THE PATENTS ACT, 1970

SECTION 25(1)

In the matter of an application for patent
No. 1602/MAS/98 filed on 17 July, 1998.

And
In the matter of a representation under
section 25(1) of the Patents Act, 1970 as
amended by the Patents (Amendment)
Act, 2005.

And
In the matter of rule 55 of the Patents
Rules,;2003 as amended by the Patents
(Amendment) Rules,2005.

M/s. Novartis AG, Switzerland The Applicant

M/s. CIPLA Ltd., India The Opponent

HEARING HELD ON October 14, 2005

Present :

M/s. Nalini Chidambaram,
Mr. Sanjay Kumar,

Mr. Gladis Daniel, . Agents for the Applicant
Ms. Nitin Sen

Dr. Gopakumar G. Nair
Mr. Ramesh Kumar Agents for the Opponent

DECISION

An application for patent claiming Switzerland priority date of July 18,1997 was
filed by M/s. Novartis AG on July 17, 1998 for an invention titled “Crystal Modification of
A N-Phenyl-2-Pyrimidineamine derivative, processes for its manufacture and its use” and
the same was allotted the application no. 1602/MAS/1998.
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A representation by way of opposition under section 25(1) of the Patents
Act, 1970 as amended by the Patents (Amendment) Act, 2005 was filed by
M/s. Gopakumar Nair Associates, Mumbai on behalf of M/s. CIPLA Ltd., Mumbai on
July 5, 2005 with a request for hearing under rule 55 of the Patents Rules, 2003 as
amended by Patents (Amendment) Rules, 2005.

The Applicant through their agents M/s. Remfry & Sagar, New Dethi filed reply
statement along with evidence by way of affidavit affirmed by Dr. Paul William Manley
of Switzerland on August 5,2005. In their reply statement, the Applicant had requested
for a hearing under rule 55 of the Patents Rules, 2003. They filed another affidavit
affirmed by Giorgio Pietro Massimini of Switzerland on September 22, 2005.

Before discussing the grounds of opposition, it is pertinent to briefly mention
here the background of the application. The present application claims B-crystal form
of methanesulphonic acid salt of 4-(4-methylpiperazin-1-ytmethyt)-N-[4-methyl-3-[4-
pyridin-3-yl)pyrimidin-2-ylamino)phenyl]-benzamide commercially called as imatinib
mesylate. Invention of the base compound, 4-(4-methylpiperazin-t-ylmethyt)-N-[4-
methyl-3-[4-pyridin-3-yl)pyrimidin-2-ylamino)phenyl]-benzamide called as imatinib had
already been disclosed in the European Patent publication no.EP-A-056409, published on
October 6, 1993, and its equivalent US Patent no.5521184, etc.

Not an invention:

Initiating the arguments, Dr. Gopakumar G. Nair, Agent for the Opponent, said
imatinib mesylate is known from the US Patent no: 5521184, hereinafter calted
the 1993 Pafent. The Opponent cited two other prior publications, viz., Nature
Medicine{May5,1996)and Blood{November 1, 1997) wherein imatinib mesylate has been
disclosed. He further said that there is no ingenuity or human intervention in the
preparation of the B-crystal salts. This invention claims only a new form of known
substance i.e. the B—crystal salts which are inherently disclosed in the 1993 Patent.
Hence, the atleged invention is net an invention under section 2(1){j) of the Patents Act

as the alleged product and the process are not novel and devoid of any inventive step.

-
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Agent for the Applicant argued that compared to the disclosure made in
the 1993 patent, the present invention involves two fold improvement over the prior
art -(i) the imatinib free base has been chemically changed into a salt form (i) a

particular crystal form of the salt has been made through human intervention.

Further the Applicant said that the 1993 Patent does not disclose imatinib
mesylate but merely the corresponding free base and it may be correct to say that the
claims of the 1993 patent embrace imatinib mesylate. There is neither an example for

the preparation of imatinib mesylate in the 1993 Patent nor any claim therefor.

1 do not agree with the contention of the Applicant that the 1993 Patent
discloses only the free base. The 1993 patent discloses methanesulphonic acid as one of
the salt forming groups and also the 1993 patent specification states that the required
acid additions salts are obtained in a customary manner. Further, claims 6 to 23 of
the 1993 patent claim a pharmaceutically acceptabte salt of the base compound. The
patent term extension certificate for the 1993 patent issued by the US Patent Office
specifically mentions imatinib mesylate {Gleevec®) as the product. AU these points

clearly préve that imatinib mesylate is already known from the prior art publications.
Section 3(d):

The Opponent said that the application claims only a polymorphic form of the
known substance, imatinib mesylate. There is no enhancement of known efficacy as
required under section 3{d) of the Patents Act. Moreover the present specification
states that all the inhibitory and pharmacological effects are also found with the free

base, or other salts thereof.

