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Alternatively, a method for preparing fluticasone propionate as crystalline 

polymorphic form 1 by mixing a solution of fluticasone propionate in a non-

solvating organic liquid solvent such as methyl acetate, ethyl acetate or 

pentanone, with a non-solvating organic liquid anti-solvent such as toluene, 

isooctane or hexane thereby causing fluticasone propionate as crystalline form 1 

to crystallise out of the solution has been described in WO 03/066653. However, 

it has been found that these crystallisation processes do not offer control and 

flexibility in terms of output particle size distribution for fluticasone propionate. 

Similar to the majority of drugs intended for delivery to the lung, fluticasone 

propionate is usually subjected to micronisation prior to formulation to enable 

production of appropriately sized respirable particles. It is however well known 

from the literature that there is a link between the particle size of ingoing material 

and the size of micronized product, hence it is of key importance to precisely 

control the particle size of the material that is fed into the microniser to ensure 

reliable and effective drug delivery to the lung.  

The present invention represents a solution to the above mentioned problems. 

The present invention is indeed directed to a new crystallisation process for 

preparing fluticasone propionate as crystalline form 1 which is scalable, 

reproducible and does not involve complex apparatus. The crystallisation process 

according to the present invention also enables more flexibility and precise 

control of product particle size distribution through variations in solvent 

composition. Finally the crystallisation process according to the present invention 

shows lower product loss in the micronisation chamber compared to a traditional 

anti-solvent crystallisation.  

Summary 

In one aspect of the present disclosure, there is provided a process for preparing 

fluticasone propionate as crystalline polymorphic form 1 characterized in that it 

comprises the step of dissolving fluticasone propionate in a solvent to form a 

solution, and then adding the solution to a water-containing non-solvent, thereby 
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causing fluticasone propionate to crystallise out of the solution as crystalline form 

1;  

 wherein the solvent comprises acetone and from 0% to 10% water, based 

on the volume of the solvent; and 

 wherein the non-solvent comprises water and from 0% to 35% acetone, 

based on the volume of the non-solvent,  

       wherein once the step of adding the solution to the non-solvent is completed, 

a slurry forms and the slurry is stirred. 

 
Description 

The present invention is directed to a process for preparing fluticasone 

propionate as crystalline form 1, which comprises the step of dissolving 

fluticasone propionate in acetone or in a mixture of acetone and water and then 

adding this solution to water or to a mixture of water and acetone, thereby 

causing fluticasone propionate to crystallise out of the solution as crystalline form 

1.  

According to the present invention, the water or water/acetone mixture in which 

the fluticasone propionate solution is added may also be referred as the “non-

solvent” or the “non-solvating mixture” respectively.  

 

































17  

 

followed by filtration of the slurry to recover fluticasone propionate as 

crystalline form 1 and drying of the recovered fluticasone propionate. 

 

11. A process according to claim 5, wherein the slurry is stirred over a period 

of between 0 and 12 hours, followed by filtration of the slurry to recover 5 

fluticasone propionate as crystalline form 1 and drying of the recovered 

fluticasone propionate. 

 

12. A process according to 7, wherein the slurry is stirred over a period of 

between 0 and 12 hours, followed by filtration of the slurry to recover 10 

fluticasone propionate as crystalline form 1 and drying of the recovered 

fluticasone propionate. 

 

13. A process according to claim 8, wherein the slurry is stirred over a period 

of between 0 and 12 hours, followed by filtration of the slurry to recover 15 

fluticasone propionate as crystalline form 1 and drying of the recovered 

fluticasone propionate. 

 

14. A process according to claim 1, wherein said fluticasone propionate form 

1 has a particle size and said particles do not exhibit agglomeration. 20 

 

15.  A process according to claim 1, wherein the crystalline polymorphic form 

1 has a controlled particle size. 
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