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Summary of Facts and Submissions

1550.D

Eur opean patent No. 0 050 800 was granted on the basis

of Clainms 1 to 15 for the contracting states other than
Austria and of Clains 1 to 14 for Austria contained in

Eur opean patent application No. 81 108 348.4. daiml

reads as foll ows:

"1. A conpound of the fornula

or a pharmaceutically acceptable salt thereof, wherein

R and R are the same or different and are hydroxy,

| oner al koxy, |ower al kenyl oxy, dilower alkylanm no

| ower al koxy, acyl am no | ower al koxy, acyl oxy | ower

al koxy, aryl oxy, aryllower al koxy, am no, |ower

al kyl am no, dilower al kylam no, hydroxyam no, aryl !l ower

al kyl am no, or substituted aryloxy or substituted
aryl | ower al koxy wherein the substituent is nethyl,

of from1l to 10
wherein the

aryl oxy,

hal o or nmethoxy; R' is hydrogen
substituted | ower alkyl

al kyl
car bon atons,

substituent is hydroxy, |ower alkoxy,

substituted aryl oxy, heteroaryl oxy, substituted

het er oaryl oxy, am no, |ower al kyl am no,

di | ower al kyl am no, acyl am no, arylam no, substituted

aryl am no, guani di no, im dazolyl, | ower

substituted arylthio,

i ndol ylI ,

al kyl thio, arylthio, car boxy,

car banoyl, | ower al koxy carbonyl, aryl, substituted

aryl ,
or substituted aral kylthio, wherein the aryl or

ar al kyl oxy, substituted aral kyl oxy, aral kylthio
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heteroaryl portion of said substituted aryl oxy,

het eroaryl oxy, arylam no, arylthio, aryl, aralkyl oxy,
aral kylthio group is substituted with a group sel ected
from hal o, |ower alkyl, hydroxy, |ower alkoxy, am no,
am nonet hyl, carboxyl, cyano, or sulfamoyl; R and K’
are the sanme or different and are hydrogen or | ower

al kyl; R*is hydrogen, |ower alkyl, phenyl |ower alkyl,
am nonet hyl phenyl | ower al kyl, hydroxyphenyl | ower

al kyl, hydroxy |ower al kyl, acylam no | ower alkyl,

am no | ower al kyl, dinethylamno | ower alkyl, guanidino
| ower al kyl, imdazolyl |ower alkyl, indolyl |ower
alkyl, or lower alkyl thio lower alkyl; R* and R are
the sane or different and are hydrogen, |ower alkyl or
Z, or RR and R taken together forma group represented
by Q U V, Y, Dor E wherein;

Zis

R3x1 XZRS
NS

(CH,),

wherein X! and X2 i ndependent of each other are O S or
CH,, R and R independent of each other are |ower alkyl,
| ower al kenyl, |ower al kynyl, cycloal kyl having 3 to 8
carbon atons, hydroxy |ower alkyl, or -(CH),Ar, wherein
nis 0, 1, 2 or 3 and Ar is unsubstituted or
substituted phenyl, furyl, thienyl or pyridyl, wherein
sai d substituted phenyl, furyl, thienyl or pyridyl
groups are substituted with at |east one group that is

i ndependently selected fromC, to C, al kyl, | ower

al koxy, lower alkylthio, halo, CF; and hydroxy, or R
and R® taken together forma bridge W wherein Wis a
single bond or a nethylene bridge or a substituted
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nmet hyl ene bridge when at | east one of X! and X? is

nmet hyl ene, or Wis an al kyl ene or substituted al kyl ene
bridge having 2 or 3 carbon atons, said substituted
nmet hyl ene bridge or said substituted al kyl ene bridge
havi ng one or two substituents selected from | ower

al kyl, aryl and aryl |ower alkyl groups, and pis 0, 1
or 2; wth the proviso that at |east one of R* and R
is Z, with the proviso that if RRis Z and pis 0 then
X! and X? nmust both be nethylene, and with the proviso
that if X! and X? are both nethylene then R® and R nust
forman al kyl ene bridge W

Qis
R8XE>><:TXZRQ
CH
(\2)p (/Cf~12)q

wherein R, R, X! and X? are as defined above, pis 0, 1
or 2, qis 0, 1 or 2, with the proviso that the sum of
p and q nust be 1, 2 or 3, with the proviso that if p
is 0 then Xtand X? must be nmethylene, and with the
proviso that if X' and X2 are nethylene then R and R°

t aken together forma bridge W wherein Wis as

defi ned above;

