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30th November, 2020 

Subject: Supporting information submission for the consideration of examiners to dismiss 

the patent application no. 1701004168 

Attention to: Director-General of the Department of Intellectual Property 

 

Attachments: 

1. Elaboration of the Grounds for the Dismissal Request of the Patent Application no. 

1701004168 

2. WO/2005/020998 

3. WO/2008/068231 

4. WO2010026526, 11.03.2010 

5. WO2014075692, 22.05.2014 

6. Christine Elizabeth Strachan, "The formulation technology of dispersible tablets." 

A  submitted in partial fulfilment of the requirements of Liverpool John Moores 

University for degree of Doctor of Philosophy, 2000 p 

7. 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 

8. Shotton, E., & Leonard, G. S. (1976 p). Effect of Intragranular and Extragranular 

Disintegrating Agents on Particle Size of Disintegrated Tablets. Journal of 

Pharmaceutical Sciences, 65(8), 1170–1174 

9. Notice of opposition to the Indian patent application No. 264/MUM/2015 

10. Notice of opposition to the Ukrainian patent application No. a201708632, filed on 

26/01/2016  

11. 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] 1-1 

 

Janssen Pharmaceutica N.V. filed a patent application for “dispersible 

composition” (application no. 1701004168, filing date of January 26th, 2016, publication 

no. 1701004168A, and publication date of September 9, 2019) with 27 claims in total. 

Even though a patent application interference period of 90 days after the 

publication date has already expired, the AIDS Access Foundation, a non-governmental 

development organization aiming to promote access to health care and drugs, found that 



this patent application is in contradiction to the Patent act B.E. 2522 as amended by the 

Patent act (No. 2) B.E. 2535 and the Patent act (No. 3) B.E. 2542. 

Thus, AAF would like to submit the supporting evidences proving that the 

aforementioned patent application is in contradiction to the Patent act B.E. 2522 as 

amended by the Patent act (No. 2) B.E. 2535 and the Patent act (No. 3) B.E. 2542, for 

the consideration of examiners to dismiss the patent application no 1701004168A as well 

as any not-yet-unpublished patent applications of the same drug and related derivatives. 

The eleven supporting documents (Attachment 1 – 11) have been submitted together with 

this opposition letter. 

 

 

Yours faithfully, 

 

 

(Chalermsak Kittitrakul) 

Coordinator for Access to Medicines Campaign 

 

 

Copied to Nimit Tienudom, Director of Aids Access Foundation 

  



Supporting Document 1 
ENGLISH TRANSLATION 
 
Elaboration of the Grounds for the Dismissal Request of the Patent Application no. 
1701004168 
 
Attachments (References): 

• Attachment 2: WO/2005/020998 
• Attachment 3: WO/2008/068231 
• Attachment 4: WO2010026526, 11.03.2010  
• Attachment 5: WO2014075692, 22.05.2014 
• Attachment 6: 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 p 

• Attachment 7: 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 

• Attachment 8: Shotton, E., & Leonard, G. S. (1976 p). Effect of Intragranular and 
Extragranular Disintegrating Agents on Particle Size of Disintegrated Tablets. 
Journal of Pharmaceutical Sciences, 65(8), 1170–1174 

• Attachment 9: Notice of opposition to the India patent application No. 
264/MUM/2015 

• Attachment 10: Notice of opposition to the Ukraine patent application No. 
a201708632, filed on 26/01/2016  

• Attachment # 11: Anonymous, "A Study to Assess the Relative Bioavailability of 
TMC207 Follow-ing 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] 1-1 

 
Janssen Pharmaceutica N.V. filed a patent application for “dispersible 

composition” (application no. 1701004168, filing date of January 26th, 2016, publication 
no. 1701004168A, and publication date of September 9th, 2019) with 27 claims in total. 

Even though a patent application interference period of 90 days after the 
publication date has already expired, the AIDS Access Foundation, a non-governmental 
development organization aiming to promote access to health care and drugs, found that 
this patent application is in contradiction to the Patent act B.E. 2522 as amended by the 
Patent act (No. 2) B.E. 2535 and the Patent act (No. 3) B.E. 2542. 

This particular patent application will have a considerable impact on the public 
health system of Thailand. The application concerns bedaquiline, a treatment for 
multidrug resistant tuberculosis (MDR-TB). MDR-TB is a serious and growing threat to 
the wellbeing of the public, and the public health system of the country. It is also a global 
health challenge. According to Ministry of Public Health data, the number of MDR-TB in 
Thailand is estimated at 3,000 cases per year and rising. If the country cannot afford to 
include bedaquiline in the Universal Health Coverage scheme—owing to the exorbitant 



cost of the drug and the lack of generic competitions resulting from the unjustified patent 
protection granted—Thai patients will not be able to access the treatment. This will result 
in diminishing quality of life and even death, due to the serious side effects and low 
success rate for treatment. 

