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Summary of Facts and Subm ssi ons

0077.D

The appeal |odged on 11 Cctober 2000 lies fromthe
deci sion of the Exam ning Division posted on 3 August
2000 refusing European patent application

No. 96 307 616.1 (European publication No. 771 800).

The decision of the Exam ning Division was based on
claims 1 to 44 of the application as filed. daim1l and
dependent claim4 read as foll ows:

"1. A conpound of formula

3
R 0

wherein

R' and R’ are, independently, hydrogen, alkyl of 1 to 6
carbon atons, phenyl or benzyl; or R' and R, taken
together, are benzylidene optionally substituted with R®
as defined bel ow or al kylidene of up to 6 carbon atons,
or Rt and R?, taken together with the carbon to which
they are attached, forma carbonyl noiety or a

cycl oal kyl group having three to 6 carbon atons;

R® i s hydrogen, hydroxy, halo, trifluoronethyl,
trifluoronmethoxy, alkyl of 1 to 6 carbon atons, al koxy
of 1 to 6 carbon atons, arylal koxy of 7 to 12 carbon
atons, al kanoyloxy of 2 to 6 carbon atons, am no, nono-
or di-alkylam no in which each alkyl group has 1 to 6
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carbon atons, al kanam do of 2 to 6 carbon atons or

al kanesul fonam do of 1 to 6 carbon atons;

R'is hydrogen or alkyl of 1 to 6 carbon atons;

mis one of the integers 0, 1 or 2;

nis one of the integers 0, 1, 2, 3, 4, 5, or 6;

Z is hydrogen, hydroxy, alkyl of 1 to 6 carbon atons,
al kenyl of 2 to 6 carbon atons, al kynyl of 2 to 6
carbon atons, alkoxy of 1 to 6 carbon atons, cycl oal kyl
of 3 to 8 carbon atons, polycyclic alkyl of 7 to 15
carbon atons, phenyl optionally substituted with R® as
defi ned above, phenoxy optionally substituted with R® as
defined above, naphthyl optionally substituted with R®
as defined above or napht hyl oxy optionally substituted
with R® as defined above, heteroaryl or heteroaryl oxy,
in which the heterocyclic ring of the heteroaryl or

het eroaryl oxy group is selected fromthiophene, furan,
pyridi ne, pyrazine, pyrimdine, indole, indazole,

i m dazol e, chroman, coumarin, carbostyril, quinoline,
benzi soxazol e, benzoxazol e, pyrazole, pyrrole, thiazole,
oxazol e, or isoxazole and the heterocyclic ring is
optionally substituted by R® as defined above;

or a pharmaceutically acceptable salt thereof."”

"4, The conmpound of Caim1, which is 2-(benzyl am no-
nmet hyl ) -2, 3, 8, 9-t et rahydr o- 7H 1, 4- di oxi no[ 2, 3- e] i ndol -
8-one, which may be an individual enantioner or a

m xture of enantioners, or a pharmaceutically
acceptabl e salt thereof."”

The Exam ning Division found that the subject-matter
claimed | acked inventive step and held in particul ar
that the cl ai med conpounds were obvious alternatives of
the structurally rel ated conmpounds known fromthe
docunent s
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(1) WO A-91/13872 and

(2) J. Med. Chem 35, 3058 to 3066 (1992).

It woul d have been only necessary to prove that the
conpounds really possessed a sel ective dopam ne
receptor activity. However, conparative tests with the
conmpound with the highest dopam ne receptor affinity
described in docunment (2) were mssing. Therefore the
clainms were too broad to assunme that all the possible
conpounds covered by the clains showed the all eged
effect.

At the oral proceedings before the Board held on
30 Septenber 2003 the Appellant (Applicant) submtted
fresh auxiliary requests 1 to 4.