Vis

wherein R, R, X! and X? are as defined above, pis 0, 1
or 2and qis O, 1 or 2, with the proviso that the sum
of pand qis 1, 2 or 3, with the proviso that if X' and
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X2 are CH, then R and R® taken together forma bridge W
wherein Wis as defined above;
Uis

(CH,), (CH

N/

2)q

wherein Wis as defined above (except that Wmay al so
be a nethyl ene bridge when X' and X? are oxygen or

sul fur), X' and X* are as defined above, pis 0, 1 or 2,
gis 0, 1 or 2, with the proviso that the sumof p and
gis 1or 2, and with the proviso that if pis 0, X
nmust be CH,, excluding conpounds wherein Uis

CH
(\ZQ)FH?q
wherein p is zero or 1 and g is 1;
Y 1is
G
‘(CH25 (CH

)
2’
2N

wherein Gis oxygen, sulfur or CH, ais 2, 3 or 4and b
isl 2, 3, 4o0or 5 wth the proviso that the sumof a
and b is 5 6 or 7o0or Gis CH, ais 0, 1, 2 or 3, bis
O, 1, 2 or 3 wth the proviso that the sumof a and b
is 1l 2or 3, with the proviso that the sumof a and b
may be 1, 2 or 3 only if Ris |lower alkyl substituted

wi th aral kylthio or aral kyl oxy;

Dis
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wherein Fis Oor S, j is 0, 1 or 2 and kis 0, 1 or 2,
with the proviso that the sumof j and k nust be 1, 2
or 3, and mis 1, 2 or 3 andt is 1, 2 or 3, with the
proviso that the sumof mand t nust be 2, 3 or 4
Eis

wherein Lis Oor S, uis 0, 1 or 2and vis 0, 1 or 2,
with the proviso that the sumof u and v nmust be 1 or
2, and his 1 or 2 and sis 1 or 2, with the proviso
that the sumof h and s nust be 2 or 3."

Claim1l1l for Austria related to a process for preparing
t he sai d conmpounds.

. Three oppositions were filed against the granted
pat ent .

O the nunmerous docunents cited during the Opposition
Proceedings, the following remain relevant to the

present deci sion:

(1) EP-A-0 012 401

1550.D Y
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(4) Federation Proceedings 38/13 (1979), p. 2779-2782,
(5) USs-A-4 105 776
(8) FRA-7 931 132

The Opposition Division maintai ned the patent on the
basis of those clains submtted during O al

Pr oceedi ngs.

Claims 2 to 4 and 7 to 9 (for the Contracting States
ot her than Austria) correspond word by word to granted
Clains 2 to 4 and 7 to 9.

G anted C aim 10 was abandoned and clains 10 to 14
correspond to granted Clains 11 to 15.

Claim 1l was obtained fromthe correspondi ng granted
Claim1 through a limtation of the definition of
groups Z and Y and through anmendnent of the definition
of the group U (replacenent of the expression "when X!
and X? are oxygen or sulfur") by "or substituted

met hylene". In a simlar way, Cains 1 to 13 for
Austria were obtained fromgranted Clains 1 to 9 and 11
to 13 for Austria.

The Opposition Division considered the clained subject-
matter to be novel since neither docunent (1) nor any
ot her available literature disclosed conpounds
presenting the obligatory disubstitution in the gem na
posi tion.

As to the question of inventive step, it was the view
of the Qpposition Division, that the closest prior art
was docunment (1). In relation to (1), the probl em

underlying the contested patent was seen in devel opi ng
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ACE inhibiting substances having different excretion
pat hway.

The Opposition Division considered that the opposed
patent represented a solution to the said problem and

- since the docunment (4) taught away from any bul ky
repl acenent or substitution of the Cterm nal
proline in ACE inhibitors in general,

- since surprising and advant ageous effects had been
establ i shed by neans of conparative data,

- si nce docunent (8) disclosed Cterm nal
nodi fications in the Captopril skel eton but was
silent regarding the excretion pathway and

- since there was no data pointing towards the two
menti oned positive effects of the C-term nal
i ntroduction of a bulky am no acid derivative into
the Captopril skel eton,

that the subject-matter of the patent in suit involved
an inventive step.

The Exam ning Division further took the view that the
objection of insufficient disclosure had not been
sufficiently substanti at ed.

Appel l ant (Ol) (ADIR) and Appellant (O2) (Knappwost)
| odged appeal s agai nst the decision of the Opposition
Di vi si on.
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Appel l ant (Ol) objected to the contested patent on
t he grounds of insufficient disclosure
(Art. 83 EPC) and requested the limtation of the
patent to the exanples 8-17 and 48-49.

In this respect, Appellant (Ol) submtted a
statenment of an expert according to which the
sufficiency of disclosure was questionabl e, at
| east for a part of the clainmed subject-matter.

