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crystallized product was separated, -washed wth'et hanol and dried at
50[err] C. -There-was 30 .. obtai ned 1}027 g (87% yield) of a white povvder
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It is a- whlte crystallme powder whlch melts at 125°C and is soluble in water. Its
formula is C;H,,O,N,P and its molecular weight it 235.17,

15 .- This compound may be obtained according to.the invention by reacting 2-iso- 15
propylamino-pyrimidine with orthophosphoric acid, preferably in a slight stoichio-
metric excess, suitably in a polar solvent for example an alcohol having up to 5
carbon atoms.
_ The invention also provides a_therapeutic composmon comprising 2-iso-

20 propylamino-pyrimidine orthophosphate together with a therapeutlcally 20

: acceptable diluent or-carrier. - : .
The mventron is 1llustrated by the fo]lowmg Example

'Example-
6 11tres of ethanol and 685¢g (5 moles) of 2-|sopropylammo-pyr1m1dme were’
25 added to a 10 litre reactor and stirred. To the solution were added 600 g (5.2 moles) 25
- of phosphoric acid and the mixture was boiled under reflux for one hour. There
was obtained a dark green solution which was treated with 30 g of carbon black.
After separation and crystallization whilst stirring overnight, the crystallized
- product was separated, washed with ethanol and dried at 50°C., There was
30 obtamed 1.027 g (87% yield) of a white powder melting at 125°C. The analysis of 30
the compound showed a good correspondence w1th the formula C,H,,O,N,P.

' ' . TOXICITY .
- The- acute toxicity of the product was determined on mice i.p. and per os and is
given in Table 1 below, together with the corresponding values for 2-isopropyl-
35 ammo-pyrlmldme d1chloroacetate which presents an act1v1ty m the same thera- 35
o peutrcal field . :



The acute toxicity of the product was deternmined on mce i.p.andper os and
is given in Table below, together with the corresponding values for

__2-isopropyl- 35  am no-pyrimdine dichloroacetate—whiech-presents an

activity in the same thera- 35 peutical field. 2

1, 525, 995 o 2 TABLE 1 LD 50 in g/kg LD
'50 I n g/ X Chl or oacet ate - Orthophosphate i p. 0.630 . 1.530
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follo | esi on was nmade on the sciatic nerve of a rat by. a t hernbsound
at -20[err]C applied 20 m nut eFABhEthe nerve. The rat was then treated i.p.
by a conparison product or by the conpound of the invention for a
predet er fined auration. AL JtNe end FT The. treatneny, the rat was

killed, tlhe sciatic nerve ya sgﬁgﬁéf d an plsga%ia”&?

. " Controls, at - . End of
Treatment _ 1 - 37th day _ . _Tre_a_tment '

Dichloroacetate per
os 6 days a week for - : o
5 weeks at 570 mg/kg : 23.1% 2

Orthophosphate per _
os 7 days a week for . - ' .
_6 weeks at 600 mg/kg 0 1.3% : 0

Moreover a 40/ to 45 /o mc1dence of heptamegalla was notlced after the above
10 treatment with dlchloroacetate, but not after the treatment with the ortho- 10
phosphate of the invention. .= .- '

PHARMACOLOGY
The pharmacological activity of the compound of the mventlon is 1llustrated
by the results of comparative experiments undertaken on the' regeneration of
15 ?‘cﬁmc nerves of male adult rats (Wxstar) 'Each expenment was carried out as 15
ollows:
’ A lesion was made on the sciatic nerve of a rat by a thermosound at —-20°C
applied 20 minutes on the nerve.The rat. was then treated ip. by ascomparison
_ product or by the compound of the invention for.a predetermined duration. At the
20 end of the treatment, the rat was killed, the sciatic nerve was separated-and placed 20
-in contact with a series of 70 thin- parallel platinum wires (interval 1 mm) and an
electric signal was applied upstream the lesion point to test the regenerated length
of the nerve. The more distant wire where the signal could be collected gives the . -
. regenerated length. For each tested composition - and each duratlon of treatment
25 . there was used a batch of at least 5 rats. = - 25
. Four compositions were tested i.p.: the base 2-1sopropylammo—pyrlmldme (87
mg/kg), its dichloroacetate (170 mg/kg, corresponding to 87 mg/kg of the base), its
orthophosphate (145 mg/kg, corresponding to 87 mg/kg of the base) and a mixture
- of vitamins B1 (500 mg/kg), B2 (500 mg/kg) and B6 (5 mg/kg) which is known in the
30 art to be the most effective composition in this field. It has been demonstrated that, - 30
when using 2-isopropylamino-pyrimidine salts, the activity is principally bound with
the amount of base actually comprised in the salts, each salt bringing only a slight
modification with respect to the base. For that reason, the doses used for di-
_ chloroacetate and orthophosphate have been calculated for an equivalence of 87
. 35 mg/kg of the base. The interest of the comparison with the base is purely 35
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together with an excipient SUch as Iactose. For an 1n]ect abl eTormine

product may be- dosed in.
_ PRESENTATION—POSOLOGY .
10 - . Thissalt can be presented in any therapeutically acceptable form, for example 10
~ in tablets or in gelatine capsules containing 50 mg per dosage unit together with an
excipient such as lactose. For an injecta %le form the product may be dosed in
phials containing at least 10 mg of active ingredient dissolved in water. For human
use, oral administration requires from 250 mg to 2 g per diem whereas the injectable
15- form may be administered at doses between 10 mg to 400 mg per diem. An example 15
of the tablet form is glven here under:

2-|sopropylammo-pyrlmxdmc orthophosphate . 250 mg

Mlcrocrystallme cellulose L ' 170 mg

. . Corn starch ' _ - ) | 115 mg
20 Tale | a " 47 mg 2

Silicic acid SR 6 mg

. Hydrogenated ricin oil ' | 5 mg

- Magnesium stearate _ _ o 7 mg

600 mg




phials containing at |east 10 ng of active ingredient dissolved in water.
For human use, oral admnistration requires from250 ng to 2 g per diem
whereas—t-he—inj-ectable—15———formmay—be adm-nistered at doses between 10
ng to 400 ng per diem An exanple 15 of—the—tablet—Formis given here

under: ;i sopropyl am no-pyrimdi ne ort ho 5 _

M croeft¥stgl | i ne cel | ul ose = = I ﬂm i"m”ﬂ”ﬂlﬁmn starch

115 ny ' Tal ¢ . 47
ny ' 20 Silicic acid . N 6 ng
Hydrégenated ricin ojl 1525995 . 5oy Magnesitfn stearate

7 ng 600 NU WHANM WE CLAIM IS:— - _ 1,525,995 ./
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