Countering the arguments of the Opponent, the Applicant said that the B-crystal
form of imatinib mesylate is an invention and not a more discovery.They further said
that a discovery graduating into a patentable invention solely on the basis of efficiency

defies logic and therefore section 3(d) may be unable to stand legal scrutiny. The

)
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Appicant submitted that this aspect of section 3(d) is against the tenets of our patents
act and well established principles of jurisprudence and therefore, the said section

cannot be used against the subject application.

| do not agree wih the contention of the Appicant that this application ctaims a
new substance. It is only a new form of a known substance. As regards efficacy, the
specification itself states that where'er B-crystals are used the imatinib free base or
other salts can be used. Even the affidavit submitted by the Applicant states that “the
proviso te the section 3(d} is unique to India and there is no anatogous provision in the
law of any other country of the world”. As per the affidavit the technical expert has
conducted studies to compare the relative bioavailability of the free base with that of
B-crystal form of imatinib mesylate and has said that the difference in bioavailability is
only 30% and also the difference in bioavailability may be due to the difference in their
solubility in water. The present patent specification does not bring out any improvement
in the efficacy of the p-crystat form over the known subtances rather it states the base
can be used equally in the treatment of diseases or in the prepardtion of
pharmacological agents wherever the p-crystal is used. Even the affidavit submitted on
behalf of the Applicant does not prove any significant enhancement of known efficacy.lt
is found that this patent application claims only a new form of a known substance
without having any signiﬁcant improvement in efficacy. Hence | conclude that the
subject matter of this application is not patentabte under section 3(d) of the Patents
Act, 1970 as amended by the Patents (Amendment)Act, 2005.

Priority:

The opponent said this appication was filed in India on July 17, 1998 as a
convention application claiming Swiss priority whereas Switzerland was not a convention
country on that date. Hence this apptication is legally and technically disqualified and

deserves to be rejected.
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The Applicant said that priority date is only a facility provided to the Applicant
to avoid anticipation by publication of the invention between priority date and the filing
date in Thdia. It is the discretion of the Applicant to claim priority. | agree with the

contention of the Opponent that this application wrongly claims priority.

In view of the above findings and all the circumstances of the case, | hereby
refuse to proceed with the application for Patent No.1602/MAS/1998.

Dated this the 25" day of January, 2006.

o)

V. RENGASAMY

Asst. Controller of Patents & Designs
ol

Copy to: 014355

1) M/s. Remfry & Sagar,
Remfry House at the Millennium Plaza,
Sector — 27, Gurgaon — 122 002

2) M/s. Gopakumar Nair Associates
3" Floor, Shivmangal, 6 1 4 858
Between Gundecha & Growel,
Akurli Road, Kandivli, Mumbai — 400 101.
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THE PATENTS ACT, 1970

SECTION - 25(1

In the matter of an application for patent
No. 1602/MAS/98 filed on July 17, 1998.
And
In the matter of a representation under
section 25(1) of the Patents Act, 1970 as
amended by the Patents (Amendment)
Act, 2005.
And
In the matter of rule 55 of the Patents
Rules,2003 as amended by the Patents
(Amendment) Rules,2005.

M/s. Novartis AG, Switzerland The Applicant

M/s. Natco Pharma Ltd., India The Opponent

HEARING HELD ON October 14, 2005

Present :

M/s. Nalini Chidambaram,

Mr. Sanjay Kumar,

Mr. Gladis Daniel, [ Agents for the Applicant

Ms. Nitin Sen

Mr. D. Calab Gabriel Agent for the Opponent
DECISION

An application for patent claiming Switzertand priority date of July 18,1997 was
filed by M/s. Novartis AG on July 17, 1998 for an invention titled “Crystal Modification of
A N-Phenyl-2-Pyrimidineamine derivative, processes for its manufacture and its use” and
the same was allotted the application no. 1602/MAS/1998.
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A representation by way of opposition under section 25(1) of the Patents
Act, 1970 as amended by the Patents (Amendment) Act, 2005 was filed by
M/s. Natco Pharma Ltd., India, on May 26, 2005 with a request for hearing under
rule 55 of the Patents Rules, 2003 as amended by Patents (Amendment) Rules, 2005.

The Applicant through their agents M/s. Remfry & Sagar, New Delhi filed reply
statement along with evidence by way of affidavit affirmed by Dr. Paul William Manley
of Switzerland onJuly 25,2005. In their reply statement, the Applicant had requested for
a hearing under rule 55 of the Patents Rules, 2003. They filed another affidavit affirmed
by Giorgio Pietro Massimini of Switzerland on September 22, 2005.

Before discussing the grounds of opposition, it is pertinent te briefly mention
here the background of the application. The present application claims B-crystal form
of methanesulphonic acid salt of 4~(*methy{piperaziﬂ-1vytmethyl}-N-'[4-methyt—3~{4-
pyridin-3-yl)pyrimidin-2-ylamino)phenyl]-benzamide commercially called as imatinib
mesylate. Invention of the base compound, 4-{4-methylpiperazin-1-ylmethyl)-N-[4-
methyl-3~[4-pyridin—3-yl)pyn'midt’n-2-ylamino)phenyl}-benzamide called as imatinib had
atready been disclosed in the European Patent pubtication no.EP-A-056409, pubtished on
October 6, 1993, and its equivalent US Patent no.5521184, etc.

Anticipation by Prior publication:

The Opponent argued that imatinib mesylate is known from the US Patent
no: 5521184, hereinafter called the 1993 Patent. And cited another prior publication,
Nature Medicine(May5,1996) whose publication date is prior to the priority date of July
17, 1997 of the present application wherein imatinib mesylate has been disclosed. The
patent term extension certificate granted by US Patent Office for the 1993 Patent
explicitly mentions imatinib mesylate (Glveevec®)as the product. The Opponent further
argued that imatinib mesylate salt inherently existed in the B-crystelline form which is
the most stable form of the salt and further said that even the affidavit submited by the
-Applicant states that the B—form is thermodynamically more stable. In order to confirm
the crystaltine form in which the salt existed, the Applicant has submitted reports based

on the studies done by two reputed government institutions namely Indian Institute of
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Chemical Technology, Hyderabad and Indian Institute of Technology, Delhi. From their
studies they have found that the salt exists in the B-crystalline form. They have
performed the experiments not once but atleast ten times and at all times the crystals
were found to exist in the B-form. Hence the claims of the present application stand

anticipated by prior publication.