Appel l ant (Q2) requested the revocation of the
contested patent for |ack of novelty (Art. 54
EPC), inventive step (Art. 56 EPC) and sufficient
di scl osure (Art. 83 EPC).

Appel l ant (Q2) argued that a novelty destroying
overl|l ap exi sted between those of the clained
conpounds wherein R* and R are connected together
to forma disubstituted Q bridge and those
conmpounds di scl osed in docunent (1) and further
that the ACE-inhibitory activity was obvious from
t he conbi ned teaching of docunents (1), (5) and

(8).

The significance of the results of the in-vivo
conparative tests provided by the Patentee in
order to establish a preferential excretion

pat hway for the conpounds of the patent at issue
was al so contested; the results of such tests
whi ch had been carried out on dogs and rats were
not necessarily transposable to the human bei ng.

Finally it was objected that the disclosure of the
patent was insufficient, particularly since a
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description of the process to be used in order to
prepare some of the necessary starting products
was m ssing and since sone of the clainmed
conpounds cont ai ned specific groups associ ated by
one skilled in the art with pharnmaceuti cal
activities different fromthe intended activities.
I n support of these subm ssions Appellant (QO2)
filed docunents (14) to (16) published after the
priority date of the patent in suit.

(14) J. Med. Chem 1988, 31, 875- 885,

(15) Arzneim-Forschung, Drug Res. 34 (I11), Nr.10b
(1984), 1435-1447

(16) Br. J. din. Pharmac. (1982), 14, 357-362

The Respondent (proprietor of the patent) argued that

t he appeal by Appellants (Ol) and (OQ2) were not

adm ssi bl e because the Appellant (Ol) was not adversely
affected (Art. 107 EPC) and Appellant (Q2) appeared to
be "a man of straw' (cf. T 635/88, Q] EPO 1993, 608,
Reasons 8.3 and 8. 4).

In a letter dated 17 May 1993, Appellant (Q2) contested
t he doubts concerning his identity as a true opponent
and informed the Board of Appeal that for persona
reasons, he would no | onger be active in the Opposition
Pr oceedi ngs.

A deci sion based on the state of the file was
request ed.
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The Board issued a comuni cation on 19 January 1994,
expressing a provisional opinion that the novelty of
the subject-matter of aiml as granted was destroyed
by two overlaps existing with the subject-matter

di scl osed in docunment (1).

Decisions T 12/90 of 23 August 1990 (not published in
Q) EPO Reasons point 2.7) and T 383/88 of 1 Decenber
1992 (not published in Q) EPO, Reasons point 4.2) were
guot ed.

In reply, a new set of clains and a correspondi ng
anmended description were submtted by the Respondent
with his letter of 28 January 1994. Additionally, the
formula on the top of page 5 (lines 5-13) was anended.
New Cl aim 1l has been obtained fromdCaim1 previously
submtted during the Oral Proceedi ngs before the
Qpposi tion Division by:

- deleting the possibilities for R, R taken
together to forma group represented by V, Y, D
and E,

- deleting the possibility for R,, R to be an
hydrogen, a lower alkyl or a group Z and

- deleting the possibility for R, R taken together
to represent Q wherein R, R’ are not bounded
t oget her.

In other words, Claiml was |limted such that the
substituents R, R taken together forma group
represented only by Q and U
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VIIl. Oal Proceedings took place on 7 February 1994;
Appel lants (Ol) and (O2) announced that they woul d not
att end.

I X. The follow ng questions were di scussed at the Oal

Pr oceedi ngs:

- adm ssibility of the appeal of Appellant (O1),

- adm ssibility of the opposition and consequently
of the appeal of Appellant (Q2),

- adm ssibility of the newly filed clains with
regard to Article 123(2) and 123(3) EPC,

- sufficiency of disclosure and support of the newy
filed clains with regard to Articles 83 and 84
EPC,

- novelty and the inventive step of the newy filed
clainms, Articles 54 and 56 EPC.

In the course of the Oral Proceedi ngs, the Respondent
filed new clains (both sets for all states) in which
the radical Wwas redefined to neet an objection under

Article 123(2) EPC rai sed by the Board.

