BESCHVWERDEKAMVERN  BOARDS OF APPEAL OF CHAMBRES DE RECOURS
DES EUROPAI SCHEN THE EUROPEAN PATENT DE L' OFFI CE EUROPEEN
PATENTAMTS CFFI CE DES BREVETS
Internal distribution code:
(A) [ ] Publication in QJ
(B) [ ] To Chairnen and Menbers
(O [X] To Chairnen
DECI SI1 ON

of 10 February 2000
Case Nunber: T 0285/95 - 3.3.1
Appl i cati on Nunber: 90314319. 6
Publ i cati on Nunber: 0437103
| PC. CO7D 233/90
Language of the proceedings: EN

123(2),

52( 1)

Title of invention:

Substituted 5-(al kyl)carboxam de i m dazol es
Appl i cant:

SM THKLI NE BEECHAM CORPORATI ON

Opponent :

Headwor d:

Car boxam de i m dazol es/ SM THKLI NE BEECHAM
Rel evant | egal provisions:

EPC Art. 56, 116, 111(1),

Keywor d:

"I nventive step (yes) -

Deci sions cited:
G 0001/ 83

Cat chword

EPA Form 3030 10. 93

non- obvi ous sol uti on”



)

Européisches European
Patentamt Patent Office
Beschwerdekammern Boards of Appeal

Office européen
des brevets

Chambres de recours

Case Nunber:

Appel | ant ;

T 0285/95 - 3.3.1

DECI SI ON

of the Technical Board of Appeal 3.3.1

Represent ati ve:

Deci si on under appeal :

Conposi tion of the Board:

Chai r man:
Menber s:

A J. Nuss
P. F. Ranguis

J.

P. B. Seitz

of 10 February 2000

SM THKLI NE BEECHAM CORPORATI ON
One Franklin Pl aza

P. O Box 7929

Phi | adel phi a

Pennsyl vani a 19101  (US)

Thonpson, dive Beresford

Smi t hKl i ne Beecham pl ¢
Corporate Intellectual Property
Two New Horizons Court
Brentford

M ddl esex TW8 9EP (GB)

Deci si on of the Exam ning Division of the

Eur opean Patent Office posted 9 Novenmber 1994
ref usi ng European patent application
No. 90 314 319.6 pursuant to Article 97(1) EPC.



S - T 0285/ 95

Summary of Facts and Subm ssi ons
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The present appeal lies fromthe Exam ning Division's
decision to refuse the European application

No. 90 314 319.6 (publication nunber 0 437 103) on the
ground that the subject-matter of the clains 1 to 10
for Contracting States AT, BE, CH DE, DK FR GB, IT,
LI, LU NL, SE and clains 1 to 10 for Contracting
States ES and GR as originally filed did not involve an
I nventive step pursuant to Article 56 EPC in the |ight
of the disclosure of the docunent:

(D) EP-A-0 324 377.

The Board will also refer to

(B) US-A-4 340 598

cited by the Examining Division in the first officia
commruni cati on

I ndependent claim 1l for all the designated Contracting
States other than ES and GR reads as foll ows:

"A conmpound of the fornmula:
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(CHZJmH HJ HJ
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N
Hz
i n which:

R is adamantyl, or naphthyl, biphenyl, or phenyl,
Wi th each aryl group being unsubstituted or substituted
by one to three substituents selected fromhalo, C.
sal kyl ,

C.¢al koxy, OH CN, COR®, tetrazol-5-yl, SOH, SONHR®,
NG, W SCpeal kyl,

SO.C.¢al kyl, NHSORE, PO(OR®), CONRPR:, NRER®, NR® COH,
NRe COC, sal kyl , NRECON(R®),, NRECOW or SOW;

R2 is Cyial kyl, GCsieal kenyl, (CH,),sCsscycl oal kyl,
or (CH,) o.gphenyl unsubstituted or subtituted by one to
three substituents selected from C_gal kyl, C,sal koxy,
halo, OH, NO, NRR, W COR, CN, CONRRR, NRCOH,
tetrazol -5-yl, NRECOC_ sal kyl, NRECOW SC,qal kyl, SOW
or SOC,.sal kyl

