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Summary of Facts and Subm ssi ons

0485.D

The Proprietor of the patent and the Opponent | odged an
appeal against the Opposition Division's interlocutory
deci sion, maintaining the European patent No. 0 751 128,
filed on 28 June 1996 and claimng the priority of

JP 166536/95 (filing date: 30 June 1995), according to

t he then pending second auxiliary request.

The set of clains according to the main request
under |l yi ng the decision consisted of 4 clainms reading:

"1. A process for producing a tetrahydroi soquinoline-
3(S)carboxam de derivative represented by formula (3),
whi ch conprises reacting tetrahydroi soqui noline-3(S)-
carboxylic acid represented by fornula (1) with
phosgene, phosgene dinmer or triphosgene to form

N- car boxy anhydride (NCA) represented by fornula (2),
and then reacting this NCA (without its being isolated
or purified) with tert-butyl am ne:
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wherein R represents a tert-butyl group; thereby to
produce the optically active am de."

"2. A process for producing a
decahydr o( 4aS, 8aS) i soqui nol i ne-3(S)-carboxam de
derivative represented by fornula 4:



_ oo T 1239/ 01
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(wherein Rrepresents a tert-butyl group), which
conprises producing a tetrahydroi soqui noline-3(S)-

car boxam de derivative of fornula (3) by the process of
claim1l1, and reducing this derivative in the presence
of a netal catalyst."

"3. The process of claim2, wherein the nmetal catalyst
is Ru."

"4. Tetrahydroi soqui noline-3(S)-carboxylic acid
N- car boxy anhydride represented by fornula (2)

The set of clains according to the second auxiliary
request underlying the decision differed fromthe one
according to the main request by the deletion of
phosgene as possible reactant with the carboxylic acid
in Caiml and by the deletion of O aimd4.

. The Opposition Division considered that the priority in
t he present case was not validly clained, that
t her ef ore docunent

(21) WO-A-97/30976), filed on 18 October 1996 and
publ i shed on 28 August 1997 and, claimng the
priority of US 08/603 744 (filing date:

20 February 1996),
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represented state of the art according to Article 54(3)
and (4) EPC and that all features of Claim1l according
to the then pending main request were disclosed in
docunent (21).

Mor eover, the Opposition Division found that Caim4 of
t he main request was not inventive over the disclosure

of inter alia docunent

(1) Chimka Chroni ka, New Series, 1989, 18, pages 3 to
17,

and that the processes according to Clainms 1 to 3 of

t he second auxiliary request were not obviously
derivable fromthe state of the art, starting fromthe
cl osest prior art, represented by docunent

(2) US-A-5 256 783.

Wth letter dated 4 June 2002 the Opponent withdrew its
opposition and its appeal against the decision of the
Qpposi tion Division.

The Proprietor of the patent, further designated as the
Appel lant, filed with letter dated 6 March 2002, as
"Main Request”, Clainms 1 to 4, which were identical
with Cainms 1 to 4 of the main request underlying the
contested decision, and four auxiliary requests.

The Appellant essentially argued that Caim1 according
to the main request was entitled to the clai ned
priority date, since the feature of "reacting NCA
(wthout its being isolated or purified) with the
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amne"” was inplicitly disclosed in the Japanese
application of which priority was clained, as
illustrated by the passage on page 9 of docunent

(30) the English translation of JP 166536/ 95,

citing that "NCA (2) can ordinarily be subjected to the
subsequent am dation step as it is". Furthernore, the
Appel |l ant submtted that the optically active NCA
claimed in aim4 of the main request neets the

requi renment of inventive step as it is an internediate

in an inventive process.

The Appel |l ant requested mai ntenance of the patent on
the basis of the main request filed with the grounds of
appeal on 6 March 2002. Oral proceedi ngs were requested
if the Board did not intend to grant that request.

Reasons for the Deci sion

1

0485.D

The appeal is adm ssible.

