution.
20 2. A process according to claim 1, the process being substantially as
described herein with reference to part (3) of the Example. Printed for Her
Majesty's Stationery Office, by Croydon Printing Company Limited, Croydon.
Surrey, 1983. Published by The Patent Office, 25 Southampton Buildings.
London, WC2A lAY, from which copies may be obtained.    


