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Summary of Facts and Subm ssi ons

0541.D

The patent proprietors (appellants |I) and the opponents
(appellants 11) | odged an appeal against the
interlocutory decision of the opposition division dated
23 Septenber 1998, whereby the European patent

No. 0 171 142 was nmintained on the basis of the second
auxiliary request then on file, the main and the first
auxi liary requests not being allowed, respectively, for
l ack of novelty and | ack of inventive step.

Clains 1, 4, 11, 13 and 14 of the second auxiliary
request read:

"1. A nethod for producing a foreign protein product in
a eucaryotic host cell conprising the steps of:

a) transformng the host cell with a DNA nol ecul e and

b) selecting the transformant fromstep a) by culturing
the host cell on a selection growth nedi um

characterised in that

- in step a) the host cell has a deficiency in a gene
whi ch expression is essential for normal cell growth on
a conpl ex nmedium and the DNA nol ecul e conprises a gene
as sel ectabl e marker which, when expressed, conplenents
sai d deficiency, and a sequence coding for said foreign
protein product, and

- in step b) the selection growth nediumis a conpl ex
growt h medi um whi ch need not contain antibiotics or
heavy netals and need not be depleted of specific
nutrients
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and whi ch nethod does not require a further selection
on a special nedium containing antibiotics or heavy
nmetals or be depleted of specific nutrients.™

"4. A nmethod for producing transformed eucaryotic cells
conprising the steps of:

a) subjecting host cells to transform ng conditions in
the presence of a DNA construct and

b) subjecting the cells fromstep a) to growh in a
medi um

characterised in that

- in step a) the host cells have a deficiency in a gene
whi ch expression is essential for normal cell growth on
conpl ex nmedia, and the DNA construct conprises a gene
as sel ectabl e marker which, when expressed, conplenents
sai d deficiency, and

- in step b) the growh nediumis a conpl ex nmedi um

whi ch need not contain antibiotics or heavy netals and
need not be depleted of specific nutrients allow ng
transforned cells to remain viable and nmultiply while
untransformed cells fail to multiply, due to said
deficiency, and

whi ch net hod does not require a further selection on a
speci al nmedi um contai ning antibiotics or heavy netals
or be depleted of specific nutrients.”

"11. A DNA construct for producing a foreign protein
product in a eucaryotic host which conprises as a
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sel ectabl e marker allow ng selection on a conpl ex
medi um a gene whi ch, when expressed, conplenents a
deficiency in a host cell, said deficiency being in a
gene required for host cell division, cell wall

bi osynt hesi s, nenbrane bi osynt hesis, organelle

bi osynthesis, protein synthesis, carbon source
utilisation, RNA transcription or DNA replication, and
a DNA sequence coding for a foreign protein product,
which is expressed in said host cell, which DNA
sequence does not function as a selectable marker in
said host cell, said protein product being sel ected
froma-1-antitrypsin, interferons, insulin, proinsulin
and tissue plasm nogen activator."

"13. The DNA construct according to claim 11,
characterised in that it conprises a plasmd pFPOT or a
pl asm d avail abl e from ATCC deposit numnbers 20698,
20699, 20744 or 39685."

"14. A transfornmed strain characterised in that it
contains a DNA construct selected fromthe constructs
according to any of clainms 11 to 13 or the construct
pB5 (ATCC 20698), pFATPOT (ATCC 20699) or pMPOT2 ( ATCC
20744) and expresses the foreign protein.”

Both appellants filed a statenent of grounds of appeal
requesting that the decision of the opposition division
be set aside, appellants | requesting the nmaintenance
of the patent on the basis of the main or the first

auxi liary request and appellants Il requesting the
revocation of the patent.

On 19 Novenber 2002, the board issued a conmuni cation
pursuant to Article 11(2) of the rules of procedure of
t he boards of appeal with prelimnary considerations on



VI .

VII.

0541.D

- 4 - T 1092/ 98

t he pending matters.

In reply thereto, appellants | filed new auxiliary
requests Il, 1V and V and rearranged their requests.

