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CLAIMS:

1. A lyophilised formulation obtained by freeze drying a pharmaceutical agueous solution
formulation camprising . |
1-(4-{[4-{dimethylamino)piperidin-1-yl]carbonyl}phenyl)-3-[4-(4 6-dimorpholin-4-yl-1,3,5-
triazin-2-yl)phenyllurea, or a lactate salt thereof, lactic acid and water, wherein 1-(4-{[4-
(dimethylamino}piperidin-1-yllcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
yl)phenyljurea is present at a solution concentration of less than 8mg/m| and sufficient lactic
acid is present to provide a clear solution; or
1-(4-{[4-(dimethylamino)piperidin-1-yllcarbonyl}phenyl)-3-[4-(4,6-dimorphalin-4-yl-1,3,5-
triazin-2-yl)phenyljurea, or a phosphate salt thereof, orthophospheric acid and water,
wherein 1-(4-{{[4-(dimethylamino)piperidin-1-yl]lcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yl-
1.3.5-triazin-2-vl)phenylurea is present at a solution concentration of less than 4mg/ml and
sufficient orthophosphoric acid is present to provide a clear solution.

2. A lyophilised formulation as claimed in claim 1, the pharmaceutical aqueous solution
formulation comprising 1-(4-{[4-(dimethylamino)piperidin-1-yI]carbonyl}phahyl}-s-fd—(d,6-
dimorphelin-4-yi-1 ,3,5—triazin-2-y1)phenyl]urea, or a lactate salt thereof, lactic acid and water,
wherein 1-(4-{[4-(dimethylamino)piperidin-1-y{jcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yl-
1,3,5-triazin-2-yl)phenyllurea is present at a solution concentration of less than 6mg/ml and
sufficient lactic acid is present to provide a clear sclution. |

3 A lyophilised formulation as claimed in claim 1 or 2, the pharmaceutical aquecus
solution formulation comprising 1-(4-{[4-(dimethylamino)piperidin-1-ylJcarbonyl}phenyl)-3-[4-
(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyljurea, lactic acid and water, wherein 1-(4-{[4-
(dimethylamino)piperidin-1-yllcarbonyl}phenyl)-3-[4-(4,8-dimorpholin-4-yl-1,3,5-triazin-2-
yl)phenyljurea is present at a soluticn concentration of less than 6mg/ml and sufficient tactic
acid is present to provide a clear solution.

4. A lyophilised formulation as claimed in any one of claims 1 to 3 wherein 1-{(4-{[4-
(dimethylamino)piperidin-1-yljcarbonyl}pheny!)-3-14-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
ylphenyijurea is present in the pharmaceutical aqueous solution formulation at a solution
concentration of from 2.5 to 5.5mg/ml.
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5.  Alyophilised formulation as claimed in any one of claims 1 to 4 wherein 1:(4-{[4-
(dimethylamino)piperidin-1-y(Jcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-
yl)phenyllurea is present in the pharmaceutical aqueous solution formulation at a solution
concentration of from 5.0 to 5.5mg/ml and at least 2.5 male equivalents of lactic acid are
present, |

6. A lyophilised formulation as claimed in claim 4 wherein 1-(4-{[4-
{dimethylamino)piperidin-1-yljcarbonyl}phenyl)-3-[4-(4 6-dimorpholin-4-yl-1,3, 5-triazin-2-
yl)phenylurea is present in the pharmaceutical aqueous solution formulation at a solution
concentration of about Smg/ml.

7. A lyophilised formulation as claimed in claim 6 wherein 1-(4-{[4-
(dimethylamino)piperidin-1-yljcarbanyl}phenyl)-3-[(4-{4,6-dimorpholin-4-yl-1,3, 5-triazinr-2—
yl)phenyllurea is present in the pharmaceutical aqueous sclution formulation at a solution
cancentration of about 5mg/ml and at least 2.5 mole eguivalents of [actic acid are present.

