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No. Por Nor 0706.2/1911-05556    Patent Division  

Department of Intellectual Property 

536 Nonthaburi Rd.  

Bang Krasow Muang 

Nonthaburi Province 11000   

May 29, 2019 

Subject: Opposition of patent application of Application No.1201001892 PCT (1 application)  

To: AIDS Access Foundation (Mr. Nimit Tian-udom as the authorized agent)  

      48/ 282 Soi Ramkhamhang 104, Tambon Saphan Sung, Amphoe Saphan Sung,  

      Bangkok 10240 

Attachment: The copy of Deputy General of the Department of Intellectual Property’s Decision 

No. 367/2562 (1 copy) 

 According to your opposition of patent application of Application No.1201001892 PCT 

submitted on the 24th of September 2015 

 Deputy General of the Department of Intellectual Property has a decision to 

dismiss the patent application. The details of the decision are as appearing in the copy of the 

decision in the attachment. If you disagree with the decision, you have rights to appeal the 

decision to the Board of Patents within sixty days from the day you receive the decision. If you 

do not exercise your rights to appeal, the decision will be considered as a final decision, 

according to Section 72 of the Patent Act B.E. 2522 as amended by the Patent Act (No.3) B.E 

2542. 

 Please be informed accordingly. 

       Yours sincerely, 

           [signature] 

      (Miss Sirirat Wongpairojpanich) 

        Trade Officer, Senior Professional Level 

 

Opposition and Change of Application Division (Tel. 02-5474711) 
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Deputy General of the Department of Intellectual Property’s Decision 

No. 367/2562 

Subject: Opposition of patent application of Application No.1201001892 PCT 

Between 

The Opposition 1. AIDS Access Foundation 

    By Mr. Nimit Tian-udom (authorized agent) 

   2. Government Pharmaceutical Organization 

    By Mr. Nopporn Chuenklin (authorized agent) 

Patent Applicant 1.  Merck, Sharp & Dohme Pty Ltd. 

    By Mrs. Daranee Wattanwuttiwong (authorized agent) 

 

--------------------------------------------- 

 Deputy General of the Department of Intellectual Property had made the decision based 

on oppositions, arguments, other evidences including details of the invention and the claims 

described in the patent application in 4 issues as follow: 

 The First issue is to decide whether the Claim no. 24 to 27 can be considered as 

methods of diagnosis, treatment or cure of human and animal diseases. 

The Second issue is to decide whether the invention in this application can be 

considered as a new invention under the Section 5(1) of the Patent Act B.E. 2522 together with 

Section 6 of the Patent Act B.E. 2522 as amended by the Patent Act (No.2) B.E 2535. 

The Third issue is to decide whether the invention involves an inventive step according 

to Section 5(2) together with Section 7 of the Patent Act B.E. 2522. 

The Forth issue is to decide whether the invention mentioned in the Claim no. 20 to 21 

of this patent application involves an inventive step according to Section 5(2) together with 

Section 7 of the Patent Act B.E. 2522 

 Considering from the oppositions, arguments, and other evidences relating to the 

oppositions and the arguments relating to the Opposition of patent application of Application 

No.1201001892 PCT (published on the 29th of June, 2554 B.E.) against Merck, Sharp & Dohme 

Pty Ltd. , the patent applicant submitted by the AIDS Access Foundation, the first Opposed 
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Party, and the Government Pharmaceutical Organization, the second Opposed Party, the 

opposition issues are considered as follow: 

 Firstly, to decide whether the Claim no. 24 to 27 can be considered as methods of 

diagnosis, treatment or cure of human and animal diseases. 

 From the Claim no. 24 to 25, which was amended before the publication, the invention 

is considered as the invention applied for the protection of the usage of product for 

pharmaceutical preparation. Furthermore, from the Claim no. 26 to 27, which was amended 

before the publication, the invention is considered as the invention applied for the protection 

of product (compressed tablet). Although the details on the page 5, line 25 of the specifications 

of the invention has described the essential details of the invention in the method of HIV 

integrase inhibition in human which can be considered as a method of treatment or cure of 

human and animal diseases, the patent applicant can additionally describe the benefits of such 

invention in the specifications to provide more understanding about the invention. In this case, 

the patent applicant did not request for the protection of the method of treatment or cure of 

human and animal diseases. In this manner, the Claim no. 24 to 27 do not contradict to Section 

9(4) of the Patent Act B.E. 2522.  

