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For example, if in the pharmaceutical composition of the invention the weight ratio of the 

granulate a) to extragranular phase b) is 1.48:1.0 or 1.54:1,0, it is rounded and presented as 

1.5:1.0. 

Preferably, the pharmaceutically acceptable salt of amlodipine in the extragranular 

phase b) is amlodipine benzenesulfonate. 5 

Processes  for the preparation of both active substances are known from the prior art. 

Amlodipine benzenesulfonate can be prepared, for example, by the method disclosed in 

EP0993447B1, and candesartan cilexetil – by the method described in EP459136B1. 

The invention also provides a process of the preparation of a combination 

pharmaceutical composition, as described above, comprising the following steps:  10 

- mixing the components of the granulate a) to obtain a homogeneous powder blend 

- wet granulation of the homogeneous blend, 

- drying the obtained granulate, 

- uniformizing the granulate to form granulate a), 

- mixing the obtained granulate a) with the components of the extragranular phase b). 15 

The invention also provides a process for the preparation of a composition as disclosed 

herein, consisting of following steps: 

- mixing the components of the granulate a) to obtain a homogeneous powder blend 

- wet granulation of the homogeneous blend, 

- drying the obtained granulate, 20 

- uniformizing the granulate to form granulate a), 

- mixing the obtained granulate a) with the components of the extragranular phase b). 

Mixing of the components of the granulate a) to obtain the homogeneous blend can be 

carried out by standard methods known to those skilled in the art, for example in the container 

of a high shear granulator. The thus obtained mixture is granulated. The granulating liquid may 25 

be an aqueous solution of binder or an aqueous solution of the binder and polyethylene glycol, or 

a homogeneous suspension of the active substance candesartan cilexetil in an aqueous binder 

solution or a homogeneous suspension of the active substance candesartan cilexetil in an 

aqueous solution of a binder and polyethylene glycol. All above option of the granulating liquid 

will provide a substantially similar effect of binding of components of the powder mixture. 30 

Those skilled will appreciate that, alternatively, the granulation liquid can be water, but 

this variant that is technologically more complex because of the need to provide a source of 

water of a specified quality and because of the necessity to perform an additional process step 

of adding water and mixing it with remaining components.  

The wet granulate is then subjected to a drying process, preferably a  35 
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8. The pharmaceutical composition according to claim 5, wherein the 

filler is a mixture of starch, pregelatinized starch and microcrystalline 

cellulose, and the weight ratio of candesartan cilexetil to polyethylene glycol 

is 4.8:1.0 or 2.4:1.0. 

9. The pharmaceutical composition according to any one of the preceding 5 

claims, wherein the disintegrant in the granulate a) is carboxymethylcellulose 

sodium salt, carboxymethyl starch sodium salt or carboxymethylcellulose 

calcium salt, preferably carboxymethylcellulose calcium salt. 

10. The pharmaceutical composition according to any one of the preceding 

claims, wherein the binder in the granulate a) is hydroxypropylcellulose. 10 

11. The pharmaceutical composition according to claim 10, wherein 

hydroxypropylcellulose is a mixture of hydroxypropylcellulose in the form of a 

solution and hydroxypropylcellulose in the form of a powder. 

12. The pharmaceutical composition according to any one of the preceding 

claims, wherein the excipients in the extragranular phase b) are selected 15 

from the group consisting of a filler, a lubricant and mixtures thereof. 

13. The pharmaceutical composition according to claim 12, wherein the 

extragranular phase b) comprises a mixture of 80.0-95.0% by weight of the 

filler and 1.0-3.0% by weight of the lubricant. 

14. The pharmaceutical composition according to claim 13, wherein the 20 

extragranular phase b) comprises a mixture of 88.0% or 93% by weight of the 

filler and 1.0-3.0%, preferably 1.8 % by weight, of the lubricant. 

15. The pharmaceutical composition according to claim 12, wherein the 

excipients in the extragranular phase b) are selected from the group 

consisting of a disintegrant, a lubricant and mixtures thereof. 25 

16. The pharmaceutical composition according to claim 15, wherein the 

extragranular phase b) comprises a mixture of 22.0-66.0%, preferably 42.0-
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44.0% by weight of the disintegrant and 5.0-15.0 %, preferably 10.0-13.0% by 

weight of the lubricant. 

17.  The pharmaceutical composition according to any one of claims 12 to 

14, wherein the filler in the extragranular phase b) is microcrystalline 

cellulose. 5 

18. The pharmaceutical composition according to any one of claims 15 to 

16, wherein the disintegrant in the extragranular phase b) is calcium salt of 

carboxymethylcellulose. 

19. The pharmaceutical composition according to any one of claims 12 to 

18, wherein the lubricant in the extragranular phase b) is sodium stearyl 10 

fumarate or magnesium stearate, preferably magnesium stearate. 

20. The pharmaceutical composition according to any one of the preceding 

claims, wherein the weight ratio of the granulate a) to the extragranular 

phase b) is in a range from 1.0:1.0 to 2.0:1.0 or from 13.0:1.0 to 10.0:1.0. 

21. The pharmaceutical composition according to claim 20, wherein the 15 

weight ratio of the granulate a) to the extragranular phase b) is 1.5:1.0 or 

10.0:1.0 or 13.0:1.0. 

22. The pharmaceutical composition according to any one of the preceding 

claims, wherein the pharmaceutically acceptable salt of amlodipine in the 

extragranular phase b) is amlodipine benzenesulfonate. 20 

23. A process for the preparation of a composition as defined in any of 

claims 1-22, consisting of following steps: 

- mixing the components of the granulate a) to obtain a homogeneous 

powder blend 

- wet granulation of the homogeneous blend, 25 

- drying the obtained granulate, 

- uniformizing the granulate to form granulate a), 






