BEFORE THE CONTROLLER OF PATENTS
THE PATENTS ACT, 1970
SECTION 15

In the matter of the Patents Act, 1970 (as amended)

& the Patents Rules, 2003 (as amended)

And

In the matter of Patent Application No 1220/MUMNP/2009 by
JANSSEN PHARMACEUTICA N.V., Belgium

And

In the matter representation by way of opposition

under Section 25 (1) of the Patents
Act by

Network of Maharashtra people living with HIV, Laxmi Road, Pune-411002
And

Nandita Venkatesan and Phumeza Tisile, A-13, First Floor, Nizamuddin West, Delhi 110013

DECISION
On 29/06/2009, the Applicant filed a PCT National Phase application for a patent bearing

number 1220/MUMNP/2009 in Patent Office, Mumbai entitled “FUMARATE SALT OF
(ALPHA S, BETA R)-6-BROMO-ALPHA-[2-(DIMETHYLAMINO)-ETHYL]-2-
METHOXY-ALPHA-1-NAPHTHALENYL-BETA-PHENYL-3-QUINOLINEETHANOL”.
A request for examination under section 11-B was filed on 23/04/2010, and was assigned a
Request No. 1219/RQ-MUM/2010. As per the provision under Section 11-A of Patents Act,
the said application was published on 14/08/2009.

Accordingly, said application was examined under sections 12 and 13 of the Patents Act,
1970 (as amended) and the First Examination report (hereinafter referred to as FER) was
issued on 12/03/2012. The applicant’s agent filed the reply to the FER on 28/01/2013. After
considering the reply in response to the FER, and the specification with amended claims 1-7
filed by the applicant's agent.

Meanwhile, two representations by way of opposition u/s 25 (1) of the Act (hereinafter
referred to as the pre-grant opposition) were filed on 11/03/2013 and 07/02/2019 by
Network of Maharashtra people living with HIV, Laxmi Road, Pune-411002 & Nandita
Venkatesan and Phumeza Tisile, A-13, First Floor, Nizamuddin West, Delhi 110013
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respectively, against the grant of patent to the invention in the subject application. Statement
of grounds, prior art and comparison of patent application with prior art in the said pre-grant
opposition are available in the e-dossier as document named “1220-MUMNP-2009-PRE-
GRANT OPPOSITION(11-3-2013).pdf and 1220-MUMNP-2009-PRE ~ GRANT
OPPOSITION DOCUMENT [07-02-2019(online)].pdf

On 19-09-2013 “Network of Maharashtra people living with HIV” filed first pre-grant
opposition and on 07-05-2022 “Nandita Venkatesan and Phumeza Tisile filed the 2" Pre-

grant opposition applicant's agent submitted reply Statements in support of the application
under Rule 55(4) of the Patents Rules (as amended) to the representation by way of
Oppositions by both of the Opponents , & the said documents available in the e-dossier as
document  named 1220-MUMNP-2009-PRE-GRANT OPPOSITION  REPLY
STATEMENT(19-9-2013).pdf, 1220-MUMNP-2009-Statement and Evidence [07-05-
2022(online)].pdf & 1220-MUMNP-2009-Annexure [07-05-2022(online)].pdf.

After considering the reply filed in response to the first examination report by the applicant’s
agent and the report of the examiner on such reply, the cited documents along with the main
grounds of the pre-grant oppositions, it was observed that the said patent application was not
in order for grant. Keeping in view the provisions of the Patents Act, 1970 (as amended), a
hearing notice under section 14 & 25(1) was issued to the applicant’s agent as well as the
opponent/opponent’s agent vide email scheduled on 11/05/2022 through VC under rule
28(6) of the Patent Rules, 2003 (as amended) vide hearing notice dated 08/02/2022 which
was adjourned to 15/06/2022 vide hearing notice dated 09/05/2022 as requested for
adjournment of the scheduled hearing by filing a Request for Adjournment of Hearing under
rule 129A of the Patents Rules, 2003 (as amended). Again, the scheduled hearing was
adjourned as requested under rule 129A to 18/11/2022 vide hearing notice dated 24/08/2022.
Further, adjournment requested on 09/11/2022 was not allowed. In respect of the said
hearing notice dated 24/08/2022, a hearing was duly held on 18/11/2022 and attended by all
the parties (Applicant’s agent as well as opponent’s agents), However hearing could not be
concluded on the aforesaid date. In continuation of said hearing three subsequent hearings
were held on 24/11/2022, 30/11/2022 & 17/01/2023(Which were requested by the way of
representation by the agent of the opponent Nandita Venkatesan and Phumeza Tisile).
Keeping in view the provisions of the Patents Act, 1970 (as amended) and with a view to
provide natural justice to the applicant as well as to the both of the opponents sufficient
opportunities were provided to hear all the arguments. Hearing Notice documents available
in the e-dossier as document named 1220-MUMNP-2009-PreGrant-ExtendedHearingNotice-
(HearingDate-18-11-2022).pdf and 1220-MUMNP-2009-PreGrant-ExtendedHearingNotice-
(HearingDate-17-01-2023).pdf. Since all these documents are available in public domain,

they are not reproduced here for the sake of brevity.
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On the circumstances of the case, applicant’s agent as well as opponent’s agents appeared
for hearing on the above scheduled date and all the objections (hearing notice u/ s 14) as well
as grounds of opposition u/s 25(1) proceedings were discussed. the grounds on which
opponent 1 (Network of Maharashtra people living with HIV) relied upon are considered

carefully during the proceedings which are as below;



PRE-GRANT OPPOSITION ON THE FOLLOWING GROUNDS:-
Section 25 (1): Opposition to the patent where application has been
published but not granted: The following grounds and Eﬁd ence set out the
basis of the opposition to the application. It is submitted that the present
application claiming invention is ‘not an invention’ within the meaning of
Section 2(1)(j) of the Patents Act, and does not involve an inventive step
as defined under section 2(1)(ja), as it is obvious to a person skilled in the
art. It is further submitted that the present application is not a new
invention as defined under section 2(1)(1) as it has been anticipated by
publication before the date of filing of the patent application with
complete specification and its priority date therein.
The Opponent has also opposed the Application for patent on the grounds
laid under Sections 25(1)(b) as it has been prior claimed and published in
the earlier application for which a patent has been granted, under
Sections 25(1)(c) as the invention is prior claimed in India, under
25(1)(d) as the methods for making a derivative of quinoline in its salt
form and the composition was known publicly, under 25(1})(e) as the
invention claimed is obvious and clearly does not involve an inventive
étep, under Section 25(1)(f) as the claim made in the complete
specification is not an invention within the meaning of the Patents Act
and not patentable under section 3(d) the said Act and under Section
25(1)(h) read with section B, as the applicant has failed to disclose
information relating to foreign filing.
.In any event, the Opponent is filing this pre-grant opposition on the
grounds as stated under Section 25(1) of the Patent Act. The primary

grounds of opposition are under Section 25(1)(b), (c), (e), (f) and (h) that



the invention so far claimed has been published before the priority date

of the claim, in a specification filed in pursuance of an application for a

patent or patent granted as stated in the followirg list of applications

filed: Exhibit A {Patent No. 236811 granted on 23.11.2009 to the

Applicant}, Exhibit B {Preparation of Water-soluble compounds through

salt formation, known in the art}, Exhibit C and H {Remington's

Pharmaceutical Sciences Chapters 89 and 90}; Exhibit D {EPO 575890 B1

the fumarate salt of a quinoline derivative}; Exhibit E {WO 92/10191

quinoline derivatives with pharmaceutical salts, esters, fumarate salts,

etc.}, Exhibit F {Optical Isomerism in Drugs is known in the art}, Exhibit G

and | {The Theory and Practice of Industrial Pharmacy Chapters 11 and

12} and Exhibit | {US 5145684 Surface modified drug nanoparticles)

where the invention so claimed has been publicly known and claimed,

and used prior to the priority date of the claims of the Applicant.

The Opponent states that none of the claims of the Applicant should be

deemed accepted, unless the same are specifically admitted / .amepted

herein, and that the Opponent opposes all the claims of the Applicant as

amended on 28.01.2013.

. The grounds for opposition of claims 1 to 7 are primarily based on the
provisions of section 25(1) of the Patents Act, as specified hereto.

(i) Claims 1 to 7 in the amended claims of the application for solid
pharmaceutical composition comprising the fumarate salt of the
cnmpnum.;I TMC 207 and polyethylene glycol sorbitan fatty acid
ester (Tween) as the wetting agent. At the outset it may be noted
that the Applicant does not deserve a patent ﬁn the fumarate form

of TMC 207, including the composition, as 1t has already been



claimed in an earlier application of the Applicant. The making of a
fumarate salt of the compound including the solid pharmaceutical
composition is obvious, known in the art and there is no novelty,
invention or inventive step in making the same.