Xis asingle bond, S, NR, or O;

mis 0-4 ;

R is H C_.esal kyl, halo, W CHO CHOH COR,
CONRRRE, NGO, CN, NRR, or phenyl;

each R® independently is H or C,eal kyl;

R is H Cy.gal kyl, thienyl-Y-, furyl-Y-, pyrazolyl-
Y-, imdazolyl-Y-, thiazolyl-Y-, pyridyl-Y-,
tetrazolyl-Y-, pyrrolyl-Y-, triazolyl-Y-, oxazolyl-Y-,



0233.D

- 3 - T 0285/ 95

I soxazol yl -Y-, or phenyl-Y-, wth each aryl or
het eroaryl group being unsubstituted or substituted by
Creal kyl,
C.sal koxy, halo, NRRR, COR, OH NO, SONHR®, SOH,
CONRR, W SOW
SC.esal kyl, SOC.eal kyl, NRRC(OH NRC(OW or NRC(OC.
cal kyl ;

R is COR, CONR, or tetrazol-5-yl;

Wis CﬁF2q+1’ wherein q is 1-4 ;

Y is a single bond or C.sal kyl which is straight or
branched; and

nis 0-5; or a pharmaceutically acceptable salt

t hereof . "

I ndependent claim6 relates to a conpound according to
any one of clains 1 to 5 for use as a nedi canent.

| ndependent claim7 relates to a pharmaceutica
conposi tion which conprises a conpound according to any
one of clains 1 to 5 and a pharnmaceutically acceptable

carrier.

I ndependent claim8 relates to a process for preparing
a conpound of the formula (1) or a pharmaceutically
acceptable salt thereof as defined in claiml.

| ndependent clainms 9 and 10 relate to therapeutic use
clains in the formas admtted by the Enl arged Board of
Appeal (see G 1/83, QJ EPO 1985, 60) respectively for
treatnent of diseases in which angiotensin Il receptor
antagonismis a factor or for treatnent of

hypert ensi on.

The Exam ning Division held that the solution to the
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probl em of providing further imdazole derivatives
havi ng angiotensin |l receptor blocking activity
resulting in antihypertensive properties was obvious in
view of (D) since this docunent disclosed i mdazole
derivatives with angiotensin Il receptor bl ocking
activity differing fromthose clained only in that, in
docunent (D), the values of R® and R of the
substituent NR®R!? can be H, C,_.al kyl, phenyl, benzyl,
al pha- net hyl benzyl, or taken together forma ring with
the nitrogen atom whereas for the clainmed conpounds,
the al kyl chain, linked to the nitrogen atom is

nmet hyl ene substituted by either an acid, an ester, an

am de or a tetrazolyl.

According to the Exam ning Division, the perforned
nodi fi cations could not be regarded as "significant
structural change" since the person skilled in the art
by the nere reading of docunent (D) could see that the
angiotensive Il (All) antagonistic activity was not
linked to a specific substituent at the position 5 on
the i m dazole ring because they all could vary broadly
W thout inpairing this pharmaceutical property.

| V. The Appel |l ant requested, by letter received on
3 Decenber 1999 that the decision under appeal be set
asi de and

- as main request that the case be remtted to the
Exam ning Division for further prosecution, and

- as auxiliary request that the case be remtted to
the Exam ning Division for further prosecution on
the basis of the clains 1 to 9 (respectively
clains 1 to 9 for the Contracting States AT, BE

0233.D Y A
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CH, DE, DK, FR, GB, IT, LI, LU NL, SE and
clains 1 to 9 for the Contracting States ES and
GR) all filed on 20 March 1995.

- oral proceedings under Article 116 EPC was
requested, should the Board of Appeal be mnded to
make an adverse decision on the basis of the
witten subm ssions.

