












administration of justice. It was submitted that, in the present matter ,non-issuance of Patent 

Certificate, which is merely a procedural formality, ought not to take away a substantive right that 

has accrued to the Applicant for patent upon grant. 

It was further submitted that grave prejudice and irreversible losstis being caused to the Applicant 

by the act of the Patent Office in allowing the Opponent to file an Opposition after May 30, 2008. 

Particularly as there has been no failure on the part of the Applicant and the failure, if any, is that 

of the Patent Office which did not issue the patent certificate within the time stipulated in section . 
43 or even until June 26,2008 (when the Opposition was filed) or even by August 11,2008 

(when a copy of the Opposition was sent to the Applicant). On the other hand, no prejudice shall 

be caused to the Opponent who could file a post grant opposition forthwith. Therefore, the Agent 

for Applicant be granted an early hearing of this matter and in accordance with the provisions of 

Section 43 read with Rule 73, the Certificate of Patent in relation to the abovementioned Patent 

Application No. 1647/DELNP/2004 be issued immediately; and the representation filed by 

Opponent on June 26, 2008 be held as non-maintainable or in the alternative, the representation 

filed by Opponent on June 26, 2008 be held post-grant opposition; and such other order be 

passed, as may be deemed fit by the Patent Office. 

OPPONENT'S SUBMISSIONS: 

The opponent submitted as follows: 

They drew my attention to the provisions of Rule 24-8 (2) (i) which categorically provides that the 

Controller shall refer an application to an examiner for examination within one month from the 

date of publication of the application or the request for examination whichever is later. 

In the present case the two significant dates which appear from the interlocutory petition and the 

reply statement are the dates of publication of the application which is November 30, 2007 and 

the date of the first examination report which is March 14, 2007. While the date of the request for 



examination is not indicated but it may be presumed that such a date would be on or prior to 

I 
publication of the application on November 30, 2007. 

, It was stated that the examination of the application prior to the notification of the application is 

clearly in breach of the mandatory provisions of Law and can only be corrected by cancel~ng the . 
first examination report and tak~ng up the impugned applications for examination afresh. 

I : Necessary application is being taken out in this regard and a copy of the application will be duly 

served on the applicant. 

The opponent further proceeded to deal with the interlocutory petition without prejudice to its 

objection on the maintainability of the examination process, which according to them was clearly 

in total violation of the provisions of the Act. 

It was stated that the aforesaid application was notified under Section 11A on or about November 

30, 2008 and the petitioner filed an opposition against the said application on or about Junel8, 

2008 when the application was still pending. The opposition was taken on record and the 

applicant filed an interlocutory petition for the rejection of the opposition on the ground of non- 

maintainability after about three months from the date of the service of the opposition on the 

applicant. The reply statement was also filed along with. The question of maintainability of any 

proceeding is a preliminary point to be taken at the first instance but in this case the applicant sat 

for three months and realizing the weakness of its alleged invention came out with the 

interlocutory petition so as to divert the attention of the Ld. Tribunal from the key issues. It was 

stated that the interlocutory petition itself is not maintainable. 

Turning to the interlocutory petition it was further stated that the applicant is under the 

misconception that the letter dated March 28, 2008 from the Patent Office to the applicant is a 

letter of grant. It appears that neither the applicant nor its patent attorney is involved in the 



; patenting process on a regular basis and has therefore confused the communication of March 28, 

2008 as a letter of grant. The said alleged letter of grant it was categorically mentioning that 

1 , 
patent certificate would be issued after the disposal of pre-grant opposition, if any. 

The entire case sought to be made out in the interlocutory petitioh is on the basis of the mistaken 

interpretation of the letter of March 28, 2008. It was stated that such communications are issued 

by the Patent Office not under any statutory obligation but only as a good gesture to inform the 

applicant that the application has been placed in condition for grant. There are several instances 

where the patent document is directly issued without the issue of such a letter. It is stated that the 

said letter is an intimation that the application has been found in order for grant and not that a 

patent has been granted on the application Accordingly the applicant is agitating the matter on an 

entirely wrong premises and the interlocutory petition is liable to be rejected. 

The Agent for opponent further stated that the applicant has relied upon a few authorities based 

on its mistaken understanding of the said letter from the Patent Office and in the present case the 

cited judgments are distinguished as under - 
Nokia Mobile Phones(UK) Limited Application 119961 RPC 733 -In this case a report under 

Section 18(4) was issued and later withdrawn and the applicant was invited as the examiner had 

omitted to consider some relevant prior art. The Patents Court in this case upholding the Section 

18(4) Report remitted that Patent ofice for grant. 

