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Summary of Facts and Subm ssi ons

2324.D

The present appeal lies fromthe decision of the

Exam ning Division to refuse the European patent
application No. 96 903 000.6 (Publication No. 812 321)
pursuant to Article 97(1) EPC on the ground that the
subject-matter of Caim1l of the then pending request

did not involve an inventive step.

Caim1l of that request read as foll ows:

1. A compound having the formula

a N-oxide form, a pharmaceutically acceptable acid addition form or a
stereochemically 1somernic form, wherein :

Rlis hydrogen or halo;

R is C).galkyl, Ca.galkenyl or Cy_galkynyl;

R3 s hydrogen;

or R2 and R3 taken together may form a Ca.zalkanediy! radical wherein one or two
hydrogen atoms may be replaced by C_qalkyl;

R% is hydrogen, hydroxy or Cy.galkyloxy:

X is a bivalent radical of the formula

N—=O O=N
Lo LM
(a-1} (a-2)

L. 15 a radical of formula :

-Alk-RI (b},

-Alk-0-R6 (c),
Alk 1s Cy.j2alkanediyl;
R3 is hydrogen, cyano, C).galkylcarbonyl, C_galkylsulfinyl, Cj_galkylsulfonyl, aryl,
arylcarbonyl, tetrahydrofuran, dioxolane, dioxolane substituted with Cy_galkyl,
dioxane, dioxane substituted with Cy_galkyl,
RO s hydrogen, aryl, C|_galkyl, hydroxyC)_galkyl, Cj.galkylcarbonyl,
aryl is defined as phenyl or phenyl substituted with up to three substituents selected
from halo, Cy.galkyl or Cp_galkyloxy;
provided L is other than methyl when R” and R* are hydrogen, X represents a
heteracycle of formula (a-2), R' is chloro and R? is methyl.
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The follow ng docunments were cited in the exam ning
pr oceedi ngs:

(1) JP-A- 61 57518, abstract and machi ne assi sted
transl ation of the docunent

(3) EP-A- 76 530

(4) EP-A- 389 037

(5) EP-A- 445 862

(6) WO A 93 02677

(7) WO A 94 10174

(8 WO A 94 08994

(9) WO A 94 08995

In its decision, the Exam ning Division held that
starting fromdocunment (1) as the closest state of the
art, in particular exanple No. 8, the technical problem
to be solved could be seen in the provision of further
oxadi azol es having effect on the notility of the col on.
The Exam ning Division considered that a qualitative
effect on notility of the intestines could be expected
to be maintained in maki ng m nor structural

nodi fi cations, for instance, replacenent of the nethyl
group attached to the nitrogen atom of the 4-piperidyl
noi ety of exanple No. 8 of docunent (1) by an ethyl
group, which nodifications led to conpounds within the
scope of Claim1. The person skilled in the art would
have, therefore, solved the technical problem w thout

i nventive ingenuity.

In the statement of grounds of appeal received on

18 January 2002, the Appellant requested as nmain
request that the decision under appeal be set aside and
submtted as auxiliary request a fresh set of clains.
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As a follow up to a conmunication of the Board stating
that the disclainmer present in Claiml of the main
request, nanely the request refused by the Exam ning
Division (cf. point Il), mght not neet the

requi renents established by the decision of the

Enl arged Board of Appeal G 1/03, point 2.1, second

par agr aph, the Appellant w thdrew the main request and
only maintained as main and sol e request the set of
clainms submtted as auxiliary request with the
statenment of grounds of appeal (cf. point |V above).

