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Summary of Facts and Subm ssi ons

1865.D

The appeal was | odged by the Applicants (Appellants)
agai nst the decision of the Examning Division to
refuse under Article 97(1) EPC the patent application
EP 93 203 087.7, publication nunber EP 0 587 255 having
the title: "lInsulinotropic hornone". The application is
a divisional application of the earlier application
with the publication number EP O 305 387 in accordance
with Article 76 EPC.

Appel l ant's request (Annex C to the decision under
appeal) in relation to which the Exam ning Division
deci ded the substantive issues consisted of clains 1
and 2 which read:

"1l. The use of a peptide having insulinotropic activity
substantially simlar to GP-1 (7-37) in the
preparation of an agent for the treatnent of diabetes
mel litus, wherein the peptide consists of the GLP-1(7-
37) sequence:

H s- Al a- G u-d y- Thr - Phe- Thr - Ser - Asp- Val - Ser - Ser - Tyr -
Leu-@ u-E@y-d n-Al a- Al a-Lys-G u- Phe-11 e-Al a- Tr p- Leu-
Val -Lys-Gy-Arg-Ady

but where the sequence | acks one am no acid.

2. The use as clainmed in claim1, wherein the peptide
has the formul a:

(1) N - X - CcO- R
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wherein R! represents OH, OM or NRR

where Mis a pharnaceutically acceptable cation or a
Ci- G branched or unbranched al kyl group;

each of R and R® are the sane or different and

i ndependently represent a hydrogen atomor a C-Gs
branched or unbranched al kyl group; and

X is a peptide according to claiml;

or an acid salt thereof."

The Exam ning Division decided at oral proceedi ngs not
to allowinto the proceedi ngs under Rule 86(3) EPC two
requests filed by the Appellants on 21 Septenber 2001,
as they both contained a claim3 which was not based on
the application as filed, contrary to the requirenents
of Article 123(2) EPC. Caim 3 read:

"3. The use as clainmed in claim1l or claim?2, wherein
the agent is for the treatnment of maturity onset
di abetes nellitus.”

It view of this refusal the Applicants agreed to
continue at the oral proceedi ngs before the Exam ni ng
Division on the basis of a previous request consisting
of clains 1 and 2 shown in section (I1) above.

The Exam ning Division decided that the application did
not disclose the invention in a manner sufficiently
clear and conplete for it to be carried out by a person
skilled in the art, contrary to the requirenents of
Article 83 EPC. The technical effect expressed in the
clainms, nanely the useful ness of a peptide consisting
of , or conprising the sequence of amno acids 7 to 37
of glucagon-like peptide I (G.P-1(7-37)) |acking one
amno acid, for the preparation of an agent for the
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treat nent of diabetes nellitus, had not been discl osed
in the application.

Mor eover, the decision under appeal contains a remark
on page 3, saying that the Examning Division "...is
al so of the opinion that the involvenent of an

i nventive step cannot be recognised..."

The Appellants had requested in witing that the
deci si on under appeal be set aside and that a patent be
granted on the basis of one of the requests identified
in the Gounds of Appeal filed on 19 March 2002.

The Board expressed its prelimnary opinion in a
conmuni cati on dated 28 October 2003, which was annexed
to the summons to attend oral proceedi ngs on 27 My
2004.

On 26 March 2004 the Appellants filed a new nmain
request and five auxiliary requests on which a patent

shoul d be granted. The requests read as foll ows:

Mai n request :

"1l. Use of a peptide in the preparation of an agent for
the treatnment of diabetes nellitus, wherein the peptide
ei t her

(1) consists of the G.P-1(7-37) sequence:

H s- Al a- G u-d y- Thr - Phe- Thr - Ser - Asp- Val - Ser - Ser - Tyr -
Leu-@ u-@y-d n-Al a- Al a-Lys-G3 u- Phe-11e-Al a- Tr p- Leu-
Val -Lys-Gy-Arg-dy; or
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(ii) or a functional derivative of the GLP-1 (7-37)
pepti de which has insulinotropic activity substantially
simlar to GLP-1 (7-37) and consists of the GP-1 (7-
37) sequence set out above but where the sequence | acks

one ani no aci d.

