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CLAIMS 

1. A composite comprising a solid dispersion of (S)-[2-chloro-4-fluoro-5-(7-

morpholin-4-ylquinazolin-4-yl)phenyl]-(6-methoxy-pyridazin-3-yl)methanol, 

or a pharmaceutically acceptable salt thereof, in a polymeric matrix. 

2. The composite according to claim 1 consisting of the solid dispersion of 5 

(S)-[2-chloro-4-fluoro-5-(7-morpholin-4-ylquinazolin-4-yl)phenyl]-(6-

methoxy-pyridazin-3-yl)methanol, or a pharmaceutically acceptable salt 

thereof, in the polymeric matrix. 

3. The composite according to claim 1 or 2, wherein (S)-[2-chloro-4-fluoro-5-

(7-morpholin-4-ylquinazolin-4-yl)phenyl]-(6-methoxy-pyridazin-3-yl)-10 

methanol is present in its free form. 

4. The composite according to any one of claims 1, 2 or 3, wherein the 

polymeric matrix comprises or consists of a homopolymer or copolymer of 

polyvinylpyrrolidone. 

5. The composite according to claim 4, wherein the polymeric matrix 15 

comprises or consists of a copolymer of polyvinylpyrrolidone and 

polyvinylacetate. 

6. The composite according to any one of claims 1, 2 or 3, wherein the 

polymeric matrix comprises or consists of a polyvinyl caprolactam – 

polyvinyl acetate – polyethyleneglycol graft copolymer.  20 

7. The composite according to any one of claims 1, 2 or 3, wherein the 

polymeric matrix comprises or consists of hypromellose acetate succinate.  

8. The composite according to any preceding claim, wherein the solid 

dispersion is a solid solution.  

9. The composite according to any preceding claim, wherein the solid 25 

dispersion is obtained by hot melt extrusion or melt granulation or by spray 

drying.  

10. The composite according to any preceding claim, wherein the 

concentration of (S)-[2-chloro-4-fluoro-5-(7-morpholin-4-ylquinazolin-4-yl)-
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phenyl]-(6-methoxy-pyridazin-3-yl)methanol, which may be present in free 

form or as a pharmaceutically acceptable salt, in the polymeric matrix is in 

a range of between 4 and 50 weight percent based upon the total weight 

of the solid dispersion. 

11. The composite according to claim 10, wherein the concentration of (S)-[2-5 

chloro-4-fluoro-5-(7-morpholin-4-ylquinazolin-4-yl)phenyl]-(6-methoxy-

pyridazin-3-yl)methanol, which may be present in free form or as a 

pharmaceutically acceptable salt, in the polymeric matrix is in a range of 

between 10 and 30 weight percent based upon the total weight of the solid 

dispersion. 10 

12. The composite according to any preceding claim, wherein the composite 

has a particle size characterized by a d50 value of 1000 µm or less.  

13.  The composite according to claim 12, wherein the composite has a 

particle size characterized by a d50 value of 400 µm or less. 

14. A pharmaceutical composition comprising the composite according to any 15 

preceding claim. 

15. The pharmaceutical composition according to claim 14, which is a 

pharmaceutical composition for oral administration.  

16. The pharmaceutical composition according to claim 14 or 15, which is an 

immediate release composition. 20 

17. The pharmaceutical composition according to any one of claims 14, 15 or 

16, characterized by a disintegration time of 15 minutes or less.  

18. The pharmaceutical composition according to any one of claims 14 to 17, 

which is a capsule containing a filling comprising the composite and 

optionally at least one pharmaceutically acceptable excipient.  25 

19. The pharmaceutical composition according to claim 18, which is a 

capsule, which contains a filling consisting of 40 to 100 wt.% of the 

composite according to any of claims 1 to 11; and 0 to 60 wt.% of at least 
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one pharmaceutically acceptable excipient, based upon the total weight of 

the filling.  

20. The pharmaceutical composition according to any one of claims 14 to 17, 

wherein the pharmaceutical composition comprises at least one 

pharmaceutically acceptable excipient, and is selected from a tablet and a 5 

granulate.  