8. A lyophilised formulation as ¢laimed in any one of claims 1 to 3, the pharmaceutical
aqueous solution formulation comprising 1-(4-{[4-(dimethylamino)piperidin-1-
yllcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyllurea, lactic acid and
water, wherein 1-(4-{[4-(dimethylamino)piperidin-1-yllcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-
4-yi-1,3,5-triazin-2-yl}phenyljurea is present at a solution concentration of about Smg/ml, and
at least 2.5 mole equivalents of lactic acid are present and in an amount sufficient to ensure a

clear solution is formed.
9. A lyophilised formulation as claimed in claim 1 or 2, the pharmaceutical aqueous

solution formulation comprising 1-(4-{[4-(dimethylamino)piperidin-1-yl]carbony!}pheny!)-3-[4-
(4,6-dimorpholin-4-yl-1,3,5-triazin-2-vl}phenyl]urea lactate, lactic acid and water, wherein
1-(4-{[4-{dimethylamino)piperidin-1-ylJcarbonyl}phenyl)-3-{4-(4,8-dimorpholin-4-yl-1,3,5-
triazin-2-yl)phenyl]urea is present at a solution concentration of about 5Smg/ml, and at least
1.5 mole equivalents of lactic acid are present and in an arﬁount sufficient to ensure a clear
solution is formed.

10. A lyophilised formulation as claimed in claim 8, the pharmaceutical agueous solution
formulation comprising 1-(4-{[4-(dimethylamino)piperidin-1-yl]carbonylyphenyt)-3-[4-(4,6-
dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyljurea, lactic acid and water, wherein 1-(4-{[4-
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{dimethylamino)piperidin-1-yi]carbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yi-1,3,5-triazin-2-
yl)phenyljurea is present at a solution concentration of about 5mg/ml, and about 4.1 mole
equivalents of lactic acid are present and in an armount sufficient to ensure a clear solution is
formed with a pH of no greater than 3.7.

11. A lyophilised formulation as claimed in claim 1 or 2, the pharmaceutical aqueous
solution formulation comprising 1-(4-{[4-(dimethylamino)piperidin-1-yl]carbonyl}phenyl)-3-[4-
(4,B-dimarpholin-4-yl-1,3,5-triazin-2-yl)phenyllurea, lactic acid and water, wherein 1-(4-{[4-
(dimethylamino)piperidin-1-yllcarbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
yliphenyl]urea is present at a solution concentration of from 2.5 to 5.5mg/ml, and from above
2.5 to 8.0 mole equivalents of lactic acid are present and in an amount sufficient to ensure a

clear solution is formed. .
12. A lyophilised formulation as claimed in any one of claims 1 to 11 wherein DL-lactic

acid, L-lactic acid or D-actic acid is used in the pharmaceutical agueous solution formulation.

13. A lyophilised formuiation as claimed in any one of claims 1 to 12 wherein DL-lactic
acid is used in the pharmaceutical aqueous solution fermulation.

14,  Alyophilised formulation as claimed in claim 1, the pharmaceutical aquedus solution
formulation comprising 1-(4-{[4-(dimethylamino)piperidin-1-yllcarbonyl}phenyl}-3-[4-(4,6-
dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyl]urea, cr a phosphate salt thereof, orthophosphoric
acid and water, wherein 1-(4-{[4-(dimethylamino)piperidin-1-yllcarbonyliphenyl)-3-[4-(4,6-
dimorpholin-4-yl-1,3,5-triazin-2-yl)phenyiurea is present at a solution concentration of less
than 4 mg/ml and sufficient orthophosphoric acid is present to provide a clear soiution.

