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Summary of Facts and Subm ssi ons

2253.D

The appeal is against the decision of the Qpposition
Division to revoke the patent in suit under

Article 102(1) EPC because the main request (clains as
granted) failed to fulfill the requirenents of

Article 123(2) EPC, and the description did not provide
an enabling disclosure with regard to the subject-
matter of the first and second auxiliary requests then
on file (Article 83 EPC).

Subm ssions were filed by the Appellants (Patentees) as
wel |l as by the Respondents | and Il (Opponents 02 and
04) and a conmuni cati on was sent by the Board to
express its provisional non-binding opinion. The

Appel lants filed one main request and five auxiliary
requests with their last witten subm ssion. During
oral proceedings, a new auxiliary request 4 was filed
in replacement of the earlier one.

The clains of the main request were the clains as
granted but for the deletion of clains 11 and 12 and
t he subsequent renunbering of claim 13 as claim11.
Claim1 read as follows:

"1. A process for obtaining manmmalian protein

het er ol ogous to a yeast organismas a product of yeast
expression, processing and secretion, which process
conprises culturing viable yeast cells transforned with
an expression vehicle functionally harboring DNA
encodi ng said manmal i an protein together with a

het er ol ogous si gnal peptide therefor, said heterol ogous
signal peptide being heterol ogous to the yeast and not
normal Iy being produced or enployed by said yeast
organism said culturing resulting in secretion of said
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manmmal i an protein into the nediumof the culture.”

Claims 2 to 10 related to further features of said
process. Claim 11 was directed to a specific yeast
expressi on vector.

Auxiliary request 1 differed fromthe main request in
that the term"mammalian protein" was replaced by the
term "human protein” in each claimwhich contained it.

Auxiliary request 2 differed fromthe main request in
that claim 1l was del et ed.

Auxiliary request 3 differed fromthe main request by
deletion of claim?2. Furthernore, claiml1l read as
foll ows:

"1l. A process for obtaining protein heterologous to a
yeast organi smas a product of yeast expression,
processi ng and secretion, which process conprises
culturing viable yeast cells transfornmed with an
expression vehicle functionally harboring DNA encodi ng
said protein together with a heterol ogous signal

pepti de therefor, said heterol ogous signal peptide
bei ng heterol ogous to the yeast and not normally being
produced or enpl oyed by said yeast organism said
culturing resulting in secretion of said protein into
t he medi um of the culture wherein the protein is human
growt h hornone; bovine growt h hornone; human
fibroblast; human i nmune or human or hybrid | eukocyte
interferon; human serum al bum n; or human insulin.”

Auxiliary request 4 differed fromthe main request in
that claim1l read as foll ows:



- 3 - T 0354/ 97

"1. A process for obtaining human protein heterol ogous
to a yeast organismas a product of yeast expression,
processi ng and secretion, which process conprises
culturing viable yeast cells transfornmed with an
expression vehicle functionally harboring DNA encodi ng
sai d human protein together with a heterol ogous signa
pepti de therefor, said heterol ogous signal peptide
bei ng heterol ogous to the yeast and not normally being
produced or enpl oyed by said yeast organism said
culturing resulting in secretion of said human protein
into the nediumof the culture, and further conprising
the step of recovering said human protein fromthe
medi um of the culture.”

Corresponding clains were filed for the Contracting
State AT.

L1l The follow ng docunents are referred to in this

deci si on:

(P1) ; EP- A-0 043 980,

(P24) GB 2 068 969,

(P26) Lemontt et al., DNA, Vol. 4, No. 6, 1985,
pages 419 to 428,

(P33) Ammerer et al., Reconbi nant DNA - Extract
fromreport on O eveland Synposi um on
macr onol ecul es, A. Valton et al., Eds,

El sevier Scientific Publishing Co., 1981,
pages 185 to 197,

(P37) EP-A- 0 079 739,

(P41) Kohara et al., Biosci. Biotech. Biochem,
Vol . 58, No. 4, 1994, pages 779 to 781,

(P42) Cabezon et al., Proc.Natl.Acad. Sci . USA
Vol . 81, 1984, pages 6594 to 6598,

(P45) Decl arati on of R W Schekman dat ed

2253.D Y A
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( P55)

( P60)

(P61)

(P62)

( P65)

( P66)

(P72)

(P73)

(P74)

(Al)

( ALO)
(AL1)

( A16)
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28 Cct ober 1996,

Ni shi zawa et al.