2. Use of a peptide having insulinotropic activity
substantially simlar to GP-1 (7-37) in the
preparation of an agent for the treatnent of diabetes
mel litus, wherein the peptide has the fornmula:

(1) N - X - cO- R

wherein R! represents OH, OM or NRR

where Mis a pharnaceutically acceptable cation or a
Ci- G branched or unbranched al kyl group;

each of P and R® are the same or different and

i ndependently represent a hydrogen atomor a C-Gs
branched or unbranched al kyl group; and

X consists either of the G.P-1 (7-37) sequence:

H s- Al a- G u-d y- Thr - Phe- Thr - Ser - Asp- Val - Ser - Ser - Tyr -
Leu-@ u-E@y-d n-Al a- Al a-Lys-G3 u- Phe-11 e-Al a- Tr p- Leu-
Val -Lys-@ y-Arg-dy; or a functional derivative of GLP-
1 (7-37) sequence set out above where the sequence

| acks one ami no acid; or an acid addition salt thereof.

3. Use as clained in claiml or claim2, wherein the
agent is for the treatnment of maturity onset diabetes

mellitus."”

First auxiliary request:

"1l. Use of a peptide having insulinotropic activity
substantially simlar to GP-1 (7-37) in the
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preparation of an agent for the treatnent of diabetes
mel litus, wherein the peptide consists of the GLP-1(7-
37) sequence:

H s- Al a- G u-d y- Thr - Phe- Thr - Ser - Asp- Val - Ser - Ser - Tyr -
Leu-J u-@y-dn-Al a- Al a-Lys-G3 u-Phe-11e-Al a- Tr p- Leu-
Val -Lys-Gy-Arg-Ay

but where that sequence | acks one am no acid.

2. Use of a peptide having insulinotropic activity
substantially simlar to GP-1 (7-37) in the
preparation of an agent for the treatnent of diabetes
mel litus, wherein the peptide has the fornmula:

(1) N - X - cO- R

wherein R! represents OH, OM or NRR

where Mis a pharnaceutically acceptable cation or a
Ci- G branched or unbranched al kyl group;

each of RP and R® are the same or different and

i ndependently represent a hydrogen atomor a C-Gs
branched or unbranched al kyl group; and

X consists either of the G.P-1 (7-37) sequence:

H s- Al a- G u-d y- Thr - Phe- Thr - Ser - Asp- Val - Ser - Ser - Tyr -
Leu-@ u-@y-dn-Al a- Al a-Lys-G3 u- Phe-11 e-Al a- Tr p- Leu-
Val -Lys-Ad y-Arg-A@y but where the sequence | acks one
amno acid or an acid addition salt thereof."

Claim3 was identical to claim3 of the main request.



1865.D

- 6 - T 0497/ 02

Second auxiliary request:

Clains 1 and 3 were identical to clains 1 and 3 of the
first auxiliary request.

"2. Use of a peptide having insulinotropic activity
substantially simlar to GP-1 (7-37) in the
preparation of an agent for the treatnent of diabetes
mel litus, wherein the peptide has the fornmula:

(1) N - X - cO- R

wherein R!' represents NRR®;

where R and R® are the sane and represent a hydrogen
atomand X is a peptide according to claim1l1; or an

acid addition salt thereof."

Third auxiliary request:

"Consists of the clains of the Main, first or second
auxi liary requests amended to del ete the wording
"substantially simlar to GLP-1(7-37)" in Cains 1 or
2. "

Fourth auxiliary request:

"Consists of the Clains of the Main, first, second or
third auxiliary requests with Claim3 deleted."”

Fifth auxiliary request:

"Consists of the clains of the Main, first, second,
third or fourth auxiliary requests wwth Claim1l or 2
del eted. "



VI,

Xl .

1865.D

- 7 - T 0497/ 02

The foll ow ng cooments were provided by the Appellants
on pages 3 to 4 of their letter with regard to these
requests:

"You will see that the third auxiliary request consists
of the sinple deletion of a phrase fromthe earlier
requests. Also, the fourth and fifth auxiliary request
consist of the sinple deletion of a claim

We believe that the above presentation of the third to
fifth auxiliary requests is clear and is the best way
of avoiding a proliferation of auxiliary requests.
However, if the Board would prefer us to file separate
sets of clains for each of the auxiliary requests, we
woul d be happy to do so. Unless the Board contacts us
to the contrary, we assune that it is happy with our
presentation of auxiliary requests.

| f the Board considers that there is any other
pat ent abl e subject-matter, we request that we be
allowed to submit a further auxiliary request to that
subj ect-matter."