Claim1 for the contracting states other than Austria
now reads as foll ows:

"1. A conpound of the fornula
i T
i
R—C—C—NH—VH—C—N—E—C—R
| !

or a pharmaceutically acceptable salt thereof, wherein
R and R are the same or different and are hydroxy,

1550.D Y
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| ower al koxy, |ower al kenyl oxy, dilower al kylam no

| ower al koxy, acyl am no | ower al koxy, acyl oxy | ower

al koxy, aryl oxy, aryllower al koxy, am no, |ower

al kyl am no, dilower al kylam no, hydroxyam no, aryl !l ower
al kyl am no, or substituted aryloxy or substituted
aryl | ower al koxy wherein the substituent is nethyl,
hal o or nmethoxy; R' is hydrogen, alkyl of from1 to 10
carbon atons, substituted | ower alkyl wherein the
substituent is hydroxy, |ower al koxy, aryl oxy,
substituted aryl oxy, heteroaryl oxy, substituted

het er oaryl oxy, am no, |ower al kyl am no,

di | ower al kyl am no, acyl am no, arylam no, substituted
aryl am no, guanidino, imdazolyl, indolyl, |ower

al kylthio, arylthio, substituted arylthio, carboxy,

car banoyl, | ower al koxy carbonyl, aryl, substituted
aryl, aral kyl oxy, substituted aral kyl oxy, aral kylthio
or substituted aral kylthio, wherein the aryl or
heteroaryl portion of said substituted aryl oxy,

het eroaryl oxy, arylam no, arylthio, aryl, aralkyl oxy,
aral kylthio group is substituted with a group sel ected
from hal o, |ower alkyl, hydroxy, |ower alkoxy, am no,
am nonet hyl, carboxyl, cyano, or sulfamoyl; R and K’
are the sanme or different and are hydrogen or | ower

al kyl; R is hydrogen, |ower alkyl, phenyl |ower alkyl,
am nonet hyl phenyl | ower al kyl, hydroxyphenyl | ower

al kyl, hydroxy | ower al kyl, acylamno |ower alkyl,

am no | ower al kyl, dinethylamno | ower alkyl, guanidino
| ower al kyl, imdazolyl |ower alkyl, indolyl |ower

al kyl, or lower alkyl thio |lower alkyl; R* and R taken
together forma group represented by Q or U, wherein Q
is
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P

(CH,) (CH)
2 .
\“P / 29

wherein X! and X2 i ndependent of each other are O S or
CH,, R and R° taken together forma bridge W wherein W
is an al kyl ene or substituted al kyl ene bridge having

2 or 3 carbon atons, said substituted al kyl ene bridge
havi ng one or two substituents selected from | ower

al kyl, aryl and aryl |ower alkyl groups, pis 0, 1 or

2, qis 0, 1 or 2, with the proviso that the sumof p
and q nust be 1, 2 or 3, with the proviso that if pis
0 then X' and X2 nmust be nethyl ene;

Uis

(CH,) (CHY)
\ /

wherein Wis a nethylene bridge or a substituted
nmet hyl ene bridge when at |east one of X! and X? is
nmet hyl ene, or Wis an al kyl ene or substituted al kyl ene
bridge having 2 or 3 carbon atons, said substituted
nmet hyl ene bridge or said substituted al kyl ene bridge
havi ng one or two substituents selected from | ower
al kyl, aryl and aryl |ower alkyl groups, (except that W
may al so be a nethyl ene bridge when X! and X? are oxygen
or sulfur), X' and X? are as defined above, pis 0, 1 or
2, qis 0, 1 or 2, with the proviso that the sumof p
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and gis 1 or 2, and with the proviso that if pis 0, X
nmust be CH,, excluding conpounds wherein Uis

wherein p is zero or 1 and q is 1.

Claim1l1l for Austria relates to a process for preparing
t he sai d conmpounds.

Appel l ant Ol requested that the decision under appeal
be set aside and that the European patent No. 0 050 800
be limted to exanples 8-17 and 48-49, and Appellant Q2
requested that the decision under appeal be set aside
and that the patent be revoked in its entirety.

The Respondent requested that:

(1) The appeal by Appellant OL be rejected as
i nadm ssi bl e,

(2) the appeal by Appellant 2 be dism ssed and

(3) the patent be nmaintained on the basis of
Clainms 2-11 (for all designated States except
Austria) and Clains 2-10 for Austria as filed on
28 January 1994 and Claim1l (2 sets) as submtted
in the Oal Proceedings and a description as filed
on 28 January 1994, except for pages 3, 5, 26 and
27, submtted in the Oral Proceedings.
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Reasons for the Decision

1

1550.D

Admissibility of the appeals

Appel I ant (O1)

Under Article 107 EPC, the adm ssibility of the appeal
by Appellant (Ol) is inter alia dependant upon whet her
the party is adversely affected by the contested
decision. In the statenent of opposition, this
Appel I ant requested the revocation of the patent nerely
because of |ack of novelty of Claim5 as granted. The
Respondent anended this claimso that Appellant (OL)
expressed satisfaction (see the |letter dated

16 Novenber 1988). Therefore, the Board considers the
obj ection having been submtted in the notice of
opposition against aim5 no longer relevant. There is
jurisprudence by the Boards of Appeal (e.g. T 244/85 QJ
EPO 1988, 216) that an Opponent, who does not

di sapprove the text in which it was intended to

mai ntain a European patent in amended form is not
adversely affected. This applies especially to a
situation |i ke the present one where Appellant (OLl)
expressed satisfaction with Caim5 as anended.
Accordingly, the Appellant (Ol) had a right to appeal
only to the extent of his original request (see also
decision T 299/89 of 31 January 1991, not published in
the Q3 EPO) .