21. The pharmaceutical composition according to claim 20, which is a tablet 

comprising at least one pharmaceutically acceptable excipient selected 

from a filler, a disintegrant, a lubricant, a pore builder, and an inorganic 

alkaline metal salt.  10 

22. The pharmaceutical composition according to claim 20 or 21, which is a 

tablet comprising: 

i. 25 to 95 wt. % of the composite according to any one of claims 1 to 

13;  

ii. 15 to 72.5 wt.% of a filler;  15 

iii. 2.5 to 40 wt.% of disintegrant; 

iv. 0 to 5 wt.% of a lubricant; 

v. 0 to 20 wt.% of an inorganic alkaline metal salt; and  

vi. a total of 0 to 20 wt.% of one or more additional pharmaceutically 

acceptable excipients, 20 

based upon the total weight of the tablet.  

23. The pharmaceutical composition according to claim 20, 21 or 22, which is 

a tablet comprising: 

i. 40 to 60 wt. % of the composite according to any one of claims 1 to 

13;  25 

ii. 25 to 55 wt.% of a filler;  

iii. 5 to 30 wt.% of disintegrant; 

iv. 0 to 5 wt.% of a lubricant; 

v. 0 to 15 wt.% of an inorganic alkaline metal salt; and  
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vi. a total of 0 to 10 wt.% of one or more additional pharmaceutically 

acceptable excipients, 

based upon the total weight of the tablet. 

24. The pharmaceutical composition according to claim 20, 21, 22 or 23, 

which is a tablet comprising: 5 

i. 35 to 55 wt. % of the composite according to any one of claims 1 to 

13;  

ii. 30 to 55 wt.% of a filler;  

iii. 5 to 20 wt.% of disintegrant; 

iv. 0.25 to 2.5 wt.% of a lubricant; 10 

v. 2.5 to 15 wt.% of an inorganic alkaline metal salt; and  

vi. a total of 0 to 10 wt.% of one or more additional pharmaceutically 

acceptable excipients, 

based upon the total weight of the tablet. 

25. The pharmaceutical composition according to claim 21, 22, 23 or 24, 15 

wherein the filler is microcrystalline cellulose and/or the disintegrant is 

selected from crospovidone, carboxymethylcellulose and salts and 

derivatives thereof, and/or the inorganic alkaline metal salt is an inorganic 

sodium salt. 

26. A method for preparing the composite according to any one of claims 1 to 20 

13, the method comprising hot melt-extrusion or melt-granulation.  

27. A method for preparing the composite according to any one of claims 1 to 

13, the method comprising:  

 mixing and melting (S)-[2-chloro-4-fluoro-5-(7-morpholin-4-ylquinazolin-4-

yl)phenyl]-(6-methoxy-pyridazin-3-yl)methanol or a pharmaceutically 25 

acceptable salt thereof and the polymer of the polymeric matrix to be 

formed, and optionally at least one pharmaceutically acceptable excipient, 

 hot melt extruding or melt granulating the mixture to form the composite, 

 optionally milling the formed composite.  
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28.  A method for preparing the composite according to any one of claims 1 to 

13, the method comprising: 

dissolving (S)-[2-chloro-4-fluoro-5-(7-morpholin-4-ylquinazolin-4-yl)-

phenyl]-(6-methoxy-pyridazin-3-yl)methanol or a pharmaceutically 

acceptable salt thereof and the polymer of which the polymeric matrix is to 5 

be formed, and optionally one or more pharmaceutically acceptable 

excipients, in a solvent to form a solution, 

spray-drying the solution to form the composite, 

optionally drying the composite. 

29. A method for preparing a pharmaceutical composition comprising a 10 

composite according to any one of claims 1 to 13, comprising  

the method according to claim 26, 27 or 28 to form the composite;  

mixing the composite and one or more pharmaceutically acceptable 

excipients; 

optionally granulating the mixture of the composite and the one or more 15 

pharmaceutically acceptable excipients,  

and either filling the mixture into capsules or tableting the mixture.  

30. Use of a pharmaceutical composition according to any of claims 14 to 25, 

in the manufacture of a medicament for treating cancer in a patient in need 

thereof, optionally in combination with radiotherapy or chemotherapy or 20 

both. 

31. The use according to claim 30, wherein chemotherapy comprises 

administration of cisplatin, etoposide or doxorubicin or a combination of 

cisplatin with etoposide or doxorubicin.  

 25 

 


