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Summary of Facts and Submni ssions

1426.D

This appeal lies fromthe Exam ning Division' s decision
refusing the European patent application

No. 93 918 407.3 (Publication No. 0 652 874) on the
ground that the subject-matter of the then pending
request (the set of clains filed on 16 January 1998)
did not involve an inventive step.

Sai d request contai ned nine clains, independent
Clains 1 and 6 to 8, reading as follows:

"1. A conpound of the formula

RO

or a pharmaceutically acceptable salt or hydrate
t hereof, wherein

X is NH

R, and R, are each i ndependently hydrogen or C-GC; al kyl

R; is hydrogen, C-GC alkyl, NRR;, wherein R, and R, are
each independently hydrogen or C-GC; alkyl, OR;, in which
R, i s hydrogen, C;-G al kyl or phenyl, phenyl,
substituted phenyl wherein the phenyl is substituted by
one, two or three substituents selected from C-C,



1426.D

- 2 - T 0126/ 99

al kyl, C-G al koxy, C-G thioal koxy, C-G al kanoyl oxy,
C,- G carboal koxy, hydroxynethyl or NRR; wherein R, and
R, have the above neaning, nitro, trifluoronethyl or
hal ogen sel ected fromfluoro, chloro or brono;

R, i s phenyl or substituted phenyl, wherein substituted
phenyl is as defined above for R;, NRR, wherein R, and
R, are as defined above, OR, wherein R, is as defined
above".

"6. A pharnmaceutical conposition which conprises an
anmount of a conpound according to clains 1 to 5 and a
pharmaceutically acceptable carrier”

"7. Use of a conmpound of clains 1 to 5 for the

manuf acture of pharmaceuticals for treating a condition
advant ageously affected by the inhibition of one of

5-11 poxygenase and cycl ooxygenase or both

5-1i poxygenase and cycl ooxygenase in a human suffering
fromthe condition".

"8. Use of a conmpound of clains 1 to 5 for the
manuf acture of pharmaceuticals for treating
inflanmation, allergy and ulcers in a human in need of

such treatnment".

The foll ow ng docunents were cited in the exam ning
proceedi ngs:

(1) EP-A-0 164 765

(2) EP-A-0 449 211

(3) EP-A-0 371 438
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The Exam ning Division held that, starting from
docunent (1) as the closest state of the art, the
technical problemto be solved was to provide further
conmpounds whi ch inhibited prostaglandin formation and
had activity as |ipoxygenase inhibitors. The person
skilled in the art would not have arrived at the

cl ai med conpounds in view of the structural differences
bet ween the cl ai ned conpounds and those of

docunent (1). However, it had not been made credible
that all nenbers or substantially all nenbers of the

cl ai med group of conpounds sol ved the technical problem
and thereby nmade a technical contribution to the art
for an inventive step to be acknow edged.

Wth the statenent of grounds of appeal, the Appellant
argued that the aimof the clained invention was to
provi de a new group of conpounds having activity as

i nhibitors of 5-1ipoxygenase and/ or cycl oxygenase and,
therefore, providing treatnent of conditions

advant ageously affected by such inhibition. Having
regard to Exanple 6, which had been tested positive, it
was credible that the problem had been sol ved. None of
the cited docunents suggested that the clained
conmpounds woul d have represented an incentive for a
skilled person to envisage that the specific 2-imdazo
(derivatives)-5-hydroxy-1, 3-pyrimdi nes woul d have

sol ved the technical problem

In a comruni cati on acconpanyi ng the sumons to ora
proceedi ngs schedul ed on 22 April 2002, the Board

rai sed doubts concerning the possibility of
synthetizing all the enconpassed conmpounds of

formula (1) having regard to the node of synthesis

di scl osed in the description which would be contrary to
the requirenents of Articles 83 and 84 EPC
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VI . In response, the Appellant contested the prelimnary
opi nion of the Board and filed in support two docunents
representing the technical general know edge:

(4) Beyer Walter; Lehrbuch der O gani schen Chem e,
1988, 21. Aufl., page 742

(5) Ronps Chem e Lexikon, 7. Aufl., 1973,
page 1566 to 1567

and argued that it was conmmon general know edge to
prepare nono-, di- or trisubstituted im dazol es,
substituted at its C-atons, by a condensation of

a- hal ocar bonyl - conpounds wi th am di nes as di scl osed on
page 14, lines 17 to 20 of the application as fil ed.
Furthernore, the schene set out on page 21 of the
application as filed showed the preparation of one
enbodi nent of the invention with a hydroxy-noiety in
position -2.