Thus, AIDs Access Foundation would like to submit the supporting evidences 
proving that the aforementioned patent application is in contradiction to the Patent act 
B.E. 2522 as amended by the Patent act (No. 2) B.E. 2535 and the Patent act (No. 3) 
B.E. 2542, for the consideration of examiners to dismiss the aforementioned patent 
application according to the following grounds:  
 

1. The scope of the invention concerns “a dispersible composition containing 
bedaquiline fumarate as an active ingredient, wherein the intragranular layer contains an 
insoluble excipient/diluent, and is characterized in that there is no starch in the 
intragranular layer” for treatment of tuberculosis and drug-resistant tuberculosis. The 
aforementioned invention is not new and does not involve any inventive step according 
to these grounds: 

1.1 The “dispersible composition” in the said patent application is not new but 
a known invention which has been previously disclosed in Attachment 2 
(WO/2005/020998). Thus, there is a prior art disclosure, which a person ordinary skilled 
in the pharmaceutical art can apply to the formulation of bedaquiline. 

1.2 The “tablet composition” containing bedaquiline fumarate as an active 
ingredient, has been disclosed in Attachment 3 (WO/2008/068231) containing 5 to 50% 
of an active ingredient (i.e. bedaquiline fumarate); 2 to 10% of a disintegrant; 0.1 to 5% 
of a glidant; 40 to 92% of diluent; 0.01 to 5% of a wetting agent or surfactant; 0 to 10% of 
a binder or polymer; and 0 to 5% of a lubricant. Thus, there is a prior art, which can be 
improved upon by the person ordinary skilled in the pharmaceutical art by the application 
of Noyes-Whitney diffusion layer theory. Hence, there is no inventive step. 

1.3 The invention consists only a minor improvement in the dispersion 
properties of the tablet formulation. The invention differs from Attachment 4 
(WO2010026526, 11.03.2010) only 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 in the intragranular layer (i.e., the invention 
is starch free.). Soluble excipients were disadvantageous with respect to the 
dispersibility/degradability properties, 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 known diffusion layer theory by Noyes and Whitney); and 
this phenomenon may result in a negative effect on the desired dispersion time. Hence, 
soluble excipients are more prone to absorb environmental moisture, resulting in the 
diffusion layer as shown in Noyes and Whitney’s theory which is obvious to a person 
ordinary skilled in the art.  

The phenomenon can also occur if the soluble excipients are combined with a 
partially soluble or insoluble excipient. Hence, it is 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. Thus, the technique is obvious to a person ordinary skilled in the art 
and does not involve any inventive step. Furthermore, Attachment 4 (WO2014075692, 
22.05.2014) has already disclosed a composition which comprised of microcrystalline 
cellulose and is starch-free. 

1.4 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 
as shown in Attachment 6 (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 p)  

1.5 The preparation of dispersed tablets is obvious to a person having 
ordinary skill in the art as shown in Attachment 7 (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). 
In the document, it was disclosed that with wet granulation, disintegrants may be added 
either intragranularly, or extragranularly, or in both layers. Additionally, Attachment 7 
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 addition of a disintegrant in an 
amount of 2% intragranularly and of 12.5% extragranularly demonstrates the best overall 
results when formulating dispersible tablets. The content disclosed in Attachment 7 
makes the innovation claimed in the patent obvious to a person skilled in the art. 

1.6 The preparation of dispersible tablets containing various forms of 
microcrystalline cellulose, the preparation of dispersible tablets containing various forms 
of microcrystalline cellulose in the intragranular fraction, and the preparation of dispersible 
tablets containing various forms of microcrystalline cellulose in the extragranular fraction 
is known to a person having ordinary skill in the art as shown in Attachment 7. The 
Attachment 7 disclosed 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. The preparation of dispersible tablets containing various 
forms of microcrystalline cellulose and having a fast dispersion time within 15-90 seconds 
is known to a person having ordinary skill in the art and such person can apply it in the 
preparation of the dispersible tablets. 