The Applicant argued that compared to the disclosure made in the 1993 patent,
the present invention involves two fold improvement over the prior art -(i) the imatinib
free base has been chemically changed into a salt form (ii} a particular crystal form of
the salt has been made through human intervention. Further the Applicant said that the
1993 Patent does not disclose imatinib mesylate but merely the corresponding free base
and it may be correct to say that the claims of the 1993 patent embrace imatinib
mesylate. There is neither an example for the preparation of imatinib mesylate in the

1993 Patent nor any claim therefor.

I do not agree with the contention of the Applicant that the 1993 Patent
discloses only the free base. The 1993 patent discloses methanesulphonic acid as one of
the salt forming groups and also the 1993 patent specification states that the required
acid additions salts are obtained in a customary manner. Further, claims 6 to 23 of the
1993 patent claim a pharmaceutically acceptable salt of the base compound. The
patent term extension certificate for the 1993 patent issued by the US Patent Office
specifically mentions imatinib mesylate (Gleevec") as the product. All these points
clearly prove that imatinib mesylate is already known from the prior art publications
and the Opponent has satisfactorily proved that the salt normally exists in the B-form
which is the most thermodynamically stable product. Hence | conclude that the
Opponent has succeeded in proving that this invention is anticipated by prior

publication.

Obviousness :

The Opponent submitted that all the averments made in the above ground are
reiterated. The Opponent further said that once the free base is disclosed by the 1993
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Patent, it is obvious for a person skilled in the art to prepare corresponding
pharmaceutically acceptable salts especially in view of the disclosure provided in
column 3 of the 1993 Patent specification. Further, the report§ of the Indian Institute of
Technology, and Indian Institute of Chemical Technology clearly demonstrate that the
salt prepared using instructions of the 1993 Patent inherently exists in p-form. Hence

the product claims are obvious over the aforesaid disclosures.

The Appicant replied that the p-crystals are not inherently formed when the
1993 Patent is practised. Moreover, the 1993 Patent discloses only the free base, not

any salt of imatinib and hence not obvious to a person skilled in the art.

| do not agree with the contentions of the Applicant that the 1993 Patent
discloses only the free base for the reasons stated in the grounds of previous publication
and | conclude that the Opponent has reasonably suicceeded in establishing this greund
of opposition too.

Section 3(d):

The Opponent said that the apptication claims only a polymerphic form of
imatinib mesylate. As per section 3(d) of the PatentS Act, any salt, polymorph or
derivative of known substance is not patentable untess such satt, poltymorph or other
substance shows enhanced efficay of the substance. As regards efficacy, the
specification itself states that where'er p-crystals are used the imatinib free base ofr
other salts can be used. Even the affidavit submitted by the Applicant states that “the
proviso to the section 3{d} is unique to india and there is no analogous provisien in the
law of any other country of the world”. As per the affidavit the technical expert has
conducted studies to compare the relative bioavailability of the free base with that of
g-crystal form of imatinib mesylate and has said that the difference in bioavailability is
only 30% and also the difference in bioavailability may be due to the difference in their
solubility in water. The present patent specification does not bring out any improvement
in the efficacy of the p-crystal form over the known subtances rather it states the base
can be used equally in the treatment of diseases or in the preparation of
pharmacotogical agents wherever the B-crystal is used. Even the affidavit submitted on

behalf of the Applicant does not prove any significant enhancement of known efficacy.

¥4



Countering the arguments of the Opponent, the Applicant said that the case does
not come under the exclusion provided under section 3(d). It is denied that it is a mere
discovery of a new form of a known substance. The B-crystalline form of imatinib
mesylate is a new product because the crystal form is not an inherent property of
imatinib acid addition salt exhibiting polymorphism and human intervention was
necessary in order to produce the subject compound. As regards efficacy, the Applicant
relied on the affidafit by Mr. Massimini submitted on September 22, 2005, wherein he
has conducted a study on the relative bioavailability of the free base and and imatinib

mesylate in the B-crystalline form.

I do not agree wih the contention of the Appicant that this application claims a
new substance. [t is only a new form of a known substance. It is found that this patent
application claims only a new form of a known substance without having any significant
improvement in efficacy. Even the affidavit submitted on behalf of the Applicant fails to
prove enhanced efficacy of the p-isomer over the known substance. Hence | concludé
that the subject matter of this application is not patentable under section 3(d) of the
Patents Act, 1970 as amended by the Patents (Amendment)Act, 2005.

Priority:

The Opponent said this appication was filed in India en July 17, 1998 as a
convention application claiming Swiss priority date of July 18, 1997 whereas Switzerland
was not a convention country on that date. Further, section 133 did not have and does
not have any retrospective effect. The Opponent cited a decision of the High Court of
Calcutta in the case of Danieli AC Officine Meccaniche SPA, MHaly in slupport of his
argument. In the present case also, Switzerland became convention country only in

September, 1998. Hence no priority may be claimed from Swiss application.
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The Applicant said that priority date is only a facility provided to the Applicant
to avoid anticipation by publication of the invention between priority date and the filing
date in ndia. It is the discretion of the Appticant to claim priority. | agree with the
contention of the Opponent that this application wrongly claims priority.