Appl . M crobi ol . Bi otechnol ., Vol. 38, 1993,
pages 624 to 630,

Livi et al., The J. of Biol.Chem, Vol. 266,
No. 23, 1991, pages 15348 to 15355,

| zunoto et al., CGene, Vol. 59, 1987, pages
151 to 159,

Jigam et al., CGene, Vol. 43, 1986, pages
273 to 279,

Nakanmura et al., Gene, Vol. 50, 1986, pages
239 to 245,

Kondo et al., Biochim et Biophys. Acta,
Vol . 1243, 1995, pages 195 to 202,

Br 6ker et al.,Biochim et Biophys. Acta,
Vol . 908, 1987, pages 203 to 213,

Sleep et al., Bio/Technol ogy, Vol. 8, 1990,
pages 42 to 46

Et cheverry et al., Bio/Technol ogy, Vol. 4,
1986, pages 726 to 730,

WO 93/ 15204,

EP- A-0 301 670,

Stepien et al., Advance in Gene Technol ogy:
Human Genetic Disorders, Proc. of the 16th
Mam Wnter Synposium 16-20 January 1984.
W A. Scott et al., Eds, Canbridge University
Press,

Ohi et al., Mdl.Gen.Genet, Vol. 243, 1994,
pages 489 to 499,

The submi ssions in witing and at oral proceedi ngs by
t he Appellants insofar as they are relevant to the

present decision can be summarized as foll ows:

Mai n and second auxiliary requests:
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Article 123(2) EPC

These requests contain clains directed to the
expression of mammalian proteins. The objection that
such a disclosure could not be found in the application
as filed was not justified because the concept of
manmal i an proteins would i nmedi ately cone to the mnd
of the skilled person reading the application:

- on page 5, six of the exanples of proteins to be
expressed were human proteins, human beings the
nost inportant group of mammals. Viral antigens
from manmal i an viruses were al so nentioned. The
expression of interferon and growth hornone of
human, ie. of mammalian, origin was exenplified.

- on page 16, the function and processi ng of human
interferon proteins was di scussed under the
headi ng "secretion signals of mammalian interferon
genes". In the sanme manner, the term "manmalian”
was nmade use of on page 27, line 11 to qualify
cells. The skilled person would thus have
understood that it equally applied to the proteins
to be produced.

Prior art such as docunent (P33) nade it clear
that the generalisation fromproteins of specific
manmmal s to mammal i an proteins was natural to the
skill ed person.

First auxiliary request:

Article 123(2) EPC

In this request, the term "human protein" was

2253.D Y A
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substituted for the term"manmmalian protein". Al
argunents presented in relation to this latter term
equally applied to the earlier, all the nore so, that
the term "human" was disclosed in the application as
filed in the context of the proteins to be expressed.

Article 83 EPC, sufficiency of disclosure:

The state of the art on file showed that at |east 21
different proteins and pol ypepti des were successfully
secreted by yeasts using heterol ogous signal sequences.
In contrast, there were only very few isol ated

i nstances of failures and very few sinple steps were
necessary to remedy them

For exanpl e, the evidence that human serum al bum n
(HSA) could not be secreted in the culture nmedi um using
its own prepro-leader sequence was inconcl usive
(docunent (P74)). In addition, HSA was shown to be
secreted in the culture nmediumof the yeast

Kl uyveromyces lactis (docunent (Al)) and Pichia
pastoris (docunent (Al6)) using its own prepro-HSA

| eader sequence, and also fromthat of Saccharomyces
cerevisiae (docunent (P73)) using a nodified prepro-HSA
| eader sequence, the nodification of which did not
alter the natural properties of the prepro-sequence in
terns of secretion.

In the same manner, the failure reported in docunent
(P41) to secrete human growt h hornone (HGH) using an
artificial signal sequence was irrelevant as the patent
in suit showed that said secretion was obtai ned when
usi ng the signal sequence of interferon.