Claim 1 is for a solid pharmaceutical composition comprising ofa
pharmaceutically acceptable carrier and as an active ingredient
the therapeutically effective amount of fumarate salt of TMC 207.
However, the same has been claimed in the Patent application No.
220/DELNP/2005 for an application with title “a novel substituted
quinoline compound” which was granted a patent being patent no.
236811 granted on 23.11.2009 [See internal pages 9 and 10 of
Exhibit A] where acid additional salts and salt forms of TMC 207,
including the fumaric acid has been claimed. Patent application No
220/DELNP/2005 also teaches pharmaceutical composition in
tablets dosage form with glycols including process of making the
pharmaceutical composition [See internal pages 13 and 14 of
Exhibit A]. Therefore, this application 1220/MUMNP,/2009 does
not deserve a patent as it has already been claimed earlier and
granted to ti’le Applicant.

In any event, the salt form of a compound is not patentable in
India. Section 3(d) of the Patents Act states that sait forms and
derivatives of known substances are not patentable.

The art of preparation of water soluble compounds through salt
fqrmaliﬂn is known and documented in the art. Nu;.'neruus acids
and bases are in use for providing the counter-ions to form salts.

Salt formation usually improves the water solubility of acidic and



basic drugs because the salts of these drugs dissociate in water to
produce hydrated ions. The degree of water solubility of salt
depends on the structure of the acid or base used to form salt. All
this is well documented in chemistry and known to a person -
skilled in the art.

The General Solubility Equation (GSE) has been developed and
defined in the last two decades by Yalkowsky (since 1985) and his
co-workers [See Yalkowsky, S.H. (1985) Solubility and

_ solubilization of nonelectrolytes.—In —Yalkowsky, —S.H. (ed).
Techniques of Solubilization of Drugs. P.|.}.1-14, Marcel Dekker, New
York] using thermodynamically sound approach for establishing a
semi-empirical correlation for the molar solubility of a solute, the
octanol/ water partition coefficient from the structural formula
an_d the melting point. Methods of ionization are known. Acqueous
solubility is influenced and controlled by adjusting the pH of the
solution via the equilibrium between the nonionized and isonized
species, which has been explained in “Preparation of Water-soluble
compounds through salt formation”, hereto annexed and marked as
“Exhibit B". The Applicant cannot claim a patent on these methods
and compositions of salt forms that have been known in the
scientific world for more than three decades.

The design of dosage forms lies in the field of the pharmaceutical
technology but it also considered by the medicinal chemist while
developing a drug from a lead compound. This is known and
~ documented in pharmacology and medicinal chemistry, Drug

substances are most frequently administered orally by means of



solid dosage forms such as tablets and capsules. The formation of
solid forms has been known in the field of pharmacy and is well
described in Remington’s Pharmaceutical Sciences, the relevant
portion of which is hereto annexed and marked as “Exhibit C".
[See Chapter 89 of Remington’s Pharmaceutical Sciences 1980,
page 1553 to 1584].

Drugs are usually administered topically or systemically. The
routes have been classified in medicinal Ehﬂnisltljr as being either
parenteral or enteral. Parenteral routes are those which avoid the
gastrointestinal tract (GI tract), the most usual method being
intramuscular injection (IM). However, other parental routes are
intravenous in.iecﬁon (IV), subcutaneous injection (5C) and
transdermal delivery S}rstems._ Nasal sprays and inhalers are also
parenteral routes. [See textbook of Thomas, G, Fundamentals of
Medicinal Chemistry, Wiley Publications, 2003].

The enteral route is where drugs are absorbed from the
alimentary canal (given orally, PO), rectal and sublingual routes.
The route selected for the administration of a drug.wi]] depend on
the chemical stability of the drug, both when it is across a
membrane (absorption) and in transit to the site of action
(distribution). Absorption is usually defined as the passage of the
drug from its site of administration into the general circulatory
system after enteral administration. The most common enteral
route is by oral aﬂministratiun. Drugs administered in this way
take about 24 hours to pass through the gastrointestinal tl;act (Gl

tract). Individual transit times for the stomach and small intestine



are about 20 minutes and 6 hours, respectively. Compounds may
be absorbed throughout the length of the GI tract but some areas -
will suit a drug better than others. All this is well documented and
known in medicinal chemistry and pharmacology [See textbook of
Thomas, G, Fundamentals of Medicinal Chemistry, Wiley
Publications, 2003]. All this is known, and the Applicant cannot
claim a patent on rhése forms of administering drugs, as it obvious,
anticipated and has been known in the art.

The degree of water solubility of a salt will depend on the
structure of the acid or base used to form the salt. For example,
acids and bases whose structures contain water solubilising
groups will furm salts with higher water solubility than
compounds that do not contain these groups. For a chemist it is
obvious if a drug is too water soluble it will not dissolve in lipids
and so will not usually be readily transported through lipid
membranes. This normally results in either its activity being
reduced or the time for its onset of action being increased. It is
known that the presence of a high concentration of chloride ions
in the stomach will reduce the solubility of sparingly soluble
chloride salts because of the common ion effect. This is known in
the art, and methods of making salt forms of drugs are also known
in the scientific field of pharmaceutical technology. [See textbook
of Thomas, G, Fundémentals of Medicinal Chemistry, Wiley
Publications, 2003)

Numerous acids and bases are in use for providing the counterions

to form salts. Some acids and bases like hydrochloride mineral



acid is used more frequently than others like fumarate organic
acids for use in drug salts of prescription products. The number of
organic bases usable as salt furmers is much smaller, because
generally, amines and other nitrogen bases have their own
pharmacodynamic activity, unless they are very rapidly
metabolized. Exceptions are the essential basic amino acids, eg.
Arginine and lysine. Even though fumarate acid is not used as
often as - hydrochloride acid in making salt forms of
pharmaceutical drugs, it.. including solid pharmaceutical
cnmi:usitinns, has been used and has been known in the art much
prior to the Applicant's priority date. [See Chapter 35, Stahl P.
Heinrich, “Preparation of Water-soluble cﬂmpuund.s through salt
formation” internal pages 606 to 608, 610 “The Practice of
Medicinal Chemistry” edited by Camille Georges Wermuth, second
edition 2003, at Exhibit B].

Further, Fumaric acid forms of quinoline derivatives have been
known for many years. Fumaric acid has been used for a gquinoline
derivative drug used for MDR cancer in 1993, hereto annexed and
marked as "Exhibit D", is a copy of European Patent No.
EP0575890 (B1) that relates to guinoline derivatives of fumarates
having a stimulating activity on the carcinostatic effect. The said
EP patent at Exhibit D shows that fumarate salts of guinoline
derivatives can be made and have been known much prior to the
priority date of the Applicant herein. Th.& EP patent also displays
that guinoline derivatives are known to have pl;l]p«!!rﬁE'.i useful for

treating multi-drug resistant ailments. Therefore, the Applicant
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does not deserve a patent, and the application should be
dismissed. [See Pages 2, 3 of Exhibit D].

In another PCT Application being W092/10191, the relevant
portion of which is hereto annexed and marked as “Exhibit E®,
quinoline derivatives have been claimed, along with their
pharmaceutically accepted salts and esters, ini:luding- the fumarate
salt, and the use of wetting agents is used, and solid énd other
forms of the drugs are made. Therefore, the making of fumarate
salt form of a quinoline derivative, the use of wetting agents and
making solid forms of the drug for oral administration is known in
the art, much before the priority date of the Applicant, and the
Applicant does not deserve a patent [See WO 92/10191,
“Quiﬂnline, napthyridine and pyridobenzoxazine derivatives,”
internal pages 2, 13 to 19 of Exhibit E].

The Applicant has also made claims for a patent on isomers (alf:-ha
S and beta R) of TMC 207. It needs to be noted once again, that the
alpha and beta forms of TMC 207 have already been claimed in the
earlier application of the Applicant, for which the patent has been
granted, being Patent No. 236811. [See internal pages 10-11 of
Exhibit A].

Further, optical isomerism in drugs has been known in the art, is
obvious and well documented prior to the priority date of the
Applicant. Hereto annexed and mall'ked as "Exhibit F” is a copy of
an article written by Camille G. Wermuth on Optical Isomerism in

Drugs. The article reveals that racemates and/or enantiomers

hatrn hanm lrmames ba s ;memecne oldllad fa dha ~—— hoate
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pharmacological activity, activity ratio is known and documented.
The isomeric activity ratio of a highly active couple of isomers is
superior to that of a less active couple is kmown and documented
since 1956. There is no invention, inventive step in the use of
-::hir.al centres, isomer, enantiomers and racemates as claimed by
the Applicant herein. [See Camille G. WElTl'll.lﬂ'l,_ Chapter 17,
"Optical Isomerism in Drugs,” from "The Practice of Medicinal
Chemistry” edited by Camille Georges Wermuth, second edition
2003, pages 275, 278, 282 and 284-285 at Exhibit F].

