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Summary of Facts and Submn ssions

0306.D

The appeal lies fromthe Exam ning Division's decision,
di spatched on 11 May 1998, refusing European patent
application No. 92 104 089.5, published as

EP- A-0 503 563, due to lack of inventive step.

In particular, the Exam ning D vision was of the
opi nion that a superior effect for the cl ai ned
conpounds according to the requests underlying the
deci si on had not been shown and that it could be
deduced from the conbi ned teachi ng of docunent

(1): US-A-4 968 672 or

(2): WO A-86/02551 and

document

(4): J. Med. Chem 1990, 33, pages 3127 to 3130

that the clainmed conpounds woul d have an A;- adenosi ne
receptor antagonistic activity.

In the notice of appeal of 17 July 1998 there was a

headi ng "MERELL PHARMACEUTI CALS | NC', but the text

began "On behal f of Hoechst Marion Roussel ... APPEAL
is | odged ...".

In a comruni cation of 26 October 1998 according to
Rul e 65(2) EPC the Board infornmed the representative
who drafted the notice of appeal that according to EPO
records Merrell Pharmaceutical Inc. was the present
applicant. As no transfer away fromthis corporation
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appeared to have been applied for, pursuant to

Rul e 20(3) EPC only Merrell Pharmaceuticals Inc. would
appear to be a party entitled to appeal for the purpose
of Article 107 EPC.

Wth |etter dated 3 Novenber 1998 the representative
decl ared that the reference to Hoechst Marion Rousse
was a mistake in the notice of appeal and that the
applicant was still Merrell Pharmaceuticals Inc. since
a transfer of rights to Hoechst Marion Roussel had not
yet taken place. Correction of the Notice of Appeal was
t hus requested under Rule 88 EPC.

Wth letter of 21 Septenber 1998 the Appellant filed a
set of clains, titled "Auxiliary Request 3", consisting

of 4 clains reading:

"1. A conpound of the formula I

RZ
Jt \ a- (caz)n-c YH
— ca-(capn —(/ (11)
P >

Rl

wherein
R, and R, are n-propyl, R; is nmethyl or ethy

mis O or 1

Ais O

nis 1

Y is -NHCH,) NH and
pis 2."
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"2. A process for preparing conpounds as defined in
Caiml

Rz
)t \ A-{CH2)p- c -YH
— Ci- ‘Cﬂz’m"“ (11)
A A0

Rl

conprising amdating a conpound of fornula

A- (caz)n-c -OH
\>_ ca- (caz,m_g
/k

Rl

Wi th the appropriate amne, in which all the
substituents are defined as above."

"3. A nethod of providing a pharnmaceutical conposition
conprising conbining a conpound according to Caim1l
with a pharnmaceutically acceptable carrier.™

"4. A pharnmaceutical conposition conprising an
effective anount of a conpound of Claiml in adm xture
or otherw se in association with one or nore
pharmaceutically acceptable carriers or excipients.”

The Appel l ant argued that the clai med conpounds
essentially differed fromthose known from

docunents (1) and (2) by the presence of a -CHR;-(CH,) ,;
l'i nki ng group between the phenyl ring and the 2, 3,6, 9-
tetrahydro- 1, 3-di propyl - 2, 6-di oxo- 1H purin-8-yl noiety,
that it could not be predicted which influence on the
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affinity of adenosine receptors such Iinking group
woul d have and that it could not be derived fromthe
cited prior art docunents that the clainmed conpounds
woul d have an A;- adenosi ne receptor antagonistic

activity.

The Appel |l ant requested correction of the Notice of
Appeal pursuant to Rule 88 EPC to read: "On behal f of
Merrell Pharnmaceuticals Inc. ... appeal ... is |odged

, and the grant of a patent on the basis of
Clains 1 to 4 of Auxiliary Request 3.

Reasons for the Decision

1

0306.D

Adm ssibility of the appea

In the absence of any clear indication to the contrary,
a professional representative who was authorised to act
for an Applicant adversely affected by a decision and
then filed an appeal against this decision nust be
presuned to be acting on behalf of the very sane
Applicant that he acted for in the first instance
proceedi ngs, and not on behal f of soneone el se not
entitled to appeal.