Finally, although docunment (P26) related to the failure
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to secrete tissue plasm nogen activator (tpA) in
S.cerevisiae using its own signal sequence, docunent
(A10) described the secretion of tpAin the culture
medi um of K. lactis using the HSA signal sequence.

Docunent (P45) which only contained speculations as to
t he reasons why secretion mght be difficult was not
rel evant since the person skilled in the art had the
di scl osure of the patent in suit for guidance.

The present case was not anal ogous to previ ous cases
dealt with in decisions T 612/92 (of 28 February 1996)
and T 694/92 (QJ EPO 1887, 408), where the conpetent
boards concluded to | ack of sufficient disclosure.
Neither were the findings of |ack of sufficiency in
decisions T 409/91 (Q) EPO 1994, 653) and T 435/91 (QJ
EPO 1995, 188) directly applicable as there was no
evidence that entire categories of proteins or of

si gnal sequences existed with which the invention could
not be carried out. The case was rather of the kind
dealt with in T 292/85 (QJ EPO 1989, 275), where it was
stated that the failure of one isolated exanple did not
go against sufficiency, and in T 636/97 (of 28 March
1998), where sufficiency was acknow edged when no mgj or
conceptual leap was required to apply the teachings of
the patent in its generality.

Article 54 EPC, novelty:

Docunent (P37) described the expression of HSA cDNA in
E.coli while nmentioning that it could al so be produced
in yeasts. Al though the cloning of the pre-al bum n cDNA
sequence was described, there was doubt that this DNA
had in fact been used for expression and, thus, there
was no clear evidence that the HSA protein had been
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expressed in yeast using an heterol ogous signal
sequence. Furthernore, it was not sure that HSA was
secreted in the culture nmediumsince it had been
obtained fromthe inside of the host cells. This

di scl osure was not so unanbi guous as to be detrinental
to novelty.

Third auxiliary request:

The sane reasoning applied with regard to the novelty
of claim1l over docunment (P37) as with regard to that
of claiml1l of the first auxiliary request over the sane
docunent .

Fourth auxiliary request:

Article 54 EPC, novelty:

The subject-matter of claim1l was novel over the
teachi ng of docunment (P37) as said docunent did not

di scl ose that the human protein produced is recovered
fromthe nmediumof the culture.

The subm ssions of Respondents | and Il were
essentially as foll ows:

Mai n and second auxiliary requests:

Article 123(2) EPC

The concept of manmalian proteins was not disclosed in
the application as filed: on page 5, nmany proteins to
be expressed were |isted which were not (or not
necessarily) of human origin such as viral antigens,

i mmunogens, enzynes, etc ... Thus, "mammualian protein”
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was only one generalised selected group and was not
menti oned as such.

The characteristics of being mamal i an was di scl osed as
a feature of the cells which naturally produced
interferon (page 27) and as a feature of the signal
sequences to be used in the clained process (page 16).
There was no reason to extend this distinctive
characteristic to the protein to be expressed whereas
this protein was nerely characterized in the
application as filed by the feature that it should be
het er ol ogous to the host (page 1). It was not allowable
to use external docunents to assist in understanding
what ki nd of generalisation was included in a patent.

First auxiliary request:

Article 123(2) EPC

Replacing the term"mammal i an protein” by the term
"human protein” in auxiliary request 1 did not nake
this request allowable under Article 123(2) EPC since
there was no indication in the application as filed
that the generalisation to human proteins was to be
preferred over any of the other possible types of
general i sati ons.

Article 83 EPC, sufficiency of disclosure:

The scope of protection of claiml1l was extrenely broad
covering as many as 600 yeast strains, nunerous signal
sequences and all possible genes. In contrast, the

patent in suit provided only three exanples.

The state of the art on file showed that the teachings

2253.D Y A
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of the patent in suit were not generally applicable:
docunents (P41), (P42), (P55) and (P26) descri bed
failures to express HGH, al pha-antitrypsin, nerve
grom h factor (NGF) and tpA in S.cerevisiae. There was
no exanple of the secretion of HSA in S.cerevisiae
using its own prepro | eader sequence (docunent (P73)).
Wth other |eader sequences, the | evel of expression
was poor (docunment (P74)). Later successes at
expressing sone of these proteins depended on further
devel opnents of the techni ques such as setting up
transformation systens for potentially useful yeasts.