Oral proceedi ngs took place on 3 February 2003. They
were attended only by appellants | which filed a new
mai n request (clains 1 to 16), appellants Il having
infornmed the board of their intention not to attend
t hem

The said new main request differed fromthe second
auxi liary request which had been accepted by the
opposi tion division (see section Il, supra) only in
that (i) in claim13 references to plasm ds other than
the one avail able from ATCC deposit nunber 20699 and
(iit) inclaim14 all the references to specific
constructs were del eted.

Appel lants | submitted that the nmethods of clains 1 and
4 of the request at issue were new as they were not

di sclosed in either of docunents (1) and (3) (see
section I X, infra), a difference being that in these
docunents the reported experinents relied on the use of
a selection systeminvol ving not a conplex but a well-
defined and, therefore, expensive nedium Furthernore,
in the situation of document (3) where a conplete
medi um was used, cell growth was observed at the
restrictive tenperature of 38°C, ie a tenperature which
did not allow normal growh of the host cells.

Taki ng docunent (1) as the closest prior art,
appellants | defined the technical problem solved by
the invention as the provision of an efficient
expressi on system which contrary to the selection
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system of docunent (1) did not require selection of
transformants on an expensive nmedium the said probl em
bei ng solved in a non-obvi ous manner by the nethods

cl ai ned.

In their statenment of grounds of appeal, appellants |
considered that the subject-matter of clains 1 and 4 of
the second auxiliary request of the decision under
appeal was not new and did not involve an inventive
step having regard to docunents (1) and (3) (see
section I X, infra). Qher independent clains were not
referred to.

Claims 1 and 4 | acked novelty over docunent (3) because
t he selection of transformants was i ndependent of the
sel ection grow h nmedi um conposition, as it required
only a tenperature change. Sel ection growth medi um was
not an essential feature of docunent (3). The nedi um
used in the said docunent was nevert hel ess equi val ent
to the "conplex" nedia of the clains. In fact, the

sel ection grow h nmedi um was a poorly-defined nedi um

| ndeed, it was one of the nedia of docunent (A) (see
section I X, infra). The distinction between "conpl ex"
and "conpl ete” nmedi um upon whi ch the opposition
division relied was not rigorous. |Inportant was that

t he nmedi um of docunent (3) was a poorly-defined nedi um
this being within the scope of the clains which
contained no limtation to a nmediumw thout any defined
conponents or suppl enments.

Docunent (1) was al so relevant for novelty because it
di scl osed a selection systemsimlar to that of
docunent (3), a nmediumrequirenent being not an
essential el enent.
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As for inventive step, appellants Il argued that a
person skilled in the art would have regarded it as
obvi ous to substitute a conpl ete nmedi um of the
invention for the conplete nedium of docunent (3).

The follow ng docunments are referred to in the present
deci si on:

(1): G Kawasaki and D. G Fraenkel, Biochem Biophys.
Res. Comm, Vol. 108, No. 3, 15 Cctober 1982,
pages 1107 to 1112;

(3): K A Nasnyth and S. |I. Reed, Proc. Natl. Acad.
Sci. USA, Vol. 77, No. 4, April 1980, pages 2119
to 2123,

(A: L H Hartwell, J. Bacteriol., Vol. 93, No. 5 My
1967, pages 1662-1670;

Docunent (A) is citation (11) of docunment (3). It was
referred to by appellants Il in their statenment of
grounds of appeal.

Appel lants | requested that the decision under appeal
be set aside and the patent be nmintained on the basis
of the main request filed at the oral proceedings.

Appel lants Il requested in witing that the decision
under appeal be set aside and the patent be revoked.

Reasons for the Deci sion

For ma

0541.D

requirenments



-7 - T 1092/ 98

In its decision the opposition division has considered
that the requirenments of Articles 84, 123(2) and 123(3)
EPC were net by the second auxiliary request then on
file. This finding was not contested by appellants 11

The request at issue differs fromthe said request only
in respect of clains 13 and 14 wherein the anendnents
have resulted in the deletion of (i) in claim13,
references to DNA constructs not containing a DNA
sequence encoding a foreign protein product, and (ii)
inclaim1l4, all the references to the DNA constructs.

