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Summary of Facts and Subm ssi ons

1799.D

Eur opean patent No. 0 125 023 with the title

"Reconbi nant i nmunogl obul i n preparations, nethods for
their preparation, DNA sequences, expression vectors
and reconbi nant host cells therefor”™ was granted with
23 clains based on European patent application

No. 84 302 368.0, claimng priority fromUS 483457 of 8
April 1983.

Clains 1, 3, 9 and 22 read as foll ows:

"1. A nmethod for preparing an inmmunogl obulin species
havi ng specificity for a particular identified antigen,
t he species conprising a chineric immunoglobulin chain
havi ng constant and vari abl e regi ons wherein a const ant
region is honol ogous to the correspondi ng const ant
region of an antibody of a first antibody class or
first manmmal i an species and a variabl e regi on thereof

i s honol ogous to the variable region of an anti body
derived froma second different antibody class or
manmmal i an speci es; wherein

(a) a DNA sequence is prepared encoding said
i mmunogl obul i n speci es;

(b) the sequence is inserted into at |east one
replicabl e expression vector operably linked to a
sui t abl e pronoter

(c) at least one prokaryotic or eukaryotic host cel
culture with which the pronoter is conpatible is

transfornmed with at | east one vector of (b); and

(d) the host cell is cultured and the i mmunogl obulin
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species is recovered fromthe host cell culture.”

"3. A nethod according to claim2 wherein the first
manmmal i an species is human.”

"9. The nmethod of any preceding claimwherein the
i mmunogl obul in species is a heavy chain, light chain or
Fab i mmunogl obulin."

"22. A chineric i munogl obulin species having
specificity for a particular known antigen and having a
constant regi on honol ogous to a correspondi ng const ant
region of an antibody of a first manmalian species and
a variabl e regi on honol ogous to a variable region of an
anti body derived froma second, different mamal i an
speci es.”

Si x notices of opposition were filed. Opponents 2

wi t hdrew t heir opposition when the case was pendi ng
before the Qpposition Division. By a decision within
the neaning of Article 102(1) EPC dated 16 Cct ober
1997, the Opposition Division revoked the patent.

The Appel lants (Patentees) | odged an appeal against the
deci sion of the opposition division, paid the appeal
fee and filed a statenment of grounds of appeal .

Subm ssions were filed by the Appellants and the
Respondents I, II, 11l and V (Opponents 1, 3, 4 and 6).
A comuni cation was sent by the Board drawi ng attention
to the fact that four of the parties involved in these
proceedi ngs were also involved in the proceedings in
case T 400/97, and suggesting that both proceedi ngs be
treated together. The parties consented to this.
Respondents |V (Opponents 5) indicated that they would
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not be taking any further active part in the
pr oceedi ngs.

The Board sent a conmunication pursuant to

Article 11(2) of the Rules of procedure of the Boards
of Appeal, conveying their prelimnary non-binding
opi nion. Further exchanges of subm ssions foll owed.

Oral proceedings in this case and in case T 400/97 took
place from22 to 26 May 2000. On the first day, the

i ssue of what was the content of an oral disclosure by
Dr Shul man (docunment MO in the present case) was
decided as it could be relevant to novelty and/or
inventive step in both cases. The present case was
dealt with on 24 to 26 May 2000.

At oral proceedings, the Appellants filed a new nmain
request together with two auxiliary requests. In the
mai n request (clains 1 to 16), granted clainms 2, 3, 18
to 21 and 23 were deleted and the ot her

cl aims renunbered accordingly. Cainms 1 and 16 (the

| atter being based on granted claim?22) read as
fol | ows:

"1. A nethod for preparing an inmunogl obulin species
havi ng specificity for a particular identified antigen,
t he species conprising a chineric immunoglobulin

pol ypepti de chai n having constant and vari abl e regi ons
wherein a constant region is honol ogous to the
correspondi ng constant region of a human antibody and a
vari abl e region thereof is honol ogous to the variable
region of an anti body derived froma second different
manmal i an species; wherein (here follow the sane
features (a) to (d) as in claiml as granted)."
(amendnents conpared to the granted claim1l enphasized
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by the Board)

"16. A chinmeric i munogl obulin species having
specificity for a particular known antigen conpri sing
chinmeric heavy and |ight pol ypeptide chains each having
a constant regi on honol ogous to a corresponding
constant region of a human anti body and a vari abl e
regi on honol ogous to a variable region of an anti body
derived froma second, different mammal i an species.”
(amendnents conpared to the granted claim?22 enphasi zed
by the Board)

Caim7 differed fromgranted claim9 in that the words
"heavy chain, light chain or" were del eted.

In the first auxiliary request (clains 1 to 16),
claine 1 and 16 read as foll ows:

"1. A nmethod for preparing an inmmunogl obulin species
havi ng specificity for a particular identified antigen,
t he species conprising a chineric immunoglobulin

pol ypepti de chai n having constant and vari abl e regi ons
wherein a constant region is honol ogous to, and derived
from the correspondi ng constant region of a human

anti body and a vari abl e region thereof is honol ogous
to, and derived from the variable region of a nurine
anti body, the said variable and constant regions of the
chimeric i munogl obulin chain not being associated with
one another in nature; wherein (here follow the sane
features (a) to (d) as in claiml as granted)."
(amendnents conpared to the granted claim1l enphasized
by the Board)

"16. A chineric imunogl obulin species having
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specificity for a particular known antigen conprising
chinmeric heavy and |ight pol ypeptide chains each having
a constant regi on honol ogous to, and derived from a
correspondi ng constant region of a human anti body and a
vari abl e regi on honol ogous to, and derived from a
variable region of a nurine antibody, the said variable
and constant regions not being associated with one

anot her in nature."” (anmendnments conpared to the granted
cl ai m 22 enphasi zed by the Board)

Al'l other clains were identical to the correspondi ng
clainms of the main request.

The only claimof the second auxiliary request
submtted on 26 Mai 2000 read as foll ows:

"1. A non-glycosyl ated chineric inmmunogl obulin species
having specificity for a particular known antigen
conprising chimeric heavy and |ight polypeptide chains
each having a constant region froma human anti body and
a variable region froma nurine antibody."

At the end of these oral proceedings on 26 May 2000,
t he Chai rwoman gave the decision that:

1. The deci sion under appeal is set aside.

2. The Appellant's main and first auxiliary
cl ai mrequests are refused.

3. The claimof the second auxiliary claimrequest
neets the requirenents of the European Patent
Convent i on.

4. The Appellant is given two nonths fromtoday in
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which to file an anmended descri ption.

I X. An anended description was filed by the Appellants with
letter dated 21 July 2000. Wth their subm ssion dated
4 Septenber 2000, 7 Septenber 2000 and 13 Novenber
2000, respectively, Respondents II1l, V and I
di sapproved of the amended description; Respondent V
requested oral proceedings.

X. On 14 Decenber 2000, the Board sent a communi cation to
the parties together with an anended description which
i ncluded the changes which, in the Board's provisional
opi nion, were necessary and appropriate to adapt the
description to the remaining claim The Appellants
accepted the Board's suggestion for anmendnment with
m nor corrections whereas Respondents II1 and V
objected to the version suggested by the Board. Oral
proceedi ngs with the sole issue of anending the
description took place on 14 May 2001 where the
Appel I ants and Respondents V were represented.