Claims 2 to7 relate to oral administration of the solid
pharmaceutical composition, the weight b.ased composition based
on the active ingredient, wetting agent, diluents, glidant The
claims are also for the pharmaceutical composition being in the
tablet form weight based of the tablet core with polymer,
disintegrant, lubricant, etc. The Applicant is claiming a patent on
the pharmaceutical composition having the active ingredient along
with diluents such as lactose, 'm.aizE; starch; binder coating such as
hypromellose; wetting agent such as polysorbate; disintegrant
such as croscarmellose sodium; glidant such as colloidal silicon
dioxide .and. lubricant such as magnesium stearate. The Applicant
is also claiming a patent on film - coated forms of the
pharmaceutical composition in tablet and other forms.

The Opponent humbly states that making solid forms, tablets,
powders, film coating is obvious, anticipated and known to a
person skilled in the art ever since pharmaceutical drugs have

been made suitable for oral administration. There is no inventive
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step, invention or novelty in the same. In any event, the Applicant
appears to be claiming a patent for the percentage of the
ingredients, wetting agent, etc. in the tablet, solid and other forms
of the pharmaceutical composition. However, such permutations
and combinations are also known, anticipated and ubﬂoﬁs to a
person skilled in the art, and there is no inventive step or novelty
in the same. It is submitted that the selection of particular range of
inglfedients from the ranges already known in the prior art in this
case cannot amount to establish the inventive step and variations
in the amounts of the known ingredients appear merely workshop
improvements achieve;i by a person skilled in the art without
performing any substantial experiments and cannot be said a
technical advancement of a;l existing knowledge which is required

by the definition of the "inventive step" as mentioned in section

2(1)(ja) of the Patents Act, 2005,

Making of solid forms, tablets, etc. and use of ing]'ediel_lts as stated
in the Application have been used and known to a person skilled in
the art, and therefore no patent can be granted to the Applicant.
|See Remington's Pharmaceutical Sciences 1980, Chapter 89, page
1553 - tablet, capsules and pills at Exhibit CJ

Further, the formula/ composition of the tablet, the various
ingredients as claimed in claims 2-7 are known in the art and are
commonly used excipients for tablet manufacturing. Hereto
annexed and marked as "Exhibit G” is a copy of the relevant pages
of the book “The Theory and Practice of Industrial Pharmacy” by

Leon Lachman, Herbert A. Lieberman, [oseph L. Kanig [See
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Chapter 11, page 321 of Exhibit G, 3" Edition, 4t Indian Reprint-
1991] that describes the commonly used excipients wherein
lactose, starch and microcrystalline cellulose as diluents;
Magnesium stearate (written as stearic acid derivative in this
book) is mentioned as lubricants; Colloidal Silicon dioxide (written
as "silica derivative in this book) is mentioned as glidants and flow
promoters. Croscarmellose sodium (written as Ac-Di-Sol in this

book) is mentioned as a tablet disintegrant. [See Chapter 11 on

page 328 of Exhibit G].

Film coating of tablets and drugs have been known and obvious in
the field of pharmacy for centuries. Hereto annexed and marked as
“Exhibit H" is a copy of the relevant portions of Remington’s
Pharmaceutical Sciences [See Chapter 90, pages 1585-1593, at
page 1589 of Exhibit H] that describes the coating of
pharmaceutical dosage forms and the use of polymer-coated
tablets.

Also, hereto annexed and marked as “Exhibit I” is the relevant
portions of The Theory and Practice of Industrial Pharmacy [See
Chapter-12, pages 346-373, at page 359, 362 and 365 of Exhibit [],

describes tablet coating technology, wherein the tablet coating

" principles, the coating processes, equipments, etc. have been

described in details. Film coating and use of Hypromellose
(written as hydroxypropy! methyl cellulose in this book} is listed
in the examples showing the cellulose aqueous formula,

hydroxypropyl methyl cellulose is also described as a film former.
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In any event, the US Patent No, 5145684 granted on 89,1992,
which is hereto annexed and marked as “Exhibit |, discloses the
use of wetting agents (also called surface modifiers) such as
polyc;xyeﬂ]ylene sorbitan fatty acid esters (commercially available
a Tween] together with the poorly soluble active agents _and
excipients, The object of the invention in US 5,145,684 is to
provide pharmaceutical compositions having enhanced
bioavailability. The bioavailability of poorly soluble active agent
such as anti-mycobacterial agents are increased by d.f:creasing
particle size and using wetting agents. As such, the present
application deserves to be rejected under Sec. 25(1)(e) read with
Sec. 2(1){ja) for being obvious and lacking in inventive step.

As stated above, there is no inventive step, invention, novelty in
making a salt form of a compound, and in making it in solid forms
or tablet form and coating it with a film for oral absorption. The
procedure for making salt forms, making solid forms, making
tahlets_, and film coated pharmaceutical compositions have been
known in the art for decades, and is obvious to a person skilled in
the art and the Applicant’s patent application should be dismissed

in limine.

Thus, for all the above stated reasons the Patent Application

1220/MUMNP/2009 ought to be rejected in its entirety. As permitted

under Section 25(1) of the Patents Act read with Rule 55(1) of the Rules,

the Opponent requests that the Patent Office informs the Opponent

immediately of any response filed by the Applicant to this Opposition and
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also grant the Opponents a hearing in the present matter. The Opponents
alsu reguest te right w be able w subimit .['url]u:r ducuments, evidence,
as and when necessary, in order to further substantiate the grounds of
opposition herein and to oppose any amendments or changes that the
Applicant may make to the Complete Specifications or claims.

. The Opponent reiterates the Right to Health as paramount importance,
and states that such applications for patents that are not novel, known to
a person skilled in the art and non-inventive ought to be rejected.

. The Opponent submits that the derivative of quinoline, called TMC 207
also known as Bedaquiline, which is the compound under consideration
in the present application, has unfortunately received a patent in India.
Though there is no inventive step, invention or novelty in the making of
TMC 207, as the properties of guinoline derivatives have been known for
years, including the bromination of quinoline, and the use of quinoline as
anti-tuberculosis has also been known. Quinoline derivatives have also
been used in multidrug resistant cases for cancer and antibiotic resistant
infections caused by bacteria, fungi, mycobacteria. Therefore, the use of
guinoline derivative in MDR tuberculosis is not an unknown property of
guinoline or its derivatives. Nevertheless, it recently got approval from
the USA FDA to be used for MDR Tuberculosis. Maicing the
pharmaceutical compound into a suitable salt form and in a suitable form
for oral absorption or administration through oral or other routes is
known in the art and obvious. There is no invention, inventive step or
novelty in the present patent applicaﬁun..

.. The Opponent states that the Patent application ought to be rejected as

there are various claims and publications, as stated above, before the
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priority date of the Applicant herein. In any event, the Opponent states
that the subject matter of the application is anticipated by the earlier
patents granted and earlier publications, and the known art of making a
salt form of a pharmaceutical compound.

. Further, the invention so far claimed does not involve én inventive step
and is obvious to a person skilled in the art. Therefore, provisions of
sections 2(1)(j), (ja) and (1) are attracted read with section 25(1)(e) and
(f). The Opponent states that making a salt form of a pharmaceutical
compound, including making it in a form for oral consumption along with
wetting agent in tablet, film coated form are not an invention and do not
require an inventive step, as it is known and used commonly and obvious
to a person skilled in the art. There is a lack of novelty. The claims of the
applicant for patenting a pharmaceutically acceptable salt, diluents,
carrier or Iexcipient of the composition is not patentable in India under
section 3(d). There is no synergism, and the compound so claimed is a
mere ad-mixture and not patentable under section 3(e) of the Patents
Act

§. Thus the patent application ought to be rejected un.lier section 25(1) read
with section 3 of the Patents Act.

t. Furthermore, it is submitted that as per Section 8, the Applicant
prosecuting an application for a patent in any country outside India in
respect of the same or substantially the same invention ought to disclose
the same to the Controller and give an undertaking to keep him informed
about subsequent filing and prosecution of such applicatiﬁn up to the
grant of the Patent. It is submitted that the Patent Applicant has failed to

inform of the status of the application being prosecuted in foreign

17



countries. [t is submitted that while corresponding Final Rejection has
been issued against US Patent Application published as USZQIGHZEJ;ZB
on 25.07.2012, a post-grant Dppﬂﬁ.iﬁﬂl'l has been filed against EP2086940.
The Ld. Examiner / Controller are requested to please take note of the
same. [t is submitted that the present patent application ought to be

rejected on the ground of 25(1)(h) alone.