In order to appreciate the ratio of the judgment it is important to visit Section 18(4) of the 1957 UK 

Patents Act which reads as under - 

If the examiner reports that the application, whether as originally filed or as amended in 

pursuance of section 15A, this section or section 19 compiles with those requirements at any 

time before the end of the prescribed period, the Controller shall notify the applicant of that fact 

and, subject to subsection (5) and sections 19 and 22 and on payment within the prescribed 

period of any fe'e prescribed for the grant, grant him a patent. 

Under the Indian Law there is no provision for a notice analogous to the provision of 18(4) of the 





In this case the facts are almost identical to the case of ITT Industries lnc's Application [I9841 

RPC 23 involving the filing of a divisional application after the 18(4) notice. This case and the 

previous case also go to confirm that 18(4) has the effect of announcing the grant of the patent 

and thus a divisional application cannot be entertained after the 18(4) notice. On the other hand, 

under the ln,dian Law a divisional application can be filed any time before the grant of a patent 

and unmistakably grant of a patent is governed under Section 43 and not by an intimation by the 

Patent office that the application is found in ocder for grant. Therefore it is clear that the said letter 

of March 28, 2008 cannot have the effect as a 18(4) notice under the UK Act. 

As to the corresponding European Laws it is clearly distinct from the Indian Law where the grant 

takes place under Section 43 followed by a notification of grant which is always subsequent to 

the actual grant and cannot be equated with the European Law where the intimation of grant 

cannot be equated with an informal communication from the Patent Office merely informing that 

the application has been found in condition for grant with the condition that the grant will take 

place after disposal of any opposition. 

It was stated that there has been no delay on the part of the Patent Office because the opposition 

was entered barely within a month of the expiry of the opposition period of 6 months which, in 

any event, is open ended and has to be taken on record so long the patent has not been granted. 

In the present case the balance of convenience and inconvenience is in favor of the opponent 

inasmuch as it is not only fighting its own case but a case for the rest of the nation excluding the 

applicant. If the applicant succeeds there would be a monopoly against all in India while if the 

opponent succeeds it is not only success for the opponent but for the country at large because all 

and sundries will have the freedom of using the alleged invention claimed in the impugned 

application. 

It was therefore, respectfully submitted that the interlocutory petition is not maintainable and is 

liable to be dismbsed in toto. 

FINDINGS AND CONCLUSION ON INTERLOCUTORY PETTION: 



Let me go through the relevant sections of "The Patent Act" on grant of Patent and provision for 

filing of representation of opposition uls 25(1) to decide this issue as follows: 

Section 43. Grant of patents.-(I) where an application for a patent has been found to be in order 

for grant of the patent and either- 

(a) The application has not been refused by the Controller by virtue of any power vested in 

him by this Act; or 

(b) The application has not been found-to be in contravention of any of the provisions of 

this Act, 

The patent shall be granted as expeditiously as possible to the applicant of, in the case of joint 

application, to the applicants jointly, with the seal of the patent office and the date on which the 

patent is granted shall be entered in the register. 

(2) On the grant of patent, the Controller shall publish the fact that the patent has been 

granted and thereupon the application, specification and other documents related thereto shall be 

open for public inspection. 

Rule74. Form of patent. - (1) A patent shall be in the form as specified in the Third Schedule with 

such modifications as the circumstances of each case may require and shall bear the number 

accorded to the application under rule 37. 

(2) The patent certificate shall ordinarily be issued within seven days from the date of grant 

of patent under section 43. 

Afler reading through the section 43 of the Act it is quite clear from the provision that the 

Application may be found in order of grant and this may further proceed to grant with seal of 

Patent office (Letters Patent)and thereafter date on which the patent is granted shall be entered 

in the register. This identifies three activities for final grant of Patent which are as follows: 

1. Application must be found in order of grant 

2. Seal of Patent office must be put or Letters Patent should be generated. 

3. Date of grant must be entered in the register. 



Therefore, there may be time lag in the application found in order of grant and finally grant of 

patent. 

In this case Patent office has issued letter stating that: 

"Your above Application for patent has been found in order for However, the Patent 

Certificate will be issued only after processing of the Application under Section I l(a) and 

completion of the statutory limit and disposal of pre grant opposition, if any, under section 25(1) 

of the Act." . 
It is clear that there were further conditions of publication and pre grant opposition which were 

required to be fulfilled by the Applicant. 

I agree that there was no impediment on May 30, 2008, to the issuance of the Patent Certificate 

and the Patent Office should have done so within 7 days of May 30,2008 as the application was 

published on November 30,2007 and six month period was over on May30,2008. 

Now I read through Rule74 (2) which states that the patent certificate shall ordinarily be issued 

within seven days from the date of grant of patent under section 43. 