 Secondly, to decide whether the invention in this application can be considered as a new 

invention under Section 5(1) of the Patent Act B.E. 2522 and Section 6 of the Patent Act B.E. 

2522 as amended by the Patent Act (No.2) B.E 2535.  

 The decision finds that the invention in this patent application requests for the 

protection for the product of compressed tablet using for oral administration. The invention 

comprises of intra-granular fractions which consist of an effective amount of raltegravir alkali 

metal salts, an optional first super disintegrant, and binders. It also comprises of extra-granular 

fractions which consist of the second super disintegrant, filler, and lubricant. The details of 

specific technical characteristics are as described in the request for protection of the Claims no. 

1 to 19 and no. 26 to 27 of this invention in the patent application.  

 The invention requesting for the protection of the product from the composition of 

fixed dose solid combination for oral administration is the invention relating to the product that 

has specific technical characteristics comprised of raltegravir alkali metal salts and another non-

atazanavir anti-HIV agent. The details of specific technical characteristics are as described in the 

request for protection for the Claim no. 20 to 23 of this invention in the patent application. 

 Moreover, the invention also requests for the protection of the product from the 

invention in this patent application for the preparation of anti-HIV integrase pharmaceutical 

formulation, as appear in the Claim no. 24 to 25 of this invention in the patent application. 
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When compared with US Patent no. 6,110,497 (tablet formulation of a compacted 

granulates with a desirable effect of being rapidly dispersed on immersion in a water, having a 

structure comprising of an intra- and extra-granular fractions, with an optional intra-granular 

and extra-granular disintegrant, and optional extra-granular lubricant), especially in the 

EXAMPLE 2 of US Patent no. 6,110,497, the commonalities between the innovation in the 

patent application and the prior arts are founded. EXAMPLE 2 discloses a tablet formulation 

with intra-granular fraction comprises amoxycillin as an active ingredient and cross-linked N-

vinyl-2-pyrrolidone (CLPVP) as a disintegrant. The extra-granular fraction comprises sodium 

starch glycolate as a disintegrant, Mg stearate as a lubricant, aspartame as a sweetener and 

microcrystalline cellulose as a filler. However, the intra-granular fraction of the innovation in 

the US Patent no. 6,110,497 does not comprise the binder used in the innovation in the patent 

application, which is hydroxypropylmethylcellulose (HPMC) HPMC 2910 (6 cps). In this manner, 

the innovation in the patent application is considered novel according to Section 5(1) together 

with Section 6 of the Patent Act B.E. 2522 as amended by the Patent Act (No.2) B.E 2535. 

When compared with Publication US2008/0118559 A1 (a pharmaceutical composition 

innovation of a tablet formulation for oral administration, comprising of active ingredient and 

anti-nucleating agent), the Claim no. 19 to 21 of US2008/0118559 A1 discloses a compressed 

tablet formulation contains a potassium salt of raltegravir as an active ingredient, HPMC as an 

anti-nucleating agent, microcrystalline cellulose as the first diluent, lactose as the second 

diluent, croscarmellose sodium as a disintegrant and magnesium as a lubricant. Although the 

Claim no. 19 to 21 does not specifically elaborate that the compressed tablet comprises of 

intra- and extra-granular fractions, the pharmaceutical formulation detailed in the Claim no. 19 

of Publication US2008/0118559 A1 shows that Step (A) to (B) are the preparation of intra-

granular fraction of a compressed tablet. Then the intra-granular fraction undergoes Step (C) to 

(D) which is an extra-granular formulation. According to these claims, the compressed tablet in 

