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Summary of Facts and Subm ssi ons

1120.D

This appeal lies fromthe decision of the Exam ning

Di vi sion posted on 6 March 1997 to refuse the European
pat ent application No. 92 104 830.2 (publication

No. 0O 498 466), which is a divisional application of
the earlier application No. 86 302 964.1, on the ground
that at |east part of the then pending:

Clains 1 to 10

did not involve an inventive step contrary to the
requirenment of Article 56 EPC in the light of the
di scl osure of docunents:

(1) WO A-85/01048,

(2) WD A-84/ 00166,

(3) Arch. Int. Pharmacodyn. 1961, CXXXIIl, No. 1-2,
138ff.

| ndependent Claim1 reads as foll ows:

"A conpound of formula (1), or a pharmaceutically
acceptabl e salt thereof:
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wherein

Xis COand Yis NHor O

R, i s hydrogen, C,_gsal kyl, GC;.,al kenyl -nethyl, phenyl or
phenyl C,,al kyl either of which phenyl noieties may be
substituted by one or two of hal ogen, CF;, C,_sal koxy or
Ciqal kyl;

R, i s hydrogen, hal ogen, CF;, C_sal kyl or C,_sal koxy;

R, is a group of formula (a), (b) or (c):

{a)
§+)

(el

wherein nis 2 or 3;
p and g are independently 1 to 3;
and

R, or Ry is C.; alkyl."

| ndependent Claim8 is worded as foll ows:

"A conpound of formula (1) wherein R, is of fornmula (a)
or (c) as defined in claiml1, but wherein R, or Ry i S

repl aced by hydrogen".

| ndependent Clains 9 and 10 relate, respectively, to
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phar maceuti cal conpositions conprising a conmpound
according to any one of Clainms 1 to 7 and to the use of
a conmpound according to Clainms 1 to 7 in the

manuf acture of a nedi canment for use as a 5-HT

ant agoni st..

As to the description, the present (divisional)
application contained nerely the follow ng text:

"This invention relates to novel conpounds havi ng
phar macol ogi cal activity, to processes for their
preparation and their use as pharnaceuti cals.

This is a divisional application of European Patent
Application No. 86302964.1 in the nane of Beecham G oup
p.l.c. (EP publn No. 200444), the subject matter of
which is wholly incorporated herein by reference.

This invention is described with reference to
EP- A- 200444 and the clains which foll ow "

In its decision, the Exam ning Division held that the
solution to the problem of providing further conpounds
havi ng 5-HT antagonistic activity was prima facie
obvious. First, it was clear fromdocunents (1) and (2)
that the aryl or heteroaryl group attached to the
azabicycle could be varied to a considerabl e extent
whil e mai ntaining the qualitative 5-HT-antagoni st
properties of the resulting conmpounds. This finding
was, furthernore, confirned by the disclosure of
docunent (3) which showed that on exchange of indole
for indazole, the antagonist activity on 5-HT receptors
was nmaintained. It was the Examning Division's
conclusion that the skilled worker facing with the
probl em of designi ng new 5-HT antagoni sts woul d have
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i nevitably expected upon exchange of indole for

i ndazole in a known substituted azabicyclic conpounds
to obtain conmpounds which exhibit 5-HT antagoni st
activity.

In addition, the Exam ning Division found that an
i mproved activity could not be established for all the
conmpounds enconpassed by Caim 1.

As an obiter dictum the Exam ning Division observed
that Cl aim 8 extended beyond the content of the parent
application and hence contravened Article 76(1) EPC.

At the oral proceedings held before the Board of Appeal
on 8 March 2000, the Appellant, upon having nade aware
by the Board of another possible objection under
Article 84 EPC regarding the expression "is replaced by
hydrogen” present in Claim8, submtted as sol e request
a new set of Clainms 1 to 10 differing fromthe previous
one in that the Claim8 was worded as foll ows:

"A conpound of formula (1) wherein R, is of fornmula (a)
or (c) as defined in claiml1, but wherein R, or R;
represent hydrogen".

The Appellant's subm ssions both in the witten
procedure and at the oral proceedings can be summari sed
as foll ows:

- the current Claim8 satisfied the requirenents of
Articles 76(1) as it was supported by the
description of the earlier application as fil ed.
The said description indicated that the conpounds
of formula (VIl1) as set out pages 15 and 16 forned
an aspect of the invention, the side chain X-Y-R,
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being preferably in position 3, Z being often NR;
and R, being not present.