Xl . The follow ng docunents are referred to in this
deci si on:

ML: M crobiology, Third Edition, Harper Intnl. Eds.
Chapter 17, |nmmunogl obulin Ml ecul es and Genes,

pages 337 to 380, 1980,

M7 : Fal kner, F.G and Zachau, H G, Nature, Vol. 298,
pages 286 to 288, 15 July 1982,

MB: Rice, D and Baltinore, D., Proc. Natl. Acad. Sci.
USA, Vol . 79, pages 7862 to 7865, Decenber 1982,

MLO: G, V.T. et al., Proc. Natl. Acad. Sci. USA

1799.D Y A
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ML1:

ML2:

ML3:

ML5:

MLO:

MB2:

MVb3:

MB9:

M70:

P17:

P23:

ST T 1212/ 97

Vol . 80, pages 825 to 829, February 1983,

Herzenberg, L. A et al., Abstract of research plan
sent to the Dep. of Health and Human Servi ces,
Public Health Service, February 1983,

EP-A-0 120 694,

Bobrzecka, K. et al., Immunol ogy Letters, Vol. 2,
pages 151 to 155, 1980,

Koni eczny, L. et al., Haematol ogia, Vol.14, No.1
pages 95 to 99, 1981,

Skerra, A. and Pl ickthun, A., Science, Vol. 240,
pages 1038 to 1041, 20 May 1988,

Ellison, J. et al., DNA, Vol. 1, No. 1, pages 11
to 18, 1981,

Cchi, A et al., Nature, Vol. 302, pages 340 to
342, 24 March 1983,

Boss, M A et al., Nucleic Acids Research, Vol. 12
No. 9, pages 3791 to 3806, June 1984,

decl aration of Dr Shul man and exhibits Ato E
thereto filed by Respondents | w th subm ssions
dated 30 August 1994,

Cabilly, S. et al., Proc. Natl. Acad. Sci. USA
Vol . 81, pages 3273 to 3277, 1984,

Cchi, A et al., Proc. Natl. Acad. Sci. USA
Vol . 80, pages 6351 to 6355, Cctober 1983.
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Dr Shul nan's oral disclosure

The Respondents I, Il and Il argued essentially that:

It was beyond di spute that Dr Shul man gave the

| ecture as the Mallinckrodt Award | ecture as part
of the 1983 dinical Ligand Assay Society (CLAS)
Nati onal Meeting on behalf of his colleague

Dr Kohl er who was unable to attend,

The decl arations nmade by Dr Shul man, and the

evi dence he gave before the Qpposition Division in
this case, clearly established what had been nade
avai lable to the public by his lecture, including
t he slides shown. The evidence of Dr Shul man on
the slides was corroborated by the evidence of the
techni ci an who prepared them that on the content
of the lecture was confirnmed by Dr Hamilton, the
organi ser of the 1983 CLAS neeting, who was
present at the lecture and coul d be considered as
a nmenber of the public;

The evi dence of Dr Shul man was whol |y consi stent
with and thus confirnmed by, the letter he wote on
Jan 1983 to Dr Ham lton, putting forward his
intentions: "In ny presentation | propose to

di scuss how one m ght conbi ne hybri doma system
wi th reconmbinant DNA and in vitro mutagenesis
techni ques to generate anti bodi es where the

vari abl e and constant regions are precisely
specified... As we discussed last nonth, a title
coul d be: "Monocl onal antibodies: the prospects
for serious engineering”. It is a lot of materi al
to cover...". Furthernore, it was wholly
consistent with and thus confirmed by the one
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sheet outline of his lecture given in evidence;

- Dr Shul man had particul ar reasons to renmenber the
occasion of the | ecture, because unlike his
col | eagues he did not wish to be involved in
pat enti ng;

- The evi dence put forward on behalf of the
Pat ent ees, was insufficient to outweigh
Dr Shul man's cl ear evidence: that Dr Lyle, the
only declarant who attended the lecture relied on
by the Patentees, renmenbered the lecture only as
an overvi ew contai ni ng not hing new, could be
attributable to the | apse of time or his |ack of
famliarity with the subject-matter; the evidence
in the formof a declaration by a paralegal as to
a tel ephone conversation she had with Dr Ham | ton,
and exhi biting questionnaires answered by others
who attended the Mallinckrodt Award | ecture was
unsatisfactory in formand should be ignored, in
particular it was unsafe as it could not be taken
to reflect what those attending the | ecture would
have said if they had been properly questioned;

- The correct approach was for the Board to decide
if the five slides relied on had been shown, and
if so what a nmenber of the public would have
under st ood,;

- As Dr Shul man was an expert |ecturer, the Board
shoul d deduce what was nade available to the
puplic froma consideration of what an expert
| ecturer would have told his audience; also at
| east the contents of the letter of January 19,
1983 from Dr Shulman to Dr Ham | ton shoul d be

1799.D Y A
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treated as being nade publicly available, as a
sort of abstract of the lecture.

The situation of a | ecture was anal ogous to that
of a journal accepted as having been nmade publicly
avai l abl e as of a particular date on proof of a
public |ibrary having date-stanped the copy it
received: it was sufficient to prove that the

| ecture contained the information, irrespective of
whet her any nenber of the audience actually did
wite down the information or understand it. If

t he Board had any doubts on Dr Shul man's evi dence,
he was available to give evidence at the oral
proceedi ngs, and shoul d be heard.

The Patentees essentially argued that:

The CLAS was an unlikely forumto choose to nmake a
di scl osure on het erogeneous | g nol ecul es;

There was no nention of chineric antibody or
schene for expressing it in Dr Shulman's letter to
Dr Ham|ton

In accordance with the case law (eg. T 890/96 of 9
Sept enber 1996), for a | ecture what was nade
public nust be established beyond reasonabl e
doubt ;

For so fundanental a disclosure, it was remarkabl e
that no one picked it up if it was made. In

addi tion, the surrounding circunstances rendered
it extrenely unlikely that it was indeed made,
namely that Dr Shul man was wor ki ng on a project

wi th col |l aborators and never got their consent to



- 11 - T 1212/ 97

publication at this |ecture, nor even infornmed
them that he was going to nake any di scl osure
relating to the collaborative work;

- I f a disclosure was made at all at the |ecture,
Dr Shul man did not acknow edge any contri buti on by
his collaborators: this contrasted strangely with
the fact that when the work of the collaboration
was expressly made public in 1984 in Nature al
were expressly naned. Not one of Dr Shul man's
col |l aborators confirmed that this talk was given

- It could not be safely concluded that Dr Shul man
showed slide 534L on the expression system There
was no reliable record of anyone in audience
havi ng seen the slide or understood the subject:
in fact the weight of evidence was against this,
nanmely the declaration by Dr Lyle that he had
attended the | ecture, had heard nothing new, and
did not recall any nention of the matters set out
in Dr Shul man's declaration and specifically
relied on by the Opponents, and the declaration by
t he paral egal exhibiting questionnaires conpleted
by others who attended the | ecture, which others
again did not recall the lecture as providing
anyt hi ng not previously known;

- it was never suggested that the audi ence were
gi ven copies of notes or slides. No details were
provi ded how | ong any slide was shown for: it may
have been shown for so short a tinme that nobody
could take note of its content;

1799.D Y A
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- t he evidence of Dr Ham | ton was unsafe and
contradictory, both in itself and in view of the
evi dence given by the paral egal of tel ephone
conversation with him to the effect that
Dr Ham | ton woul d be unable to renenber anything
about the 1983 CLAS neeting other than what
related to the three tal ks he hinself gave at that
nmeet i ng;

Subm ssions regardi ng the substantive issues

XI'V.

1799.D

The subm ssions by the Appellants in witing and during
oral proceedings insofar as they are relevant to the
present decision are essentially the foll ow ng:

Mai n request

Article 84 EPC

- The skilled person would have no problens in
understanding the ternms "pol ypeptide" (clainms 1
and 16) and "chineric |ight and heavy pol ypepti de
chains” (claim16) as the earlier was a basic term
of nol ecul ar bi ol ogy, and common general know edge
inrelation to the latter was disclosed on pages 5
and 6 of the patent application as filed.

- The terns "human" qualifying the anti body source
of the constant region in claim1 and "chineric"
qual i fying the inmmunoglobulin (Ig) species in
claim 16 were already qualifying the sane entities
in granted clains 3 and 22. They were not open to
objections for lack of clarity.

- Claim1l1l left open the possibility that the Ig
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species to be prepared could conprise one or two
chains. This did not inply that this nol ecul e was
not defined: indeed, it had to be chineric and to
have specificity for a defined antigen.

Article 83 EPC, sufficiency of disclosure in relation

to the subject-matter of claim1:

(a)

(b)

(c)

The patent specification showed that non-chineric
I g chains could be produced in E.coli and
assenbl ed into functional 1gs. No evidence was
provi ded by the Respondents that functional
chimeric I g nolecules could not be produced in
exactly the sane manner. There were nmany post-
publ i shed docunents (docunents (P17), (M9),
(ML9)) which attested that reconbi nant 1gs could
be obtained in E.coli.