The Appellant also filed four auxiliary requests
(cf. point 7 bel ow).

VI, The Appel |l ant requested that the contested decision be
set aside and that the case be remtted to the first
instance with the order to grant a patent on the basis
of Clains 1 to 9 of the main request and a description
yet to be anended.

VIIl. Oal proceedings were cancelled and the present
deci sion was taken in the witten procedure.

Reasons for the Decision

1426.D Y A
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The appeal is adm ssible

Correction under Rule 88 EPC

The parts of a European patent application or of a

Eur opean patent relating to the disclosure (the
description, clainms and drawi ngs) may be corrected
under Rul e 88, second sentence, EPC only within the
limts of what a skilled person would derive directly
and unanbi guously, using common general know edge, and
seen objectively and relative to the date of filing,
fromthe whol e of these docunents as filed. Such a
correction is of a strictly declaratory nature and thus
does not infringe the prohibition of extension under
Article 123(2) EPC (cf. the conclusion of G 3/89, QJ
EPO 1993, 117 and the order of G 11/91, QJ EPO 1993,
125).

In the comuni cation of 16 August 1996, the Exam ning
Di vision had held that there seened to be an error on
page 9 of the description in that it was indicated that
"Conmpound of exanple No. 1" had been tested. In his
response of 18 February 1997, the Applicant (now
Appel l ant) had submitted that the biological results in
the table of page 9 obviously relied on the only active
conpound of Exanple 6".

In order for a correction under Rule 88, second
sentence, EPC to be allowable, it nust be established
(a) that an error is in fact present in the docunent
filed at the EPO, and (b) that the correction of the
error is obvious in the sense that it is imediately
evident that nothing el se woul d have been i ntended than
what is offered as the correction (see T 493/90 of

10 Decenber 1991, point 2 of the reasons).
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Exanple No. 1 relates to the preparation of

4, 6-bis-(1, 1-di net hyl et hyl ) -5- hydr oxy- N- met hoxy- N-

nmet hyl - 2- pyri m di necar boxam de, an internedi ate product
of formula

/CH3

0
=N
y—C—N
HO \ N/ \OCH3

This conmpound is not a product according to the

i nvention and the Board finds, in agreenent with the
Exam ning Division, that an error is wthout doubt
present. Furthernore, since the sole exenplified
compound falling within the scope of the pharmaceutica
conmpounds as defined in the application as filed is the
4, 6-bi s(1, 1-di net hyl et hyl ) - 2-(2- hydr oxy- 5- net hyl - 1H

i mdazol -4-yl)-5-pyrimdinol, i.e. conpound No. 6 and
since this conpound was originally and individually
claimed (cf. Cdaimb5), it is inmediately evident that
conpound No. 6 was tested instead of conpound No. 1.
Therefore, correction on page 9, line 25 of the

Figure "1" by the Figure "6" is allowed according to
Rul e 88 EPC.

Mai n request
Article 123(2) EPC

The Board is satisfied that the present set of clains
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has not been anended in such a way that it extends the
subject matter of the application as filed. In
particul ar:

- Claim1 finds support on page 2, lines 10 to 26 and
page 3, lines 24 to 35 of the application as filed,

- Cainms 6 and 7 find support on page 2, |ine 27
to page 3, line 12 of the application as filed,

- Caim8 finds support on page 1, lines 17 to 19 and
on page 3, lines 2 to 3 of the application as
filed,

- Caim9 finds support in Claim1l12 of the
application as filed.

Dependent Clains 2 to 5 correspond to Clains 2 to 5 as
filed.

This was not contested by the Exam ning D vision.

Article 83 EPC

In view of the description as filed, in particular on
page 14, lines 17 to 30, the schene on page 21 and the
common general know edge as represented by the
docunents (5) and (6), the Board has no serious reason
to cast doubt on the fact that the clained i mdazol es,
di- or trisubstituted at their C atons, can be

prepar ed.

Therefore, the requirenent of Article 83 EPC is net.

Article 54 EPC
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After exam nation of the cited prior art docunments, the
Board has reached the conclusion that the subject
matter of Clains 1 and 6 to 8 is novel since none of
the docunents (1) to (3) disclose 5-pyrimdino
substituted im dazole. Since this was not disputed, it
IS not necessary to give detailed reasons for this

fi ndi ng.