Claim1 according to auxiliary request 1 differed from
claim1l according to the main request in that the

meani ngs al kyl, phenyl, benzyl, benzylidene, alkylidene
and cycl oal kyl have been del eted for the substituents R
and R* as well as the meanings aryl al koxy and

al kanoyl oxy for the substituent R®, the neaning al kyl

for the substituent R* and the neaning 2 for the index m
Dependent claim4 according to auxiliary request 1 was
identical to dependent claim4 of the main request.

Claim 1 according to auxiliary request 2 restricted
claim1 according to auxiliary request 1 further by
deleting additionally the meanings al kenyl, al kynyl and
al koxy for the substituent Z Caim3 according to
auxiliary request 2, apart from being renunbered, was
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identical to claim4 of the main request and auxiliary
request 1.

Claim1 according to auxiliary request 3 differed from
claim 1l according to auxiliary request 2 exclusively in
del eting the nmeani ngs pyrazine, imdazole, pyrazole,
pyrrol e, thiazole, oxazole and isoxazole fromthe |i st
of alternative definitions given for the substituent Z.
Claim 3 of auxiliary request 3 was identical to claim3
of auxiliary request 2.

| ndependent Claim 1 according to auxiliary request 4,
apart fromits nunbering, was identical to claim3 of
auxiliary requests 2 and 3 and to claim4 of the main
request (cf. point Il above) and of auxiliary request 1.

The Appel lant disputed with respect to inventive step
that the cl ai med conpounds were enconpassed by docunent
(1). For the general formula given therein, this
docunent did not disclose the neaning of the index "ni
in the radical -(CH) OR and, thus, not the neaning
"0" which was, however, necessary to arrive at a
conpound falling within the present clains. The cl ai ned
oxi ndol es were to be considered as a non-obvi ous

sel ection of structural elenents and groups out of
docunent (1). Furthernore, docunent (1) did not
conprise an enabling disclosure for the conmpounds
descri bed therein since the preparation process
indicated in that docunent via internedi ate azides did
not work in the case of preparing oxindoles. In support
t hereof the Appellant provided a declaration of

M Stack on 24 Septenber 2003.
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The Appellant submtted furthernore that there were
significant physical and chem cal differences between

t he indol es of docunents (1) and (2) and the oxindol es
cl ai med. The cl ai med conpounds had a different activity
profile, nanely a sel ective dopam ne D, receptor agoni st
activity, as evidenced by the conparative test report
submtted together with the Statenment of G ounds of
Appeal on 15 Decenber 2000. The results thereof showed
that the replacenent of the indole structure by the

oxi ndol e structure caused marked i nprovenents in the D,-
receptor affinity and a consi derable i nprovenent in the
selectivity as evidenced by the ratio of receptor
affinities. Therefore the subject-matter clai ned was

not obvi ous.

The Appel |l ant requested that the decision under appeal
be set aside and the application be granted on the
basis of the set of clains as originally filed (main
request) or on the basis of the sets of clains
according to auxiliary requests 1, 2, 3 or 4 filed
during oral proceedings.

At the end of the oral proceedings the decision of the
Board was given orally.

Reasons for the Deci sion

1

0077.D

The appeal is adm ssible.

Amendnents (Article 123(2) EPC)

Claim1l of auxiliary request 1 is based on original
claiml. Caim1 of auxiliary request 2 finds support
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inclains 1 and 2 of the application as filed. The
addi ti onal anendnents in claiml1l of auxiliary request 3
are supported by the list for the substituent Z

di scl osed on page 4, paragraph 1 of the application as
filed. Cdaiml of auxiliary request 4 is identical to

original claimd4.