V. The Appellant, in his Statenent of G ounds of appeal,
submitted in essence that:

- the Exam ning Division erred in considering that
the wide variety of substituents defined in (D)
for R and R® and R suggested that the nature of
the substituent at position 5 was not critical to
retaining the pharmacol ogi cal activity. This was
supported by the included experinental results
conparing two conpounds outside the scope of
Formula (I) of the present application with two
conmpounds which are within (Exanples 1 and 12),
using the in vitro assays descri bed at page 19 and
20 of the application. Fromthe tests presented,
it resulted that for the conpounds outside the
scope of the claiml1l, no IGy s or Kg's could be
determ ned at the concentrations tested. Those
tests showed that a relatively nodest variation in
the nature of the substituent at position 5 could
lead to a serious loss of activity;

- t he analysis of the Examning Division relied on
the use of hindsight as it elected, fromthe vast
array of possibilities offered by formula (1), the
substituent value alleged to provide the

0233.D Y A
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springboard for conpounds of the claim1. There is
no teaching in (D) to suggest that a preferred
value for R® is nethyl let alone that it should be
substituted and that the closest prior art
conmpound, shoul d be one containing a norpholine
ring;

even if the skilled man had rmade the various

sel ections suggested by the Exam ning D vision and
arrived at the N-al kyl substituent as a suitable
starting point for further nodification, to make
further, new im dazol e derivatives, he would have
had a w de choice of possibilities. He woul d not
be faced with a "one way" street or even a limted
nunber of options. Though the person skilled in
the art "coul d" have nade each of these

sel ections, the Examning Division failed to
establish a case for "woul d".

Reasons for the Deci sion

1. The appeal is adm ssible.

Mai n request

2. There are no objections under Article 123(2) EPC to the

0233.D

clainms, which are those originally filed and to the
anmendnents made on pages 8 and 9 of the application
filed on 14 February 1997. These anmendnents correspond
essentially to the subject matter of clains 8 and 9 as
originally filed, i.e. that part of the clained

I nvention which refers to the nedical use of the

cl ai med conpounds in accordance with the deci sion
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G 1/83 (op. cit).

After exam nation of the cited prior art, the Board has
reached the conclusion that the clai ned subject-matter
of the present clainms, is novel. Since in the decision
under appeal the Exam ning D vision acknow edged the
novelty of the subject-matter of the present clains, it
IS not necessary to give detailed reasons for this
findi ng.

It still remains to be decided whether the clained
subject-matter involves an inventive step

The Board considers, in agreenent with the Exam ni ng
Division and the Appellant, that the closest prior art
to the clained invention is docunent (D) which rel ates
to an angiotensin Il receptor blocking imdazol es of

f or mul a:

N——_-R7

/A S
Fi5 N/
!CHzlr O
=
R Lﬁ I
—e
H*’fﬁa;;b\\H3

wherein

R is -(CH) ., C(=O NR®RY? R!® and R independently being
H, alkyl of 1 to 4 carbon atons, phenyl, benzyl, al pha-

nmet hyl benzyl, or taken together with the nitrogen form

a ring of the formul a:
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- ~{CHzh
(\G

N/

Q being NR®, Oor CH, R¥® being H C-C, al kyl, phenyl,
t being O or 1. The definitions given for the other
groups R, R, R, R, R may be disregarded as they are
not relevant for deciding the present case (see page 4,
line 44 to page 11, line 45 and claim 1 of docunent

(D).

In the light of this closest state of the art, the
techni cal problemunderlying the application with
respect to this subject-matter is to be seen in
providing further imdazole derivatives which are
angiotensin Il (All) receptor antagonists having anti -
hypertensi ve activity.

According to the application this problemis
essentially solved by replacing the substituent NRSRY?
such as defined at point 4.1 above by a substituent NR:-
CRR'R® chosen anpbng those wherein R is COR:, CONRR® or
tetrazol-5-yl, R is independently Hor C-G alkyl and
R'is H C.gal kyl, thienyl-Y-, furyl-Y-, pyrazolyl-Y-,