I nventive step - Article 56 EPC

The clained invention relates to 2-im dazolyl-5-

hydr oxy-1, 3-pyri mdines of formula I (cf. point Il
above) having activity as inhibitors of 5-1ipoxygenase
and / or cycl ooxygenase providing, in particular,
treatment of inflammtory conditions (cf. page 1,
lines 13 to 14 and 30 to 31 of the application as
filed).

Docunent (1) discloses 3,5-di-tert-butyl-4-
hydr oxyphenyl - (2, 3-di hydro)i m dazo[ 2, 1-b] thiazole
conpounds of fornul a:

C(CH3)3

?' !" ' // \\ OH

s,/L§§N)x£\ —
R

3 ' C(CH;) 4

wherein the sul fur atom of the heterocycle optionally
carries one or two oxygen aton(s), R;, R, and R; being
sel ected from hydrogen, halogen, C to C, al kyl, hydroxy
C to C alkyl, amno C, to C, alkyl, aryl, C to C

al koxy-substituted aryl, C to C, al kanoyl, C to C



6.3

6.4

6.5

1426.D

-9 - T 0126/ 99

al kylthio, C to C, al koxy, aryl-substituted C, to C,

al kyl, cyano and thi ocyanato, having a |ipoxygenase
suppressing activity (cf. pages 1 and 2; page 3,

lines 18 to 19) and useful as anti-inflammtory agents
(cf. page 4, lines 16 to 18).

The Board considers, in agreenent with the Exam ni ng
Di vision and the Appellant, that the closest state of
the art is represented by the disclosure of

docunent (1). Indeed, this docunent ains at the sane
obj ective and has the nost relevant technical features
in comon with the clainmed subject matter

In the light of this closest state of the art, the
technical problemto be solved may be seen, as held by
t he Exami ning Division and submtted by the Appellant,
in the provision of further conmpounds having the said
activity (cf. point 6.2 above).

The Exam ning Division relying upon the decisions

T 939/92 (QJ EPO 1996, 309), in particular point 2.4.2
of the reasons, and T 964/92 held that, although the
person skilled in the art would not have arrived at the
clainmed invention in view of the structural differences
bet ween the clai med conpounds and docunent (1) and,
consequently, an inventive concept underlay the present
clainms, it had not been nmade credible that all nenbers
of the claimed group of conpounds sol ved the technica
probl em (cf. point 6.4 above). Reference was made, in
particular, to the conpounds of fornmula (1) where R; was
a phenyl radical substituted by three nitro groups or
where R; and R, were a phenyl radical.

The Appel |l ant argued that the present case differed
fromthose having led to the decisions T 939/92 and
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T 964/92 (loc.cit), given that in those previous cases
the i ssue was the equival ence and sufficient disclosure
of substituents in systens show ng a hi gh degree of
simlarity in their chemcal structure while in the
present one, the gist of the invention was the new

het erocyclic im dazol e-pyrimdine ring systemand the
substituents did not contribute nore to the activity
than the substituents R;, R, and R; of docunment (1)

(cf. point 6.2 above).

The Board concurs with the Appellant's subm ssions that
the situations which prevailed in both previous cases
(T 939/92 and T 964/92) are different fromthe present
one.

In T 939/92, the sole difference between the conpounds
of the prior art and the clainmed conpounds was the
repl acenent of one substituent attached to an identica
sul fonam de substituted triazole ring.

In T 964/92, the sole difference between the conpounds
of the prior art and the clai ned conpounds was the
repl acenent of one substituent attached to an identica
2-ni trat onet hyl - benzodi oxane ri ng.

In both case, the substituents attached to the
heterocycle ring were the sol e distinguishing features
and those Boards found it justified to question whether
or not all the defined substituents |led to conpounds
whi ch coul d sol ve the technical problem

By contrast, in the present case, the fundanental

di fference between the conpounds of docunment (1) and
the cl ai ned conpounds lies on the ring system (4-pheno
attached to any position of a (2,3-dihydro)i m dazo[ 2, 1-
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b] thiazole ring versus 5-pyrimdinol attached to any
C-atom of an im dazole ring, respectively). Therefore,
the question is whether the new ring systemcredibly

sol ves the above defined problem (cf. point 6.4 above).