There was a substantial section in the patent
specification on howto prepare Ig chains in
manmmal i an cells. In particular, host cells,
pronoters and expression vectors were explicitly
nmenti oned on pages 18 and 19. Furthernore, the
state of the art at the priority date ((M),

(MLO), (M7)) provided adequate information for the
skilled person to be able to choose a suitable
expressi on system

The invention consisted in the novel and inventive
concept of reconbinant chimeric Igs. They were
entitled to a broad protection for their new and

i nventive concept. They had shown that reconbi nant
lgs could be made in E.coli. They had thus

provi ded a proof of principle that these nol ecul es
could be made by reconbi nant neans in general. It
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was al |l owable to put forward a claimto a genera
met hod of producing these Igs as | ong as one way
was provi ded which could be followed to produce
them The findings in respect of how to assess
sufficiency of disclosure in the earlier case

T 292/85 (QJ EPO 1989, 275), paragraph 3.1.5
applied to the present case.

Article 54 EPC, novelty of claim 16:

- It would be obvious to the skilled person that the
pur pose of the invention was to nmake anti bodi es
(Abs) which were different fromnatural Abs so
that the claimwould be read as not including the
latter.

- The argunent by the Respondents that natural Abs
fell within the scope of claim 16 because they
were all honol ogous to each other in the constant
and in the variable regions of their Iight and
heavy chains did not take into account that the
claimed Ig was also required to be chineric. The
term"chimeric" meant that the constant and the
vari abl e regi ons of each chain cane fromdifferent
species. This could readily be seen in their
sequences, which conprised am no acids in sone
positions which were specific of the species these
sequences originated from A way was, thus,
avai lable to differentiate chinmeric Abs from
natural ones.

Further evidence that natural antibodies were specific
of the species they were synthesized in, was that the
body reacted differently depending on the origin of the
antibodies it was presented wth.
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First auxiliary request

Article 83 EPC

The argunents presented in favor of sufficiency of
disclosure in relation to claiml of the main request
were also valid for claiml of the first auxiliary
request .

Second auxiliary request

Article 123(2) EPC

The obj ections made by the Respondents under

Article 123(2) EPC (section XV below) failed because it
woul d be inplicit to the skilled person, firstly, that
chimeric as well as non-chineric Abs could be nmade in
non- gl ycosyl ated form according to Exanple 3 and,
secondly, that not only murine hybridoma Abs but nurine
Abs in general could be used as sources for the

vari abl e region. The disclosure of a nurine

vari abl e/ human constant chineric heavy chain could be
found on page 51, lines 2 to 4 of the application as
filed.

Article 84 EPC

The skilled person woul d have no doubt that the terns
"froma human Ab" and "froma murine Ab" were neant to
indicate the origin of the constant and the variable
region. The term"chineric" was already clear fromthe
wordi ng of the claimand, thus, it was not necessary to
turn to the definition given in the patent
specification to understand what the clai mnmeant.
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Article 83 EPC

The claimwas to a product and not to a process. For
enabl enent, it was enough that one way of making the
product was provided. No serious doubts had been raised
t hat everything covered by the claimcould not be nade.

Articles 54 and 56 EPC

No docunents of the state of the art disclosed non-

gl ycosyl ated, chineric Igs. Furthernore, even if it was
accepted that the concept of meking chinmeric Abs was in
the public domain at the priority date, the skilled
person had no reasonabl e expectation of success in
obt ai ni ng non-gl ycosyl ated chineric Abs as

i mmunoconpetent cells were believed to be the only
cells to use to produce functional 1gs

(docunents (M), (Mb3) and (P23)).

Rul e 67 EPC; reinbursenent of appeal fee

- A substantial procedural violation had occurred in
the course of oral proceedings before the
Opposition Division because the Appellants had
been deni ed an opportunity to file a cl ai mrequest
conmbining all possible allowable clainms of the
previously filed claimrequests whereas they were
led to believe that they woul d be given such an
opportunity, and the Opposition Division had not
ruled that all clains of the previous
cl ai mrequests were unal | owabl e.
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- The taking of evidence fromthe w tness had al so
been unsatisfactory as the Opposition Division did
not include a | egal nmenber and the questioning of
the witness was conducted in a legally
unsati sfactory manner. Since this evidence was
taken as the closest prior art in the Opposition
Division's finding of lack of inventive step, a
substantial procedural violation had taken pl ace.

For these reasons, the appeal fee should be refunded.

Adapting the description

- There was no need to delete fromthe patent
specification the passages dealing with yeast or
manmal i an reconbi nati on systens (page 8, line 41
to page 9, line 29, page 11, lines 3 to 13) as the
remai ni ng cl aimwas not a process claimbut a
product clai mwhich would be infringed by soneone
produci ng the sane product irrespective of the
reconbi nant system used to produce it and
notw t hstandi ng the fact that the patent itself
gave or not a sufficient disclosure of how to use
sai d system

- The claimwas perfectly clear as to which chineric
lgs were neant to be protected. Accordingly,
neither the passages in the patent specification
relating to Fab fragnments nor the passage bridging
pages 6 and 7 giving a general definition of the
expression "chinmeric antibodi es" introduced any
unclarity as to the scope of the claim These
passages did not need to be del eted.

XV. The subm ssions by the Respondents in witing and

1799.D Y A
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during oral proceedings insofar as they are relevant to
t he present decision are essentially the follow ng:

Mai n request

Article 84 EPC

- Claim1l1l: it was not obvious what further
characterisation of the chineric Ig chain resulted
fromthe addition of the term "pol ypeptide"
between the terns "chineric i munogl obulin” and
"chain". As for the term"human" added to qualify
t he anti body from which the constant region
originated, it was intrinsically unclear because
no informati on was avail able as to how many
changes coul d be made to a human anti body before
it ceased to be considered human. In addition, the
skilled reader would be in doubt whether the Ig
species to be prepared conprised one or two
chai ns.

- Claim16: the wording "conprising chineric heavy
and |ight polypeptide chains” introduced
uncertainty as to whether the "chinmericity" was
within one chain or in the light and in the heavy
chain, separately. Furthernore "chinmeric" was
defined in such a vague manner in the patent
specification that it was not possible to
determ ne which I g nol ecules were conprised within
the claim

Article 83 EPC

In relation to the subject-matter of claim1:

1799.D Y A
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Claim1l was extrenely broad since it conprised

preparing any chinmeric I g species in any host cells in

any manner (secreted or otherw se). For these reasons,

it was not acceptable that no conpl ete exanpl e was

given of the preparation of one |Ig species.

(a)

(b)

(c)

(d)

A chinmeric light chain had not been obtained in
E. coli.

The expression of the chimeric heavy chain could
not be reproduced with the neans at the skilled
person's disposal at the filing date. The
reconstitution of functional reconbinant non-
chinmeric I gs had worked very poorly and the
process could be expected to work even | ess
satisfactorily with chineric nol ecul es.

No instructions were provided to enable the
skilled person to carry out the clained nmethod in
manmmal i an cells. At the priority date, the
avai l able prior art (docunents (M), (M), (MDO))
showed t hat choosing the experinmental conditions
to produce by reconbi nant neans a single, non-
chimeric Ig chain in manmmalian cells was not a
routine matter.

The production of chineric Igs in eukaryotic cells
(eg. in mammalian cells) and in E.coli cells by
recovery fromthe cells thenselves or fromthe
cell culture nediumwas not enabl ed.

The situation dealt with in the case T 292/85
(supra) was different fromthat encountered here
as, there, one way of how to carry out the clained
invention was clearly indicated, contrary to the
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present case.

Article 54 EPC

- It was comon general know edge at the priority
date that honol ogy was a property shared by al
natural Abs as they stemred froma commobn ancestor
nol ecul e. This point was illustrated, in
particular, in docunent (M32) (page 17, |eft-hand
col um) which di scl osed that nmouse and human Abs
shared about 60% honol ogy in the constant region
of the heavy chain, whereas this honol ogy
increased to 81%in the constant region of the
light chain (CG). Accordingly, natural Abs answered
the definition of the Ig species in claim16 as
their constant regi ons were honol ogous to the
"constant regions of a human anti body" and their
vari abl e regi ons were 100% honol ogous to the
"variable regions of an Ab of a different
manmal i an species”, it being the Ab from which
t hey origi nated.