Further, the Board draws attention to the Enl arged
Board's decision G 9/91 (published in Q3 EPO 1993, 408)
whi ch ruled that an opposition may not be extended
after the termfor filing the opposition has expired:
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"The power of an Opposition Division or a Board of
Appeal to exam ne and deci de on the mai ntenance of a
Eur opean patent under Articles 101 and 102 EPC depends
upon the extent to which the patent is opposed in the
notice of opposition pursuant to Rule 55(c) EPC "

Thus, Appellant (Ol) nmay not introduce on appeal new
grounds for opposition, i.e. insufficient disclosure.
Thus, Appellant (Ol) cannot be considered to be
adversely affected wthin the nmeaning of Article 107
EPC nor can it extend its opposition beyond the
objection to novelty of Claimb5 and consequently this
appeal is inadm ssible.

Appel I ant (Q2)

The notice of appeal, the grounds of appeal and the
appeal fee having all been submtted in due tine, the
appeal of Appellant O2 would be adm ssible, but for the
objection raised in the Appeal Proceedings against his
opposi tion.

The Respondent argues that the identity as true
Qpponent is in doubt. In support of this contention and
of their request for a sworn statenent from Appel | ant
2 that he is indeed acting on his own behal f, the
Respondent invokes a |ack of interest, referring inter
alia to the Appellant's technical and professional
background, his age, the age of his wife and to his

wi fe's professional background, inplying that Appell ant
2 cannot be the true Opponent.
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During the Oral Proceedi ngs, however, their request for
a sworn statenment by Appellant O2 to clear the identity
i ssue was wi t hdrawn.

It should be noted that the Respondent does not claim
t hat an Opponent has to show any particul ar interest
under the EPC in order to have the opposition exam ned
onits nmerits. Al the references with regard to the
Appel | ant' s personal circunstances were nade to support
the request for a sworn statenent to clear the alleged
identity question.

The Board wants to point out that the identity issue
nmust be distinguished fromissues related to particul ar
| egal requirements to be net by a party in order to
render a suit brought by that party adm ssible. Under a
particul ar piece of legislation, a party m ght not be
qualified to raise an issue before a court of |aw,

unl ess he shows a specific interest in bringing the
suit, legitimatio ad causam.

Under the EPC, however, no such requirenent is given
cf. Article 99 EPC, which states that "any person may
give notice.... of opposition....". The words "any
person” have al ways been understood as not requiring
Qpponents to state any particular interest or to
qualify thenselves in any respect. G 1/84, QJ EPO 1985,
299, confirmed this viewin stating that "The notives
of the opponent are in principle irrelevant (otherw se,
no doubt, the phrase "any person” woul d have been
rendered as "any person interested", whilst his
identity is of primary procedural inportance." (point 3
of the reasoning). In T 635/88 (QJ EPO 1993, 608) it
was further pointed out that "lack of interest in
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opposi ng a patent can not be considered as a ground of
inadm ssibility".

The facts related to the objections agai nst

Appel lant Q2 are essentially parallel to those in

T 289/91, this Appellant being the sane person in both
cases. This Board concurs with the findings of T 289/91
that a mnimumto be required fromthe objecting party
requesting a sworn statenment would be to point to
concrete reasons to suspect that the Opponent in fact
acted on behalf of a particular third party (see

point 2.2.2 in that decision), and that Article 99
nmeans that there is a presunption that any person who
submits an opposition also acts on his own behal f
(point 2.2.3).

It follows that there is no roomfor any further
investigation, i.e. there is no reason to require a
sworn statenment from Appellant 2, nor can his
opposition be rejected as inadm ssible.

The opposition of Appellant O2 and consequently the
appeal is therefore adm ssible.