Docunent (P45) was rel evant to understand how conpl ex

t he nmechani sm of secretion was. In fact, the skilled
person who did not achieve expression could attribute
this failure to no less than four different causes: the
nature of the signal sequence used, the yeast strain,
the nature of the protein to be expressed and the
experimental conditions. Undue experinmentation was

i nvol ved in finding which paraneters to change to carry
out the invention.

The case law to be applied to the present case was that
of decisions T 409/91 and T 435/91 (see point 1V
supra), where it was stated that the clained invention
had to be reproduci bl e over the whol e scope of the
clainms, and that of decision T 931/91 (of 20 Apri

1993), where sufficiency of disclosure was acknow edged
when only a few attenpts were required to change
failure into success (which was not the case here), as
wel |l as that of decision T 694/92 (see point 1V supra),
where the necessity to achieve a proper bal ance between
the scope of protection and the actual contribution to
the art was enphasi zed. Decision T 292/85 (see point 1V
supra) was not applicable as the clainmed subject-matter
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was not a broad, hitherto undiscl osed concept.

Article 54 EPC, novelty:

Claim1 | acked novelty under Article 54(3)(4) EPC in
vi ew of docunent (P37) which disclosed the expression
of the conplete cDNA coding for prepro-HSA in yeast.
Since this cDNA conprised the DNA encodi ng the HSA
secretion signal polypeptide, the culturing of the
transforned yeast cells inevitably led to secretion of
al bumn into the nmedi um

Third auxiliary request:

The sane reasoning applied with regard to the | ack of
novelty of claim1 over docunent (P37) as with regard
that of claiml1l of the first auxiliary request over the
sanme docunent.

Fourth auxiliary request:

Article 54 EPC, novelty:

Claim1 | acked novelty over docunent (P37) as this
docunent disclosed, in addition to a process leading to
the secretion of HSA in the yeast culture nmedium that
the purification of said HSA coul d be acconplished by
usi ng procedures well known in the art.

The Appel |l ants requested that the decision under appeal
be set aside and that the patent be maintained on the
basis of one of the follow ng claimrequests:

(a) min request filed on 31 March 2000: clains 1 to
11 for all designated Contracting States, except
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AT, and clainms 1 to 11 for the Contracting State
AT; or

first auxiliary request filed on 31 March 2000:
claims 1 to 11 for all designated Contracting
States, except AT, and clains 1 to 11 for the
Contracting State AT; or

second auxiliary request filed on 31 March 2000:
clainms 1 to 10 for all designated Contracting
States, except AT, and clains 1 to 10 for the
Contracting State AT; or

third auxiliary request filed on 31 March 2000:
claims 1 to 10 for all designated Contracting
States, except AT, and clains 1 to 10 for the
Contracting State AT; or

fourth auxiliary request filed during oral
proceedings: clainms 1 to 10 for all designated
Contracting States, except AT, and clains 1 to 10
for the Contracting State AT; or

fifth auxiliary request filed on 31 March 2000:
clainms 1 to 9 for all designated Contracting
States, except AT, and clains 1 to 9 for the
Contracting State AT.

The Respondents | and Il requested that the appeal be
di sm ssed.

Reasons for the Decision

1. The appeal is adm ssible.

2253.D
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Mai n and second auxiliary requests

Article 123(2) EPC, added subject-matter:

2253.D

Claim1 of both the main request and the second
auxiliary request was objected to under Article 123(2)
EPC for being directed to a process for obtaining
manmmal i an proteins, whereas, in the application as
filed, manmmalian proteins were not disclosed as a
category of proteins to be expressed.

The Board agrees that proteins characterised as being
manmal i an are not nentioned expressis verbis in the
application as filed but, in accordance with the case

| aw of the boards of appeal (see for exanple, T 187/91,
Q) EPO 1994, 572), considers it necessary for reaching
a decision to assess whether the category of mammal i an
proteins is nonetheless directly and unanbi guously
derivable fromsaid application, such that a reader of
the description of the application as filed could
reasonably have expected that a claimcould be directed
to this class of proteins.