In view of the above findings and all the circumstances of the case, | hereby
refuse to proceed with the application for Patent No.1602/MAS/1998.

Dated this the 25" day of January, 2006.

TN

V. RENGASAMY

f Asst. Controller of Patents & Designs
olc
Copy to:

1) M/s. Remfry & Sagar,
Remfry House at the Millenium Plaza, @1 485‘?
Sector — 27, Gurgaon — 122 002

2) Mfs. Natco Pharma Ltd.,
‘Natco House', Road No.2, Banjara Hills o 1 4 8 58
Hyderabad - 500 033.
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THE PATENTS ACT, 1970

SECTION - 25(1)

In the matter of an application for patent
No. 1602/MAS/98 filed on 17 July, 1998,

And
In the matter of a representation under
section 25(1) of the Patents Act, 1970 as
amended by the Patents (Amendment)
Act, 2005.

And
In the matter of rule 55 of the Patents
Rules, 2003 as amended by the Patents
(Amendment) Rules,2005.

M/s. Novartis AG, Switzerland RN e e— The Applicant

M/s. Ranbaxy Laboratories Ltd., India e S The Opponent

HEARING HELD ON October 14, 2005

" Present :

M/s. Nalini Chidambaram,
Mr. Sanjay Kumar, i e
Mr. Gladis Daniel, Agents for the Appticant
Ms. Nitin Sen : ‘

Mr. Lakshmi Kumaran :
Mr. Anil Misra . Agents for the Opponent

DECISION

An application for patent claiming Switzerland priority date of July 18,1997 was
filed by M/s. Novartis AG on July 17, .1‘998‘ for an invention titled “Crystal Modification of
A N-Phenyl-2-Pyrimidineamnine derivative, processes for its manufacture and its use” and
the same was allotted the application no. 1602/MAS/1998.
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A representation by way of oppesition under section 25(1) of the Patents
Act, 1970 as amended by the Patents (Amendment) Act, 2005 was filed by
M/s. Lakshmi Kumaran & Sridharan, New Delhi on behatf of M/s. Ranbaxy Laboratories
Ltd., India on May 26, 2005 with a request for hearing under rﬁle 55 of the Patents
Rules, 2003 as amended by Patents (Amendment) Rules, 2005.

The Applicant through their agents M/s. Remfry & Sagar, New Dethi filed reply
statement along with evidence by way of affidavit affirmed by Dr. Paul William Mainley
of Switzertand on July 27,2005. In their reply statement, the Applicant had requested
for a hearing under rule 55 of the Patents Rules, 2003. They filed another affidavit

affirmed by Giorgio Pietro Massimini of Switzerland.

Before discussing the grounds of opposition, it is pertinent to briefly mention
here the background of the application. The present application claims B-crystal form
of methanesttphonic acid salt of 4-(4-methylpiperazin-1-ytmethyt)-N-[4-methyl-3-[4-
pyridin43iyl)pyn‘midin-Z;ylé\mino)phenyl]-benzamide'*commercia'lly called- as imatinib
mesylate. lnvention of the base compound, 4—{4—methy{pif3erazin-‘r-ytmethyl-}whl~ [4-
methy143-[4-pyri&in-3-yi)pyn'midin-2-ylamino)phenyl]-benzamide called as imatinib had
atready been disclosed in the European Patent publication no.EP-A-056409, pubhshed on
October 6, 1993, and its equivalent US Patent no.5521184, etc.

Priority:

The Opponent argued that the application -c;-laims convention prierity from an
earlier Swiss application. Switzerland was not a convention country on the date of the
fiting of the application. Despite full knowledge of the above fact, the Applicant has
chosen not to amend the applicaﬁoﬁ to represent the correct position. No patent can be
granted on the basis of false and misleading submissions. The application should

therefore be rejected.
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The Applicant said that priority date is only a facility provided to the Applicant
to avoid anticipation by publication of the invention between priority date and the filing
date in india. It is the discretion of the Appticant to claim priority. 1 agree with the
contention of the Opponent that this application wrongly claims priority.

Anticipation:

The Opponent said that imatinib mesylate is known from the US Patent
no: 5521184, hereinafter called the 1993 Patent. The Opponent cited other prior
publications, viz., Nature Medicine(May5,1996), Cancer Research (Vol. 56, Issue I, 1996)
and Blood{Nevember 1, 1997) wherein imatinib mesytate has been disclosed. He further
said that there is no ingenuity or human intervention in the preparation of the B-crystal
salts. imatinib mesylate can exist only in a single form namely the B-crystalline form.
It therefore follows that the subject matter of the appllcation is antlapated by the 1993
Patent namely the US Patent No 5521184 and its equwalent patents ' '

The Applicant replied that compafed to the disctosure made in the 1993 patent,
the oresent invention involves two fold lmprovement over the pnor art -(i) the imatinib
free base has been chemically changed into a salt form {ii} a particular crystal form of
the salt has been made through human intervention. Further the Applicant said that the
1993 Patent does not disclose imatinib mesylate but merely the corresponding ffee'base
and it may be correct to say that the claims of the 1993 patent embrace Imatlmb
mesylate. There is neither an example for the preparation of imatinib mesy{ate in the