US2008/0118559 A1 comprises an intra-granular fraction which includes an active ingredient, 

an anti-nucleating agent, first diluent, second diluent, disintegrant and a lubricant; and an 

extra-granular fraction which includes first diluent and a lubricant. The aforementioned 

innovation differs from the innovation in this patent application in that the intra-granular 

composition of the innovation in this patent application does not comprise a lubricant. Also, the 

extra-granular composition of the innovation in this patent application comprises of a lubricant 

while the extra-granular composition of the innovation in US2008/0118559 A1 does not 

comprise a lubricant. Thus, the innovation in this patent application differs from the innovation 

in US2008/0118559. In this manner, the innovation in the patent application is considered new 

according to Section 5(1) together with Section 6 of the Patent Act B.E. 2522 as amended by the 

Patent Act (No.2) B.E 2535. 
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When compared with Publication WO2008/043167 A1 (a pharmaceutical composition of 

a compressed tablet comprising of intra- and extra- granular fractions), TABLE 4 of Publication 

WO2008/043167 A1 discloses the pharmaceutical composition comprises these intra-granular 

fraction elements: irbesartan salt as an active ingredient (50 wt.%), plasdone S630 as a binder 

(6.7 wt.%), croscarmellose sodium as the first disintegrant (3.3 wt.%), colloidal silicon dioxide as 

the first anti-adherent (2.0 wt.%). The extra-granular fraction comprises Tablettose or 

agglomerated lactose as a diluent (31.7 wt.%), colloidal silicon dioxide as the second anti-

adherent (2.0 wt.%) and magnesium stearate as a lubricant (1.0 wt.%). Thus, the innovation in 

this patent application differs from the composition disclosed in WO2008/043167 A1 in the use 

of different active ingredient and the fact that there is no anti-adherent in the intra- and extra-

granular fraction of the innovation in this patent application. In this manner, the innovation in 

the patent application is considered new according to Section 5(1) together with Section 6 of 

the Patent Act B.E. 2522 as amended by the Patent Act (No.2) B.E 2535. 

After reviewing the innovation in the patent application against the evidence (US Patent 

no. 6,110,497, Publication US2008/0118559 A1 and Publication WO2008/043167) presented by 

the opposition party, the innovation in the patent application is considered new according to 

Section 5(1) together with Section 6 of the Patent Act B.E. 2522 as amended by the Patent Act 

(No.2) B.E 2535.  

Thirdly, to decide whether the invention involves an inventive step according to Section 

5(2) together with Section 7 of the Patent Act B.E. 2522. 

The two supporting documents submitted by the opposition party (Handbook of 

pharmaceutical granulation Technology. 2nd edn. Parikh DM, editor; 2005 and Product 

development Recommendations for Solid Dosage Forms. Bureau of Drug Control, Food and 

Drug Administration, Thailand Ministry of Public Health), have been reviewed and summarized 

below: 

Handbook of pharmaceutical granulation Technology. 2nd edn. Parikh DM, editor; 2005 

is a pharmaceutical granulation technology document, disclosing the composition of granule 

and equipment needed in granulation process. For example, Chapter 4 Page 110 gives a list of 

binders and the recommended percentage in a general pharmaceutical formulation, with no 

specific direction for any dosage form or active ingredient. 

Page 24-28 of Product development Recommendations for Solid Dosage Forms 

developed by Bureau of Drug Control, Food and Drug Administration, Thailand Ministry of 

Public Health, B.E. 2546 discloses the compressed tablet granulation process as claimed by the 

opposition party. However, it discloses only general granulation process, explaining ingredients 

of granule, how properties of granule affect the final tablet, disintegration and dissolution rate 

and properties of granule which should be used as quality control criteria in a granulation 
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process. It also discloses a list of excipients and their corresponding roles and percentage in the 

formulation of a solid dosage form. Microcrystalline cellulose (more than 40 wt.%), magnesium 

stearate (more than 0.25-2%), hydroxypropylmethylcellulose or HPMC (percentage not 

specified) are mentioned with no specific direction for any dosage form or active ingredient. 