I m dazol yl -Y-, thiazolyl-Y-, pyridyl-Y-, tetrazolyl-Y-,
pyrrolyl-Y-, triazolyl-Y-, oxazolyl-Y-, isoxazolyl-Y-,
or phenyl-Y-, with each aryl or heteroaryl group being
unsubstituted or substituted by C,.sal kyl, C,.sal koxy,
hal o, NRRR, COR, OH NGO, SONHR}, SOH CONRRR:, W
SOW SC,.¢al kyl, SOC.sal kyl, NRRC(OH NRC(OW

or NRRC(O) C_sal kyl ;
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In view of the reported in vitro radio |ligands tests
submtted in annex | of the Statenents of G ounds of
appeal, related to the ability of clained conpounds N
[{1-(2-Chl orophenyl) net hyl - 2- propyl t hi o- 1Hi m dazol - 5-
yl }carbonyl ] gl yci ne (Exanple 1) and N-[{2-n-Butyl-1-(2-
Chl or ophenyl ) net hyl - 1H i m dazol - 5-

yl }met hyl car bonyl ] gl yci ne (Exanple 12) to conpete with
angi otensine Il for binding to vascul ar angiotensin |
receptors and to antagonize the contractile response to
angiotensine Il in the isolated rabbit aorta, the
reported in vivo tests related to the inhibition of
pressor response to exogeneous angiotensin Il in
conscious rats carried out with the conpound N-[{2-n-
butyl - 1- (2- chl or ophenyl ) net hyl - 1Hi m dazol - 5-

yl } met hyl car bonyl ] - L- phenyl al ani ne (ex 14) and the

i nformati on provided in the general description (in
particul ar page 1, lines 12 to 24; page 21, line 22 to
page 23, line 24), the Board is satisfied that the
conmpounds as defined in claim1 solve the said

techni cal probl em

It remains to be decided whether or not the conpounds
of claim1l1l of the application in suit neet the
requi renment of inventive step.

Referring to the conpounds of docunent (D), the
Exam ning Division stated on page 5 of the reasons:

"...the perforned nodifications, although carboxylic
derivatives including tetrazolyl groups are introduced
at the end of the chain attached at the position 5 of
the i m dazole ring, cannot be regarded as "significant
structural change" given the person skilled in the art
by the nere reading of docunent (D) could see that the
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angiotensive Il (All) activity was not |linked to a

specific substituent at this sane position 5 on the
i m dazol e ring because they all could vary broadly

W thout inpairing this pharmaceutical property.”

The Board di sagrees that the docunent (D) woul d teach
that the angiotensive Il (All) activity is not |inked
to a specific substituent at the position 5 on the

i mdazole ring. In the Board' s view, the teaching of

t he docunent (D), certainly broad, is neverthel ess nore
limted than that assessed by the Exam ning D vision.
Docunent (D) discloses that the conpounds as defined at
point 4.1 are angiotensin Il receptor bl ocking agents.
That does not nean that the teaching of this docunent
is strictly limted to this disclosure (see below) ;
nevert hel ess the generalization nmade by the Exam ni ng
Division is not properly based. The Board found nowhere
in (D) an indication that R or even R® or RY stands
for any substituent nor can this interpretation be
derived fromthe list related to said substituents.

However, the Board does not agree that the Exam ning

Di vision has relied on hindsight in having taken as
starting product for its considerations the conpounds
of (D) which are the nost structurally related to those
presently clainmed. A conparison by its very nature
requires famliarity with the subject-matter of the
application. Furthernore, to be relevant the conparison
must relate to the conpounds of the closest state of
the art which possess maximumsimlarity with regard to
structure and use.

The Board's conclusion is therefore that the inventive
step of the clainmed conpounds nust be assessed in view
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of the conpounds of (D) wherein R® or R®is nethyl (CH,-
H) or CH,-C-GC; al kyl or benzyl (CH,- phenyl) and the
question to be answered is whether the person skilled
in the art would have been directed to vary the said
substituents in such a manner that he woul d have

consi dered the cl ai med conpounds for providing
angiotensin Il antagonists. Incidentally, the Board
notes that RY® and/or R are nethyl in the conpounds

No. 134 and 135 of (D).