It is agreed that Patent certificate should have been ordinarily issued within seven days of final 

decision of grant by the controller but it could not happened .The Grant of Patent by the controller 

and subsequent issue of letters of Patent took more time than it could have taken ordinarily. 

But this in my opinion can not jeopardize the right of opponent to file the opposition uls 25(1) 

which reads as follows: 

Section 25. Opposition to the patent. - (1)Where an application for a patent has been published 

but a patent has not been granted, any person may, in writing, represent by way of opposition to 

the Controller against the grant of patent on the ground------------- 

Therefore the opponent has right to file pre-grant opposition till patent has not been granted and 

so is the situation here. 

3 
The statute is amply clear before me and so as the practice being followed by the office,therefore 

I do not understand much worth to further go in arguments and counter arguments made by both 



parties. 

I allow the opposition uls 25(1) filed by the opponent to the said application on Junel8, 2008 to 

proceed, when the application was still pending for grant. 

REPRESENTATION UNDER SECTION 25(1) 

GWUNDS OF OPPOSITION: 

The application is opposed on the following grounds: 

I .that the invention so far as claimed in any claim of the complete specification was publicly . 
known or publicly used in lndia before the priority date of that claim; 

2. that the invention so far as claimed in any claim of the complete specification is 

claimed in a claim of a complete specification published on or after the priority date 

of the applicant's claim and filed in pursuance of an application for a patent in lndia, 

being a claim of which the priority date is earlier than the applicant's claim; 

3.that the invention so far as claimed in any claim of the complete specification is 

obvious and clearly does not involve any inventive step, having regard to the 

matter published as mentioned in clause (a) or having regard to what was used in 

lndia before the priority date of the applicant's claim; 

4, that the invention so far as claimed in any claim of the complete specification has 

been published before the priority date of the claim - 

in any specification filed in pursuance of an application for a patent made in lndia on or after the 

1st day of January, 1912; or 

in lndia or elsewhere, in any other document: 

5. that the subject of any claim of the complete specification is not an invention within 

the meaning of this Act, or is not patentable under this Act; 

What the complete specification does not sufficiently and clearly describe the 

invention or the method by which it is to be performed; 

7.the applicant has failed to disclose to the Controller the information required by 

















23.Method for treating HIV infection and AIDS comprising administering to a patient in need of 

such treatment a combination according to any of claims 1 to 8. Comprising a therapeutically 

effective amount of each component of said combination. 

It is observed that the impugned application for patent 1647lDEL~Pl2004 was made on June 11. 

2004. The impugned application is a national phase application arising out of international patent 

application number PCTlEP20021014277 dated December 12, 2002, which claims an earliest 

priority of European patent application numbe~ 01204841.9 dated December 12, 2001. The 

application having title "COMBINATION OF CYTOCHROME P450 DEPENDENT PROTEASE 

INHIIBITORS" was accompanied by a complete specification contaming a statement of 23 claims. 

After going through the process of examination, the impugned application remained with following 

8 no's of final claims, which reads as follows: 

Now I shall discuss only relevant grounds in light of 8 no's of final claims. 

ANTICIPATION (Novelty) 

Opponent's submissions: 

The Agent for opponent submitted that the impugned application concerns combinations of HIV 

protease inhibitors and cytochrome P450 inhibitors The HIV protease inhib~tors are compounds 

of f~rmulae 1. 2, 3 or 4 comprising ester functionality between the condensed heterocycles and 

the sulfonamide function. 

The Agent tor opponent stated that the subject matter claimed in the impugned application under 

opposition lacks novelty over the disclosure of WO 00147551 (herein afler Dl), which was 

published on August 17, 2000 i.e. before the claimed priority date of December 12, 2001 and is 

therefore admissible prior art vis-a-vis the subject matter claimed in the impugned application. 

Dl discloses, inter alia, a combination therapy involving the administration of an HIV protease 

inhibitor and one further therapeutic agent including ritonavir. Dl discloses certain HIV aspartyl 

protease inhibitok of formula (I) which covers compounds of formulae 2, 3 and 4. The Agent for 

opponent further stated that since at least compounds of formulae 2, 3 and 4 are part of the 



specific embodiments taught in Dl and are disclosed to achieve the same technical effect as the 

combinations claimed in the impugned application under opposition, it is stated that a skilled 

person would contemplate using these compounds for the treatment of HIV related conditions. 

Dl further discloses a combination of these compounds of Dl with,other anti-HIV agents such as 

ritonavir. It is therefore stated that the alleged invention claimed in the impugned application is 

anticipated by the disclosure of Dl. 