- regarding inventive step of the aim1l, the
docunent (3) could not be regarded as a rel evant
prior art given that the disclosed indazole
derivatives showed no or at best a | ow 5-HT
ant agoni st activity and therefore did not aim at
t he sane objective as the clained subject-matter
Docunents (1) or (2), although teaching a nunber
of possibilities, including indole, for a noiety
in a chem cal conpound havi ng 5-HT ant agonistic
activity, would not have rendered obvious further
possibilities. A prinma facie case of obvi ousness
was therefore not established.

The Appel |l ant requested that the decision under appeal
be set aside and that a patent be granted on the basis
of Clainms 1 to 10 as submtted during the oral
proceedi ngs of 8 March 2000.

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

Reasons for the Deci sion

1

1120.D

The appeal is adm ssible.

Content of the application - Articles 123(2), 76(1),
78(1) (b) EPC

The statement in the text of the present (divisional)
application as filed (see point Ill, above) is clear
and unanbi guous in the sense that the entire text of
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t he description of the earlier application
n°86302964. 1, published under EP-A-200444, is

i ncorporated by reference so that the description of
the present application shall be identical to the
original text of the description of the earlier
application referred to. This text as such fulfills the
requirenents set out in decision T 689/90 (Q EPO 1993,
616, point 2.2 of the reasons; @Quidelines CI1, 4.18)
and the Board sees no reason why such an incorporation
by reference should not be valid and acceptable, given
that it is perm ssible and wi despread practice to file
di visional applications with a text of the description
identical to that of the earlier application.

Nonet hel ess, in order to conply with Rule 27 EPC and to
al  ow amendnents of the text of the description, and in
general, in order to render the patent specification,
regardi ng the essential features of the invention,
self-contained (Article 78(1)(b) EPC, cf. Quidelines
above and GVI, 9.5) , it wll be necessary - as the
applicant has been invited to in the Exam ning

D vision's comuni cation dated 7 Novenber 1994 - to
expressly incorporate those parts of the description
referred to which are relevant for the subject-matter
clainmed in the present application. But this can be
left to a later stage after the patentability of the
subj ect matter cl aimed has been exam ned on the basis
of the text of the description of the earlier
application which forns part - actually the whol e
substantive part - of the description of the present
application (Article 78(1)(b) EPC) and, therefore has
to be taken into account for the purposes of

Articles 76(1) and 123(2) EPC.

In the Board's judgnent, Claim1l does not contravene
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the requirenment of Article 76(1) EPC as it does not
amount to an inadm ssible singling out of a specific
sub-cl ass of conpounds not disclosed in the earlier
application but, on the contrary, anounts to a
[imtation of the possibilities already disclosed in
the earlier application, i.e. to alimtation of the
scope of the said application. The reasons for this
finding are as foll ows.

Referring to the content of the earlier application,
the Board first notes that the group X-Y-R, is
preferably in position 3 (R, is not present) (see

page 2, lines 10 to 11; page 4, lines 16 to 18) and
preferably X is COand Y is NH or O (see page 3,

line 31). Furthernore, the groups R,, R present when R,
is the group (a) or (c) are preferably C.; al kyl,
including as groups "of interest"”, C,.; alkyl such as
nmet hyl, ethyl and n- and iso-propyl (see page 4,

lines 33 to 35). Zis often NR; and R, i s not present
(see page 3, line 33). The expression "often", although
| ess strong than "preferred” distinguishes,
nevertheless, in the present context, those groups from
the others. The sol e anmendnent which is not supported
by a distinguishing expression in the description
relates to the group R,. However, the list of the five
sel ected substituents (hydrogen, hal ogen, CF;, C,_sal kyl
or C,.sal koxy) present in the CCaiml results froma
sinmple limtation of a longer list such as set out

page 2, lines 14 to 24. The deletion of the other
substituents does not therefore |ead to an undi scl osed
conbi nation of specific meanings.

The Board concludes fromthe above that the present
Claim1l is directly and unanbi guously derivable from
the earlier application as filed and thus conplies with
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the requirement of Article 76(1).

Li kew se, Claim8 is supported by the earlier
application as filed given that the conpounds of
formula (VMIl) are said to "forman aspect of the

i nvention" (see page 20, lines 19 to 20) and,

t herefore, conprise the specific enbodiments related to
t he description of conpounds of fornmula (1) (see

poi nt 2.3 above).