Schematically, the structural differences between
docunent (D) and the cl ai ned subject-matter may be
represented as foll ows:

(D) Cl ai ned subj ect -
matt er
ra
e
/'9
P8 N (CszmH pipd
ECHﬂr 12 | 3 .
N [':Hz]n":-u-?'ﬁ
L«"’ | FM—(\I Ay (I}
S, N 5
Hz/‘t.-f\. - AR
R19 R3 R3
R® is -(CH,),-C(=O)N-R*® -(CH,),-C(=0)-N-C-R®
R4
-CH,-H CH,-CO,R®
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-CH,-alk CH,-CONR®R®
-CH,-N CH,-tetrazol-5-yl
-CH-N

CH,

In other terns, docunent (D) discloses that the carbon
in al pha of the am de |inker may be a nethyl group or
may be a nethyl group substituted by a | ower alkyl
group or a methyl group substituted by a phenyl group
and the question is whether or not, in view of the
cited prior art, it would have been obvious for the
person skilled in the art to replace for an
angiotensive Il (All) activity, on the carbon in al pha
of the am de group, an hydrogen atom or a C;-GC; al kyl or
a phenyl group (R® or RY¥ of docunment (D)) by a
substituent -R as defined in the claim1l of the
application in suit i.e. COR, CONRR® or tetrazol-5-yl

In the Board's judgnent, the person skilled in the art
readi ng the disclosure of (D) would have under st ood
that other al kyl, cycloal kyl or aryl groups could have
been envi saged for R® or R. By contrast, the R
substituents according to the application in suit
result froma choice anong carboxylic, carboxamd or
tetrazol -5-yl substituents. This repl acenent goes
beyond the teaching of (D) properly construed. In other
words, there is no indication in docunent (D) which
woul d have | ed the person skilled in the art to expect
that the solution to the present technical problem
would lie in the provision of conpounds in which the
substituent on the carbon atomin & of the ami de |inker
is a carboxylic group, a C-Gsal kyl ester thereof, an
am de group, a N or N, NC-Gal kyl am de group or a
tetrazol -5-yl group. Nor could docunent (B) have
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conpl eted the teaching of (D) to get to the present

i nvention. Docunent (B) discloses hypotensive imdazole
derivatives and addresses the sane technical problem
(see colum 1, lines 4 to 27). It discloses conpounds
of the follow ng fornula:

Byps
N

wherein R, R, R can be the same as the corresponding
substituents of the clainmed conmpounds and R* is (CH,) .-
CONH,. Therefore this docunent cannot give any rel evant
information to the person skilled in the art which
woul d conpl ete the teaching of docunent (D)

It follows fromthe above that the subject-matter of
claim1l for the designated Contracting States except
Greece and Spain is not rendered obvious by docunent
(D), either alone or in conbination with docunent (B)
Dependent clains 2 to 5 relating to specific

enbodi nents of this invention, claim6 directed to a
compound of claim1l for use as a nedi canent, claim?7
relating to a pharnaceutical conposition, claimS$8
relating to a process for the preparation of the
conpounds of claiml, clains 9 and 10 directed to the
use of a conpound of claim1 in the preparation of

nmedi canent are based on the sane inventive concept and
derive their patentability fromthat of claim1, as do
clains 1 to 10 for Greece and Spai n.
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4.5 Al t hough the Board has come to the conclusion that the
cl ai med subject-matter conplies with the requirenents
of the Article 52(1) EPC, it was noted that the
docunent (D) i.e. the closest prior art was not
acknowl edged in the description. Therefore, having
regard to the fact that the function of the Boards of
Appeal is primarily to give a judicial decision upon
the correctness of the earlier decision taken by the
first instance, the Board nakes use of its conpetence
under Article 111(1) EPC and remts the case to the
first instance for further prosecution.

5. It follows fromthe above that the Appellant's
auxi |l iary request need not be exam ned.

In the absence of an adverse decision, the condition
attached to the Appellant's request for ora
proceedings is not net and oral proceedi ngs are not
necessary.

6. The Board has incidentally noted that in claim1l of the
publ i shed European patent application EP-A-0 437 103, R
may be "CONPR* which would seemto be an erroneous
reproducti on of the substituent "CONR3R" disclosed in

the said docunent on page 5, line 8 as well as in the
application as filed on page 7, line 17 and in claim1l
on page 64, line 4. This is a matter to be dealt with

by the Exam ning Division when resum ng the exam nation
(see point 4.5 above).

0233.D Y A
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O der

For these reasons it is decided that:

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

2. The case is remtted to the Exam ning D vision for
further prosecution.

The Regi strar: The Chai r man:

E. Gborgmai er A. Nuss
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