The opponent stated that the claims of the impugned application also lack novelty over the . 
disclosure of W0199167254 (hereinafter D2), which was published on January 21, 2000 and is 

consequently admissible prior art vis-a-vis the subject matter claimed in the impugned application 

under opposition. The opponent further stated that D2 also discloses compounds having 

formulae which are the same as or covering the compounds of formulae 2.3 and 4 of the 

impugned application as having potent HIV protease inhibitory activity. 

D2 teaches combinations of the disclosed HIV protease inhibitors with other anti-retroviral 

m p o u n d s  such as ritonavir, amprenavir and indinavir. Accordingly, the subject matter claimed 

in the impugned application is anticipated by the disclosure of D2. 

Applicant's Submissions: 

The Agent for Applicant denied that the Application concerns combinations of protease inhibitors 

and cytochrome P450 inhibitors or that the HIV protease inhibitors are compounds of formulae 

1,2.3 or 4 .  

The Agent for Applicant disagreed that the application lacks novelty over the disclosure of WO 

00147551 ( Dl), which was published on 17 August, 2000. They disagreed that, compounds of 

formulae 2, 3 and 4 are part of the specific embodiments taught in Dl and are disclosed to 

achieve the same technical effect as the combinations claimed in the Patent that a skilled person 

would contemplate using these compounds for the treatment of HIV-related conditions.They drew 

my attention to the fact that Dl was considered by the learned Examiner in the Indian Patent 





is disclosed in the document Dl(published on 17'h August,2000) having protease inhibiting effect 

and the said compound may be used in combination with other antiviral Agents refer abstract; 

lines 23-30 of page 3,lines 12-20 page 87,lines 13-14 page 88 and claims. 

I also find that the document D2(published on 2gth December,1999) teaches a compound of 

formula (4) of the impugned Application which may be used in combination with other antiviral 

Agents such as ritonavir for the prevention of or treatment of the retrovirus-infected diseases 

suoh as HIV etc refer abstract,lines 9-14 page 6,line 33 page 33 to line 2 page 34,table 4 page 

57,lines 9-17 page 54,examples 13 and 15 and claim 1 . 

If I analyse the amended set of claims(8no.s) in relation to documents D l  and D2, I find D2 as 

the most closer prior art to the impugned Application. 

I observe that although the document D2 discloses the compound of formula (4) or a 

pharmaceutically acceptable salt thereof of the amended clairnl(dependent claims2-8) of the 

impugned Application used in combination with ritonavir for treatment of HIV ;but this do not 

disclose weight ratio's in the range of 40:l to 1:15. 

Therefore, I consider the Amended claims to be novel and are not anticipated by either of the 

document D 2 or D l .  

OBVIOUSNESS ( LACK OF INVENTIVE STEP) 

Opponent's submissons: 

The Agent for opponent stated that the applicant of the impugned application was constrained to 

amend the claims before the examining division of the European Patent Office in order to render 

the same novel over the cited prior art. 

The Agent for opponent stated that the applicant's act of amending the statement of claims on the 

face of objections to lack of novelty are an implicit admission on the part of the applicant that the 

claims as currerhly filed with the Indian application are indeed anticipated by the disclosure of Dl 

or D2. 
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The amended claim 1 as remained in the corresponding European application reads as follows: 

"Combination comprising (a) an HIV protease inhibitor of formula (4) 

(Formula Removed) 

or a pharmaceutical acceptable salt thereof and (b) ritonavir or a pharmaceutically acceptable 

salt thereof". 

The Agent for opponent stated that it is clear from a reading of the above claim that the alleged 

invention is now intended to cover combination comprising a compound of formula . 
(4) with ritonavir and the claimed combination of a compound of formula 4 with ritonavir is 

obvious and does not involve an inventive step over D2 alone 

The opponent further stated that page 57, table 4 specifically discloses the compound of formula 

4 o~f the alleged invention and that the paragraph bridging pages 33 and 34 discloses that the 

multi-drug resistant retroviral protease inhibitors of D2 (which specifically includes compound of 

formula,(4) of the present impugned application) can be administered in combination with other 

anti-retroviral compounds such as for example ritonavir, amprenavir, saquinavir, indinavir and the 

like. D2 specifically teaches the combination claimed in the impugned application under 

opposition and is therefore anticipated and obvious over D2 alone. 

The Agent for opponent further stated that notwithstanding the alleged showing of a synergy 

existing between the compound of formula (4) of the alleged invention with ritonavir, the claimed 

combination remains obvious in view of the strong showing of obviousness over D2 constituted - 
by an explicit teaching within D2 of (i) the compound per se of formula (4) and (ii) its possible 

combination with other anti-retroviral agents specifically including ritonavir in the disclosed list. 