Sai d amendnents were necessary in order to renbve an
inconsistency with claim11l which is back-referred in
each of clainms 13 and 14 as well as a redundancy
between clains 13 and 14 (there was no need to repeat
in claiml14 which is dependent on claim 13 DNA
constructs already nentioned in claim13). Said
anmendnents have not introduced subject-matter which was
not already present in the application as filed and
have resulted in a limtation of the protection
conferred.

Therefore, the board is satisfied that, account being
taken of the anendments the main request contains
conpared to the clains as granted, the main request as
a whole neets the requirenents of Articles 84, 123(2)
and 123(3) EPC

Novelty of clainms 1 and 4 vis-a-vis docunment (1)

0541.D

Docunent (1) reports on experinments aimng at cloning
yeast glycolysis genes by conplenentation. Cells of
various leu2 and glycolysis nutant strains of
Saccharonyces cerevisiae are transformed with a yeast
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DNA pool in YEpl3, a high copy plasmd carrying the
selectable LEU2 wi |l d type gene.

Usi ng a synthetic nmedi um containing yeast nitrogen
base, glucose, adenine, uracil and el even am no acids,
but no | eucine, transformants with a glycolysis wld
phenot ype are obtai ned by conplenentation, with

si mul t aneous selection for (i) growh on glucose and
(ii) leucine prototrophy.

6. Each of clainms 1 and 4 is a claimto an activity,
respectively the activity of producing a foreign
protein and the activity of producing transforned
cells. Neither of said activities is the gist of the
experinments reported in document (1), which, indeed, is
concerned with the cloning of yeast genes by
conpl ement ati on, the purpose of the authors not being
to devise a nethod for producing a protein or producing
transforned cells.

7. In addition, the clains at issue refer as an essenti al
feature of the clained nethod to the use of a conpl ex
medi um which is defined in the specification (see
lines 24 to 26 on page 3) as a nmedium "in which the
nutrients are derived from products whose conposition
is not well defined, such as crude cell extracts, neat
extracts, fruit juice, serum protein hydrol ysates,
etc.” whereas a synthetic, ie well-defined, nmediumis
enpl oyed in docunent (1) (see page 1108).

8. The stated differences are sufficient to lead to the
conclusion that the nethods of clains 1 and 4 are not
di scl osed in docunment (1).

Novelty of clainms 1 and 4 vis-a-vis docunent (3)

0541.D Y A
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Docunent (3) reports on experinments aimng at cloning a
yeast cell-cycle gene. Cells of a trpl and CDC mut ant
strain of Saccharomyces cerevisiae were transforned
with two plasmds referred to as YRp7-CDC28(2) and
YRp7- CDC28(3). The CDC nutation of the strain, cdc28's,
is a conditionally lethal mutation which |eads to
stage-specific arrests of the cell division cycle.

Both plasmds carry the TRP1 wild type gene, which
encodes a functional anthranilate i sonerase, and the
CDC28 wi |l d type gene.

According to a first enbodi nent, transformants are

sel ected on a tryptophanl ess nmedi um at the perm ssive
tenperature of 23°C (see last full paragraph of

page 2120 and Table 1 on page 2121), thereby selecting
for tryptophan protoprophy TRP* only.

According to a second enbodi nent, transformants are
selected on a conplete nediumat the restrictive
tenperature of 38°C (see last full paragraph of

page 2120 and Table 1 on page 2121), thereby selecting
for CDC"' phenotype

As in docunment (1) the gist of docunent (3) is the
cl oning of yeast genes by conpl enentation, said
docunent being not concerned with the activities to
which clains 1 and 4 rel ate.

Whereas it is unquestionable that a tryptophanl ess
mediumis not a conplex nmediumin the sense of the
i nvention, the question at issue which remains to be
answered is whether, as alleged by appellants Il, the
conpl ete medi um of docunent (3) may be regarded as a
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conpl ex nmedi um of the invention.

As the conposition of the conplete nediumis not at al
descri bed in docunent (3), the nmedium being only
referred to once in Table 1 (see page 2121), its true
conposition can only be specul at ed.