The Opponent therefore prays:-

(a) That the patent application 1220/MUMNP/2009 claiming a patent on
“Fumarate Salt of (Alpha and Beta R)- 6- Bromo -Alpha (2- .
Dimethylamino) - ethyl - 2- methoxy- alpha- 1- Naphthalenyl- Beta-
Phenyl 3- Quinolineethanol” ought to be rejected in toto;

(b) That the Opponent be granted a hearing under section 25(1) read with
Rule 55(1) and the Opponent be informed immediately of any response
filed by the Applicant to this Opposition;

(c) That the Opponents be allowed to submit further documents, evidence, as
and when necessary;

(d) That the Opponent be allowed to oppose with documents and further
evidence any amendments or changes that the Applicant may make to the
Complete Specifications or claims;

(e) For costs;

(f) For such other and further .urders that may deem necessary in the

circumstances.
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6. Further opponent 2, Nandita Venkatesan and Phumeza Tisile relied upon are considered
carefully during the proceedings which are as below;
1. That the invention claimed in any and all claims of the complete specification was
published before the priority date of the claim in India or elsewhere in any other document —
Section 25(1)(b);
2. That the invention claimed in any and all claims of the complete specification is obvious
and clearly does not involve any inventive step — Section 25(1)(e);
3. That the subject of any and all claims of the complete specification is not an invention
within the meaning of this Act, or is not patentable under this Act — Section 25(1)(f);
4. That the complete specification does not sufficiently and clearly describe the invention or
the method by which it is to be performed- Section 25(1)(g);
5. That the Applicant did not disclose information required by Section 8— Section 25(1)(h).

Detailed Grounds
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Tabled:

Strains Rifampin Compound 12 Ofloxacin
M.tuberculosis 1 0.06 8 (Ala83Val
Ser84Pro)*
M.tuberculosis 2 0.12 32 (Asp87Gly)*
M.avium 16 0.007 128 (Alag3Val)*

* The indications between parentheses indicate the mutations in the protein responsible
for ofloxacin resistance

Table 10

Strains Rifampin Compound 12 Ofloxacin

M. smegmatis 64 0.01 8 (Asp87Gly)*

M.smegmatis 64 0.01 32 (Ala83 Val
and Asp87Gly)*

M.smegmatis 64 0.01 32 (Ala83Val and
AspR7Gly)*

Mst 128 0.007 2 (Alag83Val)*

M.smegmatis ND 0.003 32 (Asp87Gly)*

M. fortuitum 128 0.01 1

M. fortuitum 128 0.007 1 (Ser84Pro)*

M fortuitum >64 0.01 1.5 (Asp87Gly)*

* The indications between parentheses indicate the mutations in the protein responsible
for ofloxacin resistance.
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The original filed claims 1-21 are mentioned below;
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10.

Fumarate salt of (alpha S, beta R)-6-bromo-alpha-[2-(dimethylamino)ethyl]-2-

methoxy-alpha-1-naphthalenyl-beta-phenyl-3-quinolinesthanol.

(alpha 8, beta R)-6-bromo-alpha-[2-(dimethylamino)ethyl]-2-methoxy-alpha-1-
naphthalenyl-beta-phenyl-3-quinolineethanol (2E)-2-butenedioate (1:1)

A compound having the following structure

Br

CH,
A compound according to any one of claims 1 to 3 for use as a medicine.

A compound according to any one of claims 1 to 3 for use as a medicine to treat
or prevent a mycobacterial infection.

A pharmaceutical composition comprising a pharmaceutically acceptable carrier
and as active ingredient a therapeutically effective amount of a compound as

claimed in any one of claims 1 to 3.

A pharmaceutical composition according to claim 6 wherein the composition is
suitable for oral administration.

A pharmaceutical composition according to claim 6 or 7 wherein the composition

is a solid composition.

A pharmaceutical composition according to any one of claims 6 to 8 further
comprising a wetting agent,

A pharmaceutical composition according to claim 9 wherein the wetting agent is
a polyethylene glycol sorbitan fatty acid ester.
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A pharmaceutical composition according to any one of claims 6 to 10 comprising
by weight based on the total weight of the composition :

(&) from 5 to 50% of active ingredient;

(b) from 0.01 to 5% of a wetting agent;

(c) from 40 to 92% of a diluent;

(d) from 0.1 to 5% of a glidant.

A pharmacecutical composition according to any one of claims 6 to 11 wherein the
composition is in the form of a tablet.

A pharmaceutical composition according to claim 12 comprising by weight based
on the total weight of the tablet core

(a) from 5 to 50% of active ingredient;

(b) from 0.01 to § % of a wetting agent;

(c) from 40 to 92% of a diluent;

(d) from 0 to 10 % of a polymer;

(e) from 2 to 10 % of a disintegrant,

(f) from 0.1 to 5% of a glidant;

(g) from 0.1 to 1.5 % of a lubricant.

A pharmaceutical composition according to claim 12 or 13 having the following

composition

Active ingredient 120.89 mg (i.e. 100 mg base equivalent)
Lactose monohydrate (200 mesh) 152.91 mg

Maize starch 66 mg

Hypromellose 2910 15mPa.s 8 mg

Polysorbate 20 1 mg

Microcrystalline cellulose 82.2 mg

Croscarmellose sodium 23 mg

Colloidal silicon dioxide 1.4 mg

Magnesium stearate 4.6 mg

A pharmaceutical composition according to any one of claims 12 to 14 which is
film-coated.
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16.

17.

18.

19.

A process for preparing a pharmaceutical composition according to any one of

claims 12 to 15 comprising the following steps :

(i) dryblending the active ingredient and part of the diluent;

(i) preparing a binder solution by dissolving the binder and the wetting agent
in the binder solution solvent; -

(iii) spraying the binder solution obtained in step (ii) on the mixture obtained in
step (1);

(iv) drying the wet powder obtained in step (iii) followed by sieving and
optionally mixing;

(v) mixing the remaining part of the diluent, the disintegrant and the optional
glidant in the mixture obtained in step (iv);

(vi) optionally adding the lubricant to the mixture obtained in step (v);

(vii) compressing the mixture obtained in step (vi) into a tablet;

(viii) optionally film-coating the tablet obtained in step (vii).

A process for preparing a pharmaceutical composition according to any one of
claims 12 to 15 comprising the following steps :

(1) dry blending the active ingredient and part of the diluent;

(i) preparing a granulation solution optionally containing the binder and
wetting agent,

(iii) spraying the granulation solution obtained in step (ii) on the mixture
obtained in step (1);
(iv) drying the wet granulate obtained in step (1i1) followed by sieving and
optionally mixing;

(v) mixing the remaining part of the diluent, the disintegrant, the optional
glidant and optionally the binder and wetting agent in the mixture obtained in
step (iv),

(vi) optionally adding the lubricant to the mixture obtained in step (v);
(vil)  compressing the mixture obtained in step (vi) into a tablet;

(viii) optionally film-coating the tablet obtained in step (vii).

Use of a compound as claimed in any one of claims 1 to 3 for the manufacture of
a medicament for the treatment or the prevention of a mycobacterial infection.

Use of a compound as claimed in claim 18 for the manufacture of a medicament
for the treatment of a mycobacterial infection.
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20. Use of a compound as claimed in claim 18 or 19 for the preparation of a
medicament for the treatment of a mycobacterial infection wherein the
medicament is to be given to a fed subject.

21. Process for the preparation of a compound as claimed in any one of claims 1 to 3

characterized by reacting the corresponding free base with fumaric acid in the
presence of a suitable solvent.

7. After filing Form 13 one new claim 22 was added as claims 1-22 for which protection is

sought is mentioned below in whose respect objections were raised in the FER.
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10.

Fumarate salt of (alpha S, beta R)-6-bromo-alpha-[2-(dimethylamino)ethyl]-2-
methoxy-alpha-1-naphthalenyl-beta-phenyl-3-quinolineethanol.

(alpha S, beta R)-6-bromo-alpha-[2-(dimethylamino)ethyl]-2-methoxy-alpha-1-
naphthalenyl-beta-phenyl-3-quinolineethanol (2E)-2-butenedioate (1:1)

A compound having the following structure

A compound according to any one of claims 1 to 3 for use as a medicine.

A compound according to any one of claims 1 to 3 for use as a medicine to treat
or prevent a mycobacterial infection.

A pharmaceutical composition comprising a pharmaceutically acceptable carrier
and as active ingredient a therapeutically effective amount of a compound as

claimed in any one of claims 1 to 3.

A pharmaceutical composition according to claim 6 wherein the composition is
suitable for oral administration.

A pharmaceutical composition according to claim 6 or 7 wherein the composition
is a solid composition.

A pharmaceutical composition according to any one of claims 6 to 8 further
comprising a wetting agent.

A pharmaceutical composition according to claim 9 wherein the wetting agent is
a polyethylene glycol sorbitan fatty acid ester.
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11. A pharmaceutical composition according to any one of claims 6 to 10 comprising
by weight based on the total weight of the composition :
(a) from 5 to 50% of active ingredient;
{b) from 0.01 to 5% of a wetting agent;
(c) from 40 to 92% of a diluent;
(d) from 0.1 to 5% of a glidant.

12. A pharmaceutical composition according to any one of claims 6 to 11 wherein the
composition is in the form of a tablet.

13. A pharmaceutical composition according to claim 12 comprising by weight based
on the total weight of the tablet core Co
(a) from 5 to 50% of active ingredient;
(b) from 0.01 to 5 % of a wetting agent;
{c) from 40 to 92% of a diluent;
(d) from 0 to 10 % of a polymer;
(e) from 2 to 10 % of a disintegrant;
(f) from 0.1 to 5% of a glidant;
{g) from 0.1 to 1.5 % of a lubricant.