1993 Patent nor any claim therefor.

1 do not agree with the coﬁbenhon of the Apphcant that the 1993 Patent
discloses only the free base The 1993 patent discloses methanesulphomc acid as one of
the sa’:t formmg gfotfps and also the 1993 patent speaﬁcation states that the required
acid additions salts are obtained in a customary manner. Further, claims 6 to 23 of the
1993 patent c{arm a pharmaceu’aca{’cy acceptable salt of the base compound.
The patent term extens:on certificate for the 1993 patent issued by the US Patent Office
speaﬁcaﬂy ‘mentions imatinib mesylate {Gleevec") as the product. All these points
clearly prove that this lnventron is anhc:pated by prior pubhcatlons
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Section 3(d):

The Opponent said that he is reiterating the submissions fﬁade under the ground

of anticipation and further said that the application claims only a polymorphic form of
' imatinib mesylate. As per section 3{d) of the. Patents Act, any salt, polymorph or
derivative of known substance .is not patentable unless such salt, polymorph or other
substan;:e shows enhanced efficay of the substance. As regards efficacy, the
specification itself states that where'er B-crystals are used the imatinib free base or
other salts can be used. Even the affidavit submitted by the Applicant states that “the
proviso to the section 3(d) is unique to India and there is no analogous provision in the
taw of any other country of the world”. As per the affidavit the technical expert has
conducted studies to compare the relative bioavailability of the free base with that of
perystal form of imatinib mesylate and has said that the difference in bioavailability is
only 30% and also the difference in bioavailability may be due to the difference in their
solubitity in water. The present patent specification does not bring out any improvement
in the efficacy of the B-crystal form over the knc;wn subtances rather it states the base
<ait be used equally in the treatment of diseases or in the preparation of
pharmacological agents wherever the B-crystal is used. Even the affidavit submitted on

behalf of the Applicant does not prove any significant enhancement of known efficacy.
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Cﬂuﬁtenng the afguments of the Opponeﬁt the ;écpphcarnt said that i'ﬁe B-crystal
form of imatinib mesylate is an mventlon and not a more dlSCOVEl’y They further said
tha{ a discmery graduaﬁﬂg into a patentabte invention solety on the basis of efficiency
defles loglc and therefore section 3(d) may be unable to stand legal scrutiny.
The Appicant submitted that tms aspect of section 3{d} is against the tenets of our
patents act and well established principles of jurisprudence and therefore, the said

sectlon cannot be used agalnst the subJect apphcatmn

-1 de net agree wih mecontenﬂﬁﬁ of the Appicant that this application claims a
new substance. It is only a new form of a known substance. As regards efficacy, the

specification itself states that where'er ﬁ-(_:rysiais are used the imatinib free base or



other salts can be used. The present patent specification does not bring out any
improvement in the efficacy of the B-crystal form over the known subtances rather it
states the base can be used equally in the treatment of diseases or in t-he preparation of
pharmacological agents wherever the B-crystal is used. Even the affidavit submitted on
behatf of the Applicant does not prove any significant enhancement of known efficacy.
It is found that this patent application claims only a new form of a known substance
without having any significant improvement in efﬁcacy. Hence 1 conclude that the
subject matter of this application is not patentable under section 3(d) of the Patents

Act, 1970 as amended by the Patents (Amendment)Act, 2005.

tr view of the abeve findings and all the circumstances of the case, | hereby
refuse to proceed with the application for Patent No.1602/MAS/1998.

Dated this the 25" day of January, 2006.
MWWV

o | T e V.RENGASAMY
: o Asst. Controller of Patents & Designs
Copyto: : z
¥ 1) M/s. Remfry & Sagar,
Remfry House at the Millenium Plaza, (}1 4 §5Q
+ Sector —27, Gurgaon —122 002 « i+ i
2) Mr. Lakshmi Kumaran & Sridharan
B-6/10 Safdarjung Enclave,

‘NewDehi—110020 . 014860



THE PATENTS ACT, 1970

M/s. Novartis AG, Switzerland

M/s. Hetero Drugs Limited, India

SECTION - 25(1)

In the matter of an application for patent
No. 1602/MAS/98 filed on July 17, 1998.
And
In the matter of a representation under
section 25(1) of the Patents Act, 1970 as
amended by the Patents (Amendment)
Act, 2005.
And
In the matter of rule 55 of the Patents
Rules,2003 = as amended by the Patents
{Amendment) Rules,2005.

Present : )

Mr. Sanjay Kumar,

The Applicant
The Opponent
HEARING HELD ON December 15, 2005 .
Agents for the Applicant

Mr. Habubullah Badsha,

Ms. Nitin Sen
Mr. Saibal Mukherjee

Mr. Anil Misra

Agent for the Opponent

-DECISION

An application for patent claiming Switzerland priority date of July 18,1997 vas
filed by M/s. Novartis AG on July 17, 1998 for an invention titled “Crystal Modification of
A N-Phenyl-2-Pyrimidineamine derivative, processes for its manufacture and its use” and
the same was allotted the application no. 1602/MAS/1998.
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A representation by way of opposition under section 25{1) of the Patents
Act, 1970 as amended by the Patents (Amendment) Act, 2005 was filed by
M7s. Hetero Drugs Ltd., India, on August 22, 2005 with a request for hearing under
rule 55 of the Patents Rules, 2003 as amended by Patents (Amendment) Rules, 2005.

The Applicant through their agents M/s. Remfry & Sagar, New Dethi fited reply
statement along with evidence by way of affidavit affirmed by Dr. Paul William Manley
of Switzerland November 14,2005. In their reply statement, the Applicant had requested
for a hearing under rule 55 of the Patents Rules, 2003. They filed another affidavit

affirmed by Giorgio Pietro Massimini of Switzerland.