The main and sol e request before the Board contained
el even clains. Independent Claim1 read as foll ows:

1. A compound having the formula

ire R!
0 R?
R'3

a N-oxide form, a pharmaceutically acceptable acid addition form or a stereochemically
isomeric form, wheren :

R! is hydrogen or halo;

R2 is Cp.galkyl, Ca.galkenyl or Co.galkynyl;

R3is hydrogen;

or RZ and R3 taken together may form a Co_zalkanediyl radical wherein one or two
hydrogen atoms may be replaced by Cy_qalkyl;

R4 is hydrogen, hydroxy or Cgalkyloxy;

X is a bivalent radical of the formula

=0} O=pN
-.{N’}v- ,or —-&N}—— .
{a-1) (a-2)
L is a radical of tormula
-Alk-R3 (b,
-Alk-0O-RE i,

Alk is Cp.pzatkanediyl;
R7 is cyano or letrahydrofuran;
rbisC 1-salkeyl, hydroxyCy.galkyl, or phenyl substituted with halo.
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The Appel |l ant requested that the decision under appeal
be set aside and that the case be remtted to the first
instance with the order to grant a patent on the basis
of the request before the Board (cf. point VI above).

Reasons for the Decision

1

2.2

2324.D

The appeal is adm ssible.
Article 123(2) EPC - Amendnents

Conpared to Claim1l as originally filed, present
Claiml was restricted to a conpound of forrmula (1)
wherein the group RR. was linited to cyano or
tetrahydrofuran and RP . was linmted to C.eal kyl,

hydr oxyCi.sal kyl, or phenyl substituted with halo. Those
anmendnents are supported by the application as filed
(cf. page 3, line 38 to page 4, line 2). Present

Claims 2 to 11 correspond to Clains 2 to 11 as
originally filed.

In view of the above, it is concluded that the
amendnents neet the requirenents of Article 123(2) EPC

Article 54 EPC - Novelty

Docunent (1) discloses an oxazol e derivative, useful as
a 5-HT, receptor agonist as a nedicine, of formula

N 4] ‘o
o A A

N

wherein one of Rt or RRis
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and the other is a group of formula -A-Het, wherein A
is a single bond or a | ower al kyl ene group, Het is a
non-aromatic ring heterocyclic ring group of
condensation or a single ring which contains one
nitrogen atomat |east (cf. page 4/48).

Such a di scl osure does not anticipate the subject-
matter of Claiml at |east since it does not disclose
unanbi guously a conpound wherein the heterocyclic ring
is a 4-piperidyl group substituted in the 1-position by
a group RR or R’ as defined in Caiml.

Docunents (3), (4), (5) disclose conpounds as
stinmulators of the notility of the gastro-intestinal
system conprising in place of an 1, 2, 4-oxadi azol e

noi ety an am de |inkage. For that reason, the subject-

matter of Cdaiml is novel in view of those disclosures.

The subject-matter of Claim1l is also novel in view of
Docunent (6) which discloses as Exanple No. 14 the 5-
[ 3- (Pi peridi no)propyl]-3-(2-net hoxy- 4-am no- 5-

chl orophen-1-yl)-1, 2, 4- oxadi azol e acting as a 5-HT,
receptor antagonist to treat, in particular, upper gut
nmotility (cf. page 20; page 6, line 15 and page 38).

Docunents (7), (8) and (9) disclose conmpounds as 5-HT,
receptor antagonists conprising in place of an 1, 2, 4-
oxadi azol e noi ety an am de or ester |inkage and for
that reason, the subject-matter of daim1l is novel in
view of those disclosures. It is true that those
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docunents nention that the oxadi azole noiety may be a
suitabl e biostere for the am de noiety (cf. page 4,
line 31 to page 5, line 6; page 5, lines 1 to 14 and
page 4, line 35 to page 5, line 11 respectively).
However no conpound is disclosed in that respect.

Article 56 EPC - Inventive step

In the preanble of the description of the invention,
docunents (3) to (9) are acknow edged. After having

di scussed those docunents, the description goes on to
state that the conpounds according to the invention
show favourable intestinal notility-stinulating
properties, in particular they show notility-enhancing
effects on the colon (cf. page 1, lines 11 to 24).