That the impugned application is liable to be rejected in toto on this ground alone as selection of 

the compound of formula (4) from within the table 4 of D2 would certainly require no inventive 

eftort whereas ritonavir is indicated as a choice for the other component of such combinations 

disclosed in D2. , 
The Agent for opponent stated that the claimed combination of the compound of formula (4) with 



ritonavir would have been obvious in view of the applicant's self admission within the specification 

that it was known before the priority date of the alleged invention that some anti-retrovirals such 

as some HIV protease inhibitors including the compound of formula (4) are metabolized by 

cytochrome P450 leading to sub-optimal pharmacokinetic profile.' 

Therefore, it would have been obvious for a person skilled in the art to administer such known 

anti-retroviral agent having sub-optimal pharmacokinetic profiles with a cytochrome P450 inhibitor 

in order to obtain a favorable pharmacokineti~ profile. They further stated that it was well known 

in the art before the priority date of the alleged invention that ritonavir was a potent cytochrome 

P450 inhibitor found to be successfully combined with other anti-retroviral agents known before 

the priority date of the alleged invention. 

Therefore, it would have been reasonable to expect ritonavir to "successfully" combine with the 

compound (4) as well, which is a HIV protease inhibitor having sub-optimal pharmacokinetic 

profile due to its metabolic degradation caused by cytochrome P450 and it would be reasonable 

to a person skilled in the art that the pharmacokinetic profile of compound of formula (4) would be 

improved by coadministering it with a cytochrome P450 inhibitor. 

The agent for opponent relied upon document " Eagling et al, Differential Inhibition of cytochrome 

P450 isoforms by the protease inhibitors ritonavir, saquinavir and indinavir. Br J Clin Pharmacol, 

1997; 44; 190-194 (hereinafter referred to as D3) which compares the inhibitory potential of 

ritonavir v~s-a-vis saquinavir and indinavir against cytochrome catalyzed metabolic reactionsjn 

human liver microsomes in vitro. The study concluded that ritonavir was the most potent inhibitor 

of cytochrome mediated testosterone hydroxylation and that there is an obvious potential for 

clinically significant drug interactions particularly with ritonavir. 

D3 identifies under the introduction that there are important pharmacokinetic issues relating to 

the use of protease inhibitors wherein the bioavailability appears to be limited with several 

compounds due to substantial first-pass metabolism by CYP3A4. Thereafter, D3 identifies at 

several places that ritonavir is the most potent CYP3A4 inhibitor and may be used in conjunction 



with other protease inhibitors, which otherwise have unfavorable pharmacokinetic profile due to 

their metabolism with cytochrome P450. The teachings of D3 identifying ritonavir as the most 

potent cytochrome P450 inhibitor are as follows: 

Ritonavir is a potent inhibitor of CYP3A-mediated reactions showing clinically significant 

interactions with other co-administered drugs (page 1, column 1); 

Ritonavir has recently been reported to increase the area under the plasma concentration time 

curve of saquinavir by more than 20 fold in a group of HIV+ patients (Introduction, column 2); . 
Ritonavir is one of the most potent inhibitors of CYP3A ( Paragraph 2); 

The potential for clinically relevant drug interactions in HIV+ patients is self-evident, particularly in 

patients receiving ritonavir and other drugs metabolized by CYP3A4 ( paragraph 4); 

On the other hand, it may be possible to gain therapeutic benefit from the metabolic inhibition 

produced by ritonavir (paragraph 4). 

It is therefore clear that D3 motivates the co-administration of ritonavir with other 

protease inhibitors which are metabolized by cytochrome P450 to improve the 

pharmacokinetic profile of the protease inhibitor. Accordingly, it is stated that the 

claimed combination of compound of formula (4), which is a protease inhibitor 

metabolized by cytochrome P450, with ritonavir would have been obvious to a person 

skilled in the art before the priority date of the alleged invention under opposition. 

The Agent for opponent further relied upon document Kempf et ai, 

Antimicrobial Agents and Chemotherapy, March 1997, 654-660, Vol. 41, No. 3, 

Pharmacokinetic enhancement of inhibitors of HIV protease by co-administration 

With Ritonavir (hereinafter referred to as D4) and stated that the alleged invention claimed in the 

impugned application would have been obvious to a person skilled in the art in view of D4. They 

stated that the findings of D4 indicate that ritonavir can favorably alter the pharmacokinetic 

profiles of other protease inhibitors and that combination regimens of ritonavir with other protease 

inhibitors may play a role in the treatment of HIV infection. 
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results of D5 and D6 .Therefore, the demonstrated advantages of the claimed combination of 

compound (4) - ritonavir cannot be said to have been unexpected and surprising to a person 

skilled in the art, which cannot therefore provide the basis for an inventive step. 

it was stated that even if it is assumed argue do that the applicant has shown that the claimed 

combination exhibits unexpectedly superior results then this secondary consideration does not 

overcome the strong showing of obviousness in this case. It is well settled law that although 

secondary considerations must be taken into account, they do not necessarily control the . 
obviousness conclusion. The record establishes such a strong case of obviousness that the 

applicant's allegedly unexpectedly superior results are ultimately insufficient. 