Article 123(2) and (3) EPC

Present Claim1l differs fromCaim21 of the application
as filed only by the specification that NCA is reacted
with an amne without its being isolated or purified,

by the restrictions of Rto tert-butyl and of the am ne
reagents to tert-butyl am ne and by the additional
feature "thereby to produce the optically active am de"
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Since it was stated in the application as filed that

- NCA may be used for the subsequent am dation step
wi t hout being isolated or purified (page 6,
lines 9 to 11);

- tert-butyl am ne was the preferred am ne (page 6,
lines 23 and 24); and

- the invention relates to a process for producing
optically active am des (page 1, lines 3 and 4)

and since processes wherein Ris tert-butyl were
disclosed in original Claim4, all features of present
Claim1l were directly and unanbi guously derivable from
the application as fil ed.

Present Claim2 is supported by original Aaim2 in
conmbination with original Caim4; present Claim3
corresponds with original Caim3; and present Claimi4
is identical with original C aimA4.

Moreover, all anmendnents resulted in the restriction of
the scope in conparison with the granted cl ai ns.

Thus, present Clainms 1 to 4 fulfil the requirenments of

Article 123(2) and (3) EPC, which has never been
cont est ed.

0485.D
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3. Novel ty

As the content of docunent (21) is identical with the
content of the docunment of which it clains its priority,
it has never been contested that the priority in
docunent (21) was validly clained.

Since the priority date clainmed in docunent (21) lies
between the priority date and the filing date of the
patent in suit, in determ ning whether docunment (21) is
to be considered as state of the art according to
Article 54(3) EPC, the question arises whether the
priority has been validly clainmed in the patent in suit.

3.1 Right of Priority

It was not contested that the content of document (30)
corresponds with the content of JP 166536/95 and t hat
docunent (30) describes a process for producing an
optically active am de of fornmula (3) by reacting a
carboxylic acid of formula (1) with phosgene, phosgene
dimer or triphosgene to form NCA of fornula (2) and
then reacting NCA with tert-butyl amne. The only
contested point in the discussion whether the priority
was validly clainmed was the fact that according to
present Claiml the NCA is reacted without its being
isolated or purified with tert-butyl am ne whereas in
docunent (30) it is only stated that NCA can be

subj ected to the subsequent ami dation step as it is
(see the second paragraph on page 9).

The Opposition Division was of the opinion that from
the teaching "reacting NCA as it is" it could not be
directly and unanbi guously derived that NCA is reacted

0485.D
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"W thout its being isolated or purified". In particular
the Opposition Division referred to synthesis Exanple 1
of docunment (30), wherein after the conpletion of the
reaction of the carboxylic acid of fornmula (1) with
triphosgene in tetrahydrofuran (THF), THF is distilled
off and the residue is dissolved in THF again before a
solution of tert-butyl amne in THF is added. This
illustrated, according to the Opposition Division, that
NCA was effectively isolated before being used in the
further am dation reaction.

However, as the skilled person to whom docunent (30) is
addressed is necessarily a chem st with organic

synt hesi s background, in assessing whether or not

synt hesis Exanple 1 of docunent (30) teaches reacting
NCA without its being isolated or purified with
tert-butyl am ne, the question arises whether such
chem st woul d have understood the distilling off of the
THF as an isolation or purification step.

Such chem st certainly realises that hydrogen chloride
(HQ) is fornmed in converting the carboxylic acid of
formula (1) into the NCAwth triphosgene and that such
HC forns a salt with tert-butyl amne used in the
subsequent am dation step, thus deactivating an anount
of tert-butyl am ne equivalent to the amount of HC
present in the starting m xture of the am dation
reaction. In order to prevent or to mnimse such
deactivation, a skilled chem st would thus | ook for

nmet hods of elimnating or mnimsing the anount of HC
before adding the tert-butyl amne. As distillation is
a well-known tool to elimnate, at |least partially, HCG
and as it is also well-known that, due to its boiling
point, THF may be distilled off together with HO, the
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renoval of THF in synthesis Exanple 1 is not to be
understand as a nethod of isolating or purifying the
NCA but rather as a nethod of elimnating, at |east
partially, HC before reacting the NCAwth tert-butyl

am ne.