For these reasons, the Board concludes that claiml1
according to any request neets the requirenments of
Article 123(2) EPC

Novel ty

The Board is also satisfied that the subject-matter as
defined in claim1 according to any request is novel
and neets the requirenents of Article 54 EPC. To arrive
at conpounds covered by claim1 according to the main
request or auxiliary requests 1 to 3, a nultiple

sel ection of particular structural elements within the
generic disclosure of docunent (1) is necessary and the
i ndi vi dual conpound of claim 1 according to auxiliary
request 4 is nowhere described in the prior art cited.
Since novelty has not been chall enged by the Exam ning
Division in the decision under appeal, there is no need
to go into nore detail for that finding.

| nventive step

The sole issue arising fromthis appeal consists in
deci di ng whet her or not the subject-matter of claim1l
according to the main request or according to the

auxiliary requests 1 to 4 involves an inventive step.
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4.1 | ndependent claim1 of auxiliary request 4 is directed
to a preferred enbodinent within the anmbit of claiml
according to any preceding request, nanely to the
i dentical subject-matter of dependent clains 3 or 4 of
the main and auxiliary requests 1 to 3, respectively
(cf. point IV above). Thus, the subject-matter clained
in auxiliary request 4 is covered by that of claim1 of
the main and auxiliary requests 1 to 3. In case the
enbodi nent according to auxiliary request 4 |acked
i nventive step, such a |ine of requests would
mandatorily result in the conclusion that the preceding
mai n and auxiliary requests 1 to 3, which enconpasses
t hat obvi ous enbodi nent, at |least to that extent,
cannot involve an inventive step either. For this
reason, it is appropriate that auxiliary request 4, in
particular the subject-matter of claim1 thereof, is

examned first as to its inventive ingenuity.

4.2 Claim 1 according to auxiliary request 4 is directed to
a 2,3,8,9-tetrahydro-1, 4-di oxi no-i ndol - 8- one conpound
havi ng a dopam ne D, receptor agonist activity
(specification of the application page 7, line 56 to
page 8, lines 4 and 23 to 27). Docunent (1), which is
cited and acknow edged in the specification of the
application on page 2, lines 5 to 19 as closest prior
art, refers also to dopam ne D, receptor agonists
(page 4, line 19, page 7, line 1). This docunent
descri bes 2, 3-di hydro-1, 4-di oxi no-i ndol conpounds whi ch
may be substituted with the radical -(CH),OR, at the
8-position (claiml1l on page 29, line 22, clains 2 and 3)
whi ch radical may boil down to an OH group (page 22,
lines 25 and 30: nmr0, R,=H). That indol substituted with
an OHgroup, which is the enol-form is chemcally
tantamount to the 8, 9-di hydro-indol of claiml

0077.D
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substituted with a carbonyl-group, which is the keto-
form due to the keto-enol tautomerism This finding,
t hough havi ng been chal |l enged at the begi nning of the
proceedi ngs, was finally conceded by the Appellant at
the oral proceedi ngs before the Board.

The Appel | ant, however, disputed that the generic

di scl osure of document (1) described indols substituted
with an OHgroup. The definition of the index "ni
necessary to arrive at an OHgroup was purported to be
m ssing for the radical -(CH)OR in that docunent.

The index "m' is found in el even generic groups
indicated in claim1 of docunent (1) and is specified
in that claim1l on page 29, line 30 as being "0 to 6"
Thus, there is no doubt that the index "m' is defined
therein. The fact that this index is specified only
once, but used in several generic groups does not alter
that finding since, for the skilled reader, the only
definition of "O to 6" given for "ni' then necessarily
applies to any of the generic groups indicated in
claim1 of docunent (1), otherw se the whole

cl ai mwoul d nake no sense at all. Therefore the

Appel lant's allegation is not supported by the facts.

The Appellant argued furthernore that it was not
possible to prepare indols substituted with an OH group
at the 8-position using the preparation process
specified in docunent (1) since the synthetic route
indicated therein via internedi ate azides did not work.
In support of this allegation he provided a declaration
of M Stack. Thus, docunent (1) did not conprise an
enabl i ng di scl osure of OHsubstituted 2, 3-di hydro-1, 4-
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di oxi no-indols, i.e. of a carbonyl substituted 2, 3,8, 9-
t et rahydro-1, 4- di oxi no-i ndol .