- Claim 16 al so specified that the clained Ig
species was chinmeric. The term"chineric" was to
be understood as defined in the application as
filed in the passage bridging pages 11 and 12.
This definition added no distinctive feature to
the characterisation of the Ig species in terns of
homol ogy in the claim

First auxiliary request

Article 83 EPC

The patent in suit provided no sufficient disclosure in

1799.D Y A
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relation to the process of claim1l for the same reasons
as presented in relation to the process of claim1 of
t he main request.

Second auxiliary request

Article 123(2) EPC

There was no nention in the application as filed of
chimeric antibodies in non-glycosylated form In the
same manner, it was not disclosed that the variable
region could conme fromany nurine Ab but rather from an
Ab obtained fromnurine hybridoma. The application as
filed also failed to disclose a chineric Ab where the
human constant region was joined to the nouse vari able
region at the constant to variable junction. The

requi renents of Article 123(2) EPC were not fulfilled.

Article 84 EPC

The claimwas unclear for the foll ow ng reasons:

- the constant and variable regions were said to be
"froma human” and "froma nurine" Ab,
respectively. The term"from' could be understood
as nmeaning "derived fronf. Thus, it was unclear
whet her or not the claimconprised Igs with
constant and vari abl e regi ons honol ogous to the
constant and vari abl e regions of natural Abs.

- t he wordi ng "honol ogous to" inplicitly remained in
the claimbecause the term"chineric" was stil
present which, according to its definition in the
pat ent specification, conprised this feature of
"honol ogy".

1799.D Y A
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Article 83 EPC

The cl ai m covered non-gl ycosyl ated Abs produced by
secretion in bacteria as well as Ab fragnments such as
Fabs (which are naturally non-glycosyl ated) produced in
eucaryotic cells. The patent in suit provided no

gui dance for the synthesis of such Abs. In addition,
because of their extremely conplicated structure,
chimeric 1gM woul d not be expected to be produced in
bacteri a.

Article 54 EPC

The subject-matter of the claimwas not novel over the
di scl osure of docunment (ML2). This docunent disclosed
t he expression of non-chimeric Abs in E.coli at the
sanme |level as the patent in suit and it was clearly
contenpl ated to produce chineric nouse-human Abs. In
addition, the claimwas not novel over natural Abs
since the presence of the term"chimeric" inplied that
t he honol ogy feature was retai ned and, thus, the
reasoning in relation to claim 16 of the main request
appl i ed.

Article 56 EPC

The breadth of the claimwas such that there was no
technical effect associated with nost of its

enbodi ments. Accordingly, there was no inventive step
inrelation to said enbodi nents. The only enbodi nents
with which a technical effect was associ ated were those
chinmeric Abs, the structure of which conprised whole
human constant regi ons and whol e nurine variable

regi ons. The concept of such chineric Abs was al ready
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known before the priority date from docunents (ML3),
(ML5) and (ML1). In docunments (ML3) and (ML5),
chimeric, rabbit-human anti bodi es had been made by
chem cal nethods. In the abstract of docunent (M1), it
was stated that one of the purposes of the work
presented was to produce interspecies, nouse-hunman

vari ants. Once the concept was established, there were
no difficulties in putting it into practice.

Rul e 67 EPC, refund of appeal fee

- The allegation by the Appellants that they were
deni ed an opportunity to file a further
cl ai mrequest was not correct. At oral proceedings
before the Qpposition Division, the Chairman
poi nted out that, as far as the Opposition
Division could see, the Appellants could not anend
the clains to provide an all owabl e request but
nonet hel ess gave themthe opportunity to do so,
whi ch was decl i ned.

- As for the allegation that the way evi dence was
taken anmounted to a substantial procedural
violation, it was al so without foundation. The EPC
did not specify that a | egal nmenber nust be
present to take the evidence; the Appellants were
af forded an opportunity to ask questions. That
t hese questions were deened not to be rel evant by
t he Qpposition Division was a matter of judgnent,
not a matter of procedural violation.

Adapting the description

- The claimas such was perfectly clear as it stood
al one. Yet, the skilled person interested in the

1799.D Y A
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cl ai med subject-matter would al so read the patent
specification. The definition of "chimeric" given
therein was broader than that in the claim and
non-chi neric Fab fragnments were di scussed on
several occasions and even exenplified, but they
were not conprised within the scope of the claim
The skilled person would thus be in doubt as to
what products were within the scope of the claim
To avoid this uncertainty, the foll ow ng passages
shoul d be del et ed:

- page 6, lines 37 and 38: the sentence relating
to "non-specific inmunogl obulin".

- page 6, line 52 to page 7, line 5.

- page 8, line 8 "or nodification thereof",
line 19: "eukaryotic", line 24: "may al so be"
shoul d be replaced by "are".

- all references to Fab protein (non-chineric) and
Exanple 5, Figure 13.

- The passage bridging page 8, line 41 to page 9,
line 28 which the Board had del eted, should not
be reintroduced as the use of yeast or mammali an
cell lines was not enabled by the patent in
Sui t.

The Appel |l ants requested that the decision under appeal
be set aside and that the patent be maintained on the
basi s of:

the main claimrequest or first auxiliary
cl ai mrequest, both submitted at oral proceedings



. 25 . T 1212/ 97

on 24 May 2000, or

- the second auxiliary claimrequest submtted at
oral proceedings on 26 May 2000, and

- the description submtted as nmain request or as
auxiliary request both at oral proceedi ngs on
14 May 2001.

They al so requested rei nbursenent of the appeal fee.

The Respondents requested that the appeal be di sm ssed.

Reasons for the Decision

Dr Shul nman's | ecture

1799.D

It is not in dispute that Dr Shul man gave a | ecture,
the Mallinckrodt Menorial |lecture, at the 1983 CLAS
nmeeting), sonme days before the priority date of the
patent in suit to an audi ence of some one hundred to
two hundred persons, who woul d have received the

information in the lecture as nenbers of the public.

The question to resolve is whether there is any safe
and satisfactory evidence as to the information content
of what was nmade available to the public by the

| ecture, such that this information content can be

t aken into account when assessing novelty and inventive
step. For a prior publication to take away the novelty
of a claim according to the jurisprudence of the
Boards of Appeal, the subject-matter of the claimnust
be clearly and unanbi guously disclosed in the prior
publication, and also in a manner which enabled the
skilled person to carry it out. For a prior publication
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to be relied on in assessing inventive step, it nust be
possible to determne the difference(s) between what
was disclosed in the prior publication and what is

cl aimed, and what hints the skilled person m ght have
derived pointing to the clainmed solution. The evidence
relied on to establish the information content conveyed
to the public by an epheneral disclosure, such as a

| ecture, nust be such that the Board is certain beyond
any reasonabl e doubt that particular information was
made available to the public. The Board cannot assess
novelty and inventive step in relation to an all eged
prior publication whose information content remains
specul ati ve.

For the evidence to be regarded as safe and
satisfactory, it nmust unequivocally relate to what was
made available to the public at the lecture. This is
not a matter which this Board consi ders capabl e of
bei ng put beyond reasonabl e doubt by any evi dence of
the | ecturer alone. The lecturer will have had the
know edge prior to the lecture, and will have prepared
the lecture. His or her know edge will not change as a
result of the lecture, that of the audience may. The

| ecturer's evidence can be taken as defining the
maxi mum anount of know edge that may have been conveyed
to the audi ence, but cannot be relied on to establish
even what m ni rum of new know edge was necessarily
conveyed to the audience. The lecturer is in a quite
different position to a nenber of the audi ence, and
evi dence of the lecturer's intentions or inpression as
to what was conveyed to the audi ence cannot even be
treated as making out a prima facie case that such
informati on was actually nade available to the public,
certainly as regards to information which would have
been new to the audi ence. Here the Board's approach
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differs conpletely fromthat of the Opposition D vision
who accepted the lecturer's evidence by itself as
sufficient. This approach is also the reason why the
Board declined to hear Dr Shul man at the ora
proceedi ngs before it, as further evidence fromhim
woul d not serve to nmake up for the | ack of evidence
from the audi ence.