On page 4 of the application as filed, it is stated
that "the invention is based upon the discovery that
yeast organi sns can be caused to express, process and
secrete protein that is normally heterol ogous to the
yeast organism" On page 5, the protein to be expressed
is once nore defined as heterol ogous to the yeast. In
addition, on lines 21 to 29, categories of desirable
proteins are disclosed. Said proteins are regrouped
according to their function: hornones, enzynes...;
their properties: immunogens... ;or their structure:
gl ycoproteins. In some categories, exanples are given
where the proteins are further characterized by their
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origin: human, bovine, but also viral. In the Board's
judgnment, it is not possible to deduce fromthe way

t hese proteins are classified that manmmal i an proteins
were indeed the category of proteins to be expressed.
This is true, even if the exanples provided in the
application as filed are of the expression of human

| eukocyte interferon and human growt h hornone (i.e of
manmmal i an proteins), taking into account that on page
5, these proteins are defined as belonging to the
categories of interferons and hornones respectively.

Thus, it is apparent fromthe application as filed that
about all proteins were considered, and selecting a
particul ar group which is not envisaged therein anounts
to a non-di scl osed sel ection.

One argunent presented by the Appellants in favour of
t he category of mammalian proteins bei ng unanbi guously,
albeit inplicitly, disclosed in the application as
filed was that two paraneters of the process nanely,
the secretion signals and the type of cells which
naturally secrete proteins, were characterized as
"manmal i an" on page 16 and page 29 of the application
as filed, respectively, and that, therefore, the term
manmal i an woul d have been extended by the skilled
reader to the protein to be expressed . This argunent
does not convince the Board as it is not self evident
that the characterising feature of sone entities
mentioned in the application as filed may necessarily
be taken as a characterising feature of others. The
further argunment drawn in particular from docunent
(P33) that in the prior art the term "human" or

"bovi ne" was used interchangeably with the term
manmmal i an is not decisive in the present case. The
common general know edge of the skilled person woul d,
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of course, have it that humans or cattle are
manmmal i ans. Yet, the possibility of using the latter
word for the earlier ones obviously depends on the
facts at hand. Here, the situation is that proteins
fromneither humans nor cattle were identified as
representative of the category of manmmalian proteins
within the framework of the invention

For these reasons, the main and second auxiliary
requests are refused as the subject-matter of their
claiml does not fulfill the requirenents of
Article 123(2) EPC

First auxiliary request

Article 123(2)(3) EPC, added subject-matter, broadened scope
of the clains:

2253.D

The objection raised in relation to claim1 of the
first auxiliary request was that this claimrelated to
a process for obtaining human proteins, whereas the
category of "human proteins"” was not disclosed in the
application as filed.

The situation is, however, distinctly different from

t hat di scussed above under points 2 to 6. Many
references are made t hroughout the application as filed
to human proteins to be expressed: on page 5, lines 22
to 25: human growt h hornone, human interferons, human
serum al bum n and human insulin are nentioned; and on
pages 30 and 37 the secretion of human interferon and
human growt h hornone is exenplified. Accordingly, the
Board considers that, in the application as filed, the
term "human" appears in relation to the proteins to be
expressed in such a way that the category of human
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proteins is clearly and unanbi guously derivable from
said application. The requirenments of Article 123(2)
EPC are fulfilled.

The requirenments of Article 123(3) EPC are al so
fulfilled as the category of human proteins is narrower
than that of mammalian proteins.

Article 83 EPC. sufficiency of disclosure

11.

12.

2253.D

Claim1l is directed to the production of human proteins
in any yeast strain using any heterol ogous secretion

si gnal sequence. Its scope of protection is, thus, very
wi de. Yet, in accordance with the case | aw of the EPO
with regard to sufficiency of disclosure (see for
exanple, T 19/90, Q) EPO 1990, 476), this nmere fact is
not initself a ground for considering the patent as
not conplying with the requirenents of Article 83 EPC.
To reach a decision on this issue, it is necessary to
assess whether the invention may be performed over the
whol e area cl ai ned wi t hout undue burden or application
of inventive skill.