14. A pharmaceutical composition according to claim 12 or 13 having the following

compaosition

Active ingredient 120.89 mg (i.e. 100 mg base equivalent)
Lactose monohydrate (200 mesh) 152.91 mg

Maize starch 66 mg

Hypromellose 2910 15mPa.s "8 mg

Polysorbate 20 | mg

Microcrystalline cellulose 822 wmg

Croscarmellose sodium 23 mg

Colloidal silicon dioxide 1.4 mg

Magnesium stearate 46 mg

15. A pharmaceutical composition according 1o any one of claims 12 to 14 which is
film-coated.
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16.

17.

18.

19,

A process for preparing a pharmaceutical composition according to any one of

claims 12 to 15 comprising the following steps :

(i)  dry blending the active ingredient and part of the diluent;

(i) preparing a binder solution by dissolving the binder and the wetting agent
in the binder solution solvent;

(iii) spraying the binder solution obtained in step (ii) on the mixture obtained in
step (i);

(iv) drying the wet powder obtained in step (iii) followed by sieving and
optionally mixing;

(v) mixing the remaining part of the diluent, the disintegrant and the optional
glidant in the mixture obtained in step (iv);

(vi) optionally adding the lubricant to the mixture obtained in step (v);

(vii) compressing the mixture obtained in step (vi) into a tablet;

(viii) optionally film-coating the tablet obtained in step (vii).

A process for preparing a pharmaceutical composition according to any one of
claims 12 to 15 comprising the following steps :

(1) dry blending the active ingredient and part of the diluent;

(i) preparing a granulation solution optionally containing the binder and
wetting agent;

(ii1) spraying the granulation solution obtained in step (ii) on the mixture
obtained in step (i);

{1v) drying the wet granulate obtained in step (iii) followed by sieving and
optionally mixing;

(v) mixing the remaining part of the diluent, the disintegrant, the optional
glidant and optionally the binder and wetting agent in the mixture obtained in
step (1v);

(vi) optionally adding the lubricant to the mixture obtained in step (v);
(vii)  compressing the mixture obtained in step (vi) into a tablet;

(viii) optionally film-coating the tablet obtained in step (vii).

Use of a compound as claimed in any one of claims 1 to 3 for the manufacture of

a medicament for the treatment or the prevention of a mycobacterial infection.

Use of a compound as claimed in claim 18 for the manufacture of a medicament

for the treatment of a mycobacterial infection.
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20. Use of a compound as claimed in claim 18 or 19 for the preparation of a
medicament for the treatment of a mycobacterial infection wherein the
medicament is to be given to a fed subject.

21. Process for the preparation of a compound as claimed in any one of claims 1 to 3
characterized by reacting the corresponding free base with fumaric acid in the
presence of a suitable solvent.

22. Use of a compound as claimed in any one of claims 18 to 20 wherein the
mycobacterial infection is an infection with Mycobacterium tuberculosis.

8.
8. The objections raised in FER for compliance by the applicant within prescribed time line are as

follows:

SUB : Elrst Examination Repory

APPLICATION NUMBER : 1220MUMNP/2003
DATE OF FILING  ; _ 29/06/2009
DATE OF REQUEST FOR EXAMINATION :  23/104/2010
DATE OF PUBLICATION :  14i08/2009

a) With reference to the RQ No. 1213RO-MUMIZ010 Dated 23/04/2010 in the above mentioned application for Grant of
Patent , Examination has been conducted under Section 12 and 13 of the Patents Act 1970, The following objections are
hereby communicated.

b} Objections ©

1 Form 13 filed for voluntary amending claims at the national phase can not be allowed.Form 13 filed for the amendments of
claims by way of addition of claims can not be allowed as per the provisions of sec 59 of the Act, The amendments as per
sec 59 can be carried either by way of explanation or correction or disclaimer but cannot be by way of addition of new
¢laims. Further you have not filed 8 marked copy of the amendments carried out in claims. Therefore, you are required to
file a those set of claims which are filed before PCT and on which ISR & IPER is established.

2 Subject matter claimed In clalm 1-21 8 not fulfilling requirement of section 2 {1 {j} of Patents Act being obvious over 01-03 ascited in
international Search Repory; for details please refer to Written Opinion of the International Searching Authority;

3 Subject matter claimed in glaims 1.5 s ngt patentable ufs 3 (d] of Patents Act;

4 Subject matter claimed in claims 18-20, 22 ls Aot an invertbon within meaning of section 2 (L) {j) of Patents Act;

§ Details regarding application for Patents which may be filed outside India from time to time for the same or spbstantially
the same invention showld be furnished within 5ix months from the date of filing af the said application under clauselb) of
sub section{1) of secton 8 and rule 12(1} of Indian Patent Act.

& Details regarding the search and/or examination repon including claims of the application allowed, as referred 1o in Rule
12(3} of the Patent Ruile, 2003, in regpect of game or gubstantially the same invention filed in all the major Patent offices
along with appropriate translation where applicable, should be submitted within a period of Six months from the date of
receipt of this communication as provided under section B(2) of the Indian Pateats Act.

c) Youw are requested to comply with the objections by filing your reply by way of explanation andlor amendments within 42
manths from the date of igsue of FER failing which yaue agplication will be treated g "Oeemed (g have heen abhandoned”
under section 21(1) of the Act. The tast Date is 12/03/2013, .

d) You are advised to file your reply at the earliest o that the office can further proceed with application and complete the
process within the presgribed period.

{A T Faire)
Agst. Controlfer of Patents & Designs

9. Hearing Notice dated 24/08/2022 with the following objections was issued:
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10 After the all the hearings (including hearing held on 17-01-2023 which was offered for the
amended claims submitted by the applicant on 14-12-2022) as mentioned above the applicant filed

written submission to the hearing with amendment to the claims 1-5 which are as follows:
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11. The hearing submissions (oral arguments during hearing and written submissions after hearing) of
both of the Opponents and the Applicant were considered. It is noted that opponents as well as
applicant have cited a number of grounds and case law to establish their stand. During the whole
discussion in the hearing, some of the points from both sides were thought to be of are
irrelevant/superfluous and some are relevant in the matter of the impugned application under pre-grant
opposition. As far as the time line and the procedure as defined in the Patent Act is concerned, all
parties have utilized their rights for adjournments in the prescribed manner and was acceptable. All
the parties have tried to unnecessarily overburden the Controller by citing a variety of case laws, all of
which was not found to be relevant for deciding the pre grant opposition. The instant decision is
based on the outcome of the invention disclosed in the complete specification and claims, analysis of
the relevant documents and case laws, and the arguments made by both of the opponents and the

applicant.
12. The opponents 1 & 2 filed their representations with the following grounds of opposition under

section 25 (1)(b), (¢), (d), (e), (f), and (h) and 25 (1)(b), (e), (f),(g) and (h), respectively. However
ground u/s 25 (1)(h) has been withdrawn by Opponent 1 during the hearing.

I GROUNDS: NOVELTY ; UNDER SECTION 25(1) (b) and 25(d))
That the invention so far as claimed in any claim of complete specification has been published before

the priority date of the claim (section 25(1)(b))

25(1)(d) that the invention so far as claimed in any claim of the complete specification was publicly

known or publicly used in India before the priority date of that claim

Both of the Opponents 1 and 2 contested the ground of 25(1) (b) however the Opponent 1 only
contested the ground of 25(1)(d).

The determination of novelty, for a new invention to be patentable as specified in Section 2
(1)(G) of The Patents Act, 1970, is that the new invention has to be any invention or

technology which has not been anticipated by publication in any document or used in the
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country or elsewhere in the world before the date of filing of patent application with complete
specification, i.e., the subject matter has not fallen in public domain or that it does not form
part of the state of the art.

To prove this ground of opposition (Novelty), both the opponents relied on the cited
document D1: WO 2004/011436 only.

After going thoroughly through the complete specification of the impugned application under
opposition, it is clear that the application relates to the fumarate salt of (alpha S, beta R)-6-
bromo-a-[2-(dimethylamino)ethyl]-2-methoxy-a-1-napthalenyl-p-phenyl-3-quinolineethanol)

(fumarate salt of Bedaquiline) and its pharmaceutical composition. Particularly amended
claim 1 of the present application relates to a solid pharmaceutical composition comprising a
pharmaceutically acceptable carrier -as active ingredient, a therapeutically effective amount of
the fumarate salt of (alpha S, beta R)-6-bromo-alpha-[2-(dimethylamino)ethyl]-2-methoxy-
alpha-1-naphthalenyl-betaphenyl-3-quinollineethanol and as a wetting agent, a polyethylene
glycol sorbitan fatty acid ester, wherein the composition comprises by weight based on the
total weight of the composition: (a) from 5 to 50% of active ingredient; (b) from 0.01 to 5%
of said wetting agent; (¢) from 40 to 92% of a diluent; (d) from 0.1 to 5% of a glidant.