Two days before the schedul ed date the Board were
infornmed that the Appellants would not attend oral
pr oceedi ngs.

Oral proceedings were held on 27 May 2004 in the
absence of the Appellants pursuant to Rule 71(2) EPC.

The subm ssions of the Appellants, as far as they are
rel evant for the present decision, may be sunmmarised as
fol | ows:
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The statenent in the appeal ed decision relating to |ack
of inventive step should be disregarded by the Board,
as it was added by the Exam ning Division after the
oral proceedings. The refusal to allow into the
proceedi ngs the Appellant's requests of 21 Septenber
2001 at the oral proceedi ngs under Rule 86(3) EPC
amounted to a procedural violation. Appellant's right
to be heard had been violated (Article 113(1) EPC)
because the Exami ning Division did not send a

conmuni cation first, giving the reasons for refusing
the requests pursuant to the then applicabl e Guidelines
for Exam nation in the EPO part C, chapter VI,

poi nt 4.12.

The requirements of Article 83 EPC were net by the
present application. There were only 31 possible
menbers in the group of G.P-1(7-37) peptides |acking
one am no acid and the application taught on pages 6
and 7 how to produce them No undue experinmentation
woul d have been required to assay the insulinotropic
properties of these 31 peptides, as the rel evant assay
nmet hods were disclosed in the present application.
Mor eover, testing the 31 conpounds involved, for
determning their effectiveness in treating diabetes,
by using nethods well known in the art, would not

represent undue burden.

Several post published docunents have confirnmed that
GLP-1(7-36) had the sanme biological effects and the
sanme activity as GP-1(7-37).
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It would be nost unfair for the Board to refuse the
application on the basis that no supporting evidence
had been filed, as there had been no clear indication
in the earlier proceedings that in the absence of such
evi dence a negative decision mght be taken. Such
procedure would violate Appellant's right to be heard
according to Article 113(1) EPC.

Reasons for the Deci sion

Procedural nmatter

1865.D

The appeal neets the requirenents of Articles 106 to
108 EPC and Rule 64 EPC and is thus adm ssi bl e.

For the purpose of these appeal proceedings, the

Appel lant's conplaint in connection with the refusal of
the Examning Division to allow into the proceedi ngs
the claimrequests filed on 21 Septenber 2001, only
becones relevant in accordance with Article 10 of the
Rul es of Procedure of the Boards of Appeal (RPBA) if
fundanmental deficiencies are apparent in the first

i nstance proceedi ngs which require that the Board
should remt the case to the first instance w thout
considering the substantive issues. Such a fundanent al
deficiency would be a procedural violation of such
gravity that it vitiates the basis on which Exam nation
Division nmade its decision, making it necessary for the
first instance to decide anew after a properly
conducted procedure.
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3. Two matters require consideration as to whether they
amount to such a fundanental deficiency, firstly the
exercise of the Examning Division of its discretion
under Rule 86(3) EPC, and secondly the Appellant being
informed of the reasons for the exercise of this
di scretion only at the oral proceedings before the

Exam ning Division and not earlier or in witing.

4. That the new dependent claim 3 sought to be introduced
into the proceedi ngs by these bel ated requests was
considered not to be in conformty with Article 123(2)
EPC i s considered by the Board an adequate and
reasonabl e justification for the Examning Division to
exercise its discretion under Rule 86(3) EPC not to
al l ow these new claimrequests into the proceedi ngs.
The Board can see no procedural violation arising from
the refusal itself, let alone any fundanental
defici ency.