Applicant's Submissions: 

The Applicant denied that the amendments to the statement of claims in the corresponding 

European Patent Application EP 02 793 018.9 are an implicit admission on the part of the 

Applicant that claims filed with the Indian application are anticipated. There is no basis for such 

an argument. 

The Agent for Applicant denied that the invention lacks an inventive step or is obvious. They went 

on submitting that the Opponent has erred in its interpretation and construction of the definition of 

"inventive step". As defined in the Act, an "inventive step" means a feature of an invention that 

involves technical advance as compared to the existing knowledge, or a feature having economic 

significance (or both), and that makes the invention not obvious to a person skilled in the art. An 

inventive step must involve technical advance and non-obviousness. Obviousness must be 

judged in the light of what was publicly known or used at the priority date. The priority date of this 

patent is 12'~~ecember 2001 and obviousness is to be judged at this date in the light of the 

existing common general knowledge and prior art. It must be tested objectively with reference to 

individual claim6 without the benefit of hindsight. That the obviousness cannot be judged without 

a full disclosure of the state of the art and all the relevant facts circumstances and evidence being 



adduced. To succeed on this ground in this Opposition, the Opponents must prove that the 

invention as claimed "clearly and prima facie" does not involve any inventive step. The Opponent 

has failed to discharge its burden in this respect. 

It was submitted that the Opponent's reference to the amende'd claims in the equivalent EPO 

application has no relevance to the grounds of this Opposition. 

In any case, it is a matter for the relevant tribunal or court to assess the obviousness of the . 
Patent, and to suggest that the Applicant's response to such assessment by the European Patent 

Office is an implicit admission of anticipation is to misrepresent the process by which the relevant 

authority assesses the merits of an application. 

The main ground upon which the Opponents and their expert have based their objections on 

obviousness is that all of the cited documents on obviousness including D2-D6 disclose and 

teach the use of the combination of a protease inhibitor including ritonavir with at least a second 

compound and that is sufficient to establish obviousness. The Applicant submitted that none of 

these documents can be considered to render any of the claims obvious whether in the un 

amended form or in the Patent as granted. The Applicant referred to page 2 lines 16-34 of the 

specification of the application and claimed that they discloses and cites various documents, 

(including documents referred to as Dl and D2 in the Opposition), which make reference to the 

combination of a protease inhibitor including ritonavir with a second compound. None of these 

hlave been held to make the claimed invention obvious. That documents cited in the Opposition 

disclose no more than those disclosed in the Specification of the Patent and do not render the 

claims in the Patent as granted obvious. 

They said that the Opponent has failed to appreciate the scope of the Patent and effects of the 

combination of formula (4) with ritonavir. First, the invention claimed concerns a specific 
% 

Combination and this purposive selection out of various possibilities is narrow in scope and has 

favorable characteristics that could not have been derived from the various cited prior art 



documents by a person skilled in the art. Second, the claimed combination showed synergy with 

ritonavir. This synergetic effect is the inventive step in the Patent and has been acknowledged as 

such by both, the Examiner of the Indian Patent Office as well as the European Patent Office. 

This synergy was demonstrated in Example 3 in the Specification of the Patent (page 43 lines 5- 

25). The combination index (CI) for the combination was determined. A CI value between 0.8 and 

1.2 reflects additive inhibition of the combined compounds and a value below 0.8 indicates a 

' synergy between the two molecules. The compound of formula (4) showed synergy with ritonavir 

at all molar ratios. 

Example 2 (pages 39-43) shows that when ritonavir is given in combination with the compound of 

formula (4), it increased the Cmin (minimum serum concentration) of such HIV protease inhibitor 

of formula (4) showing reduction of the dose and dosing frequency compared to the sole 

administration of the compound. 

The safety profile of the compound of formula (4) in combination with low doses of ritonavir was 

good. The combination resulted in a reduced the adverse side effects, which was not expected 

The combination has an improved safety and tolerability profile compared to the therapy with the 

compound of formula (4) administered alone. No maculopapular rash was seen on the volunteers. 