1.7 The dispersible tablets containing various forms of microcrystalline 
cellulose has been disclosed in Attachment 8 (Shotton, E., & Leonard, G. S. (1976 p). 
Effect of Intragranular and Extragranular Disintegrating Agents on Particle Size of 
Disintegrated Tablets. Journal of Pharmaceutical Sciences, 65(8), 1170–1174). The 
Attachment 8 disclosed the effect of the intragranular and extragranular disintegrating 
agents on the particle sizes of the disintegrated tablet. The microcrystalline cellulose 
described herein is only used as the insoluble excipient/diluent for the intragranular and 
extragranular layers. Thus, the innovation is well-known, is not new and involves no 
inventive step.  

 



2. Pertaining the claims, the applicant has filed claims over a composition and a 
method of preparation of a composition, which is not new, involves no inventive step, 
does not contain a clear description and is obvious to a person with ordinary skill in the 
art   according to these grounds:   

2.1 The dispersible composition described in the Claim 1 to 20 and Claim 26 
to 27 in the formula of the invention is not new and does not involve any inventive step 
as it is merely an act of formulating a previously disclosed substance into a dispersible 
component. Also, the patent application does not provide any evidence nor description 
proving the application of the invention is not obvious in comparison to the prior art. That 
is to say, the composition will be used in drug compounding according to the prior art 
which is obvious to a person with ordinary skill in the pharmaceutical art.  

2.2 Claims 21 to 25 concern the application of the dispersible component in 
the treatment of tuberculosis and latent tuberculosis in children and elderly population, 
which may be used in combination with other therapeutic agent in the treatment of 
tuberculosis. Thus, the scope of patent is the use of the dispersible composition in 
treatment or cure of diseases (method of use), which is in contradiction to Section 9 (4). 
The claims are also not clear nor concise; the detailed description on how to administer 
the drug or the dosage regimen were not given. Thus, the claims are vague and in 
contradiction to Section 17 (4). 

3. The patent application No. 6955/DELNP/2011 filed in the Republic of India 
(filing date of 27 January 2015), of which the priority date was referred to by the patent 
application No. 1701004168, has already been rejected on 30 March 2016 as shown in 
the Attachment 9 (Notice of opposition to the India patent application No. 
6955/DELNP/2011). 

4. Moreover, a patent opposition has been filed in Ukraine as shown in 
Attachment 10 (Notice of opposition to the Ukraine patent application No. a201708632, 
filed on 26/01/2016). The summary of the opposition is given below.   

4.1 The “dispersible composition” in a201708632 has been disclosed as 
evidence in the attachments. Thus, the invention in the patent application is not new and 
does not involve any inventive step. 

4.1.1 Attachment D1 (Attachment 11: 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 
enclosed herein) describes the use of a dispersible tablet and that contains bedaquiline 
fumarate in pediatric population. 

4.1.2 Attachment D2 (Attachment 4 enclosed herein) discloses a method 
for treating tuberculosis in a mammal by bedaquiline or a pharmaceutically acceptable 
salt thereof. 

4.1.3 Attachment D3 (Attachment 5 enclosed herein) discloses a solid 
pharmaceutical composition comprising nimorazol, and additionally comprises:  

(i)  an intragranular fraction, which includes: 1 to 50% of a diluent; 
0.5 to 15% of a disintegrant; 0.5 to 15% of a binder, and  



(ii) an extragranular fraction, which includes: 1 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 
0.5 to 5% of coating. 

4.1.4 According to the application materials, Claim 1 differs from 
Attachment D1 (Attachment 11 enclosed herein) in that the dispersible composition 
comprises the intragranular and extragranular layers without any soluble (or starch-
based) excipient/diluent or starch in the intragranular layer. Nevertheless, the particular 
distinction results in only a minor improvement in the dispersion properties of the tablet 
formulation. The composition comprises of intragranular and extragranular layers has 
been disclosed in Attachment D3 (Attachment 5 enclosed herein) 

4.1.5 The “dispersible composition” described in Claim 1 is obvious as 
the information has been disclosed in the prior art. The same statement is also true in 
relation to Claims 4, 6, 7, 10, 16, 17 and 18 of the formula of the invention. 

 
4.2 In combination with the independent claims to which they refer, the 

dependent claims do not involve any inventive step, since they relate only to minor 
modifications, obvious to a person having ordinary skill in the pharmaceutical art. 

4.3 Based on Article 7 of the Law of Ukraine “On the Protection of Rights to 
Inventions and Utility Models”, it can be surmised that the application No. a201708632 is 
not new and does not involve any inventive step. 

 
These are further proofs that the patent application is not new and does not involve 

any inventive step. Thus, the patent should not be granted. 
 
AAF hereby submits this statement and evidence as the grounds for the revocation 

of the patent application No. 1701004168 filed and granted in Thailand, as well as any 
not-yet-unpublished patent applications of the same drug. 