When compared the innovation in this patent application (a compressed tablet with 

better absorption, less change in the digestive tract, higher drug load and smaller dimension 

than Isentress®) with Handbook of pharmaceutical granulation Technology. 2nd edn. Parikh 

DM, editor; 2005 and Product development Recommendations for Solid Dosage Forms, Bureau 

of Drug Control, Food and Drug Administration, Thailand Ministry of Public Health, the 

application of the knowledge in the aforementioned document to achieve the invention in this 

patent application is not obvious to a person ordinary skilled in the art. In this manner, the 

invention in this patent involves an inventive step. 

However, when the innovation in this patent application is reviewed against the 

Publication US2008/0118559 A1 which is the invention of a pharmaceutical composition for 

oral administration comprising the salt of active ingredient and anti-nucleating agent to be used 

with active ingredient salt that became less soluble during the change of pH between stomach 

and intestine. Publication US2008/0118559 A1 discloses that the addition of anti-nucleating 

agent can increase the solubility of the active ingredient in salt form by preventing or slowing 

down the nucleation (or sedimentation) of the active ingredient in the acidic environment of 

the stomach (or in the changed pH of intestine), allowing the active ingredient to be effectively 

absorbed into the circulation. The appropriate anti-nucleating agents are 

hydroxypropylmethylcellulose (HPMC), hydroxyethylcellulose (HPC) or polyvinylpyrrolidone 

(PVP) with viscosity between 2-100 cps at 20 degree Celsius. 

Publication US2008/0118559 A1 also discloses other excipients, including filler, 

disintegrant and lubrication. Filler can be chosen from the list of lactose, microcrystalline 

cellulose, mannitol, dibasic calcium phosphate. Disintegrant can be chosen from a list of super 

disintegrant, i.e. croscarmellose sodium, crospovidone or sodium starch glycolate. Lubricant 

can be chosen from a list of magnesium stearate, stearic acid, sodium stearyl fumarate, etc. 

Futhermore, the Claim no. 19 to 21 in Publication US2008/0118559 A1 explains the formulation 

of raltegravir compressed tablet comprising of intra- and extra- granular fractions. When 

compared the product of the invention in the Claim no. 14 with the Claim no. 19 to 21 of 

Publication US2008/0118559 A1, it was found that Claim no. 19-21 of Publication 

US2008/0118559 A1 discloses the following composition of intra-granular fraction: active 

ingredient (potassium salt of raltegravir, 5-75%), anti-nucleating agent (HPMC, 0.5-20%), first 

diluent (microcrystalline cellulose, 10-85%), second diluent (lactose, 10-85%), disintegrant 

(croscarmellose sodium, 1-10%) and lubricant (magnesium stearate, 0.5-10%); and the 
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composition of extra-granular fraction: first diluent (microcrystalline cellulose, remaining 

portion) and lubricant (magnesium stearate, remaining portion).  

According to Publication US2008/0118559 A1, an anti-nucleating agent (HPMC) in the 

publication is comparable to a binder in the innovation in this patent application which is also 

HPMC. Although the invention in this patent application states that HPMC is a binder, differing 

from the invention in Publication US2008/0118559 A1, it is obvious to a person ordinary skilled 

in the art that a compound can have a variety of properties. 

Moreover, the comparison of compressed tablet composition shows that the innovation 

in this patent application does not have any diluent nor lubricant in the intra granular fraction. 

This allow the compressed tablet to load on more active ingredient. The product also comprises 

croscarmellose sodium, the super disintegrant, in both intra- and extra granular fraction. All of 

these leads to more loading volume and better disintegration which results in better 

absorption. This rationale is obvious enough to a person ordinary skilled in the art to be able to 

formulate this compressed table by following Publication US2008/0118559 A1. 

Also, the ability to select appropriate pharmaceutical excipients according to the active 

ingredient is well within the ability of any person ordinary skilled in the pharmaceutical art and 

can be achieved by a routine lab process. A person ordinary skilled in the art can also easily 

consider and comprehend that a pharmaceutical excipient could have a variety of roles. 