5. The Appellant, relying on the then applicable
Qui delines for Exami nation in the European Patent
Ofice Part C Chapter VI point 4.12, has conpl ai ned
that he was sent no witten comunication prior to the
oral proceedings giving the reasons for the refusal
under Rule 86(3) EPC, nor any prior telephone
indication, and that this amunted to a violation of
his rights under Article 113(1) EPC. The then
appl i cabl e point 4.12 read:

"If a request for amendnent is to be refused under

Rul e 86(3), the applicant nust first in conpliance with
Art. 113(1) be sent a conmunication giving the reasons

for refusing the amendnent. In the case of a situation

as described in VI, 4.10 the applicant should be

1865.D
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invited at the sane tinme to request grant of the patent
on the basis of the preceding acceptable version of the
docunents. If the applicant maintains his request for

t he amendnent, the application nust be refused under
Article 97(1) since, in these circunstances, there is
no text of the application which has been agreed by the
applicant and all owed by the Exam ning Division
(Article 113(2))."

This has to be read in the context of the purpose of
Rul e 86(3) EPC, which was to give the Exam nation
Division a discretion to refuse anendnents to the
claims not made in answer to the first conmunication,
SO as to ensure that the exam nation procedure is
brought to a conclusion in as few actions as possible
(Cf. then applicable Guidelines Part C Chapter VI

point 4.7). Fromthis and the text of point 4.12, the
Board sees the purpose of the then applicable

Gui delines as being to give an applicant an opportunity
to avoid the situation of having a negative decision
nmerely on the ground of there being no text agreed to
by the applicant. Point 4.12 is not seen as applicable
to a situation where oral proceedi ngs take place, as
the requirenments of Article 113(1) EPC can then be net,
as was done in the present case, by the applicant being
informed of the objection at the oral proceedi ngs and
bei ng afforded the opportunity to revert to a request
submtted earlier which had been allowed into the

pr oceedi ngs.

Article 113(1) EPC nerely requires applicants to be

af forded the opportunity to present their comments on
t he grounds on which the European Patent O fice bases
its decision: the Article does not require a witten
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conmuni cation nor does it specify how nmuch tine
applicants should be afforded to consider and present
their comments. An applicant cannot expect to amend his
clai mrequest(s) a bare nonth before the date set for
oral proceedings, and still before the oral proceedings
be sent a witten comunication or given a tel ephone
notification indicating that the Exam ning Division
proposes to exercise its discretion under Rule 86(3)
EPC agai nst the adm ssion of the new request(s), and
the reasons for this. The applicant nust expect to have
to deal with any problens with such |ate requests at

t he oral proceedings.

I n conclusion, the Board sees no procedural violations
as having occurred in this case, and no need or basis
for remtting the case to the Exam ning Division
pursuant to Article 10 RPBA

The Board will confine itself to considering whether

t he reason for refusal under Article 83 EPC by the
Exam nation Division of the request before it was
correct, and also applies to the requests now pendi ng
before the Board. The Board sees ot her issues under
Rule 86(3) EPC, and Articles 84 and 123(2) EPC, but
since the Appellants instructed their representatives
not to be present at the oral proceedings before the
Board they have not been raised or commented on by the
appel l ants, and cannot forma basis for the Board's

deci si on.

The Board sees the reason for refusal and core
objection of insufficiency by the Exam ning D vision as
being in that the clainmed subject matter of use of a
pepti de corresponding to the am no acid sequence of
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GLP-1(7-37) lacking one amno acid for the preparation
of an agent for a treatnment of diabetes nellitus is not
di sclosed in a manner sufficiently clear and conplete
for it to be carried out by a person skilled in the art,
contrary to the requirenents of Article 83 EPC, because
on the information in the application plus conmon
general know edge the skilled person would not know
which, if any at all, of the thirty odd peptides woul d
fulfil this function. It would thus be undue burden,
contrary to the requirenent of sufficiently clear and
conpl ete disclosure, for a skilled person to research
the clained area for hinmself to find out if anything
wor ked.

| ndependent clains 1 and 2 of the new main request now
put forward cover this sane subject matter, as well as
addi ti onal subject matter nanely the use of the ful
GLP-1(7-37) peptide itself, which is described as
functional in the application as filed and which was
not objected to by the Exam ning Division as it was not
part of the subject matter of the clains before the
first instance. However the Board does not see that

br oadeni ng the subject matter of a claimto al so cover
a specific use that is sufficiently described, avoids

t he objection of insufficiency as to the remaining
subject matter of the claimif this objection is valid
as to this remaining subject matter by itself. Nor does
the slightly nodified wording conpared to the clains
consi dered by the Exam ning Division do anything to
avoid the core objection on insufficiency in relation

to the independent clainms 1 and 2 of the main request.