G ven that in the heading of the Notice of Appeal the
Applicant on record and sole party entitled to appea
had been correctly nanmed, the Board can accept that the
reference in the text of the Notice of Appeal to
Hoechst Marion Roussel was a m stake and that the

noti ce of appeal had indeed been filed on behalf of the
Applicant on record, namely Merrell Pharmaceuticals

I nc.
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Consequently, it is appropriate for the Board to permt
correction of the Notice of Appeal pursuant Rule 88
EPC.

The appeal accordingly conplies with the requirenents
of Articles 106 and 108 and Rule 64(b) EPC

Article 123(2) EPC

Caiml is supported by the fornmula (Il) on page 4 of
the application as filed and by the description of the
preferred conpounds in the second sentence on page 68
of the application as filed. Present Clains 2 and 3
concern the process, respectively the nethod, described
in Cains 3 and 6 for the Contracting State ES of the
application as filed and present Claim4 relates to the
phar maceuti cal conpositions described in the third

par agraph of page 64 of the application as filed.

Consequently, Clains 1 to 4 neet the requirenent of
Article 123(2) EPC

Novel ty

After exam nation of the cited prior art docunents, the
Board has reached the conclusion that the clained

subj ect-matter was not described in any of those
docunent s.

In particular, the clainmed conpounds differ fromthe
conpounds described in docunents (1) and (2) by the
presence of the -CHR;-(CH, , |inking group between the
phenyl ring and the 2, 3,6, 9-tetrahydro-1, 3-di propyl -

2, 6-di oxo-1H purin-8-yl noiety and they differ fromthe
conmpounds descri bed in docunent (4) by the presence of



4.1

0306.D

- 6 - T 0964/ 98

a - O CH,- CO- NH(CH,) ,NH, group on the phenyl ring.

As novelty was not disputed by the Exam ning Division,
it is not necessary to give detailed reasons for this
findi ng.

I nventive step

The "closest state of the art" is nornmally a prior art
docunent discl osing subject-matter aimng at the sane
obj ective as the clained invention and having the nost
rel evant technical features in common.

Since the patent in suit relates to conpounds providing
a sel ective A;-adenosine receptor antagonistic effect
(see page 2, lines 27 and 28 of the application in
suit), only docunents describing conpounds providing a
sel ective A;-adenosi ne receptor antagonistic effect
could qualify as representing the closest state of the
art. As docunent (2) is the only cited prior art
docunent whi ch describes specific conpounds providing a
sel ective A;-adenosi ne receptor antagonistic effect,
only docunment (2) can serve, as the closest prior art,
as a suitable starting point for evaluating the

i nventive nerit of the invention.

From Tabl e 1 of docunent (2) it is nanely known t hat
conpound 6d "8-(4'-carboxynet hyl oxyphenyl)-1, 3-

di propyl xant hi ne- 2- am noet hyl am de” has an A/ A, ratio
of 41.0 and from page 10, line 36 to page 11, line 1,

it is known that a conpound is A;-selective if the ratio
A A ratio is high. Thus, it follows from docunent (2)
that a conpound differing fromthe clained ones only by
t he absence of a -CHR;-(CH,) ,+ |inking group between

the 2, 3,6,9-tetrahydro-1, 3-di propyl - 2, 6-di oxo- 1H puri n-
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8-yl noiety and the phenyl ring has a selective A-
adenosi ne receptor antagonistic effect.

As it is said in the application in suit that the

cl ai med conpounds provide a sel ective A;-adenosi ne
receptor antagonistic effect and that they are,
therefore, useful in providing a cardiotonic effect in
the treatnment of patients suffering from congestive
heart failure (see page 2, lines 27 to 29), starting
fromthe disclosure of docunent (2) the problem
underlying the invention nust be seen in providing
further conpounds having a sel ective A;-adenosine
receptor antagonistic effect.

The application in suit clains to solve this problem by
t he conmpounds defined in Claim1l (see point Il above).

The first point to be considered in assessing inventive
step is then whether it has been convincingly shown
that by the compounds according to Caim1l the problem
underlying the patent in suit has effectively been

sol ved.

