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NOTICE OF OPPOSITION 

to the application for the invention No. a201708632 dated 26.01.2016 

Acting in accordance with the instructions and on a basis of the power of attorney of the Charitable 
Organization “All-Ukrainian Network of People Living with HIV/AIDS”, we submit for the expert appraisal a 
substantiated opposition to granting legal protection as an invention of the object under the 
application No.a201708632 dated 26.01.2016 in the name of JANSSEN PHARMACEUTICA NV [BE] and 
request to consider it. 
 
The ground for filing an opposition to the application is that the invention does not meet the inventive step 
patentability requirement. In support of this statement, the Company provides the following 
argumentations. 

1. According to the information from the application materials, its bibliographic data are as follows: 

(21) Application Number a201708632 

(22) Filing Date 26.01.2016 

(32) Priority Date 27.01.2015 

(51) Int.Cl. A61K9/00 

A61K9/20  

A61K31/00 
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(54) Title of invention DISPERSIBLE COMPOSITIONS [UA] 

(86) PCT Application 
Number 

PCT/EP2016/051545 , 26.01.2016 

(71) Applicant JANSSEN PHARMACEUTICA NV [BE] 

(72) Inventors Manish Kumar Gupta (IN); Shripad Vasudeo Marathe (IN); 
Kaustubh Ramesh Tambwekar (IN); Sridevi Velayudhan Nair 
(IN)  

 

2. The formula of the invention consists of eight independent claims and ten dependent claims. 

3. After analysing the formula of the invention, it has been established that the objects of the 
invention according to the patent application are a substance in the form of a composition (the 
independent claims 1, 4, 6, 7, 10, 16 and 18) and a method for preparation of the composition 
(the independent claim 17). 

4. The examination of compliance with patentability requirements of the invention under the patent 
application will be conducted in relation to eight independent claims of the subject invention. 

5. The tables given below show the features that define the scope of legal protection of the invention 
under the patent of Ukraine No. 81104 in accordance with the independent claims. 

Table 1 - Features of cl. 1. of the formula of invention under the patent application a201708632 

No. Feature of invention 

1 A dispersible composition (e.g. tablet) containing 

2 bedaquiline fumarate as an active ingredient and wherein the composition (e.g. tablet) contains  

3 intragranular layer 

4 extragranular layer, where  

5 the intragranular layer contains an insoluble excipient/diluent,  

6 and is characterized in that there is no soluble excipient/diluent in the intragranular layer, which is 
represented by starch. 

 
Table 2 - Features of cl. 4. of the formula of invention under the patent application  a201708632 

No. Feature of invention 

1 A dispersible composition (e.g. tablet) containing 
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2 bedaquiline fumarate as an active ingredient and wherein the composition (e.g. tablet) contains  

3 intragranular layer 

4 extragranular layer, where  

5 the intragranular layer contains an insoluble excipient/diluent,  

6 and is characterized in that there is no soluble excipient/diluent in the intragranular layer, which is 
represented by microcrystalline cellulose. 

	

Table 3 - Features of cl. 6. of the formula of invention under the patent application  a201708632 

No. Feature of invention 

1 A dispersible composition (e.g. tablet composition) containing  (e.g. consisting of) by weight, in 
terms of total weight of the composition, the following: 

2 5 to 50% (e.g. 10 to 30%) of an active ingredient (i.e. bedaquiline fumarate); 

3 35% to 90% (e.g. 50 to 70%) of an insoluble excipient/diluent; 

4 2% to 10% (e.g. 4 to 8%) of a disintegrant; 

5 0.1 to 5% (e.g. 1.5 to 3.5%) of a glidant; 

6 0.01 to 5% (e.g. 0.1 to 1%) of a wetting agent or surfactant; 

7 0 to 10% (e.g. 2 to 5%) of a binder or polymer;  

8 0 to 5% (e.g. 1 to 3%) of a lubricant;  

9 solvent (qs), e.g. water. 