Amendments (Article 123(2) and (3) EPC)

The Board expressed doubts concerning the anended
Clainms 1 (both sets) submtted by the Patentee with the
| etter dated 28 January 1994, in particular the
amendnents made in the definition of U which was
regarded as infringing the requirenents of

Article 123(2) and 123(3) in respect of the added and
non-limting expression substituted; in the definition
of W the expression "except that Wnay al so be a
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met hyl ene bridge when X' and X?> are oxygen" as present in
granted Clains 1, has been replaced by "except that W
may al so be a nethylene bridge or substituted nethyl ene
bridge". These anendnents had al ready been subm tted
during the Opposition Proceedings. The said objections
were overcome during the Oral Proceedings before the
Board when the Respondent replaced the criticised
expression by the foll ow ng:

"wherein Wis a nethylene bridge or a substituted

nmet hyl ene bridge when at |east one of X! and X? is

nmet hyl ene, or Wis an al kyl ene or substituted al kyl ene
bridge having 2 or 3 carbon atons, said substituted

nmet hyl ene bridge or said substituted al kyl ene bridge
having one or two substituents selected from | ower

al kyl, aryl and aryl |ower alkyl groups, (except that W
may al so be a nethyl ene bridge when X! and X2 are oxygen
or sul phur)".

The above anendnent corresponds exactly to the scope of
the granted Clains 1 and to the scope of Clains 1 as
originally filed and is, therefore, in accordance with
the requirenments of Article 123(2) and (3) EPC.

The requested anendnent of the fornula on the top of
page 5 (lines 5-13) of the description corresponds to
the correction of an error that obviously occurred
first at the printing stage and which results froma

m stake on the part of the Ofice. Since the wording of
the definition of the group Q first appearing on pages
2 and 3 of the description excludes the possibility for
X and X? to be attached at two different C atons, the
correction of the fornula is regarded by the Board as
an obvi ous m stake whose correction does not contravene
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the requirements of Article 123 and of Rules 88 and 89
EPC.

Further deletion nmade in the description in order to
excl ude specific conmpounds no | onger covered by the
subj ect-matter of the clainms and fornmal anendnent
carried out on line 1 of page 5 were al so considered by
the Board to satisfy the requirenents of Article 123.

Sufficiency of disclosure (Article 83 EPC)

The Appeal is also concerned with the question of
whet her the disclosure of the disputed patent is
sufficient to enable the skilled person to put the
clainmed invention into practice (Art. 83 or 100(b)
EPC) .

According to recent jurisprudence of the Boards of
Appeal of the EPO, the disclosure of limted ways of
perform ng the invention can be considered to be
sufficient within the neaning of Article 83 EPCif it
allows the man skilled in the art to performthe
invention in the whole range that is clainmed (see

T 409/ 91 dated 18 March 1993, Reasons, point 2 to be
published in the AQJ EPO).

The question whether the disclosure of one way of
perform ng the invention covers the whol e clained range
is a question of fact that nust be answered on the
basi s of the avail abl e evidence, and on the bal ance of
probabilities in each individual case. The burden of
proof in order to establish that the invention cannot
be reproduced lies with the opponents who nust
establish that conmpounds covered by the claimcannot be
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prepared by routinely applying the disclosure of the
original description or that they do not possess the
expected property (cf. T 182/89, Q) 1991, 391).

In the present case, the clainmed invention concerns
car boxyal kyl di peptides, their production and
pharmaceuti cal conpositions containing them The

cl ai med di peptides are defined by their chem cal
formula and by the lists of the correspondi ng chem cal
groups thereby considered. The description of the
patent in suit generally discloses the processes to be
used in order to prepare the clained conmpounds.
Specific exanples illustrate nmethods of preparation and
provi de chem cal and physical data of sone of the

di pepti des obtai ned thereby.

Appel l ant (OLl) acknow edged in the letter of

3 Cctober 1991 (see the statenents nmade by the expert
M. Lesieur) that at |least for a main group of the

cl ai med conpounds of formula I, no particular
difficulty woul d be encountered by the man skilled in
the art when trying to prepare them Furthernore, the
Appel lant, failed to provide any concrete evidence of
unsuccessful | aboratory attenpts to prepare sone of the
cl ai med conpounds when using the methods discl osed by
the patent in suit.

Appel ant (@2) al so acknowl edged in his letter of

9 February 1989 that at least for a part of the clained
conpounds of formula I, no particular difficulty would
be encountered by the man skilled in the art when
trying to prepare them
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For the remaining conmpounds i.e. mainly for those
conpounds of formula (1) wherein R* and R together form
an optionally substituted heterocyclic systemdifferent
froma 1,4-dithia-7-azaspiro[4.4]nonane or from an

oct ahydr ocycl opent a[ b] pyrrol e structure or for those
conpounds wherein R, R independently represent
original bul ky heterocyclic groups, both Appellants
stressed the insufficiency of disclosure. Qpponent (OLl)
anal ysed the information fromthe avail abl e
"literature” and stressed the insufficiency of

di sclosure. In this respect, it is to be noted that

t hose particul ar conpounds presented by the Appell ant
(O1) (in the Annexe to the declaration of M. Lesieur)
are no | onger enconpassed by the new limted clains
submtted by the Respondent during the Oral Proceedings
before the Board of appeal .