Before discussing the grounds of oppesitien, it is pertinent to briefly mention
here the backgroﬁnd of the application. The present application claims p-crystal form
of methanesulphonic acid salt of 4-(4-methylpiperazin-1-ylmethyl)-N-[4-methyt-3-[4-
pyridin-3-yl)pyrimidin-2-ylamino)phenyl]-benzamide commercially called as imatinib
mesylate. invention of the base compound, 4-{4-methylpiperazin-1-ylmethyl)-N-[4-
methyl-3-[4-pyridin-3-yl)pyrimidin-2-ylamino)phenyl]-benzamide called as imatinib had
atready been disclosed in the European Patent publication no.EP-A-056409, pubtlished on
October 6; 1993, and its equivaie’nt US Patent no;5521 184, etc.” '

Priority:

The Opponent argued that the application claims convention prierity from an
earlier Swiss application. Switzerland was not a convention country on the date of the
filing of the application. Despite full knowledge of the above fact, the Applicant has
chosen not to amend the application to represent fl.he correct position. No patent can be
granted on the basis of false and misteading submtssaeﬁs The apptication shoutd
_ thergfore be rejected. ’

The Applicant said that pﬂonty date s only a facility i)foﬁded to the Applicant
to avoid anficipation by publication of the invention between priority date and the filing

=0
/s



date in India. It is the discretion of the Applicant to claim priority. 1 agree with the

contention of the Opponent that this application wrongly claims priority.

Anticipation:

The Opponent said that imatinib mesylate is known from the US Patent
no: 5521184, hereinafter called the 1993 Patent. The Opponent cited ether prior
publications, viz., Nature Medicine(May5,1996), Cancer Research (Vol. 56, Issue |, 1996)
and Blood{November 1, 1997) wherein imatinib mesylate has been disclosed. He further
said that there is no ingenuity or human intervention in the preparation of the p-crystal
salts. imatinib mesylate can exist only in a single form namely the f—crystalline form.
It therefore follows that the subject matter of the application is anticipated by the 1993
Patent namely the US Patent No.5521184 and its equivalent patents.

i & r 3
LR IS Apd e

The Apphcaﬂt fephed t:hat t:empafed to the disc{esufe made in the 1993 patent,

S TIPS Lol s SRS WEGaHE

the present lnventlon mvolves two fold lmprovement over the pnol: art -(i) the imatinib
free base has been chemically changed into a salt form {ii) a particular crystat ferm of
the salt has been made through human intervention. Further the Applicant said that the
1993 Pﬂteﬂt does not disc‘cose mtm’rbmesytaﬁe butmemtyﬂae éorﬁaspoadiﬂg free base

mes*yﬂtate There is neither anexamp&e*fer ﬂaepreparaﬁenof’rmaﬁmh mesylate it the
1993 Patent nor any claim therefor. ¢ |
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+éeﬂet agfeethhthecoﬁtenﬁﬁﬁofthe:&pphcaﬁtthatthe 1993 Patent

dlscloses only the free base The 1993 patent dlscloses methanesulphomc aad as one of

THC Tdls iaic & et

the salt fofﬂﬁﬁg gfeups aﬁd atse the 1993 pateﬂt speﬂﬁcaﬁeﬁ stetes that the required

acid additmns salts are obtameﬂ ln a customary manner. Further, claims 6 to 23 of the

1993 patent claim a phafmaceuﬁcaﬁy aceeptable sa{t ef the base tempeuﬂd The
patent term extensron certlflcate for the 1993 patent lssued by the US Patent Office

speaﬁca{ty meﬁtioﬁs maﬁmb mesy;tété|f6{eevecﬁ) as ﬂae pfeduct Atl' these points

clearly prove that thls mventlon lS anttc1pated by pnor pubvllcatlons
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Section 3(d):

The Opponent said that he is reiterating the submissions made under the ground
of anticipation and further said that the application claims only a polymorphic form of
imatinib mesylate. As per section 3{d) of the Patents Act, any salt, polymorph or
derivative of known substance is not patentable unless such salt, polymorph or other
substance shows enhanced efficay of the substance. As regards efficacy, the
specification itself states that Where'er B-crystals are used the imatinib free base or
other salts can be used. Even the affidavit submitted by the Applicant states that “the
proviso to the section 3(d) is unique to India and there is no analogous provision in the
taw of any other country of the world”. As per the affidavit the technical expert has
conducted studies to compare the relative bioavailability of the free base with that of
pcrystal form of imatinib mesylate and has said that the difference in bioavailability is
only 30% and also the difference in bioavailability may be due to the difference in their
sotubility in water. Thepresaﬁpateﬁtspec#maaendeesﬁetbﬁﬂgeﬂ{anyimprovement
in the efﬁcacy of the B-crystal form over the known subtances rather it states the base
€aﬁbeﬂsedequaﬁymthetreatmea{efdiseaseeeriﬂﬂaepreparaﬁeﬁef
pharmacological agents wherever the p-crystal is used. Even the affidavit submitted on

behalf of the Applicant does not prove any significant enhancement of known efficacy.