D1: WO 2004/011436 discloses a pharmaceutically acceptable acid addition salts are defined
to comprise the therapeutically active non-toxic acid addition salt forms which the

compounds according to either Formula (la) and (Ib) are able to form.

(R®), (R),

(57) Abstract: The present invention relates to novel substituted quinoline derivatives according to the general Formula (Ia) or the
general Formula (Ib), the pharmaceutically acceptable acid or base addition salts thereof, the stereochemically isomeric forms thereof,
the tautomeric forms thereof and the N-oxide forms thereof. The claimed compounds are useful for the treatment of mycobacterial
diseases, particularly those diseases caused by pathogenic mycobacteria such as Mycobacterium tuberculosis, M. bovis, M. avium
and M. marinum. In particular, compounds are claimed in which, independently from each other, R! is bromo, p=1, R?is alkyloxy,
R? is optionally substituted naphthyl or phenyl, g=1, R* and R® each independently are hydrogen, methyl or ethyl, R® is hydrogen, r
is equal to 0 or 1 and R7 is hydrogen. Also claimed is a composition comprising a pharmaceutically acceptable carrier and, as active
ingredient, a therapeutically effective amount of the claimed compounds, the use of the claimed compounds or compositions for the

manufacture of a medicament for the treatment of mycobacterial diseases and a process for preparing the claimed compounds.

The said acid addition salts can be obtained by treating the base form of the compounds
according to either Formula (Ia) and (Ib) with appropriate acids, for example inorganic acids,
for example hydrochloric acid, ...; organic acids, for example acetic acid, ... fumaric acid.

The pharmaceutical composition comprising by weight based, depending on the mode of
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administration, will preferably comprise from 0.05 to 99% by weight, more preferably from
0.1 to 70% by weight of active ingredient, and from 1 to 99.95% by weight, more preferably
from 30 to 99.9 weight % of a pharmaceutically acceptable carrier, all percentage being based
on the total composition.

D1 discloses the possibility of various salts, in general, it refers for instance to both acid
addition salts of a free base and base addition forms of an acid and a fumaric acid is available

generally in organic acids list as given below;

The pharmaceutically acceptable acid addition salts are defined to comprise the
therapeutically active non-toxic acid addition salt forms which the compounds
according to either Formula (Ia) and (Ib) are able to form. Said acid addition salts can
be obtained by treating the base form of the compounds according to either Formula
(Ia) and (Ib) with appropriate acids, for example inorganic acids, for example
hydrohalic acid, in particular hydrochloric acid, hydrobromic acid, sulfuric acid, nitric
acid and phosphoric acid ; organic acids, for example acetic acid, hydroxyacetic acid,

nronanoic acid. lactic acid. nvruvic acid. oxalic acid. malonic acid, succinic acid,

maleic acid, fumaric acid, malic acid, tartaric acid, citric acid, methanesulfonic acid,
ethanesulfonic acid, benzenesulfonic acid, p-toluenesulfonic acid, cyclamic acid,

salicyclic acid, p-aminosalicylic acid and pamoic acid.

D1 does not disclose particular pharmaceutical composition of a fumarate salt of (alpha S,
beta  R)-  6-bromo-a-[2-(dimethylamino)ethyl]-2-methoxy-a-1-napthalenyl-B-phenyl-3-
quinolineethanol) with a wetting agent, polyethylene glycol sorbitan fatty acid ester along
with acceptable carrier. Therefore Novelty of the invention has been acknowledged.
Thus, the document D1 cited by the opponent fails to disclose each and every particular feature of the
claimed composition ( i.e. the specific fumarate salt of (alpha S, beta R)- 6-bromo-a-[2-
(dimethylamino)ethyl]-2-methoxy-a-1-napthalenyl-B-phenyl-3- quinolineethanol); with polyethylene
glycol sorbitan fatty acid ester (TWEEN 20 ) as a wetting agent and pharmaceutically acceptable
carriers in specific amounts as disclosed in claim 1 of the instant application is not taught in the
disclosure of D1) and hence the present invention is clearly novel over the cited document D1. It is I

conclude that such a ground of opposition is not validly established by the Opponent 1 & 2.

1. GROUND: PRIOR CLAIMING ; UNDER SECTION 25(1) (c))
Opponent 1 made a ground of opposition under Section 25(1)(c) of the Act, that the invention so far

as claimed in any claim of the complete specification is claimed in a claim of a complete specification
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published on or after priority date of the applicant's claim and filed in pursuance of an application for

a patent in India, being a claim of which the priority date is earlier than that of the applicant's claim;

The said opponent submitted that “A novel substituted quinoline compound”, being in Patent
application No. 220/DELNP/2005 (PCT/EP03/050322) filed on 20.1.2005 which was granted a patent
on 23.11.2009 withPatent No. IN236811. However, this application is not related to the prior claiming
of the composition particularly fumarate salt of (alpha S, beta R)- 6-bromo-a-[2-
(dimethylamino)ethyl]-2-methoxy-a-1-napthalenyl-B-phenyl-3- quinolineethanol); with polyethylene
glycol sorbitan fatty acid ester (TWEEN 20 ) as a wetting agent and pharmaceutically acceptable
carriers. On account of no record was authenticated during hearing , the opponent 1 failed to establish

the alleged ground of opposition.

1. GROUNDS: OPPOSTION UNDER SECTION 25(1)(e), SECTION 25(1)(f) i.e
SECTION 3(d) and (3(e):

Both of the opponents have challenged the impugned application under opposition on the same
grounds i.e. (i) that the invention as claimed in any of the claims of the complete specification is
obvious and clearly does not involve any inventive step having regard to the matter published as
mentioned in clause (b) or having regard to what was used in India before the priority date of the
applicant’s claim (under Section 25 (1)(e)); (ii) that the subject of any claim of the complete
specification is not an invention within the meaning of this Act, or not patentable under this Act

(under Section 25(1)(f) i.e. Section 3(d) and 3(e) of the Act
Referring to these grounds, both the opponents cited different documents to establish their claim of
lack of inventive step in the invention claimed in the instant application. The documents relied upon

by the opponents are already stated as follows:

By the opponent 1:
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Exhibit A - Patent No. 236811

Exhibit B — Preparation of Water-soluble compounds
through salt formation

Exhibit C - Remington’s Pharmaceutical Sciences Chapter 89
Exhibit D - EPO 575890 B1 the fumarate salt of a

quinoline derivative

Exhibit E - WO 92/10191 quinoline derivatives with
pharmaceutical salts, esters, fumarate salts, etc.

Exhibit F - Optical Isomerism in Drugs

Exhibit G - The Theory and Practice of Industrial Pharmacy
Chapter 11

Exhibit H - Remington’s Pharmaceutical Sciences Chapter 90
Exhibit | - The Theory and Practice of Industrial Pharmacy

Chapter 12

Exhibit ] - US 5145684 Surface modified drug nano particles

By the opponent 2:

Exhibit A - WO 2004/011436 titled “Quinoline derivatives and their use as mycobacterial inhibitors
Exhibit B - W02005/117875 titled, “Use of substituted quinoline derivatives for the treatment of drug

resistant mycobacterial diseases
Exhibit C - W02006067048 titled, “Quinoline derivatives for the treatment of latent tuberculosis”
Exhibit D - WO02006024667 titled “Fumarate of  4-((4-((4-(2-cyanoethenyl)-2,6-

dimethylphenyl)amino)- 2-pyrimidinyl)amino)benzonitrile”
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Exhibit E - US 6,534, 508 titled “Methods and Composition for treating infection using optically pure
(S)-Lomefloxacin”

Documents cited in Hearing Notice;

D1:WO 2004/011436

D2:WO0/2005/117875
D3:W02006067048
D4:W02006024667
D5:US20020061894A1

The subject matter of amended claims 1-5 lacks inventive step, as required u/s 2(1)(j) of the Patents

Act, 1970 (as amended), statutorily non-patentable u/s 3(d) and u/s 3(e) of the Act .

The following documents which were found most relevant for deciding the patentability of the

invention as well as from the view point of the opposition filed which has only been analysed.

D1: WO 2004/011436

Exhibit B is a chapter from a textbook on Medicinal Chemistry, in which the author, Heinrich
Stahl; 2003

D2: W0O2006067048 and D3: W0O2006024667

The originally filed complete specification in page 2 of the specification discloses about the fumarate
salt of (alpha S, beta R)-6-bromo-alpha-[2-(dimethylamino)ethyl]-2-methoxy-alpha-1 -naphthalenyl-
beta -phenyl-3-quinolineethanol, in particular (alpha S, beta R)-6-bromo-alpha-10 [2-
(dimethylaniino)ethyl]-2-methoxy-alpha-l-naphthalenyl-beta-phenyl-3-quinolineethanol (2E)-2-
butenedioate (1:1); to pharmaceutical compositions comprising said fumarate salt, to the preparation

of the salt and the pharmaceutical compositions.