| ndeed, document (1) would not effectively disclose O+
substituted indols even though it enconpasses their
chem cal structure, if the skilled person were unable
to find out fromthe information given in that docunent
or fromcomon general know edge how to obtain these
conpounds (see T 206/83, QJ EPO 1987, 5, point 2 of the
reasons and T 26/85, QJ EPO 1990, 22, point 8 of the
reasons). In the present case, when follow ng the

Appel lant's all egation that the preparation process

i ndi cated in docunent (1) would not result in O+
substituted indols, then the issue arises whether or
not the skilled person is able on the basis of conmon
general know edge to prepare the OH substituted indols
of that docunent. However, the specification of the
present application already clarifies this issue in
denonstrating that the skilled person needs no nore

t han his general know edge to arrive at those indols.
Thus, this specification indicates on page 3, |line 56
that those conpounds "may be prepared by nethods known
per se" and specifies on page 6, lines 27 to 33 a well
known synthetic route based on prepublished literature
from 1974 for obtaining those particular indols.
Therefore the Board concl udes that a successful
preparation of the OH substituted indols of document (1)
is within the avail abl e general know edge and
conventional for the skilled person with the
consequence that this docunment conprises an enabling

di scl osure.

Any chal | enge by the Appellant of the above finding in
respect of the enabling disclosure of docunent (1)
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based on conmon general know edge were nere specul ation
| acki ng substantiating facts or corroborating evidence.
The burden of proving the facts it alleges lies with
the party invoking these facts. If a party, whose
argunents rest on these alleged facts, is unable to

di scharge its onus of proof, it |loses thereby. In the
absence of any pertinent evidence presented by him the
Appel | ant has not discharged the burden of proof which
i s upon himand, hence, the Appellant's view cannot
convi nce the Board.

Thus, the Board considers, in agreenent with the
deci si on under appeal, that in the present case the

2, 3-di hydro-1, 4-di oxi no-i ndol conpounds described in
docunent (1) represent the closest prior art and takes
it as the starting point when assessing inventive step.

In view of this state of the art the probl em underlying
the patent in suit as submtted by the Appellant during
t he appeal proceedi ngs consist in providing conpounds
havi ng an inproved activity profile, i.e. a better
selectivity as to its dopam ne D, receptor agoni st
activity.

To support his allegation that the purported

i nprovenent in selectivity of the dopam ne D, receptor
agoni st activity is achieved by the clained invention

t he Appellant submtted a test report annexed to the
Statenent of Grounds of Appeal. That conparative test
report indicates and conpares the test results of
conpounds according to the invention with those of one
si ngl e conparative conpound. The Appell ant conceded at
t he oral proceedings before the Board that this
particul ar conparative conpound was just at hand at the
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ti me when performng those test and, thus, was
arbitrarily chosen by him

It is the established jurisprudence of the Boards of
Appeal that, to be relevant, conparative tests have to
neet certain criteria. These include the proper choice
of a conparative conpound to be taken fromthe state of
the art where only known substances - not notionally
described ones - qualify for use in conparisons of
conmpounds (decision T 181/82, QJ EPO 1984, page 401
point 7 of the reasons). In the present case the 2, 3-
di hydro-1, 4-di oxi no-i ndol conpounds described in
docunent (1) represent the closest piece of prior art
(cf. point 4.2.3 above). That docunent, however,

nei ther specifically discloses this conparative
conmpound used in the Appellant's test report nor does
it specify any of the particular structural elenents
conprised in that compound. Thus, the Appellant's
conparative test report is unfair in not truly
reflecting the subject-matter disclosed in the closest
prior docunment (1). While showi ng in general a dopam ne
D, receptor agonist activity of the conpounds according
to the invention, the test report does not properly
denonstrate that the purported inprovenent in
selectivity of the clained conpounds has been
successfully achieved vis-a-vis that state of the art.
As a consequence, this test report is irrelevant and
nmust be disregarded in the assessnment of inventive step.