Mor eover, in synthesis Exanple 1 of docunent (30) it is
stated that after the solvent is distilled off, the
resi due was re-dissolved. As for a chem st with organic
synt hesi s background "isol ating" or "purifying" a

chem cal conmpound refers to the separation of a
particul ar chem cal conpound or conpounds from al

ot her substances, distilling off the solvent and re-

di ssol ving the residue does not nean isolating or
purifying the NCA before the am dation reaction.

This is not contradicted by synthesis Exanples 2 and 5,
wherein the isolation of the NCA is described, since

t hose exanples only concern the preparation of the
purified NCA and not the preparation of the optically
active amde of formula (3).

In the absence of any evidence that in docunment (30)
the statenent that NCA can be subjected to the
subsequent ami dation step "as it is" could nean
anything else as that the NCA is reacted without its
being isolated or purified, the Board conmes to the
conclusion that all the features of Claim1l are
directly and unanbi guously derivable fromthe priority
docunent and, consequently, that the priority has been
validly clained in that both relate to the sane
subject-matter (Article 87(4) EPC)
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As thus, according to Article 89 EPC, the date of
priority counts as the filing date of the European

pat ent application for the purpose of Article 54(2) and
(3) EPC, document (21) does not belong to the state of
the art and, consequently, is not to be considered in
assessing the novelty of the clainmed subject-matter.

After examnation of the remaining cited prior art
docunents, the Board has reached the concl usion that
the clai ned process and the clainmed NCA were not
described in any of those docunents. As novelty over a
the cited prior art other than docunent (21) was never
di sputed, it is not necessary to give detail ed reasons
for this finding.

| nventive step of Caiml

Since the Opposition Division recognised an inventive
step for the clainmed process as | ong as phosgene di ner
or triphosgene is used as reactant with the carboxylic
acid of fornmula (1), due to the principle of
prohibition of reformatio in peius, it remains only to
be deci ded whether an inventive step can be accepted
for the clainmed process wherein phosgene is used as
such reactant.

I n accordance with the "probl em sol uti on approach”
applied by the Boards of Appeal to assess inventive
step on an objective basis, it is in particular
necessary to establish the closest state of the art
formng the starting point, to determne in the |ight

t hereof the technical problemwhich the invention
addresses and solves, and to exam ne the obvi ousness of
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the clained solution to this problemin view of the
state of the art.

The "closest state of the art”" is nornmally a prior art
docunent di scl osing subject-matter aimng at the sane
objective as the clained invention. Since Claim1l
relates to a process for producing Ntert-butyl

t et r ahydr oi soqui nol i ne- 3(S) - car boxam de, and since
docunent (2), cited in the patent in suit, describes a
process for producing the S-enantionmer of that

car boxam de, whereas docunent(1l) is silent about

whet her the prepared carboxam des are obtained as
racemate or in a specific enantioneric form not
docunent (1) but rather docunent (2) can serve, as the
cl osest prior art, as a suitable starting point for

eval uating the inventive nerit of the invention.

Docunent (2) discloses a process of producing N-tert-
butyl tetrahydroi soqui noline-3(S)-carboxam de by
converting N benzyl oxycarbonyl -L-phenylalanine into its
tert-butylam de, cyclizing the am de with fornal dehyde
to benzyl 3(S)-(tert-butyl carbanoyl)-1, 2,3, 4-

t et rahydro- 2-i soqui nol i necar boxyl ate and splitting off
t he benzyl group by hydrogenol ysis (see Exanples 1 and
2).