One of the objective of the instant invention emphasizes that the fumarate salt of (alpha S, beta R)-6-
bromo-alpha-[2-(dimethylamino)ethyl]-2-methoxy-alpha-l-naphthalenyl-beta-phenyl-3-
quinolineethanol is non-hygroscopic and stable. Due to its solubility in water and its dissolution rate, a

pharmaceutical composition comprising said salt can be obtained with an acceptable bioavailability.

The specification of the instant invention in the background also discloses 6-bromo-a-[2-
(dimethylamino)ethyl]-2-methoxy-a-I--naphthalenyl-P-phenyl-3-quinolineethanol and stereo isomeric
forms thereof in D1 as antimycobacterial agents useful for the treatment of mycobacterial diseases,
particularly those diseases caused by pathogenic mycobacteria such as Mycobacterium (M.)

tuberculosis, M, bovis, M. avium and M. marinurn.
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Enantiomer (alpha S, beta R)-6-bromo-a-[dimethylamino)ethyl]-2-methoxy-CX-1-naphthalenyl-p-
phenyl-3-quinolineethanol corresponds to compound 12 (or the Al enantiomer) of D1 and is a

preferred compound to treat mycobacterial diseases, in particular tuberculosis is also disclosed.

In Page 4 (line 30) of the specification in the instant case shows that the antimycobacterial activity of

the free base is described in WO 2004/011436, which is incorporated herein by reference.

In Page 8 of the specification it is stated that “it is well-known in the art that a wetting agent is an
amphiphilic compound; it contains polar, hydrophilic moieties as well as non-polar, hydrophobic
moieties. The terms "hydrophilic" or "hydrophobic" are relative terms. The relative hydrophilicity or
hydrophobicity of a wetting agent may be expressed by its hydrophilic-lipophilic balance value
("HLB value). Wetting agents with a lower HLB value are catagorized as being "hydrophobic"
wetting agents whereas wetting agents with a higher HLB value are catagorized as being
"hydrophilic" wetting agents. As a rule of thumb, wetting agents having a HLB value greater than
about 10 are generally considered as being hydrophilic wetting agents; wetting agents having a HLB

value lower than about 10 are generally considered as being hydrophobic wetting agents”.

It is further stated that the present compositions preferably comprise a hydrophilic wetting agent. It
should be appreciated that the HLB value of a wetting agent is only a rough guide to indicate the
hydrophilicity/hydrophobicity of a wetting agent. The HLB value of a particular wetting agent may
vary depending upon the method used to determine the HLB value; may vary depending on its
commercial source; is subject to batch to batch variability. A person skilled in the art can readily
identify hydrophilic wetting agents suitable for use in the pharmaceutical compositions of the present

invention as admitted in the disclosure.

Further, in Pages 9-11, list of suitable wetting agents which may be used in the present invention were
also provided. In page 12 of the complete specification it is disclosed that preferred wetting agents in
the present compositions are those agents belonging to the group of the polyethylene glycol sorbitan
fatty acid esters, such as wetting agents known as Tween, e.g. Tween 20, 60, 80. Most preferred, the

wetting agent is Tween 20.

Therefore it is clear from the above para’s from the complete specification that the object of the
present invention is to protect the fumarate salt of Bedaquiline (i.e. alpha S, beta R)-6-bromo-alpha-
[2-(mmemylamino)ethyl]-2-methoxy-alpha-1-naphthalenyl-beta-phenyl-3-quinolineethanol) and its

pharmaceutical composition for use as a medicine to treat or prevent a mycobacterial infection.

The originally filed fumarate salt of Bedaquiline compound as appeared in claims 1-5 were deleted at
the time of reply to FER-. Applicant’s agent accepted the view as discussed before in the preceding

paragraph that the antimycobacterial activity of the free base is described in D1 well before filing of
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the alleged invention. Upon amendment to the claims, the applicant intends to seek protection for
particular a pharmaceutical composition of 5 to 50% having fumarate salt of (alpha S, betaR)-6-
bromo-a-[2-(dimethylamino)ethyl]-2-methoxy-a-1-napthalenyl-B-phenyl-3-quinolineethanol with
0.01 to 5% of TWEEN 20 (a polyethylene glycol sorbitan fatty acid ester) as a wetting agent and
pharmaceutically acceptable carriers with specific ranges as clamed in amended claim 1. The
intention of the applicant to delete the salt of the compound as well as bringing solely a set of claims
in the amended stage with a pharmaceutical composition comprising 5 to 50% fumarate salt of
bedaquiline (enantiomeric form) with 0.01 to 5% of TWEEN 20 (a polyethylene glycol sorbitan fatty
acid ester) as a wetting agent was thoroughly considered vis-a-vis the documents relied upon by the
opponents in the pre-grant oppositions filed. However, it is inferred from the written reply of the
applicant that to provide enhanced bioavailability, and accordingly to increase dissolution profile rate
of the formulation, the presence of 0.01 to 5% of TWEEN 20 as a wetting agent is required and
therefore showed an unexpected technical advancement in comparison to the prior art. However, upon
analysis of originally filed complete specification it is observed that the applicant failed to disclose
any evidence to support the statement made out regarding increase in bio-availability as well as rate of
increase in dissolution profile of the composition. To support such fact the applicant’s agent submitted
the test data in an affidavit dated 22-05-2022 from Sigrid Stokbroekx (one of the inventor) as an
afterwards support claiming 159% increase in bioavailability of the drug in its fumarate salt form
over the base compound and intrinsic dissolution rate (IDR) of the claimed salt twice as much as the

non-salt form of the compound.

Prior art document D1 discloses Enantiomer (alpha S, beta R)- 6-bromo-a-[2-(dimethylamino)ethyl]-
2-methoxy-a-1-napthalenyl-B-phenyl3-quinolineethanol  corresponds to compound 12 (Al
enantiomer) and is a preferred compound to treat mycobacterial diseases, in particular tuberculosis.
D1 further discloses the said compound particularly useful in the treatment of Mycobacterium

tuberculosis.

D1 further discloses the pharmaceutically acceptable acid addition salts are defined to comprise the
therapeutically active non-toxic acid addition salt forms which the compounds according to both
Formula (la) and (Ib) are able to form. Said acid addition salts can be obtained by treating the base
form of the compounds according to either Formula (la) and (Ib) with appropriate acids, for example
inorganic acids, for example hydrohalic acid, in particular hydrochloric acid, hydrobromic acid,
sulfuric acid, nitric acid and phosphoric acid ; organic acids, for example acetic acid, hydroxyacetic
acid, nrnnanoir, acid, lactic acid, nvruvic acid, oxalic acid, malonic acid, succinic acid, maleic acid,
fumaric acid, malic acid, tartaric acid, citric acid, methanesulfonic acid, ethanesulfonic acid,
benzenesulfonic acid, p-toluenesulfonic acid, cyclamic acid, salicyclic acid, p-aminosalicylic acid and
pamoic acid. Depending on the mode of administration, the pharmaceutical composition will

preferably comprise from 0.05 to 99 % by weight, more preferably from 0.1 to 70 % by weight of the
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active ingredient, and, from 1 to 99.95 % by weight, more preferably from 30 to 99.9 weight % of a
pharmaceutically acceptable carrier, all percentages being based on the total composition. The
applicant is of the view that the generic disclosure does not bar patenting of a specific composition if

such specific composition is not disclosed clearly and unambiguously in the document.

Exhibit B filed by opponent 1 is a chapter from a textbook on Medicinal Chemistry, in which the
author, Heinrich Stahl, explains the preparation of water-soluble compounds through salt formation.
Exhibit B also provides the principles and practical considerations for preparation of salt forms,
wherein Table 35.4 it lists the characteristic of base drugs by change of salt form. The same exhibit
also teaches that by using the salt form of a drug its solubility increases, and the bioavailability of the
drugs also increases (p.73 — Exhibit B). It further lists the fumarate salt as one of the 15 most
frequently used acids for salt formation (p. 69 — Exhibit B).

Further WQ02006067048 (D2) also discloses compounds Ia and Ib for treatment of latent
tuberculosis, pharmaceutically acceptable salts of Ia and Ib as mentioned above also that may include
those derived from organic acids such as fumaric acid (See D2, page 7, lines 4-15). It also discloses
that the racemic compounds of either Ia or Ib may be converted into corresponding diastereoisomeric

salt forms by reaction with suitable chiral acids (See D2, 9, lines 15-20).

Although W02006024667 (D3) does not relate to a pharmaceutical composition comprising (alpha
S, beta R)- 6-bromo-a-[2-(dimethylamino)ethyl]-2-methoxy-a-1-napthalenyl-B-phenyl3-
quinolineethanol or its pharmaceutical salts, however, it discloses about commonly used wetting

agents.

Many portions of the Present Application are verbatim reproduction from D3, particularly, the

portions related to the use of a wetting agent in the composition given as under:
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D4 claims a composition that has the same weight ranges of the wetting agent as claimed in the
instant application. Claim 5 of the instant application uses the same weight composition of wetting

agents and other ingredients as claimed in claim 11 of D3 also.
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Upon considering the submission from both sides as well as from the disclosure in various prior art,
the followings are the observation on considering whether the invention claimed in any claim of the

complete specification is inventive or not.