What evi dence can be regarded as safely and
satisfactorily establishing the information content
made publicly available by a | ecture will necessarily
have to be judged on a case by case basis. Account nust
be taken of the fact that a lecture is epheneral, so
that the manner or speed of presentation nmay affect the
conprehensibility of a | ecture. Even an audi o or video
tape recording nmade of the lecture (unless thensel ves
publicly available) would have to be treated with
caution if several hearings or view ngs are necessary
to extract all information. Information appearing in
each of the contenporary witten notes made at the

| ecture by at |east two nenbers of the audi ence can
usual ly be regarded as sufficient, whereas information
in the notes of a single nenber of the audi ence m ght
be i nadequate as reflecting the thoughts of the
listener rather than solely the content of the |ecture.
If the lecturer read his lecture froma typescript or
manuscri pt, or the lecturer wote up his lecture
subsequently, and the | ecture was subsequently
published in this formas part of the proceedi ngs, then
the witten version m ght be taken as sonme evi dence of
the contents of the lecture, though with sone caution
as there would be no guarantee that a script was

conpl etely and conprehensibly read, or that a wite-up
was not anplified (conpare decision T 890/96, supra).
Most useful would be a handout given to the public at
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the lecture, containing a summary of the nost inportant
parts of the | ecture and copies of the slides shown.
None of these types of evidence are avail able for

Dr Shulman's | ecture: he did not prepare a conplete
script, no hand-out of the contents was nade, and

Dr Shulman did not wite up his lecture and there was
no subsequent publication of specifically this lecture.

Apart fromthe evidence of Dr Shul man, the Respondents
rely on a declaration by Dr Ham|ton, who was the
organi ser of the 1983 CLAS neeting. Dr Ham lton did
attend the lecture, but he had al so as organiser
corresponded and tel ephoned with Dr Shul man about the
| ecture prior to the CLAS neeting, and al so at a dinner
during the neeting. For this reason al one the Board
finds itself unable to accept his evidence as
necessarily referring to what he learnt as a menber of
the public attending the | ecture. Secondly his

decl aration, made nore than a decade after the |ecture,
states that he has read an earlier declaration of

Dr Shulman in these proceedings. No explanation is
given in his declaration as to whether anything in it
relates to a recollection he had independently of
readi ng Dr Shul man's declaration or why he feels able
to recall matters with any certainty. The Board
considers it relevant to be given information, why ten
years after an event a witness considers he can
reliably recollect what he | earnt about a subject at a
particular |ecture, particularly where since that tine
he has acquired nuch greater famliarity with the
subject. On the evidence provided the Board can only
accept Dr Hamlton's evidence as confirmng that
not hi ng that Dr Shul man says is contrary to his
recol | ections, but not as evidence of what an ordinary
menber of the audience at the | ecture would have
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under stood. The Board does not rely on the evidence
given in formof a declaration by a paral egal
concerning Dr Ham Iton's nenory, such hearsay evi dence
whi | st maybe rel atively easily obtainable, being

i nherently unsafe and unsati sfactory.

As there is no other evidence that supports the
Respondent's case as to what was made publicly

avai lable at the lecture, the Board is already forced
to the conclusion that there is no safe and
satisfactory evidence that the information content of
Dr Shulman's |l ecture as outlined in his declaration and
exhibits thereto can be treated as having been nade
publicly available. Dr Shul man undoubtedly gave the

| ecture, but insofar as its information content went
beyond what was al ready known in the art, or the
conpr ehensi bl e showi ng of any of the five slides
specifically relied on is concerned, the Board is not
satisfied on this on bal ance of probabilities, |et

al one beyond reasonabl e doubt.

In deference to the argunents of the various parties
the follow ng cooments are nmade. For the Board it is
the wong approach to try and answer successive factual
guestions such as whether a slide was shown at or not,
and then what the audi ence would understand fromit.
The Board is concerned with the information content
made avail able to the public. The burden of proof here
is on the opponent. If there is no evidence on the
information content froma nenber of the public present
at the lecture, the Board is not concerned with the
preci se reason why this is so. Dr Shul man hinsel f

consi dered that he would be covering a |lot of material,
and there can be no presunption that he necessarily
succeeded. There is no evidence here froma technician,
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based on his contenporary records and stating that he
operated a slide projector at the lecture, confirmng
that each slide particularly relied on was shown for a
particular time. The only so called corroborative
evidence of a technician relates to the slides being
ordered in February 1983: but this is not evidence that
t hey were actually shown.

The Board cannot reconstruct the information content
based on any assunptions that Dr Shul man was an expert

| ecturer, and an expert |ecturer who wi shed to explain
t he subject to an audi ence woul d have provided certain
i nformation, so Dr Shul man nust have provided this
information. This would be to assune the very thing
which is to be proved. The circunstances of the |ecture
wer e unusual so the Board is not prepared to nmake any
assunptions as to what happened. The |ecture was not
part of the ordinary 1983 CLAS neeting, but the

Mal | i nckrodt Award Lecture. The Mallinckrodt Award had
been given that year to Drs Kohler and MIstein to
honour them for their work on hybridomas for producing
nonocl onal anti bodies (work for which they |ater shared
t he 1984 Nobel prize for medicine), and Dr Shul man gave
the | ecture and received the award on behalf of his
col | eague Dr Kohler who was prevented. Whereas it can
be presuned that the audi ence had sone acquai ntance
with this hybridoma work, there is no evidence it
cont ai ned anybody trying to apply genetic engi neering
techni ques to hybri doma technol ogy. The Board woul d
agree with the Opponents' contention that at |east sone
menbers of the | arge audi ence woul d be expected to be
able to understand. But then the absence of any

evi dence hel pful to the Qpponents' case from a nenber
of the audience is all the nore surprising.
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That Dr Shul man particularly renenbered the occasi on of
the |l ecture, because unlike his colleagues he did not

wi sh to be involved in patenting, can perhaps explain
why he renenbered the occasion, but is not evidence
that he actually disclosed any work attributable to
this collaboration in the lecture. There is no evidence
that his collaborators reacted adversely to the

| ecture. In fact there is no evidence of anyone
treating the | ecture as a disclosure of sonething new.
The printed publication of Dr Shul man and his

col | aborat ors appeared in Nature as an origi nal
publication. In the absence of concl usive evidence the
Board is not prepared to find that it was in fact
partly made available to the public already nore than a
year earlier at the lecture.

For the Board, the question involved here is
essentially an appreciation of the evidence avail able
in this particular case, and does involve any inportant
guestion of |aw such as mght require a reference to

t he Enl arged Board of Appeal. Certainly no conflict is
seen with any existing Enlarged Board Deci sion. The
Boards of Appeal of the European Patent O fice do not
apply a doctrine of binding precedent, so a discussion
of the numerous cases cited by the parties wuld serve
no useful purpose as the propositions which they
establish are only of renpte relevance to the present
facts. The Board sees no useful anal ogy between
evidence as to the information content of a lecture,
and the situation where a journal is accepted as having
been nade publicly available as of a particular date on
proof of a public library having date-stanped the copy
it received. In the latter case there is no dispute as
to information content, and the date stanp can be
accepted provided there is evidence of the library's
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routi ne of date-stanping and maki ng the journal

avai lable to the public. By contrast here the Board
does not have a dispute as to the date of the lecture,
but only as to its content. As stated above, on this

t he Board wants evidence fromthe audi ence, not from
the lecturer. In the absence of evidence that any
menber of the audience actually did wite down the
information or understand it, the Board is not prepared
to make any presunption as to the information content
made publicly avail abl e.

Thus Dr Shulman's |l ecture insofar as the Opponents
sought to rely on it is not considered by the Board to
be state of the art in the proceedi ngs.

