








It is further object of the invention to provide processes that stabilize the amorphous form of 

NRC-AN-019. 

It is further object of the invention to provide a pharmaceutical composition with improved 

patient compliance comprising NRC-AN-019 or, salts or, polymorphs thereof and at least one 

polymeric matrix agent in the form of solid dispersion 

Embodiments of the present invention may include one or more of the following features for 

example the pharmaceutical composition may further include one or more pharmaceutically 

acceptable excipients. The pharmaceutical acceptable 	excipients may 	include diluents, 

disintegrants, 	surfactants, 	binders, 	lubricants, 	glidants, 	plasticizers, 	anti-tacking 	agents, 

polymers, opacifying agents, sweeteners/taste masking agents, colorants, flavors and the like. 

SUMMARY 

Accordingly, the present invention provides a pharmaceutical oral formulation containing 

NRC-AN-019 including its pharmaceutically acceptable salts and its polymorphs thereof and 

a process for its preparation of solid dispersion so as to achieve effective therapy against CML 

and other tumors such as head and neck cancer, prostate cancer and the like. 

In one aspect, the present invention refers to a formulation suitable for oral administration 

comprising a therapeutically effective amount of (3,5-Bis trifluoromethyl)-N-[4-methyl-3-(4-

pyridin-3y1-pyrimidin-2-yl-amino)phenyl]benzamide (NRC-AN-019) or a salt thereof, and at least 

one polymeric matrix agent, wherein the formulation is in the form of a solid dispersion. 

In another aspect, the present invention refers to a process for obtaining solid dispersion as claimed 

in claim 10, wherein the process comprises mixing NRC-AN-019 and polymeric matrix agent to 

form a homogeneous, molecularly disperse mixture. 

In yet another aspect, the present invention refers to the use of a formulation as disclosed herein for 

the manufacture of a medicament for the treatment of cancer. 
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BRIEF DESCRIPTION OF THE DRAWINGS 

Fig. 1 illustrates the area under the curve in albino wistar rats after oral administration of NRC- 

AN-019 "as is" and different solid dispersions in accordance with the invention. 

Fig. 2 is a comparison of powder X-ray diffraction pattern of NRC-AN-019 "as is" (a) 

solid dispersions of example 81 (b), example 82 (c), example 83 (d) and example 84 (e). 

and 

Fig. 3 illustrates the stability of the solid dispersion corresponding to example 81 in X-ray 

powder diffraction graph at Initial (a); 1 month at 25°C 60% RH (b); 3 months at 25°C 60% 

RH (c); 1month at 40°C 75% RH (d); and 3 months at 40°C 75% RH (e). 

5a 









































































 

41 
 

We Claim: 

1. A formulation suitable for oral administration comprising a therapeutically effective 

amount of (3,5-Bis trifluoromethyl)-N-[4-methyl-3-(4-pyridin-3yl-pyrimidin-2-yl-

amino)phenyl]benzamide (NRC-AN-019) or a salt thereof, and at least one polymeric matrix 

agent, wherein the formulation is in the form of a solid dispersion. 

2. The formulation as claimed in claim 1, wherein NRC-AN-019 is in crystalline or 

amorphous form or a combination thereof. 

3. The formulation as claimed in claim 1 or claim 2, wherein the said NRC-AN-019 is 

present in an amount of 0.1% to 99.9% by weight relative to the total weight of the 

composition. 

4. The formulation as claimed in any one of the previous claims, wherein the ratio of 

NRC-AN-019 to polymer matrix agent is from 1:1 to 1:8 in total weight of the composition. 

5. The formulation as claimed in any one of the previous claims, wherein the polymer 

matrix agent is selected from an ionic polymer, a nonionic polymer and a combination 

thereof. 

6. The formulation as claimed in claim 5, wherein the ionic polymer is selected from a 

cellulosic polymer, a methacrylic acid copolymer, a carboxyvinyl polymer, a vinyl acetate 

polymer and combinations thereof. 

7. The formulation as claimed in claim 6, wherein the methacrylic acid copolymer is 

selected from poly(methacrylic acid, methyl methacrylate), poly(methacrylic acid, ethyl 

acrylate) and a combination thereof. 

8. The formulation as claimed in claim 5, wherein the said non-ionic polymer is 

selected from a cellulosic polymer, polyvinylpyrrolidone, vinyl pyrrolidone vinyl acetate 

copolymer, polyalkylene glycol and combinations thereof. 

9. A process for obtaining solid dispersion as claimed in claim 1, wherein the process 

comprises mixing NRC-AN-019 and polymeric matrix agent to form a homogeneous, 
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molecularly disperse mixture. 

10. The process according to claim 9, wherein the process comprises a process selected 

from solvent controlled precipitation, solvent evaporation, lyophilisation, pH controlled 

precipitation, hot melt extrusion and super critical fluid technology. 

11. The process according to claim 9, wherein the mixing is performed by dissolving 

NRC-AN-019 and polymeric matrix agent in an organic solvent, followed by spraying in to 

anti-solvent and obtaining co-precipitate of NRC-AN-019 and polymeric matrix agent. 

12. The process according to claim 11, wherein the solvent is selected from 

dimethylformamide, dimethylacetamide, dimethyl sulfoxide, N-Methyl-2-pyrrolidone and 

mixtures thereof. 

13. The process according to claim 11 wherein the anti-solvent is selected from water, 

hydrochloric acid, ethyl acetate, toluene, methylene chloride, acetonitrile and mixtures 

thereof. 

14. Use of a formulation as defined in any one of claims 1 to 8 for the manufacture of a 

medicament for the treatment of cancer. 

15. Use according to claim 14 wherein the cancer is chronic myeloid leukaemia, head 

cancer, neck cancer or prostate cancer. 

 