The present application discloses, as an exanple, the
activity of 4,6-bis(1,1-dinethylethyl)-2-(2-hydroxy-5-
nmet hyl - 1H-i m dazol -4-yl ) -5-pyri mdinol of fornula

v i

on 5-1i poxygenase and cycl ooxygenase of ARBL/ ARBC whol e
cell.

Since it is knowmn fromthe closely related prior art,

i .e. docunent (1), that a 3,5-ter-butyl 4-hydroxyphenyl
group attached to any position of a (2, 3-

di hydro)i m dazo[ 2, 1-b] thiazole ring itself substituted
preserves globally the biological activity, in the
absence of any proof to the contrary the Board has no
reason to doubt that in the clainmed invention the

bi ol ogi cal activity is preserved when the pyrimdino
ring is attached to any position of the imdazole ring.
In that case, contrary to the situations which
prevailed in T 939/92 and T 964/92, the nature of the
substituents becones secondary in view of the technica
contribution to the art constituted by the provision of
a new ring systemand the inventive step is not to be
assessed vis-a-vis the nature of those substituents.
Therefore, the Board holds that, in the present case,
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an obj ection against the nature of the substituents
attached to the imdazole ring is not justified. For
the sake of argunent, the Board observes, furthernore,
that those substituents are simlar to the substituents
present on the (2,3-dihydro)imdazo[2,1-b] thiazole
ring disclosed in docunent (1) and that there is no
serious reason to believe in that case that the

bi ol ogi cal activity of the ring systemis affected by
the group of listed substituents. Therefore, the Board
cones to the conclusion that the technical problemis
credi bly solved for all the conpounds enconpassed by
Caiml.

It remains to be decided whether or not the conpounds
of Claiml are obvious in view of the cited prior art.

The conpounds according to the clainmed invention can be
di sti ngui shed from docunent (1) in that the two

het erocycl es attached to each other are different
(pyrimdi nol versus phenol and im dazol e versus

(2, 3-di hydro)i m dazo[ 2,1-b] thiazole) (cf. point 6.2
above) .

Docunent (2) discloses antiinflamuatory agents having
activity as inhibitors of 5-1ipoxygenase,

cycl ooxygenase or both (cf. page 5, lines 46 to 49) of
for mul a:

MesC A X Y

HO
CMe;
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wherein Xis Oor S

(cf. page 2, lines 1 to 14).

Docunent (3) discloses antiinflamuatory agents havi ng
activity as inhibitors of 5-1ipoxygenase,

cycl ooxygenase or both (page 2, lines 4 to 9) of
formul a:
(H3C) € (CH=CH) a =W
I
HO
C(CH3) 3

wherein Wis

k"\ | *\"\' |
M \_l Y 1 - z
JE x’ ' l: x’

X being N, NR, Oor S,

Z being O S, NR, or N

(cf. page 3, lines 4 to 23).

The Board observes that starting fromdocunent (1), the
person skilled in the art would have found no rel evant
information in the disclosures of docunents (2) and (3)
since none of themteach the replacenent of a pheno
ring by a pyrimdinol ring and a (2, 3-

di hydro)i m dazo[ 2, 1-b] thiazole) ring by a i mdazole
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ring. This finding was not disputed by the Exami ning
Di vi si on.

It follows fromthe above that the subject-matter of
Claim1 is not rendered obvious by the cited prior art.
The sane applies to the dependent Clains 2 to 5
relating to specific enbodi nents of said i ndependent
Claima1.

| ndependent Clains 6, 7 and 8 are based on the sane
i nventive concept and derive their patentability on the
same basis as does C aim 1.

Auxi |l i ary requests

It follows fromthe above that the Appellant's
auxi liary requests need not be exam ned.

Procedural matters

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

Remttal to the first instance - Article 111(1) EPC

Al t hough the Board has cone 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
description has still to be put into conformty wth
the dains of the present main request, in particular
the correction on page 9, line 25 of the figure "1" by
the figure "6" (cf. point 2 above). Therefore, having
regard to the fact that the function of the Boards of
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Appeal is primarily to give a judicial decision upon
the correctness of the earlier decision taken by the
first instance, the Board exercises its discretion
under Article 111(1) EPC to remt the case to the first
instance in order for the description to be adapted to
the all owabl e cl ai ned subject-matter according to the
mai n request.

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 Clains 1 to 9
subm tted as nmain request on 16 January 1998 and a
description to be adapted, in particular the correction
on page 9, line 25 of the Figure "1" by the Figure "6".

The Regi strar: The Chai r man:

N. Maslin P. P. Bracke
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