The disclosure of the invention by the applicant in the instant invention, the disclosure and teachings
in the prior art D1 or D2, Exhibit B as well as D3, the affidavit filed by the inventor as well as the
argument during hearing has been elaborated in the preceding paragraphs. In crux, D1 discloses the
base compound along with the suggestion that fumarate salt of Bedaquiline may be feasible in
another embodiment, Exhibit B discloses about the salt form of the base compound in the
pharmaceutical field in general and the advantage of the salt form over the base compound in terms of
the bioavailability; D3 elaborates especially about the use of TWEEN 20 (a polyethylene glycol

sorbitan fatty acid ester) as wetting agent in pharmaceutical compositions in the range of 0.01 to 5.0%

The evidence filed in form of affidavit is thought to be supporting the composition claiming a
fumarate salt of Bedaquiline and the wetting agent TWEEN 20 as essence of the invention which was
not elaborated in details with supporting facts. It was filed only after the objections were emerged.
Had it been the only problem to be solved, all such findings could have been well documented and

incorporated before the priority date of the application. There is no data has been shown in the
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complete specification to show that combination of fumarate salt of Bedaquiline along with Tween 20
would show surprising effect over the known the composition of Bedaquiline on the treatment of a
patient. The applicant has failed to have such records and therefore, combining the teachings and
suggestions of the prior art Exhibit B and D3, especially with reference to the disclosure in D1, it is
obvious to a person skilled in the art to perform the invention. Therefore, no inventive step can be

acknowledged to the set of claims 1-5 claimed in the instant application.

As far as the invention claimed in any of the claims falls under Section 25(1)(f) of the Act i.e. whether

a patentable invention U/S 3(d) and 3(e) of the Act, the analysis is as under:

(b) An invention, especially pharmaceutical product to be patentable it must have to satisfy the criteria

as required U/S 3(d) of the Act which is;

“the mere discovery of a new form of a known substance which does not result in the
enhancement of the known efficacy of that substance or the mere discovery of any new
property or new use for a known substance or of the mere use of a known process,
machine or apparatus unless such known process results in a new product or employs at

least one new reactant. “

“Explanation. -For the purposes of this clause, salts, esters, ethers, polymorphs,
metabolites, pure form, particle size, isomers, mixtures of isomers, complexes,
combinations and other derivatives of known substance shall be considered to be the

same substance, unless they differ significantly in properties with regard to efficacy;”

In the instant case, the applicant sought protection of a fumarate salt of Bedaquiline which was
dropped from the claim during the amended stage. The applicant further emphasized seeking

protection for a composition in original claim 6.

In general the salt form of the base compound is the invention and justifying addition of a wetting
agent by the applicant at a later stage as the main theme of the invention may not arise. Therefore, the
fumarate salt of (alpha S, betaR)-6-bromo-a-[2-(dimethylamino)ethyl]-2-methoxy-a-1-napthalenyl-p-
phenyl-3-quinolineethanol to be patentable should be showing enhanced efficacy and that to
unexpected enhanced therapeutic efficacy in comparison with prior art base compound particularly
D1 for treatment of Mycobacterium tuberculosis. The comparative data, which has been placed on
record, relates to some bioavailability aspect only which can’t be correlated with the enhanced
therapeutic effect unless data relating to the efficacy of base compound and TWEEN 20 is given (i.e.
comparative data of (Bedaquiline + TWEEN 20) and (fumarate salt of Bedaquiline + TWEEN 20).

There is no comparative data in the complete specification to show that combination of fumarate salt
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of Bedaquiline along with Tween 20 would show significant enhancement of the known efficacy or
improved therapeutic efficacy over the known efficacy of the composition of Bedaquiline on the

treatment of a patient.

However, it is apparent that the complete specification has failed to disclose an improved therapeutic
efficacy over the prior art, and also affidavit is silent regarding improved efficacy, but deposed
increase in bio-availability by changes made in use of 0.01 to 5% of wetting agent, which could not
lead to an improved efficacy, this can be practiced by changing in the dosages to make increase in

bio-availability

As the improved bioavailability would not constitute enhancement in therapeutic efficacy of the
pharmaceutical composition unless it shows significant enhancement in known therapeutic efficacy in
terms of efficacy results.

In the absence of any such credible evidence regarding enhanced therapeutic effect of the formulation
by the use of specific concentration of wetting agent i.e. a polyethylene glycol sorbitan fatty acid ester
and carriers such as diluents, glidant , disintegrant; a lubricant, polymer is not justified Further,
Annexure A (test data in affidavit from Sigrid Stokbroekx), applicant’s agent mentions that the
unexpectedly improved bioavailability makes it possible to develop a solid dosage form. Further, it is
submitted by the applicant’s agent that bioavailability of the solid fumarate salt formulation relative to

the solution of the base was found to be 159%.

In this regard, the pharmaceutical composition of base compound Bedaquiline against M. tuberculosis
is already covered under the patents previously granted in favour of applicant. Applicant has to show
data on how an increase in bioavailability results in increased therapeutic efficacy. The combination
of fumarate salt of Bedaquiline along with common pharmaceutically acceptable excipients wetting
agent i.e. a polyethylene glycol sorbitan fatty acid ester is considered as known substance and not

patentable u/s 3(d) of the Act.

Apart from the above, in the absence of any credible evidence showing the synergistic effect of the
claimed formulation, the subject matter as claimed is considered as a mere admixture resulting only in
the aggregation of the properties of the components thereof. Therefore, the subject matter as claimed
is considered non-patentable u/s 3 (e) of the Act.

Thus, The present application does not meet the requirements of sections 2(1)(j), 3(d) and 3(e) in
conjunction.

Therefore, the grounds of obviousness/lack of inventive step (corresponds to section 25(1)(e) of the
Act) and non-patentability u/s 3(d) & 3(e) of the Act (corresponds to section 25(1)(f)) the Act are
established by the opponents.
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IV. GROUND : INSUFFICIENCY UNDER SECTION 25(1) (g);

Section 25(1)(g) states that the complete specification does not sufficiently and clearly

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

Opponent 2 has challenged the impugned application under opposition on the same ground, i.e.
Under Section 25(1)(g) of The Patents Act, 1970 i.e. the impugned application under opposition
does not sufficiently and fairly describe the invention in a manner so as to enable a person skilled
in the art to perform or work the invention.

In this regard, the complete specification meets the statutory requirement as mandated under Section
10(4) of The Patents Act, 1970 and that the person skilled in the art would be sufficiently enabled to
work on the claimed invention without undue experimentation by simply relying on the disclosure
made in the complete specification. The question of insufficiency of disclosure does not arise even if a
single working example for performing the invention is disclosed in the complete specification and
the law is clear in this regard.

In the present case, the complete specification is supported with working example which sufficiently
describes the invention and the manner in which it is to be performed.

Thus, it is my considered view, that the present application under opposition sufficiently and fairly
describe the invention in a manner so as to enable an ordinary person skilled in the art to perform or
work the invention and is therefore not leading to any insufficiency of disclosure and also does not
violate any provisions of Section 10(4) of the Patents Act, 1970.

I conclude that this ground of opposition is not validly established by Opponent 2.

V. GROUND: SECTION 25(1) (h) of The Patents Act
THAT THE APPLICANT HAS FAILED TO DISCLOSE TO THE CONTROLLER THE
INFORMATION REQUIRED BY SECTION 8, AND THEREFORE OBJECTION IS RAISED
UNDER S.25 (1)(h)
Opponent 2 submitted that Applicant of the Present Application has not provided detailed
particulars of the information required under Section 8. The details of the corresponding national
applications vis-a-vis which the information has not been provided by the Applicant are indicated

below:
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In this regard applicant’s agent submitted updated Form-3 to the Patent Office with current status of
corresponding applications along with petition under rule 137 for condoning the irregularity of the
procedure envisaged by Section 8. This has been taken on record and the said objection does not

withstand.

13. The instant application does not meet the requirements of section 2(1)(ja) and sections 3(d) &
3(e) of the Patents Act based on the findings from the investigation as well as from the matter
presented by the opponents in the pre-grant opposition proceedings as discussed above. Therefore, it
is hereby ordered that the invention disclosed and claimed in the instant application
1220/MUMNP/2009 entitled “FUMARATE SALT OF (ALPHA S, BETA R)-6-BROMO-ALPHA-
[2-(DIMETHYLAMINO)-ETHYL]-2-METHOXY-ALPHA-1-NAPHTHALENYL-BETA-PHENYL-
3-QUINOLINEETHANOL” has been refused to proceed further under section 15 of the Act and
simultaneously, I dispose both of the pre-grant oppositions as per the provision under Section 25(1)

of the Act and corresponding Rules made thereunder.

Dated this 23-03-2023
(Dr. (Miss) Latika Dawara)
Asst. Controller of Patents & Designs
Patent Office Mumbai

102