Cﬁunﬁenﬁg t—he af’gﬂmEﬁts of H1e Oppoﬁent the Aﬁphcaﬁ!c said that the ﬁwcrystal
form of lmatlmb mesylate is an invention and not a more dlscovery They further said
that a ﬁiSCﬂVery graduahﬂéﬁe% ;ﬂateﬂtab{e invention soletyeﬁ the basis of efficiency
defles loglc and therefore sectlon 3(d) may be unable to stand legal scrutiny.
The Appicant submftﬁed that t’ms aspect of secﬁcﬂ S(d} is agamst the tenets of our
patents act and well estabkﬂngdipﬁ}naples of Junsprudence and therefore the said

section cannot be used agamst the sub]ect appllcatron i

By i3 o e e

ideﬂetagfeemhthetﬁﬁtenaoﬂofﬂaeApmcant thatthis apphcaﬁendaims a
new substance. It is only a new form of a known substance As regards efficacy, the
specification itself states that whereer p-crystals are used the imatinib free base or
other salts can be used. The present patent specification does not bring out any
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improvement in the efficacy of the B-crystal form over the known subtances rather it
states the base can be used equally in the treatment of diseases or in the preparation of
pharmacological agents wherever the B-crystal is used Even the affidavit submitted on
behalf of the Applicant does not prove any significant enhancement of known efficacy.
It is found that this patent application claims only a new form of a known substance
without having any significant improvement in efficacy. Hence | conclude that the
subject matter of this application is not patentable under section 3(d) of the Patents
Act, 1970 as amended by the Patents (Amendment)Act, 2005.

tn view of the above findings and all the circumstances of the case, | hereby
refuse to proceed with the application for Patent No.1602/MAS/1998.

S O &
"“Dated this the 25 day of January, 2006. - ;
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THE PATENTS ACT, 1970

SECTION - 25(1)

In the matter of an application for patent
No. 1602/MAS/98 filed on July 17, 1998.
And
In the matter of a representation under
section 25(1) of the Patents Act, 1970 as
amended by the Patents (Amendment)
Act, 2005.
And
In the matter of rule 55 of the Patents
Rules,2003 as amended by the Patents
(Amendment) Rules,2005.

M/s. Novartis AG, Switzerland S The Applicant

M/s. Cancer Patients Aid Association, India = ... The Opponent

HEARING HELD ON December 15, 2005 -

Present :
Mr. Sanjay Kumar, ol s | B :
Mr. Habibullah Badsha, €l ‘ Agents for the Applicant
Ms. Nitin Sen S
Mr. Saibat Mukherjee:

Mr. Anand Grover : Agent for the Opponent

DECISION

An application for patéﬂf claiming Switzerland priority date of Juty 18,1997 was
filed by M/s. Novartis AG on July 17, 1998 for an invention titled “Crystal Modification of
A N-Phenyt-2-Pyrimidineamine derivative, processes for its manufacture and its use” and
the same was allotted the application no. 1602/MAS/1998.
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A representation by way of oppesition tnder seﬁ-ﬁo;’t 25{1) of the Patents
Act, 1970 as amended by the Patents (Amendment) Act, 2005 was filed by
Mfs. Cancer Patients Aid Association., India, on September 26, 2005 with a request for
hearing under rule 55 of the Patents Rules, 2003 as amended by Patents (Amendment)
Rules, 2005.

The Applicant through their agents M/s. Remfry & Sagar, New Dethi filed reply
statement along with evidence by way of affidavit affirmed by Dr. Paul William Manley
of Switzerland October 31,2005. in their reply statement, the Applicant had reﬁues—ted
for a hearing under rule 55 of the Patents Rules, 2003. They filed another affidavit

affirmed by Giorgio Pietro Massimini of Switzerland.

Before discassﬁg the grounds of eppesition, it is pertinent to briefly mention
here the background of the application. The present application claims B-crystal form
of methanesutphonic acid salt ‘of 4-{4-methylpiperazin-1-ytmethyt)-N-[4-methyt-3-[4-
pyridin-3-yl)pyrimidin- 2-ylammo)phenyl] benzamlde commermally called as imatinib
mesylate tavention of the base cofﬁpouﬁd 4-{4-methylpiperazin-1-ylmethyl)-N-[4-
methyl-3-[4-pyndm-3-yl)pyr:mtdm- -ylamino)phenyl]-benzamide called as imatinib had
already been disclosed in the European Patent publication no.EP-A-056409, pubtished on
October 6, 1993, and its equivalént US Patent no.5521184, etc. ;

Prior publication:

The Opponent argued that imatinib mesylate is known from the US Patent
no: 5521184, hereinafter called the 1993 Patent. The patent term extension certificate
granted by US Patent Office for the 1993 Patent explicitly mentions imatinib mesylate
{Glveevec')as the product. The Opponent further argued that imatinib mesylate salt
inherently existed in the B-crySiéﬂlline form which is the most stable form of the salt and
further said that even the affidavit submited by the Applicant states that the p-form is
thermo'dyhamically more stable. Hence the claims of the present application stand

anticipated by prior publication.
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The Applicant argued that compared to the disclosure made in the 1993 patent,
the present invention involves two fold improvement over the prior art ~(i) the imatinib
free base has been chemically changed inte a salt form {ii) a particular crystal form of
the salt has been made through human intervention. Further the Applicant said that the '
1993 Patent dees not disclose imatinib mesylate but merely the corresponding free base
and it may be correct to say that the claims of the 1993 patent embrace imatinib
mesylate. There is neither an example for the preparation of imatinib mesylate in the

1993 Patent nor any claim therefor.

-{ do not agree with the contention of the Applicant that the 1993 Patent
discloses only the free base. The 1993 patent discloseslmethanesulphonic acid as one of
the salt forming groups and also the 1993 patent specification states that the required
acid additions salts are obtained in a customary manner. Further, claims 6 to 23 of the
1993 patent claim a pharmaceutically . acceptable salt of the base compound. The
patent term extension certificate for the 1993 patent issued by the US Patent Office
specifically mentions imatinib: mesylate (Gleevec") as the product. Al these peints
clearly prove that imatinib mesylate is already known from the prior art publications
and the Oppenent has satisfactorily proved that the salt nermatly exists in the p-form
which. is the most ‘thermodynamically . stable product. . Hence | conclude that the
Oppenent has succeeded in proving Ehat this invention is anticipated by prior

publication.