According to the jurisprudence of the Boards of Appeal,
al | eged but unsupported advant ages cannot be taken into
consideration in respect of the determ nation of the
probl em underlying the clainmed invention (see decision
T 20/81, QJ EPO 1982, 217, point 3, |ast paragraph of
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the reasons). Since in the present case the alleged

i nprovenent, i.e. a better selectivity of the dopam ne
D, receptor agonist activity, lack the required adequate
support, the technical problemas defined in point 4.3
above needs reformul ation.

In view of the teaching of docunment (1), the objective
probl em underlying the invention is |ess anbitious and
can only be seen in providing further conmpounds having

a dopam ne D, receptor agonist activity.

As the solution to this problem the application
proposes the 2,3,8,9-tetrahydro-1, 4-di oxi no-i ndol - 8-one
conpound as defined in claiml.

Finally, it remains to decide whether or not the
claimed solution to this objective problemunderlying
the invention is obvious in view of the state of the
art.

Docunent (1) specifically describes 2,3-dihydro-1, 4-

di oxi no-i ndol s having a dopam ne D, receptor agoni st
activity. This basic structure may be substituted inter
alia with an OHgroup at the 8-position of the indol
ring system being tantanount to the clainmed indol-8-one
structure (see point 4.2 above), and it may
additionally be substituted with a substituted

am noal kyl group at the 2-position of the indol ring
system (general formul a on page 29 in conbination with
page 30, line 4), enconpassing an am nonet hyl group
substituted with a benzyl group (page 29, line 30).
Hence, docunent (1) covers the conpound as defined in
present claiml.
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The rel evant question is, thus, whether the skilled
person consi deri ng docunent (1) and bei ng gui ded by the
techni cal problem as defined in point 4.4 above woul d
have been directed to the 2,3,8,9-tetrahydro-1, 4-

di oxi no-indol defined in claim1l as a further dopam ne
D, receptor agonist. The choice of an O4group at the 8-
position and of a benzyl am nonethyl group at the 2-
position of the indol ring systemwhich results in the
conmpound of claiml1, is within the anbit envi saged by

t he generic disclosure of docunent (1) which teaches
that all the conpounds covered by that docunent show
this dopam ne D, receptor agonist activity (page 2,
lines 24 to 27). The presunption prevails, therefore,
that the selected 2,3, 8, 9-tetrahydro-1, 4-di oxi no-i ndol
of claiml1l wll exhibit the sanme pharmacol ogi cal
activity as that conpound represents an arbitrary

sel ection out of a known class of active conmpounds. In
t he absence of evidence to the contrary, the Board
concl udes that faced with the problemindi cated above,
namely to provide nerely further conpounds having a
dopam ne D, receptor agonist activity, a skilled person
woul d not require any inventive skill in picking out at
random from structural variants outlined in docunent (1)
t he substitution of the basic 2,3-di hydro-1, 4-di oxi no-

i ndol structure with an O+ and a benzyl am no- net hyl
group thereby arriving without inventive ingenuity at

t he conpound of claim1, which is the solution proposed
by the present application.

For these reasons, claim1 is obvious in the |ight of
the prior art document (1).
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5. As a result, the Respondent's auxiliary request 4 is
not allowable for lack of inventive step pursuant to
Article 56 EPC.

6. The main request and auxiliary requests 1 to 3 covers
the subject-matter of claim1 of auxiliary request 4 in
the formof the preferred enbodi nrent according to their
dependent clains 4 or 3, respectively. Therefore the
consi derations having regard to inventive step given in
point 4.2 to 4.6 supra and the conclusion drawn in
point 4.7 supra with respect to auxiliary request 4
applies also to the main request and auxiliary requests
1to 3, i.e. their subject-matter clainmed is obvious

and does not involve an inventive step.

7. In these circunstances, the Appellant's main request
and auxiliary requests 1 to 3 share the fate of
auxiliary request 4 in that they too are not allowable
for lack of inventive step pursuant to Article 56 EPC.

Or der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r man:

N. Maslin A. Nuss

0077.D