The teaching in the description of the patent in suit
is that, in order to carry out the claimed process, it
is necessary in a first instance to isolate the DNA
encodi ng the desired protein and to clone it into a

pl asm d vector suited for expression in yeast, in
functional conbination with the DNA encoding a
secretion signal peptide heterol ogous to the yeast,
then to transformthe construct into the yeast cells
wherein the protein is expressed, processed and
secreted. The relevant disclosure on how to acconplish
t he basic task of constructing the relevant plasmds is
provi ded on page 5, lines 16 to 18 and page 7, lines 47
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to 48 by reference to specific docunents of the state
of the art. A protocol for the transformation of
S.cerevisiae is described on pages 4 and 5. The
secretion in S.cerevisiae of human interferon and human
growm h hornmone is exemplified. In the Board' s judgnent,
the skilled person wanting to secrete proteins in the
yeast cul ture nmedi um woul d have been able to follow the
provided information as a matter of routine
experinmentation. And, indeed, evidence that human
proteins can be secreted by the clained process is
readily found in post-published docunents (P60) to
(P62), (P65), (P66), (P72) and (All) which describe the
secretion fromyeast of interleukin 1, pancreatic
secretory trypsin inhibitor, |lyzozyme, salivary al pha-
anyl ase, vascul ar perneability factor, antithronbin and
insulin, respectively.

The Respondents | and Il pointed out to documents
(P74), (P26) and (P41), where HSA, tpA and HGH are
reported to be secreted in the periplasmc space of
S.cerevisiae rather than in the culture nmedi um using
their natural secretion signals (HSA and tpA) or an
artificial signal sequence (HGH), as well as to
docunent (P42), which discloses the failure of
produci ng human al pha-antitrypsin, as evidence that the
cl ai med process could not be carried out over the whole
scope of the claim

The Board cannot consi der docunent (P41) as evidence
that HGH is not secreted in the culture nmedium by the
cl aimed process, since the patent in suit teaches on
pages 36 to 38 that it is secreted in the culture
medi um when a signal sequence derived fromthe
interferon genes is used. As for HSA and tpA, docunents
(P73), (A18) and docunent (A10) show that they are
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secreted in the culture nmedium by using other secretion
signals than their own and/or different yeast strains
such as P.pastoris and K lactis. This inplies that, if
secretion in the culture nediumis not obtained
directly, it may nonethel ess be achi eved by changi ng

t he above nentioned paraneters. The question is, thus,
whet her the patent in suit contains sufficient
information for the skilled reader to be able to do so
wi t hout undue burden and application of inventive
skills.

On page 3, lines 34 to 37 of the patent in suit, it is
stated: ""Heterol ogous signal polypeptide" refers to
such pol ypepti des not normally produced or enpl oyed by
a yeast system and may be selected fromthe signa

pol ypepti de native to the heterol ogous protein under
consi deration, or other heterol ogous (signal)

pol ypeptide functionally linked to the heterol ogous
protei n under consideration”. On page 5, lines 31 and
32, it is stated: "Various yeast strains can be

enpl oyed--see Lodder et al., The Yeasts, a Taxonom c
Study, North Holland Publ.Co., Amrsterdam"”

Thus, the patent in suit draws the skilled person's
attention to the possibility of using yeast strains and
signal sequences different fromthose specifically

di scl osed in the patent specification.

As al ready stated under point 12 supra, the Board does
not consider that, at the filing date, undue burden was
involved in carrying out the necessary experinental
steps leading to secretion, including vector
construction and yeast protoplast transformation. The
Appel lants argued in relation to transformati on that

i nproved protocols were used when expressing tpA in

K. lactis (docunment (A10)) and HSA in P.pastoris
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(docunent (A16)). Yet, there is no evidence on file
that the results obtained according to these docunents
woul d not have been obtai ned when using the usual
transformation nethod. In this context, it is noted

t hat docunent (Al6), page 493 discloses that P.pastoris
can be transfornmed by the spheropl ast nethod first
described in 1978.

It is inmportant that secretion was achieved every tine
the skilled person, faced with an initial failure,
chose to make use of other secretion signals and/or
yeast strains (see point 14, supra). Consequently, the
failure observed with human al pha-antitrypsin (docunent
(P42)) is no convincing proof that the clainmed process
is not reproducible with this protein, because no
efforts were nade to correct said failure. The authors
of docunment (P42) explain on page 6598 that the
observed failure could "result fromstrain variation or
fromintrinsic properties of the nol ecules”. These
possi bl e causes for failure are those which can be

all eviated by the remedi es nenti oned above in relation
to t pA and HSA.