Further, the Board cannot accede to the argunent that
the letter of January 19, 1983 of Dr Shulnman to

Dr Hamlton giving an outline of his proposed |ecture,
should itself be treated as being nade available to the
public. It was not witten to Dr Ham I ton as a nenber
of the public but in his capacity as organiser of the
conference. Wiere a letter has been witten to further
a joint interest of the sender and the recipient, it
must prima facie be treated as a private comuni cation
Qoviously here the letter was witten preparatory to an
i nt ended publication of sonme information in the

| ecture. But a preparatory conmunication is not itself
made available to the public at the tine it is

recei ved, and here there is no evidence that anything
init that the Qpponents mght wish to rely on, was
made available to the public at the | ecture.

It was al so argued that docunent (ML1l), an abstract of
a research plan sent to the Canadi an Departnent of
Heal th and Human Services in February 1983 as part of
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an application for a research grant on behalf of a

Dr Herzenberg and others should be treated as nade
publicly avail able as of February 1983. On the evidence
put forward the Board can only conclude that while this
docunent may have been open to public inspection at
sone date, there was no evidence that this was true
prior to the filing date of the patent in suit. The

pur pose of such an application is to obtain a grant,

not to nake it available to the public, though this may
be an incidental result. The public availability of
such a docunment as froma particular date nust be
proved. Here the matter remains purely conjectural and
docunent ML1 cannot be treated as prior art.

Mai n request

Article 84 EPC, clarity:

14.

15.

1799.D

The expressions "human anti body"” (claim1) and
"chinmeric I g species"” (claim16) were already present
in the corresponding granted clainms 3 and 22. In
accordance with the case | aw of the Boards of Appea

(T 301/87; Q) EPO 1990, 335), "when anendnents are nade
to a patent during an opposition,.... Article 102(3)
EPC does not all ow objections to be made upon

Article 84 EPC, if such objections do not arise out of
t he amendnments nade." Thus, the objections by the
Respondent s agai nst the expressions nmentioned above are
not taken into consideration.

In the Board's judgnent, the objection raised for |ack
of clarity against the term "polypeptide" now

qual i fying the chinmeric inmunogl obulin ("pol ypeptide")
chain in claim1 or 16 is not convincing. |Indeed, the
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term makes explicit what was already inplicit fromthe
common general know edge ie. that an inmunogl obulin
chain is a chain where am no-acids are |inked together
by peptide bonds ie. is a polypeptide.

The further argunment that the expression "chineric

I ight and heavy chains" (claim16) |eaves open the
possibility that each chain would be conposed of a
portion of light chain and a portion of a heavy chain
is not accepted. It is readily derivable fromthe
application as filed (passage bridgi ng pages 11 and 12)
that chineric nol ecules are not obtained in this manner
but by reconmbining within the |Iight chain, constant and
vari able regions of light chains of different origins
and within the heavy chain, constant and variable

regi ons of heavy chains of different origins.

Finally, the Board agrees with the Respondents that
claim1l1 conprises the preparation of |Ig species nmade of
one or of two chains but does not consider this point
as raising clarity problens.

The clains of the main request are all owabl e under
Article 84 EPC

Article 54 EPC, novelty of claim16:

19.

1799.D

The i munogl obulins of claim 16 are defined by three
features: they are chineric, they conprise a heavy and
a light chain, each of these chains has a constant
regi on honol ogous to the constant region of a human Ab
and a vari abl e regi on honol ogous to that of a second

di fferent manmal i an speci es. The novelty of the
claimwas chal |l enged on the basis of the comobn general
knowl edge at the priority date that |Ig nol ecul es
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conprised a heavy and a light chain, and that the |ight
chains of Igs of different species had substantive
homol ogy in their constant as well as in their variable
regions, a property which was shared by the heavy

chai ns.

To decide whether or not this argunent is valid, it is
necessary to assess what the conmon know edge was at
the priority date. It nust also be investigated whether
the additional feature of the clainmed I g species of
being "chimeric" may serve as a distinguishing feature
over the prior art conprising all natural Abs.

The common know edge is represented by docunent (M), a
revi ew on "I nmmunogl obulin Ml ecul es and Genes"
published in 1980. It is also reflected in

docunent (MB2). Document (ML) discloses on page 377

t hat :

"1) Honol ogy is greater between the Cé sequences of
different species (e.g.man and nouse), and between the
Cé sequences of different species, than between the Cé
and Cé of the sane speci es.

2) Successive domains in the constant part of heavy
chains of a particular class...have extensive honol ogy
...with the correspondi ng domai ns of other species..

4) ...discernable | ow honol ogy anong all V sequences
sets themapart fromall the C sequences.”

Docunent (M32) nakes frequent references to the common
general know edge described in docunment (ML) (page 11
ri ght hand colum; passage bridging pages 14 and 15,
page 17, 2nd paragraph). It shows, furthernore, that in
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t he specific case of the human, constant heavy region
(Ca4), the level of honology to the nouse, constant
heavy chain is 67% Thus, it is concluded fromthe
common general know edge represented by docunents (M)
and (M32) that natural Abs possess two of the features
of the claimed I g species nmentioned in point 19 above.

The term "chineric" is defined on page 11 of the patent
specification: ""Chinmeric antibodies" refers to those
anti bodi es wherein one portion of each of the am no
aci d sequences of heavy and light chains is honol ogous
to correspondi ng sequences in antibodies derived froma
particul ar species ... while the remaining segnent of

t he chains is honol ogous to correspondi ng sequences in
another." This definition does not add any el enents to
the characterisation of the I g species already spelt
out in the claimand cannot serve to distinguish the

cl ai med subject-matter fromnatural antibodies.

The Appellants argued that the term "chineric" would be
understood by the skilled person as inplying that the
various portions of the clainmed Ig light and heavy
chains came fromdifferent species, and that this was a
di stinguishing feature over natural Abs at the |evel of
t he am no-acid sequences of these chains. The Board
agrees that natural 1g chains indeed contain species-
associ ated am no acid residues as disclosed in

docunent (MB2), page 11, right-hand col um. However,
this does not inply that the clainmed chinmeric nolecul e
can be distinguished froma natural Ab by the fact that
it would carry residues specific of natural 1gs of two
different species, for the follow ng reasons:

firstly, the clainmed chineric nol ecul es are not
obt ai ned by conbi ni ng constant and vari abl e
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regions of natural Igs of different species but
constant and vari abl e regions of 1gs honol ogous to
constant and variable regions of natural Igs. This
inplies that the constant and/or variable regions
of the clainmed Igs need not have kept the

al | egedly distinguishing features of the natural
ones.

- secondly, even if such distinguishing features
exi sted, there is no evidence that, at the
priority date, enough was known of the species
specificity of sonme residues in the |ight and
heavy chains to be able to identify on the basis
of a nol ecul ar analysis the species, these chains
originated from It was argued instead that the
body woul d recogni ze the origin of the Abs it was
presented with, which the Board does not consider
a suitable test for assessing novelty because
there is no |ikelyhood of obtaining consistent
results.

24. For these reasons, the Board decides that the subject-
matter of claim 16 al so enconpasses natural antibodies
and is, therefore, not novel in view of the comon
general know edge at the priority date as disclosed in
docunment (ML). This claimfails to fulfill the
requi renents of Article 54 EPC

25. The main request is rejected for failing to fulfill the
requi renents of Article 54 EPC

Consi derations on sufficiency of disclosure

26. At oral proceedings, sufficiency of disclosure in
relation to the subject-matter of claim1l was al so

1799.D Y A
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extensi vely di scussed and interest was expressed that
the Board's findings be given in witing. These
findings are also relevant to sufficiency of disclosure
inrelation to the subject-matter of claim1 of the
first auxiliary request (point 32, below).

Claim1l relates to a nethod for preparing chinmeric Igs
to be carried out in a prokaryotic or an eukaryotic
cell culture whereby the Igs are recovered fromthe
host cell culture. On pages 18 and 19 of the
application as filed sone general information is

provi ded on mammal i an expressi on systens: specific
manmal i an hosts are nentioned, the essential
characteristics of the vectors and pronoters are al so
described. In the Board's judgnent, this information
represents the general comon know edge on the cloning
and expression of any genes in any mammalian cells.