The second conpound on page 14 is characterized

inter alia by a Cgem nal cycl obutyl group which, at

| east in respect of the steric hindrance, is conparable
to a spiro group or to two C-gem nal ethyl groups which
according to the avail abl e experinmental data appears
appropriate in respect of the expected property.

However, Appellant (O2) failed to provide any concrete
evi dence of unsuccessful |aboratory attenpts to prepare
sone of the clained conmpounds.

In the course of the Qpposition Proceedings (letter of
13 March 1987), Opponent (Q3) submitted a report of
unsuccessful |aboratory's attenpts to reproduce those
synt heses according to exanples 5 and 20 of the patent
in suit. However, after the Proprietor of the patent
had provided further technical coments on the way the
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person skilled in the art could, with the help of the
general technical know edge in this technical field,
successfully carry out the preparation of those
conpounds according to exanples 5 and 20, Opponent (O3)
appeared to be convinced since the latter neither
contested the statenents nade by the Patentee's expert
in this respect nor provided further evidence of

i nsufficient disclosure.

Appel lant (Q2) finally contested the sufficiency of

di scl osure by arguing, that sone of the clained
conpounds possess some structural elenments which would
automatically confer to the correspondi ng conpounds
sonme undesirable properties. In the present case, this
technical argunment is not relevant, since it is part of
t he comon general know edge in this technical field
that some conpounds with a conplex structure exhibit

si mul t aneously different pharmaceutical activities and
insofar as Appellant (Q2) failed to provide
experinmental data showi ng that the undesirable
properties are preponderant over the desired property.

Further supplenmentary data submtted by the Respondent
during Opposition and Appeal Proceedings further
establ i shed the clained activity for conpounds of
formula (1) obtained by using those nethods presented
in the description of the patent in suit.

Thus, in the present case, the Appellants failed to
provide either "literature"” or "experinmental" evidence
in order to challenge the sufficiency of disclosure of
the newwy limted but still exceptionally broadly
claimed subject-matter. Accordingly, in the
circunstances, the Board considers that the
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subj ect-matter according to the disputed patent
satisfies the requirenents of Article 83 EPC

Novelty (Article 54 EPC)

Having regard to the limtation made by the Patentee to
the clained subject-matter imuediately prior to the
Oral Proceedings, the Board is now satisfied that the
requi renents of novelty are nmet. In any event, neither
of the Appellants contested the novelty of the clained
subj ect-matter now on file.

Problem and solution

The patent in suit relates to carboxyal kyl di peptides
havi ng ACE-inhibitory activity. The Board agrees with
the Opposition Division that docunent (1) represents
the closest state of the art. Docunent (1) is also
concerned w th carboxyal kyl dipeptides of related
general fornula which exhibit ACE-inhibitory activity.

In relation to the prior art known from (1), the
probl em underlying the contested patent can be seen in
devel opi ng ACE inhibiting substances with increased iIn
vitro and in vivo activity, and secondly with a safer
excretion pat hway.

The problem of increased activity is solved by

enpl oyi ng the carboxyal kyl di peptides of Caim1 of the
patent in suit. Having regard to the conparative tests
submtted by the Patentee during the Exam ni ng
Proceedings with the letter dated 22 Decenber 1983 and
during the Opposition Proceedings with the letter of

30 June 1988 whi ch show a significant inprovenent of
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the ACE-inhibitory activity, the Board is satisfied
that this problem has indeed been sol ved.

The secondary probl em of a safer excretion pathway
appears to be solved for sone of the clained conpounds
as established by the experinmental data submtted but
not sol ved by other exanples of the clained conpounds
as stressed in paragraph 3 of the letter of 21 Apri
1992 by the Appellant (), in relation to the

di scl osure of docunments (15) and (16). However, the
fact (acknow edged by the Respondent) that the clained
conpounds provide only a partial solution to the
secondary probl em does not prejudice the patentability
of the clainmed subject-matter as far as it is credible
t hat substantially all of the clainmed conpounds
represent an appropriate solution to the main problem
underlying the patent in suit.

Inventive step (Article 56 EPC)

The essential difference between the conpounds of
Claim1 and those disclosed in docunent (1) lies in the
presence of a bul ky cyclic substituent on the
C-termnal proline group. In docunment (1), R* and R nay
be connected together to forma nethyl ene bridge of
from2 to 4 carbon atons substituted by | ower al koxy or
| oner al kyl groups; in the disputed patent, the
correspondi ng net hyl ene bridge forned by R and R
shoul d be substituted by at |east a saturated cyclic

gr oup.