Clains 1 and 2 of each of the first and second
auxiliary requests are directed only to use of a
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pepti de corresponding to the am no acid sequence of
GLP-1(7-37) |acking one anmino acid for the preparation
of a treatnment of diabetes nellitus, and again the
Board considers that the slight verbal differences
conpared to the clains considered by the Exam ning
Division contribute nothing to avoiding the core

obj ection of insufficiency.

13. Wil e the Board considers the way of presenting the
various further auxiliary requests to be quite
unacceptable, it appears clear that each auxiliary
request wll still contain at |east one claimopen the
same core objection of insufficiency on the basis of
which the first instance refused the application.

14. Thus if the Board considers the core objection of
insufficiency to apply, none of the requests now put
forward is allowabl e.

15. On page 3, lines 10 to 23, in the summary of the
invention, the application discloses that G.P-1(7-37),
"the insulinotropic hornone", is useful in the study of
t he pat hogenesis of maturity onset diabetes nellitus
and in the therapy for this di sease. Page 4, l|lines 37
to 41 states that the invention pertains to
pol ypepti des which are functionally simlar to GLP-1(7-
37), but whose sequence may contain or |ack one or nore
am no acids conmpared to the naturally occurring

sequence.
16. Nei t her the description nor the specific exanples 1 to

7 disclose that a peptide falling under the definition
of 'A&P-1(7-37) lacking one amino acid" has been tested

1865.D
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for its ability to be used for the preparation of an
agent for the treatnent of diabetes nellitus.

Appel l ants |line of argunmentation, namely that the
invention is sufficiently disclosed because a skilled
person can produce the 31 peptides falling under this
definition and test themfor the clainmed effect is not
concl usi ve. What is undue burden nust be decided on a
case by case basis.

The patent application does not contain any evidence
that even a single one of these 31 peptides in fact
shows the required biological activity. The skilled
person, when trying to carry out the clainmed invention,
has to isolate, synthesize or produce by reconbi nant
DNA t echnol ogy said 31 peptides, and to performtests
and assays to determ ne whet her they possess the

requi red biological activity. This considerable
research programinposed on the skilled person has to
be performed with no certainty of even a single success.
That any amino acid can be omtted seens inpossible, so
that the expectation nust be that nost, if not all of

t he m nus-one GLP-1(7-37) peptides wll not work.

The Board woul d |ike to enphasize that the biol ogical
activity of proteins is highly dependent on their
secondary and tertiary structures, resulting fromtheir
primary structure, their amno acid sequence. It is
common general know edge that the deletion of a single
am no acid may have great influence on the three-

di mensi onal folding of peptides or parts thereof. There
is no basis in the application to conclude that any of
the 31 peptides involved, or, if any, how many thereof
wi || show secondary and tertiary structures, giving
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t hem properties that nake them candi dates for use in
the treatnment of diabetes nellitus. 1In this situation
the Board can only conclude that the invention is
insufficiently disclosed.

The Appellants further argued that several post
publ i shed docunents have confirmed that the activity of
GLP-1(7-36) is the same as that of G.P-1(7-37).

If a disclosure is insufficient in that it provides no
gui dance for performng the invention, a reference to

| at er docunents showi ng how such performance was
acconplished at a later date is incapable of curing the
insufficiency (cf T 222/00 15 January 2003).

It is up to the Appellants to file evidence in support
of their case. The decision under appeal, which decided
that the present application does not neet the
requirenents of Article 83 EPC, was dispatched in
Novenber 2001. The Board considers that the Appellants
have had anple tinme to provide evidence supporting
their line of argunmentation. Therefore, the Board does
not agree with the Appellants, that it would be unfair
to refuse the application without giving them an
opportunity to file further evidence.

The Board cones to the decision that the present patent
application does not disclose the clained invention in
a manner sufficiently clear and conplete for it to be
carried out by a person skilled in the art, contrary to
the requirenents of Article 83 EPC.
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Or der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai rwonman:

P. Crenona U. Ki nkel dey
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