15. A lyophilised formulation as claimed in claim 1 or 14, the pharmaceutical aqueous
solution formulation comprising 1-{4—{[4;(d‘|melhylamino)pipelidin-1 -yllcarbonyllphenyl)-3-[4-
(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yl}phenyl]urea, orthophospheric acid and water, wherein
1-(4-{[4-(dimethylamino)piperidin-1-yljcarbonyl}pheny!)-3-[4-(4,6-dimorpholin-4-yi-1,3,5-
triazin-2-yi)phenyl]urea is present at a solution concentration of less than 4 mg/ml and
sufficient orthophospharic acid is present to provide a clear solution.

168. A lyophilised formulation as claimed in ¢claim 15 wherein 1-(4-{[4-
(dimethylamino)piperidin-1-yl|carbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
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ylyphenyljurea is present in the pharmaceutical aqueous solution formulation at a solution
concentration of from 3.0 to 3.5mg/ml.

17.  Alyophilised farmulation as claimed in claim 15 or 16 wherein at least 5 mole

equivalents of orthophosphoric acid are used in the pharmaceutical aqueous solution
formulation.

18.  Alyophilised formulation as claimed in claim 17 wherein from 5 to 7 mole equivalents
of orthophosphoric acid are used in the pharmaceutical agueous solution formulation.

19. A lyophilised formulation as claimed in any one of claims 1 tc 18 additionally
containing a bulking agent.

20. A lyophilised formulation as claimed in claim 19 wherein the bulking agent is mannitol.

21. A process for the preparation of a pharmaceutical aqueous clear solution formutation
by reconstitution or constitution of a lyophilized formulation as claimed in any one of claims 1
to 20 using water or an agueous solution comprising a tonicity modifier.

22, A process as claimed in claim 21 wherein the tonicity modifier is dextrose, sucrose or
mannitol, or is a mixture of any 2 or more thereof.

23. A process as claimed in claim 21 or 22, that is adjusted, as necessary, to have a pH
suitable for intravenous or parenteral administration.

24.  Aprocess as claimed in claim 23 wHerein the pH is from 3 to 4.5.

25. A pharmaceutical aqueous solutian formulation comprising 1-(4-{[4-
(dimethylamino)piperidin-1 -y1]carbonw}phenyl)-3-[4-(4,B-diﬁ10rpholin-4-yi-1 ,3,5-triazin-2-
ylphenyllurea, or a phosphate salt thereof, orthophospharic acid and water, wherein 1-(4-{[4-
(dimethylamino)piperidin-1-yllcarbonyl}phenyi)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-
yl)phenyl]urea is present at a solution concentration of less than 4 mg/ml and sufficient
orthophosphoric acid is present to provide a clear solution.

26. A pharmaceutical aquecus solution formulation as claimed in claim 25 comprising 1-
(4-{[4-(dimethylamina)piperidin-1-yl]carbonyl}phenyl)-3-{4-(4 6-dimorpholin-4-yl-1,3,5-triazin-
2-yliphenyllurea, orthophosphoric acid and water, wherein 1-(4-{[4-(dimethylamina)piperidin-



63

1-yl]carbonyl}phenyl)-3-[4-(4,6-dimorpholin-4-yl-1,3,5-triazin-2-yljphenyllurea is present at a
solution concentration of less than 4 mg/ml and sufficient orthophosphoric acid is present to
provide a clear solution.

27. A pharmaceutical aqueous solution formulation as claimed in claim 26 wherein 1-(4-
{[4-(dimethylamino)p'ipeﬁdin—1 -yllearbonyl}phenyi)-3-[4-(4,8-dimorpholin-4-yl-1,3,5-triazin-2-
yliphenyllurea is present at a solution concentration of from 3.0 to 3.5mg/ml.

28. A pharmaceutical agueous solution formulation as claimed in claim 26 or 27 wherein
at least 5 mole equivalents of orthophosphoric acid are used.

28 A pharmaceutical aqueous solution formulation as claimed in claim 28 wherein from 5
to 7 mole equivalents of orthophosphoric acid are used.

30.  Aformulation as claimed in any one of claims 1 to 20 and 25 to 29 for use in the
treatment of cancer.