Besides, the choice of pharmaceutical excipients, i.e. super disintegrant (croscarmellose 

sodium) and intra- and extra granular fractions composition, results in a very good 

disintegration characteristic. The anti-nucleating property of HPMC 2910 also result in a 

continuous dissolution of raltegravir due to its disintegration characteristic. These 

disintegration and dissolution characteristics of the active ingredient contribute to better 

pharmacokinetic properties, including the absorption and distribution to body compartments, 

and allow the active ingredient to achieve its efficacy. 

Considering a higher drug load in a smaller tablet, which can be achieved by the 

choosing the pharmaceutical excipients most suitable to the active ingredient and the 

pharmaceutical excipients reducing the dimension of the tablet. The invention in this patent 

application has reduced the proportion of other pharmaceutical excipients and replaced them 

with a super disintegrant. However, the weight of super disintegrant is still less than the weight 

of other pharmaceutical excipients it replaced, resulting in small tablet. 

The aforementioned reasons for consideration, including the use of super disintegrant 

for intra- and extra granular fractions, the use of HPMC 2910 (6 cps) and the higher drug load), 

contributes to a better pharmacokinetic profile, namely better absorption. This solution to the 

problem is obvious to a person skilled in the art and can be achieved by a routine lab process. In 

this manger, the invention in the Claim no. 1 to 19 and 24 to 27 of this patent application does 
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not have an inventive step according to Section 5(2) together with Section 7 of the Patent Act 

B.E. 2522. 

Fourthly, to decide whether the invention mentioned in the Claim no. 20 to 21 of this 

patent application (the second amendment 2535 B.E.) involves an inventive step, according to 

the Section 5(2) together with Section 7 of the Patent Act B.E. 2522 

 As mentioned by the Opposition, the Claim no. 20 to 21 of this patent application do not 

involve an inventive step because they contradict to the criteria for granting patent in the 

Chapter 5, Part 2 on the examination on patent and petty patent of the invention relating to 

pharmaceutical products of the Department of Intellectual Property’s Manual for Patent 

Examination.  

The decision finds that the Claim no. 20 to 23 of this patent application is of the 

invention specifically requesting for the protection of fixed dose solid combination for oral 

administration which is relating to the product that has specific technical characteristics that 

comprise of raltegravir alkali metal salts and another non-atazanavir anti-HIV agent. The details 

of the invention have not been disclosed nor show any synergistic effect that cannot be 

foreseen by a person of ordinary skill in the art. The outcome of the synergistic effect as shown 

in the specification details of this patent application simply results from the administration of 2 

medicines together, not from the combination of substances. Therefore, the invention 

mentioned in the Claims cannot be considered involving inventive steps. Furthermore, 

Publication US2008/0118559 A1 also discloses the use of raltegravir with other medicine, 

namely HIV antiviral agent, such as HIV protease inhibitors, nucleoside HIV transcriptase 

inhibitors, and non-nucleoside HIV transcriptase inhibitors. Thus, the Claim no. 20 and 23 do 

not involve inventive steps according to the Section 5(2) together with Section 7 of the Patent 

Act B.E. 2522  

Therefore, the invention of the patent applicant in the Claim no. 24 to 27 is considered 

not contrary to Section 9(4) of the Patent Act B.E. 2522. The invention in the patent application 

is a novel invention under Section 5(1) of the Patent Act B.E. 2522 together with Section 6 of 

the Patent Act B.E. 2522 as amended by the Patent Act (No.2) B.E 2535. However, the invention 

in this patent application does not involve an inventive step according to Section 5(2) together 

with Section 7 of the Patent Act B.E. 2522 

From these reasons, the patent application No.1201001892 PCT is decided to be 

dismissed.  

It might also be noted that if any interested person disagrees with the decision, they 

have rights to appeal the decision to the Board of Patents within sixty days from the day you 
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receive the decision, according to Section 72 of the Patent Act B.E. 2522 as amended by the 

Patent Act (No.3) B.E 2542. 

        

 

 

[signature] 

     Mister Suwatchai Boonaree 

     Director of Patent Division 

Acting on behalf of Director General of the Department of Intellectual Property  

 

 

Pharmaceuticals Subdivision 

Patent Division 

Department of Intellectual Property  

Tel. 0-2547-4717 

Fax 0-2547-4718 

 

 

 

 

 

 