	

Table 4 - Features of cl. 7. of the formula of invention under the patent application  a201708632 

No. Feature of invention 

1 A dispersible composition (e.g. tablet composition) containing  (e.g. consisting of) by weight, in 
terms of total weight of the composition, the following: 

2 5 to 50% (e.g. 10 to 30%) of an active ingredient (i.e. bedaquiline fumarate); 

3 35% to 90% (e.g. 50 to 70%) of an insoluble excipient/diluent, which is 

a microcrystalline cellulose (such as silicified microcrystalline cellulose); 

4 2% to 10% (e.g. 4 to 8%) of a disintegrant; 
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5 0.1 to 5% (e.g. 1.5 to 3.5%) of a glidant; 

6 0.01 to 5% (e.g. 0.1 to 1%) of a wetting agent or surfactant; 

7 0 to 10% (e.g. 2 to 5%) of a binder or polymer;  

8 0 to 5% (e.g. 1 to 3%) of a lubricant;  

9 solvent (qs), e.g. water. 

 
Table 5 - Features of cl. 10. of the formula of invention under the patent application  a201708632 

No. Feature of invention 

1 A dispersible composition (e.g. tablet composition),  

2 where the various parts of the composition, in particular, the intragranular and extragranular 
fractions and part of the binder contain (e.g. consist of) the following ingredients by weight, in 
terms of the total weight of the composition: 

3 an intragranular fraction: 

4 5 to 50% (e.g. 10 to 30%) of an active ingredient; 

5 10 to 50% (e.g. 20 to 40%) of insoluble excipient/diluent (e.g. microcrystalline cellulose, such as 
silicified microcrystalline cellulose); 

6 1 to 5% (e.g. 2 to 4%) of a disintegrant (e.g. crospovidone, such as Polyplasdone XL); 

7 0.1 to 5% (e.g. 0.5 to 4%, such as 1 to 3%) of a glidant (e.g. colloidal silicon dioxide, Aerosil 200); 

8 a binder: 

9 1 to 10% (e.g. 2 to 5%) of a binder or polymer (e.g. hypromellose, 5 cPs, i.e. Methocel Е 5 LV); 

10 0.01 to 5% (e.g. 0.1 to 1%) of wetting agent or surfactant (e.g. polysorbate 20, i.e. Tween 20); 

11 solvent (qs), e.g. water, if necessary (i.e. only the required amount, if any); 

12 an extragranular fraction: 

13 10 to 50% (e.g. 20 to 40%) of a excipient/solvent (predominantly insoluble excipient/solvent, e.g. 
microcrystalline cellulose, such as silicified microcrystalline cellulose); 

14 1 to 5% (e.g. 2 to 4%) of a disintegrant (e.g. crospovidone, such as Polyplasdone XL); 

15 0 to 3% (e.g. 0.1 to 1%) of a glidant (e.g. colloidal silicon dioxide, Aerosil 200); 

16 0 to 5% (e.g. 1 to 3%) of a lubricant (e.g. sodium fumarate (Pruv)). 
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Table 6 - Features of cl. 16. of the formula of invention under the patent application  a201708632 

No. Feature of invention 

1 A combination containing a composition according to any of cl. 1-14  

2 and one or more other therapeutic agents that can be used in the treatment of tuberculosis. 

 

Table 7 - Features of cl. 17. of the formula of invention under the patent application  a201708632 

No. Feature of invention 

1 A method for preparation of the composition (e.g. tablet composition) according to any of claims 1-
12, which provides for:  

2 (a) preparation of an intragranular fraction using the components of the intragranular fraction 
indicated in any of cl. 10-12; 

3 (b) preparation of a binder fraction using the components of the binder fraction indicated in any of 
cl. 10-12; 

4 (с) preparation of an extragranular fraction using the components of the extragranular fraction 
indicated in any of cl. 10-12; 

5 and use of these fractions to prepare the composition. 

 
Table 8 - Features of cl. 18. of the formula of invention under the patent application  a201708632 

No. Feature of invention 

1 The composition prepared using the method defined in cl. 17. 

 

6. In order to find out whether an invention meets the inventive step patentability requirement, it is 
necessary to compare the cumulative features given in the independent claims with information 
about the objects that are part of the prior art. 