Novelty - Article 54(1) and (2) EPC

After exam nation of the cited prior art docunents, the
Board has reached the conclusion that the subject-
matter as defined in the clainms as granted is novel.
Since novelty had never been contested by the Exam ning
Division, it is not necessary to give reasons for this
findi ng.

| nventive step

It remains to be decided whether or not the present
request involves an inventive step as required by
Article 56 EPC. I n accordance with the "problem

sol uti on approach" consistently applied by the Boards
of Appeal to assess inventive step on an objective
basis, it is necessary to establish the closest prior
art being the starting point, to determine in the |ight
t hereof the technical problemwhich the invention
addresses, to verify that the technical problemis
solved by all the enbodi nents enconpassed within the
claimed solution and to exam ne whet her the clained
solution is obvious or not in view of the state of the
art.
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4.2 The patent in suit relates to conpounds having a 5-HT
antagoni st activity in which an azabicyclic nmoiety is
attached to an indazole noiety through an ester or
am de link. Those conmpounds are used in the treatnent
of m graine, cluster headache, trigem nal neural gia
and/ or enesis (see page 24, lines 1 to 6).

Docunent (3) relates to a general study about 5-

hydr oxytryptam ne (5-HT) |ike substances, nanely

i ndol eal kyl am nes or indazol eal kyl am nes. The ai m of
this publication is to study the 5-HT |ike action
(stimulant activity) or the anti-5-HT action
(antagoni stic activity) of those substances. Fromthe
exanples indicated in Table |11, pages 150 and 151, it
turns out that the indazol eal kyl am nes have either a
stinmulant activity and no antagonistic activity
(exanmples 51 to 57) or a |low antagonistic activity
(exanpl es 58 and 60). Furthernore, exanples 58 and 60
appear to be less relevant than exanples 51 to 57 as
they are structurally nore renote fromthe clained
conmpounds since they present a benzyl oxy substituent
attached to the phenyl ring. In addition, the
conclusions of this study confirmthe | ack of
significant anti-5-HT action of the indazol al kyl am nes
and in general of the tested substances as foll ows:

"k) Indazol eal kyl am nes, as al ready observed by
Ainsworth (1958) showed a remarkabl e 5-HT |ike
activity," (see page 154, fourth paragraph).

"5. |If present, the antagonistic activity of the

exam ned conpounds was rather |ow, especially when
assayed on the rat uterus preparation." (see page 154,
bot t om par agr aph),

1120.D Y A
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"None of the exam ned conpounds had marked antagoni stic
activity." (see page 155, third and fourth |lines from
the bottom.

It can be concluded that this docunment does not aim at
t he sane objective as the patent in suit and,

t herefore, cannot be regarded as the cl osest state of
the art for assessing inventive step.

Docunent (2) relates to conpounds having a 5-HT
antagoni st activity in which an azabicyclic nmoiety is
attached to an indole noiety through an ester or am de
link (see pages 3 to 4 and page 44, lines 12 to 13).
Nuner ous exanples are disclosed in support of the scope
of the general formula related to those derivatives. In
particular, the Board notes that exanple A-2 (see

page 25) describes the indol-3-yl-carboxylic acid-endo-
8- net hyl - 8-aza-bicycl o[ 3,2,1] oct-3-yl-ester or ICS
205-930 or Tropisetron, one of the two nost preferred
conpounds (see page 48, lines 17 to 19), which,
furthernore, according to the Appellant, represents a
significant advance in 5-HT; receptor antagoni st
activity (see page 3 of the subm ssions dated 21
January 1992, filed in the course of the exam nation
proceedings by a letter dated 12 May 1995). There are
al so many ot her exanples of derivatives which differ
fromthe clainmed subject-matter in that they possess an
indole noiety in lieu of an indazol e one.

Thi s docunent ains at the sane objective as the clained
invention and differs therefromsolely in that the
derivatives conprise an indole noiety.

Docunent (1) relates to conpounds having an 5-HT
antagoni st activity in which an azabicylic noiety is
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attached to an aryl or heteroaryl noiety through an
ester or amde link. This docunment was filed 14 nonths
| ater than docunment (2) and it represents a
general i sation of the disclosure of docunment (2). In
particular, the heteroaryl noiety which is limted to
indole noiety in docunent (2) is extended, in docunent
(1), in addition to indole, to quinolynil, pyridyl or
2H 1- benzopyranyl noiety (see claiml).

The di sclosure of this docunent ains at the same
objective as the clained invention and differs
therefromsolely in that the derivatives conprise an

i ndol e, quinolynil, pyridyl or 2H 1-benzopyranyl noiety
inlieu of an indazole noiety.