No exanple is given of how to produce a chinmeric Ig in
a eukaryotic host cell culture. At the priority date,

t he reconbi nant expression of a non-chineric light Ig
chain had al ready been attenpted. Docunments (M/) and
(MLO) show that this expression can only be obtai ned by
usi ng specific combinations of host cells and pronoters
(Sv40 pronoter in sonme but not all non-lynphoid cells:
docunent (M7); Ig pronoter in sone but not all |ynphoid
cells: docunent (MLO)). Thus, even if it is accepted
that chineric light chains can be expressed in the same
way as non-chineric light chains, and that, in the
light of the above mentioned docunments, one such way of
producing themis provided, there renmains that the

cl ai med process is not enabled for the category of

manmmal i an cells, in general. In addition, in order to

reproduce the clained invention, the skilled person

woul d still be faced with the probl ens of expressing
.
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chinmeric heavy chains in the same expression system as
for the light chain and of recovering Ig fragnents
therefrom problens for the solution of which he/she
woul d find no guidance, neither in the patent in suit
itself, nor in the state of the art.

As far as expressing Igs in prokaryotic cells is
concerned, the patent in suit discloses the production
of non-chinmeric Ig chains in E.coli in the form of

i ncl usi on bodi es. Functional Igs are recovered by
solubilizing and refolding the insoluble material. No
mention is nmade of the possibility of producing a
functional 1g, either directly fromthe cells or from
the culture nmediumwhere it woul d have been secreted.

It is only in 1988 that functional Igs were recovered
fromthe culture nediumof E.coli by using specific DNA
constructs for the expression of the |ight and heavy
chai ns (docunent (ML9)). Thus, it is concluded that the
co-expression and recovery of functional Igs directly
fromthe bacterial cells or by secretion cannot be
achieved in the absence of any technical information in
the patent in suit.

The Appellants argued that the nethod used to produce
the chimeric interspecies Igs was not inportant because
t he concept of making such Igs was new and inventive.
In their view, a fair scope of protection having regard
to the nature of the invention had to be of the sane
kind as that given in the all edgedly anal ogous case T
292/ 85 (supra) where the Board decided that specific

i nstructions need not be given as to how all possible
conponent variants within the then used functi onal
definition should be obtained (here being the

gl ycosyl ated chinmeric Igs produced in mammalian cells
and the ungl ycosylated chinmeric Igs produced in
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procaryots).

The Board, however, does not agree that the principle
stated in decision T 292/85 (see supra) can apply here
because no way is clearly indicated enabling the
skilled person to performthe invention in the broad
area claimed (see points 28 and 29 above). The
conpetent Board in case T 292/85 accepted that not al
ways of producing the then clai med conpounds needed to
be disclosed (T 292/85, point 3.1.5 of the Reasons).

First auxiliary request

32.

Claim1 of this request differs fromclaim1 of the
main request in that the clainmed nmethod | eads to the
preparation of a chinmeric |Ig species where the constant
and vari abl e regi ons of each chain are derived from
human and mnurine anti bodi es respectively. The

consi derations made by the Board under points 28 and 29
above as regards insufficiency of disclosure are
equally valid in relation to the subject-matter of this
claimas they do not depend on the origin of the
chinmeric Igs to be produced. The first auxiliary
request is, thus, rejected under Article 100(b) EPC as
not conplying with the requirenents of Article 83 EPC.

Second auxiliary request

Article 123(2)(3) EPC

33.

1799.D

The construction of reconbi nant DNAs encodi ng chimneric
heavy and |ight chains is taught on page 28, paragraph
D. 6 and exanple E.4 of the application as filed. In
exanples E. 1.9 and E.1.10, Abs are reconstituted from
reconbi nant non-chinmeric |ight and heavy chains
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expressed in E.coli (ie.non glycosylated). In the
Board's judgnent, the skilled person woul d objectively
derive fromthese teachings that Abs conprising
reconbi nant chineric |light and heavy chai ns expressed
in E.coli could be reconstituted in the sane manner as
described in the exanples, which would |lead to non-

gl ycosyl ated, chinmeric Igs. In addition, it is found
that the teaching of using nurine Abs as source of the
variable region is derivable in a straightforward
manner fromthe teaching on page 28 lines 30 and 31 of
the application as filed to use nurine hybridoma cells
as a source for said region. Finally, support for a
chinmeric Ab where the human constant region is joined
to the nouse variable region at the constant to
variable junction is found on page 51, lines 2 to 5 of
the application as filed. The requirenments of

Article 123(2) EPC are fulfill ed.

34. The requirenments of Article 123(3) EPC are al so
fulfilled as the correspondi ng granted cl ai m has been
restricted to a specific type of chinmeric |1g:
non- gl ycosyl at ed, human- nouse 1 g.

Article 84 EPC

35. The constant and variable regions of the clained
chimeric Ig are defined as being "froma human" and
"froma nurine" Ab, respectively. In the Board's
judgnment, the skilled person woul d understand both
these terns as neaning that the chinmeric I g conprises a
nat ural human constant region joined to a natural
murine variable region, and it is on this basis that
t he present decision is made. As the constant and
variabl e regions are so defined, there is no need to
turn to the definition of the word chineric in the

1799.D Y A
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patent specification to interpret the claimwhich is
clear. If this definition is nonetheless taken into
account together with the clained feature of the
constant and variable region being froma human and
froma nouse Ab, respectively, the conclusion is
reached that the | evel of honol ogy envisaged in the
claimis 100% The requirements of Article 84 EPC are
ful filled.

Article 83 EPC

36.

1799.D

Exanples E. 1.7 and E. 1.8 of the application as filed
descri be how to construct vectors for the expression of
the Iight and heavy chains of a non-chineric Ab, these
vectors being used to transformE.coli in Exanple
E.1.10. How to recover and to reconstitute the
functional 1g nolecule therefromis disclosed in
Exanpl e E3. This nolecule is expected to be

ungl ycosyl ated, as being produced in E.coli. The
additional step of joining together DNAs encodi ng the
heavy constant and variable regions of Igs of two
different species to obtain a chinmeric heavy chain is
exanplified on pages 49 and 50 of the application as
filed. In the Board' s judgnent, the average skilled
person at the priority date woul d have been able to
foll ow t hese teachings, which do not require nore than
routi ne techniques, to reproduce the clainmed invention
wi t hout undue burden. In particular, it would be within
his/her ability to determ ne which restriction enzynes
to use to produce the DNA encoding the chinmeric Ab of
hi s/ her own choi ce. These restriction enzynes need not
be those used in Exanple E. 4. Thus, the argunent that
one of the restriction enzynes used in this exanple
woul d not have been available in pure format the
priority date is not relevant to the issue of
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sufficiency of disclosure. No evidence was provi ded
that associating |ight and heavy chains to forma
functional chinmeric Igis in any way nore difficult
t han associ ating non-chinmeric chains.

The further objection that the patent in suit failed to
provide a sufficient disclosure of how to produce non-
gl ycosyl ated Igs by secretion, or of how to produce Fab
lg fragnments in yeasts is also not relevant to the

i ssue of sufficiency of disclosure as at |east one way
(Exanpl e E1.10) has been clearly indicated howto
obtain the product which is clained (T 292/ 85 see
supra). In addition, no evidence was provided to back
up the argunent that sone Ig nol ecul es were of such
conplexity that they could not be expected to be
expressed in E.coli.

Sufficiency of disclosure is, therefore, acknow edged.

Article 54 EPC, novelty

39.

1799.D

Novel ty was chal |l enged under Article 54(3)(4) EPC on
t he basis of docunent (ML2), which is the patent on
appeal under case nunmber T 400/ 97 (see section IV
above). In this parallel case, the Board deci ded on
24 May 2000 that the patent there in suit failed to

di scl ose in an enabling manner the production in E. col
of functional Igs, ie. of non-glycosylated Igs. The
argunents and the parties involved being essentially
the sane in the two cases, the Board comes to the
conclusion in this case that docunent (ML2) not being
enabling for the subject-matter here clai ned cannot
destroy novelty of the claim Non-glycosylated chineric
lgs are also not disclosed in any of the other
docunents on file. Novelty is, thus, acknow edged.
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Article 56 EPC

40.

41.

42.

43.