This was an unexpected technical advance because the average and Cmin plasma 

concentrations of the compound of formula (4) in combination were generally higher than those 

after the compound of formula (4) was administered alone. 

They further argued that the Opponent overlooked the fact that the learned Examiner in the 

Indian Patent Office, after raising the queries of obviousness and lack of inventive step on very 

similar grounds, accepted the Patent to be granted, after considering the submissions tendered 

by the ApplicarJ before her. 

The Applicant craved leave to rely upon the evidence of its own expert in rebuttal to Mr Natu's 



The Agent for Applicant denied that it would be obvious to a person skilled in the art to know that 

if some HIV protease inhibitors including the compound of formula (4) are metabolised by 

I 

cytochrome P450, leading to sub-optimal pharmacokinetic profile, then administering such an 

The Agent for Applicant submitted that W0199167254 was considered by the learned Examiner 

and was satisfied that claims in this application are inventive over and not obvious. 

It was denied that D2 specifically teaches the combination or composition of formula (4) and 

ritonavir and does highlight the synergy betdeen formula (4) and ritonavir. Whilst D2 states that 

the compounds described therein can be used in conjunction with an anti-retroviral compound, 

but this does not teach the use of the compound formula (4) and ritonavir as specified in the 

claims, nor does it highlight the effects described in the specification and in the present response 

. The purposive selection out of a list of possibilities is narrow in scope and has favorable 

features that could not have been derived from D2 by a person skilled in the art. On the contrary 

02 leads away from the granted claims, which considers compound 32 as more favorable. 

it was denied that it would be obvious for a person skilled in the art, to administer the compound 

fomlula (4) with a cytochrome P450 inhibitor to obtain a favourable pharmacokinetic profile. 

Furthermore, it would not be reasonable to expect ritonavir to combine with formula (4) and 

produce the enhanced effects described in the Specification and in the present response. 

Applicant submitted that D2 does not teach or disclose the composition as claimed. 

anti-retroviral agent with cytochrome P450 inhibitor would result in a favourable pharmacokinet~c 

profile. 
t 

It was denied that D3 discloses the co-administration of ritonavir with other protease inhibitors 



metabolised by cytochrome CYP3A4. D3 does not teach use of ritovanir with formula 4 and 

certainly not in what ratio. D3 merely teaches and high lights the potential interactions ritovanir 

may have with other drugs both beneficial and harmful. D3 only highlights the need to perform 

further drug interaction studies. 

It was submitted by the Agent for the Applicant that 04 

discusses the usefulness of combination therapy with ritonavir and suggests the need 

for further investigation to establish safe regimens for clinical applications. D4 does 

not even remotely provide any teaching or direction to person skilled in the art 

towards the Patent.That the selected combination 

or composition of protease inhibitor of formula (4) and ritonavir clearly demonstrates 

significant synergistic effect and results in considerably reduced incidence of adverse 

effects. The results are also illustrated in Figure 3 where the isobolograms for the 

cornbinations/compositions are plotted. Whereas a straight line represents additive inhibition by 

two inhibitors, a curve towards the origin of the axes indicates synergy. Also, as provided in 

Example 3, the combination index (CI) between 0.8 and 1.2 reflects additive inhibition of the 

combined compounds and the value below 0.8 indicates a synergy between the two molecules. 

As stated , the compound of formula (4) showed synergy with ritonavir at all molar ratios (0.66- 

0.81). 

Further, the person skilled in the art may perhaps recognize the specific dose level. 

Frequency of dosage for any particular patient will depend upon a variety of factors 

including activity of the compound, metabolic stability and length of action of that 

compound among others. A number of possible weight ratios, dosage regimen and 

exemplary combinations with different dosage and frequencies are disclosed on pages 

33-37 of the ,specification. It is the Applicant's humble submission that the claimed 

combination as such and the composition as claimed in claims 1-8 are inventive in 



view of any one or combination of references discussed above and none of these teach 

or suggest the specific combination as claimed as such or the composition as claimed 

in claims 1-8, with demonstrated synergistic effect and reduced side effects with 

lowered Cmin dose. 

It was also denied that the impugned application is 

obvious in the light of D5 and D6. 

. 
D5 does not disclose the combination or composition as claimed, comprising 

compound of formula (4) and ritonavir for which a synergistic effect and reduced side 

effect is demonstrated at all molar ratios, in the experiment section. None of these 

references, including those made to D5 either alone or in combination thereof provide 

any suggestion to the person skilled in the art to render the synergistic effect and 

reduced side effect of the claimed combination or composition, obvious. D5 discloses 

increase in the maximum plasma concentration of Saquinavir (SQV) when used in 

combination with Ritonavir (RTI). D5 also discloses the issue that administration of 

protease inhibitors in combination does not raise important pharmokinetic issues in 

particular clinically relevant drug interactions and demonstrates the ability of RIT to 

inhibit SQV metabolism leading to exposure of patients to SQV toxicity. D5 does not imply or 

provide any suggestion about the claimed composition with demonstrated advantages. 