Docunent (P45) discusses why the nechanisns involved in
secretion may be conplex. Yet, it is not relevant to
enabl ement since the person skilled in the art had the
di scl osure of the patent in suit for guidance.

In the course of their pleadings, both the Appellants
and the Respondents | and Il made reference to numerous
deci sions of the boards of appeal concerning
sufficiency of disclosure: nore specifically to

T 409/91, T 435/91, T 612/92, T 292/85, T 694/92,

T 931/91 (see points IV and V supra) and T 14/83 (QJ
1984, 105; also cited in T 931/91).
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In the cases T 409/91 and T 435/91, it was readily
apparent fromthe teachings provided in the
specification of the patents in question that the
invention as claimed woul d not be reworkable over its
whol e scope. In T 612/92, there existed factual

evi dence in the post-published prior art that the
invention could not be carried out over a | arge area of
the clains. The facts upon which these decisions are
based are thus obviously different fromthose in the
present case in view of the findings under points 12,
15 and 16, supra.

O her cited decisions address the question of what
shoul d be the technical contribution by the clained
invention for sufficiency of disclosure to be

acknow edged, taking at the same tinme into account the
essence of said invention and the manner in which it
was cl aimed. Thus, in T 292/85, the essence of the
invention was found to be a new techni que and the board
hel d that the description of one way of carrying out
this techni que enabl ed the skilled person to perform
the invention w thout undue burden over a broad range
as long as there were suitable variants known to the
skill ed person which would provide the sane effect for
the invention. In T 694/92 the board held that nore

t han one exanple m ght be necessary in order to support
clainms of a broad scope, in cases where the gist of the
claimed invention consisted of the achi evement of a

gi ven technical effect by known techniques in different
areas of application. In the Board' s judgnent, the
subject-matter of the patent in suit is different from
that in both these cases because it is neither a new
technique in the sense given to the termin T 292/ 85,
as the technical effect of secreting heterol ogous
proteins in the culture mediumof yeast cells was
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al ready known from 1981 (see docunent (P45), page 2),
nor is there only one exanple disclosed to support the
broad cl aim

There is factual evidence in the present case that the
cl aimed process is workable although, in few cases,
success was not reached at first try. Thus, the
situation is rather anal ogous to that encountered in
the case T 14/83 (see supra) where it is stated under
point 6 of the decision,: "However, occasional |ack of
success of a clainmed process does not inpair its
feasibility in the sense of Article 83 EPCif, e.qg.,
sonme experinmentation is still to be done to transform
the failure into success, provided that such
experimentation is not undue and does not require
inventive activity."

For these reasons, the Board concludes that the
requi renents of Article 83 EPC are fulfilled.

Article 54 EPC. novelty:

24.

2253.D

Docunent (P37) is relevant to novelty under

Article 54(3)(4) EPC. It is concerned with the
expression of the gene encoding HSA in E.coli and
yeasts. It discloses that the translated region of said
gene contains, in addition to the open-reading frane
for mture HSA, a signal peptide which is cleaved when
the protein is secreted (page 2, line 16 to page 3,
l[ine 15). In Exanple 7, the expression of the HSA gene
in yeast cells is contenplated but not disclosed
expressis verbis. Constructs were nade, whereby the
mai n body of the HSA gene is inserted into yeast
expression vectors. Information on how to obtain
expression is given by way of reference to the state of
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the art (lines 31 to 32). In the Board's judgnent, this
teaching provides a technical disclosure at the sane
technical |evel as that provided by the patent in suit
with regard to the cloning in yeast cells of mamali an
DNA sequences in general for the purpose of secretion.
They are, thus, considered enabling (see also point 12,
supra).

By carrying out the expression of the HSA gene in
yeasts in the manner contenpl ated in docunment (P37),
secretion of HSA in the culture nediumw || necessarily
foll ow. Thus, docunment (P37) is danaging to the novelty
of claiml1, as it provides a process for the secretion
of a human protein in the yeast culture nmedi um

Auxiliary request 1 is, thus, rejected for failing to
fulfill the requirenents of Article 54 EPC

Auxi liary request 3

27.

28.