However, docunent (1) is closer than the other
docunents cited in the description of the application
since it relates to conpounds useful in particular for
the treatnment of pseudo-intestinal obstruction (cf.
page 16/48, effect of the invention), an objective
identical to that of the clainmed invention (cf. page 9,
l[ine 9); and since the conpounds conprise an oxadi azol e
noi ety, the sole difference between conpound No. 8 of
formul a

CHy

D—N
CHy— NH;
3 O_L‘*N 2

Cl

(3-(4-am no-5-chl oro- 2- net hoxyphenyl ) - 5- (1- net hyl - 4-

pi peridyl)-1, 2, 4- oxadi azol e, cf. page 30/48) and the

cl ai med conpounds being the replacenent of the nethyl
group of the 4-piperidyl noiety by a group L as defined
in Caiml.



2324.D

-7 - T 0319/ 02

The Board is aware in that respect that the Appellant
provi ded an experinental report showi ng that at a dose
of 0.125 ng/ kg, conpound No. 8 is devoid of colon
notility enhancing properties in the conscious dog (cf.
statenent of grounds of appeal). The Board observes
nevertheless that it is known in the art that a dose of
up to 10 ng/ kg may be necessary to obtain the desired
effect (cf. docunent (4), page 20, line 40). This is

al so confirmed by the present application (cf. page 9,
lines 16 to 20). If the Appellant has shown that for a
rat her | ow dose conpound No. 8 is inactive, this is not
sufficient to conclude that this conpound is not
suitable for treating pseudo-intestinal obstruction at
a higher dose nevertheless within the commonly accepted

range.

Therefore, the Board holds that the cl osest state of
the art is conpound No. 8 of docunent (1), which is
useful in particular for the treatnment of pseudo-

i ntestinal obstruction.

In view of this closest state of the art, the technical
problemto be solved is to be viewed in the provision
of further conpounds for use as a nedicine useful for
increasing the notility of the intestinal system as
actually stated in the application as originally filed
(cf. point 4.1 above).

In view of the pharnmacol ogi cal exanpl e on page 14 of
the application in suit, the Board is satisfied that
the technical problemis solved.
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It remains to be decided whet her or not the subject-
matter of Claiml is obvious in view of the state of
the art. The question arises whether or not the person
skilled in the art would have been directed in an

obvi ous manner to replace the nethyl group of the 4-

pi peridyl noiety of the conmpound No. 8 of docunment (1)
by a group L as defined in Claiml to solve the

t echni cal probl em nenti oned above (cf. point 4.3).

Docunents (3), (4) or (5), although disclosing
conmpounds stinulating the notility of the gastro-
intestinal system do not give any hint in that respect
since they do not conprise an 1, 2, 4- oxadi azol e noi ety
and are, therefore, structurally renote fromthe

cl ai med conpounds.

Docunents (6), (7), (8) and (9) disclose 5-HT,

ant agoni sts which bl ock the ability of 5-HT to
stinmulate gut notility, an effect inverse to that
sought (cf. in particular, page 7, lines 33 to 38;
page 7, lines 30 to 35 and page 7, lines 27 to 32
respectively) and are not relevant in that respect.

Since the prior art does not teach the person skilled
in the art to design the clained conpounds for solving
t he techni cal probl em defined above (cf. point 4.3),
the subject-matter of Claim1 neets the requirenent of
Article 56 EPC.

Remttal to the first instance - Article 111(1) EPC
The Board has conme to the conclusion that the subject-

matter of Claiml of the main and sol e request neets
the requirenment of Article 56 EPC overcom ng, therefore,
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the sole reason for the refusal of the European
application by the first instance.

5.2 Having regard to the fact that the function of the
Boards of Appeal is primarily to give a judicial
deci si on upon the correctness of the earlier decision
taken by the first instance, the Board exercises its
di scretion under Article 111(1) EPC to remt the case
to the first instance for further prosecution.

5.3 When exam ning the conpliance of Cains 2 to 11 with
EPC, the Exam ning Division should pay attention to

Claim8 which is dependent on CCaim6. It wuld seem
that, rather, C aim8 should be dependent on Claim?7.

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 for further
prosecution on the basis of the set of eleven clains
filed with the statenent of grounds of appeal received
on 18 January 2002 as auxiliary request.

The Regi strar: The Chai r man:

N. Maslin A. Nuss
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