7. According to Part 3 of Article 7 of the Law of Ukraine “On the Protection of Rights to Inventions 
and Utility Models” (hereinafter referred to as the Law on Inventions), an invention shall be 
considered to be new provided that it is not a part of the prior art. The prior art includes all 
information that became publicly available throughout the world before the priority date, and in its 
absence, before the date of filing the application to the State Service. Publicly available 
information is that with which any interested person therein could become acquainted with. 

8. According to Part 3 of Article 7 of the Law, objects that are a part of the prior art shall be 
considered only separately when determining the novelty of an invention. 
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9. According to Part 7 of Article 7 of the Law, an invention shall be considered as involving an 
inventive step provided that it is not obvious for a a person skilled in the art, i.e. it does not does 
not proceed obviously from the prior art. 

10. In accordance with clause 6.5.3.2 of the Rules for considering an application for an invention and 
applications for a utility model, approved by the Order of the Ministry of Education and Science of 
Ukraine, dated 15.03.2002 No. 197 (hereinafter referred to as the Rules for Considering 
Applications), when checking the inventive step, the awareness of influence of cumulative 
features of the subject invention on the achievement of the claimed by an applicant technical 
result is established from the prior art (an explanation regarding the substantial content of the term 
“technical result” is given in sub-clause 7.3.3). If such awareness is not established, the invention 
is recognized to be compliant with the inventive step requirement. 

11. In accordance with clause 6.6.1 of the Rules for preparation and filing of an application for an 
invention and applications for a utility model, approved by the Order of the Ministry of Education 
and Science of Ukraine, dated 22.01.2001 No. 22 (hereinafter referred to as the Rules for Filing 
of Applications), the features are essential if they affect the technical result that may be achieved 
using the invention. Therefore, when checking the inventive step, only those features that affect 
the achievement of the technical result, which may be obtained using the invention, i.e. only 
essential features should be considered. 

12. For comparison with the features of the subject invention, when checking the inventive step, 
information obtained from various information sources may be used if the possibility of combining 
them is obvious to a person skilled in the art. 

13. In accordance with sub-clause 6.6.3 of the Rules for Filing of Applications, the technical result is 
understood as the identification of new features or improvement of the characteristics of known 
features of the object of invention (utility model), which may be obtained by applying the invention 
(the utility model). 

14. The prior art in this case includes: 

1) D1 - "A Study to Assess the Relative Bioavailability of TMC207 Following Single-Dose 

Administrations of Two Pediatric Formulations in Healthy Adult Participants", (201403), 

ClinicalTrials.gov, URL: 

https://www.clinicaltrials.gov/ct2/show/record/NCT01803373?term=TMC207, XP002754986 

[Y] 1-17 

2) D2 - WO2010026526, 11.03.2010 

3) D3 - WO2014075692, 22.05.2014 

4) D4 - Shotton, E., & Leonard, G. S. (1976 р.). "Effect of Intragranular and Extragranular 

Disintegrating Agents on Particle Size of Disintegrated Tablets. Journal of Pharmaceutical 

Sciences", 65(8), 1170–1174. 
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5) Д5  - Kalavathy D J ET AL, "Preparation and Evaluation of Dispersible Tablets of A Model 

Antibiotic Drug", Int. J. Pharm. Sci. Rev. Res. Jan - Feb International Journal of 

Pharmaceutical Sciences Review and Research; 

6) D6 - Christine Elizabeth Strachan, "The formulation technology of dispersible tablets." A 

thesis submitted in partial fulfilment of the requirements of Liverpool John Moores University 

for degree of Doctor of Philosophy, 2000 р. 

 

15. According to the description of the invention, one of the main objectives of the invention was the 
creation of a pharmaceutical composition based on bedaquiline fumarate for children. It was noted 
that for a paediatric population, it may be desired to prepare a dispersible composition, 
characterized by a short dispersion time. 

16. According to the description of the invention, the essential property of the claimed composition is 
its ability to evenly disperse in a small volume of water for a short period of time. 