Obviousness :

The Opponent submttted that all the arguments made in the above ground are
reiterated. The Oppo_nent further said that once the free base is disclosed by the 1993
Patent, it is obvious for a person skilled in the art to prepare corresponding
pharmaceutiéally acceptable salts in view of the disclosure provided in the 1993 Patent
specification. The B-form being the most thermedynamically stable form, imatinib

mesylate inherently existed in that form. Hence the product claims are obvious.

o
4

/3



The Appicant reptied that the B-crystals are not inherently formed when the
1993 Patent is practised. Moreover, the 1993 Patent discloses only the free base, not

any salt of imatinib and hence not obvious to a person skilled in the art.

{ do not agree with the contentions of the Applicant that the 1993 Patent
discloses only the free base for the reasons stated in the grounds of previous publication
and | conclude that the Opponent has reasonably succeeded in eﬁtab!ishing this ground

of opposition too.

Section 3(d):

The Opponent said that the apptication claims only a polymerphic form of
imatinib mesylate. As per section 3(d) of the Paténts Act, any salt, polymorph or
derivative of known substance is not patentable untess such salt, potymorph or other
substance sﬁows enhanced efficacy of the substance. As .r.egards efficacy, the
specification itsetf Sta{es that whereer -ﬁ;cwsta{s are used the imatinib free base or
other salts can be used. Even the affidavit submitted by the Applicant states that “the
pﬂ)’ﬂSﬁ te the section 3{&) is trmque to ‘rndra ané there is ﬂ6 aﬁa{ogotts provision in the
law of any other country of the world” As per the affrdavrt the technical expert has
coﬁducted studies to compare the re{atwe bioavaikablhty of the free base with that of
B-crystal form of imatinib mesylate and has said that the difference in bioavailability is
onby 30% and atso the difference in bioavaitability may be due to the difference in their
solubility in water. The present patent specification does not bring out any improvement
in the efficacy of the B-crystat form over the known subtances rather it states the base
can be used equally in the treatment of diseases or in the preparation of
pharmacotogicat agents wherever the p-crystal is used. Even the affidavit submitted on

behalf of the Applicant does not pfove any significant enhancement of known efficacy.

s {lountenng the afgumeﬁts of the{}ppoﬂeﬂt the App{waﬁt said that the case does
not come under the exclusron provrded under section 3(d) Itis denied that it is a mere
dvscovery of a new form of a kﬂOWﬁ substaﬂce The B-crysta{hne form of imatinib
mesylate is a new product because the crystal form is not an inherent property of
1mannlb acid addition salt exhlbmng pol.ymorphlsm and human intervention was
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necessary in order to produce the subject compound. As regards efficacy, the Applicant
relied on the affidafit by Mr. Massimini submitted on September 22, 2005, wherein he
has conducted a study on the relative bioavailability of the free base and and imatinib

mesylate in the B-crystalline form.

1 do not agree wih the contention of the Appicant that this apptication claims a
new substance. It is only a new form of a known substance. It:is found that this patent
application claims only a new form of a knewn substance without having any significant
improvement in efficacy. Even the affidavit submitted on behalf of the Applicant fails to
prove enhanced efficacy of the B-isomer over the known substance. Hence 1 conclude
that the subject matter of this application is not patentable under section 3(d) of the
Patents Act, 1970 as amended by the Patents (Amendment)Act, 2005.

‘Pﬁority: Yl : TH T rs i | DI T Sl
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The Opponent sald this. appication was fited in India on July 17, 1998 as &
convention application c[almlng Swiss pnonty date of Juty 18 1997 whereas Switzerland
was not a convention ﬂeﬁn’ay on that date ’rn the f.’rresent fase, Sw:tzer{and became
conventlon country only in September, 1998 Hence no pnonty may be claimed from

ke ol

SW!SS apphcatlon *

-~ The Applicant said that priority date is only a facility provided to the Applicant
to avoid anticipation by publication of the invention betwee_n priority date and the filing
date in India. It is the discretion of the Applicant to claim prierity. | agree with the
contention of the Obponent that this application wrongly claims priority.
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th view of the above findings and all the circumstances of the case, | hereby
refuse to proceed with the application for Patent No.1602/MAS/1998.

Dated this the 25" day of January, 2006.

R

V. RENGASAMY
Asst. Controller of Patents & Designs

Copy to:
1) M/s. Remfry & Sagar,
_Remfry House at the Millenium Plaza, 9 1 4 863
Sector — 27, Gurgaon — 122 002 e il o2 :
' 2)M/s Cancer Patiénts Ald A-ss:ociétiérll,_‘ s e o
No.5, Malhotra House, Opp. G.P.O,

Mumbai-400001. 034334