Docunent (4) stresses that any bul ky replacenent of the
C-term nal proline group should be avoi ded as unfavour -
able for maximal inhibitory activity. However, to sone
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extent this "l eadi ng away" teaching of docunent (4) is
rebutted by the disclosure of docunment (1) and al so
that of docunment (8), both published after the docunent
(4) but before the priority date of the disputed
patent. Docunents (1) and (8) which in fact represent
the nost recent prior art before the priority date,

di scl ose conmpounds with various degrees of structural
simlarity but all bearing a bul ky substituent on the
C-termnal proline group and exhibiting simlar ACE
inhibitory activity. Therefore, at the priority date,
the person skilled in the art would no | onger have
consi dered docunent (4) as representing a particul ar
prej udi ce agai nst the provision of a bulky C-term nal
group on the proline structure when searching for new
car boxyal kyl di peptides. Consequently, the person
skilled in the art could have reasonably expected from
docunents (1) and (8), that the conpounds according to
claiml of the patent in suit would show the sanme kind
and degree of activity.

Conpar ati ve data were, accordingly, an appropriate
means to establish inventive step based on sone
unexpected property or sonme unexpected degree of
activity.

The conparative data provided by the Respondent (see
enclosure 1 submtted with the letter of 22 Decenber
1983 and the conparative data submtted with the letter
of 30 June 1988 and with the letter of 21 April 1992)
est abl i shed superior ACE-inhibitory activity over those
conmpounds according to docunent (1) when the proline
termnal group is replaced by a 1,4-dithia-7-azaspiro
[4.4] nonane-8-carboxylic acid noiety or by an
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oct ahydr o- cycl opent a[ b] pyrrol e-2(S)-carboxylic acid
noi ety.

Mor eover, those conparative data reported by the
Respondent in paragraph 2 of the letter of 21 Apri

1992, with reference to docunents (15) and (16)
establ i shed an unexpected preferential elimnation

pat hway of some of the conpounds according to the
patent in suit when conpared with conpounds of docunent
(1). Docunents (15) and (16), both published after the
filing date of the disputed patent, challenge the
reliability of the latter conparative data in so far as
t hey show, to sonme extent, that advantageous

phar macol ogi cal activities established by neans of data
derived fromexperinments with animals, do not
automatically occur in humans.

6.4 The Board is, however, of the view that inventive step
is reasonably established by using experinental tools
al ready available at the priority date of the disputed
patent and generally considered at this tinme as
reliable as far as the drug design is invol ved.

It is to be stressed that in the specific field of
"drug design" any structural nodification (even a m nor
nodi fication in the stereochem cal configuration of a
conpound) is "a priori”, in the absence of any
identified strong relationship between a specific
structural elenment and pharnmacol ogical activity or in

t he absence of any established "bioisosterisnt,
expected to disturb the pharmaceutical activity of the
initial structure, particularly when the pharmaceuti cal
activity involves an action on specific receptors.

1550.D Y
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Therefore, in the light of the superior activity and
the preferential excretion pathway and in the absence
of any evidence that sone of the conpounds conprised by
the still very broad scope of the claimw | not
provi de the unexpected properties, the Board

acknow edges inventive step.

Had t he Qpponents submtted experinental evidence
showi ng that at a representative selection of the
multiplicity of the clainmed conpounds woul d not have
exhi bited the unexpected properties which formthe
basis for the acknow edgenent of inventive step, the
Board's conclusions in respect of the inventive step
m ght possi bly have been different.

It is to be noted that after limtation of the clained
subj ect-matter, docunment (8) appears to be as rel evant

as docunment (1). Those di peptides disclosed in docunent
(8) differ in the case wherein m=0O fromthose

di peptides according to the disputed patent in that at

| east one -S- bond has been replaced by a -NH bond.

However, starting from docunent (8) as the cl osest
prior art the sane problens were to be solved and an
anal ogous reasoning woul d have led to the sane
conclusion in respect of inventive step.
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Order

For these reasons, i1t i1s decided that:

1. The deci sion under appeal is set aside.
2. The patent is naintained on the basis of
- Clainms 2-11 for all designated States except
Austria and Clainms 2-10 for Austria, as filed on

28 January 1994, and

- Claim1l (2 sets) as submtted in the Oal
Pr oceedi ngs,

- a description as filed on 28 January 1994, except
pages 3, 5, 26 and 27 which were submtted in the
Oral Proceedings.

The Regi strar: The Chai r man:

P. Martorana U. Ki nkel dey
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