On page 4, lines 9 to 12, of the patent in suit it is
stated that with the process disclosed in docunent (2)
N-tert-butyl tetrahydroisoquinoline-3(S)-carboxanmde is
obt ai ned from phenylalanine in an overall yield of 44%
whereas such overall yield with the clained process is
nore than 40% hi gher
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Therefore, starting from the disclosure in docunent (2),
t he probl em underlying the invention can be seen in

provi ding a process enabling conversion of

phenyl al anine into N-tert-butyl tetrahydroisoquinoline-
3(S)-carboxam de in higher yield.

The patent in suit clainms to solve this problem by the
nmet hod defined in Caiml.

It has never been contested that it has been
convincingly shown that by the process according to
Caim1l the problemunderlying the patent in suit has
effectively been solved. Considering Exanple 4 of the
patent in suit, the Board has no reason to doubt this.

Therefore, it remains to be decided, whether in the
light of the teachings of the cited docunments a skilled
person seeking to solve the above-nenti oned probl em
woul d have arrived at the process of Claim1l in an

obvi ous way or not.

It was not contested that both reaction steps of
present Claim1, namely a process for preparing NCA s
by reacting a-am no-acids with phosgene and the

am dation of those NCA's with an am ne, were known in
the art. However, fromnone of the cited prior art
docunents could it be derived that with both reaction
steps of present Cdaiml it would be possible to
convert phenylalanine into N-tert-butyl

t et r ahydr oi soqui nol i ne-3(S)-carboxam de in higher yield
than with the reaction steps described in docunment (2).
Since the Opposition Division already cane to this sane
conclusion, it is not necessary to give detailed
reasons for this finding.
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Claim 2, which conprises the process steps of Claim1l,
and dependent Claim 3 derive their patentability from
the sane inventive concept as Caim 1.

| nventive step of Claimi4

The cl aimed product is an internediate product in a
two-step process for the preparation of a known end
pr oduct .

The Opposition Division was of the opinion, that a
skill ed person woul d have been aware that optically
active amdes of formula (3) could successfully be
prepared by reacting a carboxylic acid with phosgene or
one of its anal ogues and subsequently am dating the
intermedi ately formed NCA. Therefore, the provision of
the optically active formof the internediate of
formula 8 disclosed in docunent (1) as a useful
internediate for the preparation of the optically

active am de was not considered to be inventive.

However, according to the jurisprudence of the Boards
of Appeal, an internediate intended for the preparation
of a known end product is deened to be inventive if its
preparation took place in the course of an inventive
conpl ete process (see T 22/82 QJ EPO 1982, 341, point 7
of the Reasons, and T 648/ 88 QJ EPO 1991, 292, point 8
of the Reasons).

I n assessing inventive step of the internediate of
formula (2) the relevant question is not, whether it
was obvious to prepare the optically active formof the
internediate of forrmula 8 disclosed in docunent (1).
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According to the generally applied principle, as
descri bed, for exanple, in T 163/84 QJ EPO 301, point 5
of the Reasons, the only rel evant question is whether
it was obvious to a skilled person to expect an

i nproved conversion of phenylalanine into N-tert-butyl
t et r ahydr oi soqui nol i ne- 3(S)-car boxam de by using a
process sequence wherein the claimed NCA is formed as
intermedi ate. As the Board canme to the conclusion that
this could not be expected fromthe cited prior art
(see point 4.7), also Claim4 neets the requirenent of
i nventive step.

In the light of the above findings, there is no need
for the Appellant to be heard in oral proceedi ngs nor
to consider the auxiliary requests.

The description is not yet adapted to the allowable
clainms. The Board deens it appropriate to make use of
its power under Art. 111(1) EPC and to remt the case
for the purpose of this adaptation to the Qpposition
Di vi si on.
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Or der

For these reasons it is decided that:

1. The contested decision is set aside.

2. The case is remtted to the first instance with the
order to maintain the patent on the basis of the main
request filed with letter of 6 March 2002 and a
description to be adapted.

The Regi strar: The Chai r man:

N. Maslin A. Nuss
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