17. The inventors claim that the composition (e.g. tablet composition) quickly disintegrates in water 
into physically smaller particles that are distributed (or dispersed) throughout the volume of water. 
This ultimately leads to the fact that any equal portions of water contain an approximately equal 
amount of particles (by weight) of the composition (e.g. tablet composition), by which the authors 
of this invention mean within a deviation of ±25%, preferably ± 15% and especially ±10% (or less, 
e.g. within ±5%). Hence, the composition in the form of a tablet is a physically uniform or 
homogenous dispersed or divided throughout the aqueous medium, in which it is placed (after the 
necessary time for dispersion; see above). It will be understood that the greater the volume of 
water per mg of the composition in the form of a tablet, the less there may be dispersion deviation. 
(Page 7 of the invention description). 

18. The technical result of the invention with reference to the composition is a dispersible composition 
containing bedaquiline fumarate, which has certain dispersion properties. 

19. The technical result of the invention with reference to the method for preparing such dispersible 
composition is the preparation of a dispersible composition. 

20. Document D1 describes the use of a dispersible tablet and that contains bedaquiline fumarate 
(TMC 207) in paediatrics (page 2, detailed description). 

21. Document D2 discloses a method for treating tuberculosis in a mammal, including the 
administration to a mammal, which needs it, an effective amount of a compound of formula (I), 
(S)-N-[[3-[3-fluoro-4(4-thiomorpholinyl)phenyl]-2-oxo-5-oxazolidinyl]methyl]acetamide or a 
pharmaceutically acceptable salt thereof. 

22. Document D3 discloses a solid pharmaceutical composition comprising nimorazol or a 
pharmaceutically acceptable salt thereof, and additionally comprises: 

а. an intragranular fraction, which includes: 



 

8 
 

1 to 50% of a diluent; 

0.5 to 15% of a disintegrant; 

0.5 to 15% of a binder. 

b. an extragranular fraction, which includes:  

0.5 to 50% of a diluent;  

0.5 to 15% of a disintegrant; 

0.5 to 3% of a glidant;  

0.5 to 3% of a lubricant; and 

c. 0.5 to 5% of coating (cl. 5-6). 

23. Document D4 discloses the effect of the intragranular and extragranular disintegrating agents on 
the particle sizes of the disintegrated tablet. The microcrystalline cellulose described herein use 
as the only insoluble excipient/diluent for the intragranular and extragranular layers. 

24. Document D5 provides the use of microcrystalline cellulose (MCC), including as a 
solvent/excipient in the composition of dispersible tablets. MCC has a high compressibility that 
allows making solid tablets with low fragility and has a synergism with disintegrants due to its 
capillary properties. D5 also discloses that with wet granulation, disintegrants may be added either 
intragranularly, or extragranularly, or in both layers. Additionally, D5 reveals that extragranular 
compositions disintegrate much faster than intragranular, but intragranular compositions give a 
much finer dispersion of particles, and the combination addition represents the best compromise. 
Moreover, the reference in D5 teaches that the addition of a disintegrant in an amount of 2% 
intragranularly and of 12.5%extragranularly demonstrates the best overall results when 
formulating dispersible tablets. 

25. Document D6 discloses compositions that contain, including microcrystalline cellulose, and are 
free of starch. 

26. According to the application materials, claim 1 differs from D1 in that it contains (i) the 
intragranular and extragranular layers, (ii) the intragranular layer contains an insoluble 
excipient/diluent, and (iii) there is no soluble excipient/diluent, starch, in the intragranular layer. 

27. The applicant claims that it was found that soluble excipients were disadvantageous with respect 
to the dispersibility/degradability properties, e.g. due to the fact that they can absorb water and 
create a saturated layer that prevents further diffusion of the solution from the saturated neutral 
layer (according to the diffusion layer theory by Noyes and Whitney), and this phenomenon may 
result in a negative effect on the desired dispersion time. It may also be that soluble excipients are 
more prone to absorb environmental moisture. This can also occur if soluble excipients are used 
in combination with a partially soluble or insoluble excipient. In any case, it was obvious that the 
use of an insoluble excipient, in particular microcrystalline cellulose, especially within the 
intragranular fraction of a tablet formulation, was essential in preparing a dispersible tablet with 
the desired properties. 
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28. The technical result provided by this distinction consists in a minor improvement in the dispersion 
properties of the tablet formulation. 