Since, according to Table 1 of the application in suit
the 1 G, adenosine A, is higher than the |G, adenosi ne A,
for racem c N (2-am noethyl)-2[4-[2-(2, 3,6, 9-

t et rahydro- 1, 3-di propyl - 2, 6- di oxo- 1H puri n- 8-

yl ) propyl ] phenoxy] acet am de, for its (+) and (-)
enantioners and for N-(2-am noethyl)-2[4-[1-(2, 3,6, 9-
t et rahydro- 1, 3-di propyl - 2, 6- di oxo- 1H puri n- 8-

yl ) propyl ] phenoxy] acet am de, the Board accepts that a
credi bl e case has been put forward that the clained
conmpounds have a sel ective A;-adenosi ne receptor
antagoni stic effect.
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Therefore, it remnins to be decided, whether, in the

| ight of the teachings of the cited docunents, a
skill ed person seeking to solve the above-nenti oned
probl em woul d have arrived at the clainmed conpounds in
an obvi ous way.

Docunent (2), in general, concerns xanthines not having
a -CHR;- (CH,)  linking group between the 2, 3,6, 9-
tetrahydro-1, 3-di al kyl -2, 6-di oxo-1H purin-8-yl noiety
and the phenyl ring. As it is taught on page 19,

lines 29 to 31, that "The effects on biol ogica
activities caused by nodifications or functions distal
fromthe primary pharnmacophore in sonme cases are quite

i npressive", it is clear that AJ/ A ratio-data presented
for conpound 6d may not be considered to be
representative for any conpound havi ng an anal ogous
chem cal structure. This becones, in particular, clear
when conparing the A/ A, ratio-data of conpound 6d,
differing fromthe chem cal structure of 6g by the
presence of a -O CH,CO NH NH, group on the phenyl ring

i nstead of a -O CH,CO NH (CH,) ,-NH, group. Thus, it could
not be derived from docunent (2) that the clained
conmpounds woul d have a specific A;-adenosi ne receptor
ant agoni stic effect.

Al so from docunent (1) only xanthines are known which
have the phenyl ring directly bonded to the 8-carbon
atom of the 2, 3,6,9-tetrahydro-1, 3-di al kyl -2, 6-di oxo-
1H purin-8-yl noiety. As docunment (1) is related to
prodrugs of adenosine receptor ligands, in general, ie
A;- as well as A,-adenosine receptor agoni sts and

ant agoni sts (see colum 2, lines 61 to 66) and as it is
specifically said in colum 2, lines 36 to 39 that "the
devel opnent of new adenosi ne receptor drugs (either
agoni st or antagonist) has been inpeded by the
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multiplicity of effects nedi ated by adenosine”, also
docunent (1) cannot give any hint how the adenosi ne-
receptor affinity would be influenced by inserting a
-CHR;- (CH,) ,+ |inking group between the 2, 3,6, 9-
tetrahydro-1, 3-di al kyl -2, 6-di oxo-1H purin-8-yl noiety
and t he phenyl ring.

Docunent (4) describes in Table Il the binding
constants for 8-(phenylisopropyl)xanthines at A- and
A,- adenosi ne receptors. As, however, docunent (4) only
descri bes 8- (phenyli sopropyl)xant hi nes which are
unsubstituted in the phenyl ring and as it is

conpl etely silent about the influence of phenyl -
substituents on the affinity of adenosi ne receptors,
also fromthis docunent a skilled person could not get
any indication that the clai med conpounds woul d have a
speci fic A;-adenosi ne receptor antagonistic effect.

4.6 Therefore, the Board conmes to the concl usi on that
Claim1 is not obvious in the light of the teachings of

the available prior art.

Clains 2 to 4 derive their patentability fromthe sane
i nventive concept.

Or der

For these reasons it is decided that:

1. The deci si on under appeal is set aside.

2. The request pursuant to Rule 88 EPC for the Notice of
Appeal to read Merrell Pharmaceutical Inc. instead of

0306.D Y A
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Hoechst Marion Roussel, Inc. is granted.

3. The case is remtted to the first instance with the
order to grant a patent on the basis of clains 1 to 4
filed with letter of 21 Septenber 1998 as "auxiliary
Request 3" and a description yet to be adapted.

The Registrar: The Chai r man:

N. Maslin A. Nuss