The Board concurs with the Exam ning D vision and the
Appel | ant that either docunent (1) or (2) may represent
the cl osest state of the art. Neverthel ess, docunent
(2) contains nmuch nore information due to the greater
nunber of exanples (see pages 22 to 44) and noreover
descri bes the Tropisetron (see page 25), the nost
significant 5-HT; receptor antagonist, and represents,
therefore, the nost prom sing spring-board towards the
cl ai med invention which was available to the skilled
person. In any case, electing docunent (1) as the

cl osest state of the art would not have changed the
final conclusion of the Board.

In the light of this closest state of the art, the

t echni cal probl em underlying the application with
respect to this subject-matter is to be seen in

provi ding further conmpounds having an 5-HT ant agoni st
activity conprising both an azabicyclic noiety and an
het eroaryl noiety.
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In view of the pharnmacol ogical tests related to the
eval uation of the compounds No. 1 to 3, 5, 8, 10 and 11
for antagoni smof the von Bezol d-Jarish reflex reported
page 37 of the earlier application, the Board is
satisfied that the conpounds as defined in daiml

sol ve the said technical problem

It remains to be decided whet her or not the conpounds
of Claiml of the application in suit neet the
requi renment of inventive step.

The Exam ning Division held that in the light of the

di scl osures of the docunents (1), (2) and (3) "the
skilled worker who was aware of the prior art and faced
wi th the probl em of designing new 5-HT antagoni sts
woul d i nevitably have expected upon exchange of indole
for indazole in a known substituted azabicyclic
conpound to obtain conpounds which exhibit, on a
qualitative basis, 5-HT antagonistic activity: the
clainmed solution is therefore considered to be prim

f aci e obvi ous.

In the Board's judgnent, this |ine of argunents falls
on the fact that the authors of docunent (3) which
studi ed the 5-HT stinulant and antagonistic activity of
various indole or indazole derivatives concluded that

i ndazol e conpounds have no or a | ow antagonistic
activity (see point 4.2 above).

Therefore, the person skilled in the art, in view of

t he teaching of docunents (1) and (2) woul d not have
consi dered the clained indazol e derivatives as he would
not have expected, given the teaching of docunent (3),
that such im dazol e derivatives show an anti-5-HT
activity.
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It follows fromthe above that the subject-matter of
Caim1l1l is not rendered obvious by the cited prior art.
The sane applies to the dependent Clainms 2 to 7
relating to specific enbodi nents of said i ndependent
Claima1l.

| ndependent Claim8 (see point Il above) relates to
conmpounds whi ch, according to the description of the
application, are useful as internediates to prepare the
conpounds of clainms 1 to 7 (when R, i s not hal ogen)

t hrough a process route involving hydrogenol ysis of
conpounds of fornmula (1) wherein R, or Ry are benzyl,
set out in the application but no | onger clained here,
foll owed by al kyl ation of the intracyclic am no group.
The subject-matter of this claimis supported by the

i nventive concept underlying Claiml as it takes part
in an anal ogy process for the preparation of the
conmpounds of Claim1l, it is not suggested by the state
of the art and provides non obvi ous essenti al
structural elenents of the conmpounds of C aim1.

| ndependent Claim9 relating to a pharmaceuti cal
conposition conprising a conpound according to any one
of clainmse 1 to 7 or a pharmaceutically acceptable salt
thereof, and a pharmaceutically acceptable carrier and
i ndependent Claim10 relating to the use of a conpound
according to any one of claims 1 to 7 in the

manuf acture of a medi canent for use as a 5-HT

ant agoni st are based on the sanme inventive concept and
derive their patentability on the sane basis as does
Claim1.

As a result, the Board cones to the conclusion that the
cl ai med subject-matter conplies with the requirenents
of Article 52(1) EPC and a patent can be granted
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provi ded the other requirenents for grant are nmet, here
in particular the express incorporation of the relevant
parts of the text of the description fromthe (earlier)
application published as EP-A-200444 (see point 2.2
above). To this end the case is remtted to the first
instance (Article 111(1) EPC)

Or der

For these reasons it is decided that:

1. The deci sion under appeal is set aside.

2. The case is remtted to the first instance with the
order to grant a patent with the Clainmns 1 to 10
submtted on 8 March 2000 and a description to be

adapt ed.
The Regi strar: The Chai r man:
N. Maslin A. Nuss

1120.D Y A