29. The preparation of dispersed tablets, in the composition of which there is no starch in the 
intragranular layer, is known to a person having ordinary skill in the art (e.g. from D6). 

The solution was obvious due the following reasons: 

- The preparation of dispersible tablets is known to a person having ordinary skill in the art 

(see Document D5 for more information). 

- The preparation of dispersible tablets containing various forms of microcrystalline cellulose is 

known to a person having ordinary skill in the art (see Document D5 for more information). 

- The preparation of dispersible tablets containing various forms of microcrystalline cellulose 

within the intragranular fraction is known to a person having ordinary skill in the art. 

- The preparation of dispersible tablets containing various forms of microcrystalline cellulose 

within the extragranular fraction is known to a person having ordinary skill in the art. 

- The preparation of dispersible tablets containing various forms of microcrystalline cellulose 

simultaneously within the extragranular fraction and within the intragranular fraction is known 

and obvious to a person having ordinary skill in the art. 

- The preparation of dispersible tablets containing various forms of microcrystalline cellulose 

and having a fast dispersion time within 15-90 seconds is well known to a person having 

ordinary skill in the art. 

30.  In addition, document D4 also describes the use of solid dosage forms containing bedaquiline 
fumarate, which must be transformed shortly before use into liquid preparations. The solid oral 
pharmaceutical composition may have the form of a tablet or capsule, where the composition may 
contain excipients, such as a solvent and/or a glidant (page 1, lines 7-13; page 5, lines 5-6, 26-28; 
page 11, lines 12-14; page 13, lines 10-37; page 14, lines 1-24).  

31. So, the dispersed composition described in claim 1 of the formula of the invention is obvious in 
view of the information disclosed in the prior art. 

32. The same statement is true in relation to claims 4, 6, 7, 10, 16, 17 and 18 of the formula of the 
invention. 

33. The dependent claims are not contained any features that, in combination with the features of the 
independent claims to which they refer, meet the requirements of the invention, since they relate 
only to minor modifications, obvious to a person having ordinary skill in the art (see Documents 
D1-D6). 

34. Based on the foregoing, the subject invention according to the claims 1, 4, 6, 7, 10, 16 and 18 is 
incompliant with the inventive step patentability requirement, and therefore, the patent granting of 
the invention for application No. a201708632 should be refused. 
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Taking all the foregoing into account, based on Article 7 of the Law of Ukraine “On the Protection 
of Rights to Inventions and Utility Models”, we 

ASK 

for refusing to grant a patent of Ukraine for an invention on the application No. a201708632 dated 
26.01.2016 in the name of JANSSEN PHARMACEUTICA NV [BE]. 

Annexes: 
1. Power of Attorney for representing the interests of the Charitable Organization “All-Ukrainian 

Network of People Living with HIV/AIDS”. 
2. D1  - Anonymous, "A Study to Assess the Relative Bioavailability of TMC207 Following 

Single-Dose Administrations of Two Pediatric Formulations in Healthy Adult Participants", 
(201403), ClinicalTrials.gov, URL:  

https://www.clinicaltrials.gov/ct2/show/record/NCT01803373?term=TMC207, XP002754986 
[Y] 1-17  

3. D2 - WO2010026526, 11.03.2010 

4. D3 - WO2014075692, 22.05.2014 

5. D4 - Shotton, E., & Leonard, G. S. (1976 р.). Effect of Intragranular and Extragranular 
Disintegrating Agents on Particle Size of Disintegrated Tablets. Journal of Pharmaceutical 
Sciences, 65(8), 1170–1174. 

6. D5 - Kalavathy D J ET AL, "Preparation and Evaluation of Dispersible Tablets of A Model 
Antibiotic Drug", Int. J. Pharm. Sci. Rev. Res. Jan - Feb International Journal of 
Pharmaceutical Sciences Review and Research; 

7. D6 - Christine Elizabeth Strachan, "The formulation technology of dispersible tablets." A thesis 
submitted in partial fulfilment of the requirements of Liverpool John Moores University for 
degree of Doctor of Philosophy, 2000 р. 

 
 
 
Sincerely yours, 
Patent Attorney     _________________ /O. S. Mamunia/ 