2253.D

Claim1 relates to a process for obtaining specific
proteins which are listed as desirable to obtain on
page 5 lines, 22 to 28 of the application as filed. The
requirenments of Article 123(2) EPC are fulfilled. Those
of Article 123(3) EPC are also fulfilled as the scope
of the claimis narrower than that of the granted
claim1 which related to manmal i an proteins in general.
Furthernore, claim1l also neets the requirenents of
Article 84 EPC

Claim 1 conprises the production of human serum al bum n
wi th which docunent (P37) is specifically concerned.
Thus, the findings under points 24 and 25 supra of |ack
of novelty of the subject-matter of claim1l of

auxi liary request 1 over docunment (P37) apply nutatis
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mut andis to the subject-matter of this claim1.

Auxiliary request 3 is, thus, rejected for |ack of
novel ty.

Auxi liary request 4

Article 123(2)(3) EPC, added subject-matter, enlargenent of
t he scope of the granted cl ai ns:

30.

31.

Claim1l1l of auxiliary request 4 differs fromclaim1 of
auxiliary request 1, which was found al |l owabl e under
Article 123(2)(3) EPC (cf. points 8 to 10 supra), by
the addition of the process feature "...and further
conprising the step of recovering said human protein
fromthe nmediumof the culture”. A process conprising
this feature is disclosed in the application as filed,
for exanple, on page 4, lines 18 to 24. The

requi renents of Article 123(2) EPC are, thus,

ful filled.

The requirenments of Article 123(3) EPC are al so
fulfilled as the scope of claim1l is narrower than that
of the corresponding granted claim 10, which related to
the recovery fromthe culture nmedi um of manmmalian
proteins in general.

Article 83 EPC, sufficiency of disclosure:

32.
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The findings of sufficiency of disclosure in relation
to the clains of auxiliary request 1 (see points 11 to
23, above) apply nmutatis nutandis to the clains of
auxiliary request 4. In the Board's judgnment, the
additional step of recovering the human protein from
the mediumis wthin the skilled person's ability as it
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is a process which is carried out every tine a protein
is produced. No argunents have been presented to the
contrary.

Article 54 EPC, novelty:

33.

34.

35.

2253.D

As already stated (see point 24, supra), docunent (P37)
does not disclose expressis verbis a process whereby
HSA is secreted in the culture nedium of yeast cells.
This necessarily inplies that there is no disclosure in
this docunent of HSA being recovered fromsaid nmedi um
The Respondents | and Il drew the Board's attention to
t he passage on page 11, lines 7 to 9 where it is stated
that "The purification of human serum al bum n can be
acconpl i shed by using procedures well known in the
art". However, in the Board's judgnent, this sentence,
which is witten in the context of producing HSA in
E.coli as well as in yeasts, does not necessarily inply
that HSA is recovered fromthe culture nmedi um before
purification, there being the other possibility that it
may be recovered fromthe host cells thensel ves.

Accordi ngly, docunent (P37) does not destroy the
novelty of claim1 of auxiliary request 4. No further
novel ty objections were rai sed agai nst any of the
claims of auxiliary request 4. The Board is convinced

t hat no other documents on file are damaging to the
novelty of the clainms of this auxiliary request.

The requirements of Article 54 EPC are, thus,
ful filled.

The concl usions reached in terns of formal requirenents
(points 30 and 31, supra), sufficiency of disclosure
(point 32, supra) and novelty (point 33, supra) equally
apply to the auxiliary request 4 for the Contracting
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State AT.
Article 56 EPC; inventive step:

36. The Opposition Division has not yet decided the issue
of inventive step. The Board does not consider it
appropriate to carry out the exam nation of inventive
step itself at this stage of the proceedi ngs, but
decides to use its discretionary power under
Article 111(1) EPCto remt the case to the Opposition
Division for further prosecution.

Or der

For these reasons it is decided that:

1. The deci sion under appeal is set aside.

2. The case is remtted to the Cpposition Division for
further prosecution on the basis of clains 1 to 10 for
al | designated Contracting States, except AT, and

claims 1 to 10 for the Contracting State AT, filed as
fourth auxiliary request during oral proceedings.

The Regi strar: The Chai rwonman:

U. Bul t mann U. Ki nkel dey

2253.D