In this respect, appellants Il have only specul ated but
not proven that the conplete nmediumis one of the three
medi a described in docunent (A) (see page 1663), ie a
medi um prepared by suppl enenting products whose
conposition is not well defined (a yeast extract, a
pept one and a yeast nitrogen base were used), with sone
specific nutrients. Their allegation relies on the

adm ssion that the sentence on page 2119 of docunent

(3) (see the section entitled "Organi sns, DNAs, Enzynes
and Media") that reads: "All nedia used for the culture
of yeast cells have been described in docunment (11)"

al so enconpasses all the nedia used for the sel ection
of transforned yeast cells, which in fact is not the
case because the tryptophanl ess nedi um for obvi ous
techni cal reasons could not be one of the nedia of
docunent (A). Another specul ative reasoning could as
well lead to the conclusion that, as in Table 1 results
of conparative experinments are reported in which only
the effect of tryptophan (presence or absence) has been
assessed, the conplete nmedium wth a view of avoiding
conpari sons bei ng biased, has been directly derived
fromthe tryptophanl ess nmedi um by supplenenting it with
tryptophan and, therefore, is a well-defined nedium

At any rate, as the conposition of the conplete nedi um
of docunment (3) cannot be established with certainty,
it cannot be concluded that said nmediumis a conpl ex
mediumin the sense of the invention.
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Therefore, as the cl aimed nethods are not derivable
from docunent (3) and also in view of the fact that the
medi um of the docunent is not a conplex nedi um
according to the invention, the board concl udes that
the nethods of clains 1 and 4 are not disclosed also in
docunent (3).

Thus, the subject-matter of clains 1 and 4 is new.

I nventive step of clains 1 and 4

14.

15.

0541.D

As afore-nentioned (see points 6 and 10, supra),
docunents (1) and (3) are not concerned with the
activities of producing a protein and of producing
transforned cells. They do not deal with the technica
probl em faced by the invention which can be regarded as
t he provision of a selection system which ensures that
DNA constructs are maintained within a culture of
transforned cells in alternative to the usual systens
based either on antibiotic resistance or nutritional
requi renents (cf description of patent specification,
page 2, lines 19 to 29). As such, neither of themis
really qualified to represent the closest prior art for
the methods clainmed. As a matter of fact, the
background art cited in the patent specification (cf
loc. cit.) constitutes a nore appropriate starting
poi nt for the evaluation of inventive step.

Having regard to said prior art knowl edge on how to
select transformants for further culture or production
of a foreign protein, in the board' s judgnent a person
skilled in the art would have found no incentive in the
art to (i) develop a selection systemwhich is based on
conpl ementation of a deficiency in a gene the
expression of which is essential for normal cell growth
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upon growm h on a conplex nedium and (ii), thereby,
arrive at the inventions of clains 1 and 4.

16. Therefore, the board cones to the conclusion that the
subject-matter of clainms 1 and 4 involves an inventive
st ep.

Novelty and inventive step of claim 11

17. Claim1l is directed to a DNA construct which conprises
two genes, one being a gene which, when expressed,
conpl ements a deficiency in a host cell, and the other
bei ng a gene coding for one of the proteins consisting
of a-antitrypsin, interferons, insulin, proinsulin and
ti ssue plasm nogen activator.

18. Such a construct is not disclosed in either of
docunents (1) and (3) (see points 5 and 9, supra).

19. In the board's judgenent, a person skilled in the art
woul d have found no incentive either in any of
docunents (1) and (3) or in their conbination to
prepare such a construct which is a key-tool for
performng activities with which said docunents are in
any case not concerned. This is also in agreenment with
the finding of the opposition division on the identical
claimof the second auxiliary request then accepted, a
finding which appellants Il did not dispute in their
statenent of grounds of appeal.

20. Thus, the subject-matter of claim 1l of the main
request at issue is new and involves an inventive step.

Concl usi on

0541.D Y A
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21. For the above reasons, the main request as a whole
conplies with the requirenents of Articles 54 and 56
EPC.

O der

For these reasons it is decided that:

1. The deci sion under appeal is set aside.

2. The case is remtted to the opposition division with
the order to maintain the patent with the clainms of the
mai n request filed during the oral proceedings,
description pages 3 and 6 to 16 as granted, description
pages 2, 4 and 5 as received on 19 February 1998 and
drawi ngs as grant ed.

The Regi strar: The Chai r man:

A. Wl i nski L. Galligan
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