1799.D

The cl osest prior art is docunent (ML3) which is
concerned with setting up a nethod of controlled re-
arrangenment of protein disul phides. The cross-bridging
of 1g heavy chain fragnments is exenplified. A conbined
nol ecul e called "chineric i munogl obulin" is obtained
which is conprised of a heavy chain wherein the

vari abl e region and part of the constant region of a
rabbit heavy chain is |inked by nmeans of an S-S bridge
to the Fc part of the constant region of a human heavy
chain. The nolecule is said to have preserved anti gen-
bi nding activity. In docunent (ML5), the authors of
docunent (ML3), when discussing the conbi ned nol ecul e,
di scl ose that "Prelimnary haemaggl uti nati on and

conpl ement fixation test suggest that sone effector
properties of human Fc may be preserved in chineric Ig

mol ecul es".

Starting fromthe closest prior art, the objective
problemto be solved can be defined as the provision of
an alternative chineric Ig having antigen-binding
properties.

The solution provided is a non-glycosylated Ig nol ecul e
conprising both Iight and heavy chains wherein, in each
chain, the variable region of a nurine Ab and the
constant region of a human Ab are |inked by neans of a
pepti de bond at the constant to variable junction.

In the Board's judgnent, the technical teaching in
docunent (ML3) that fragnments of 1gs chains of

di fferent species may be assenbl ed within one nol ecul e
is not damaging to inventive step considerations
because the so called chineric Ig has no structural
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simlarities to the chinmeric Ig within the neani ng of
the claim its constant region is not species-specific,
its primary structure is not that of a polypeptide, it
does not exist as a dinmer with a light chain, and it is
gl ycosyl ated. And, besides, docunent (ML3) only

provi des a nmeans to achieve "chinericity"” in the very
specific circunstances where the nol ecules to be
conbined carry S-S bridges at the rel evant |ocation:
for exanple such re-arrangenent which led to the
chimeric rabbit-human heavy chain could not be carried
out on the light chain the constant region of which
does not contain the relevant S-S bridges. It is, thus,
concl uded that the concept of chineric inmunoglobulin
within the meaning given to this expression in the
patent in suit is not disclosed in docunent (ML3).

Were the opposite view to be held, as the Respondents
di d, that docunent (ML3) discloses the concept of
chimeric I gs because it teaches that fragnents of Ig
chains can be conbined, it would still remain that
chinmeric Igs as intended in the patent in suit can only
be made by rDNA techniques. In 1983, the natural
mechani snms of synthesis of inmunogl obulin had not been
conpl etely unravel |l ed: docunent (M), page 7862:"

Al t hough much is known about |1g gene structure,
relatively little is known about the nol ecul ar

mechani snms that control 1g gene expression.”

docunent (Mb3), page 340: "The mechani snms responsible
for the regulation of the expression of rearranged

i mmunogl obul i n genes are poorly understood.". The
attenpts at expressing a single non-chineric chainin a
reconbi nant way had not al ways been successf ul
(docunents (M7) and (MLO)), and the view was held that

| ynphoid cells would be the best host to produce
functional 1gs: docunent (MLO), page 825:"Though a
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great deal has been | earned about eukaryotic regul ator
sequences..., it would be preferable to transfer genes
encodi ng proteins expressed during differentiation back
into the cell type that normally expresses the gene of
interest."; docunent (P23) (published six nonths after
the priority date): "Because imunogl obulin production
is a specialized function of cells of the B-Iynphocyte
lineage, it is expected that the conditions for proper
gene expression will be provided only in appropriate

i mmuno- conpetent cells.” Fromthese docunents, it can
be concl uded that the skilled person did not have a
reasonabl e expectation of success to produce functional
chimeric Ig nolecules in E.coli, ie. to produce non-

gl ycosyl ated chineric Igs. The nentioning in

docunent (ML1) of the plan of obtaining interspecies
(rmouse- hunman) variants does not alter this conclusion.

I nventive step is acknow edged. The claimof the second
auxiliary request fulfills the requirenents for
patentability.

Adapting the description

46.

1799.D

Wth the comunication of 14 Decenber 2000, the Board
suggested sone anendnents to be carried out to put the
description in conformty with the remaining claimof

t he second auxiliary request. At oral proceedings on

14 May 2001, Respondents V requested that, in addition
to these anendnents, the passages in the patent
specification relating to the general definition of the
terns "non-specific i munogl obulin” (page 6, lines 37
to 38), and "chineric antibodi es" (passage bridging
page 6, line 52 to page 7, line 5) should al so be

del eted. Furthernore, in their opinion, the ternms "or a
nodi fication thereof" and " eukaryotic" on page 8,
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lines 8 and 19, respectively, should be taken out as
wel | as any reference to Fab fragnents including
Exanpl e E.5.2. The Appellants put forward as a main
request that the passage of the granted patent bridging
page 8, line 41 and page 9, line 28 which gives

i nformati on on suitable yeast and mamral i an expressi on
systens, be reintroduced in the description anended as
suggested by the Board in its conmunication of

14 Decenber 2000 and, as an auxiliary request, that the
description be anended in accordance with the Board's
suggesti on.

In the Board's judgnent, none of the further amendnents
requested by Respondents V are necessary because, as

t hey thenselves admtted, the claimof the second
auxiliary request is perfectly clear ie. reading the
description is not necessary to interpret any of the
terms defining the clainmed subject-matter and none of

t he remai ni ng description makes uncl ear the scope of
the claim Al though Fab nol ecul es are not conprised
within the claim the exanple of how to produce a Fab
fragnent may be kept as a neans to show which kind of
rDNA techniques are generally relevant to performng
the invention. As for reinserting the passage givVing

i nformati on on eucaryotic expression systens, it is not
appropriate as the alternative held enabling by the
Board was that of retrieving the clained |Ig species
fromE. coli.

The description filed by the Appellants at the end of
oral proceedings on 14 May 2001 as an auxiliary request
whi ch takes into account the above findings and carries
out corrections of some mnor clerical errors is
considered to be in conformty with the claimof the
second auxiliary request.
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Ref und of the appeal fee

49.

50.

51.

Or der

1799.D

The Appel lants argued that the Opposition Division
commtted a substantial procedural violation when, at
oral proceedings, they refused to allow that a | ast
request conprising clainms which had not been found
unal | owabl e be submitted, although they had assured the
Appel l ants at the begi nning of oral proceedings that
such a request would be allowed. These subm ssions by

t he Appel | ants about what happened at oral proceedi ngs
are contradicted by the Respondents. The Board has no
means to clarify this point. However, as the Appellants
were allowed to put forward 17 auxiliary requests, the
fact that the Opposition Division may have declined to
accept an 18th auxiliary request appears to be a
reasonabl e course of action reflecting its duty to be
fair to all parties, which does not anount to a
substantial procedural violation as required by Rule 67
EPC for the appeal fee to be re-inbursable.

As to whether or not the taking of evidence was done in
a satisfactory manner, it was within the discretion of
the Opposition Division to refuse questions as
irrelevant, and the Board considers this discretion was
exerci sed reasonably, so that no procedural violation
took place. Also, there is no obligation under the EPC
that a legally qualified exam ner be present, so her
absence cannot be treated as a procedural violation.

The request for refunding the appeal fee is refused.
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For these reasons it is decided that:

1. The deci sion under appeal is set aside.

2. The Appellant's main and first auxiliary requests are
refused.

3. The claimof the second auxiliary claimrequest neets
t he requirements of the European Patent Convention.

4. The matter is remtted to the first instance with the
order to maintain the patent on the basis of the
cl aimof the second auxiliary request submtted at oral
proceedi ngs on 26 May 2000, pages 1 to 23 of the
description submtted as auxiliary request at oral
proceedi ngs on 14 May 2001, and the draw ngs as
gr ant ed.

5. The request for re-inbursenment of the appeal fee is
refused.

The Regi strar: The Chai rwonman:

U. Bul t mann U. Ki nkel dey

1799.D
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In application of Rule 89 EPC, the decision given on 14 My
2001 is hereby corrected as foll ows:

Page 29, point 10, line 3: Replace "does involve" by "does not
i nvol ve"

The Regi strar: The Chai r wonman:

P. Crenona U. Ki nkel dey

2125.B
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