D6 discloses studies to evaluate safety and pharmacokinetic interaction between amprenavir 

(APV) and ritonavir (RTV) and demonstrates statistically and clinically increase in APV plasma 

concentrations when APV is co-administered with RTV in specific concentration and doses. D6 

does not provide any teaching or suggestion to arrive at combination or composition as claimed 

for which a synergistic effect and reduced side effect is demonstrated at all molar ratios. 
1 

Findings and conclusion over obviousness (lack of inventive Step): 



The Agent for opponent referred to following documents to establish the ground of lack of 

inventive step on amended claims(8 no's): 

1. W0100147551 (Dl) 

2. W0199167254 (D2) 

3. Eagling et al.,Differential inhibition of cytochrome P450 isoforms by the protease inhibitors 

ritonavir,saquinavir and indinavir,Br J clin pharmaco1.,1997;44;190-194 (D3) 

4. kempf et al.,Antimicrobial agents and chemotherapy,march 1997,654- 

660,Vo1.41 ,no.3,Pharmacokinetic enhancement of inhibitors of HIV protease by co 

administration with retonavir(D4) 

5. saquinavir pharmacokinetics alone and in combination with ritonavir in HIV infected 

patients,Merry et al.,AIDS 1997 11 :F29-F33(D5) 

6. Pharmacokinetics and safety of amprenavir and ritonavir following multiple-dose,co- 

adm~nistration to healthy volunteers,sadlera et al.,AIDS 2001,1009+1018(D6) 

After reading through the document DZ(published on 2gth December,1999),1 find that document 

D2 teaches a compound of formula (4) of the impugned Application, which may be used in 

combination with other antiviral Agents such as ritonavir for the prevention of or treatment of the 

retrovirus-infected diseases such as HIV etc refer abstract,lines 9-14 page 6,line 33 page 33 to 

line 2 page 34,table 4 page 57,lines 9-1 7 page 54,examples 13 and 15 and claim 1 . 

I agree to the statement made by Agent for opponent that document D2 at page 57, table 4 

specifically discloses the compound of formula 4 of the alleged invention and that the paragraph 

bridging pages 33 and 34 discloses that the multi-drug resistant retroviral protease inhibitors of 

D2 (which specifically includes compound of formula (4) of the present impugned application) can 

be administered in combination with other anti-retroviral compounds such as for example 

ritonavir, amprenavir, saquinavir, indinavir and the like. 

If I analyse the amended set of claims(8no.s) in relation to documents D l  and D2, I find D2 as 

the most closer prior art to the amended claims of impugned Application. 





I also refer to at page 658 document D4 that the AUC values of each of the four inhibitors 

above,after codosing with ritonavir,were similar to or greater then that of ritonavir given 

1 1 retonavir shows synergy at all molar ratios. Therefore. it is not clear how this specific combination . 
I I having weight ratio's 40:l to 1:15 shall be purposive selection which can give unexpected 

document D2 shall be motivated to arrive at the invention claimed in amended set of claims when 

taught by the document D3 or D4. 

Therefore, this leaves me no doubt that the amended claims (8 no's) submitted by the agent for 

applicant lacks inventive step defined uls 2(l)(ja) because the Applicant can easily arrive at the 

invention claimed in amended claims, when teachings of document D2 is combined with the 

teachings of either D3 or D4. 

I agree that these amended claims have been allowed in the Indian patent office and 

proceedings; but upon perusal of records I found that document D2 has not been understood 

along with document D3 or D4 as herein above. Furthermore, EPO proceedings have no binding 

upon me. 

Having arrived at conclusion upon inventive step, I do not understand worth going further in to 

other grounds Of oppositions. 

Both parties produced expert evidences to support their claims over novelty and inventive step, 



whish are declined for consideration due to their contradictory statements. 

In view of my findings and conclusion drawn above over inventive step, I refuse to grant patent 

on this patent application no. 1647lDELNP12004 on the ground of lack of inventive step section 

25(e) read with section 2(l)(ja). 

This opposition is disposed off with no cost to either party. 

Dated this 30". Day of march, 2009 

Copy to:- (1) Nishith Desai Associates 

93-B Mittal Court,Nariman Point 

Murnbai-400021 

S.Majumdar & Co. / 
5, Harish Mukherjee Road, Kolkata-700025 


