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Summary of facts and subm ssi ons

0409. D

Eur opean patent No. 0 186 833 with the title "A

nonocl onal anti body recognizing a cytotoxin, a

hybri doma cell |ine expressing sane and a process for
the preparation of a purified cytotoxin” was granted
with 22 clains, on the basis of European application
No. 85 115 918.6 filed on 13 Decenber 1985 and cl ai m ng
the priority date of 20 Decenber 1984 fromthe patent
application IL 73883.

G anted clains 1 and 3 read as foll ows:

"1. A hybridoma cell |ine expressing a nonocl ona

anti body which specifically recogni zes and binds a
cytotoxin having MW of 17,000 + 500 D as determ ned
by pol yacryl am de SDS gel el ectrophoresis said

hybri doma being fornmed by fusion of nurine nyel oma
cells wth spleen cells froma nouse previously

i mmuni zed with a pure or inpure preparation of a hunman
cytotoxin obtained from stinul ated nonocytes or
nonocyte-like cells, which is specifically recognized
and bound by the reference nonocl onal antibody produced
by the hybridoma cell line CNCM |-472 deposited with
the Institute Pasteur."

"3. A nonocl onal antibody which specifically recognizes
and binds a cytotoxin having MW of 17,000 + 500 D as
determ ned by pol yacryl am de SDS gel el ectrophoresis.”

Caim2 related to the deposited hybridonma. Cains 4
and 5 related to the nonocl onal anti bodi es (MAbs)
produced by the hybridoma cell lines of clains 1 and 2,
respectively. Cains 6 to 13 and 21 were directed to



0409. D

- 2 - T 0542/ 95

processes for the preparation/isolation of the

cytot oxi n maki ng use of the MAbs of claim3 and/or
claim5. Independent claim14 was directed to a solid
phase i mmunoassay for the screening of hybridom

cul tures produci ng anti bodi es agai nst the cytotoxin
having a MW of 17,000 + 500 D. Dependent clains 15 to
18 specified further features of the assay. Cains 19
and 20 related to a process for preparing MAbs agai nst
t he cytotoxin nmaking use of the i mMmunoassay of any of
the clains 15 to 18. Caim?22 related to the use of the
cytotoxin for the preparation of a nmedi canent for
treatnment of virus infected cells.

Two notices of opposition were filed requesting the
revocati on of the patent in suit under Article 100(a)
EPC (Il ack of novelty and inventive step) and

Article 100(b) EPC (insufficiency of disclosure).

The opposition division nmaintained the patent in suit

i n anmended formon the basis of clains 1, 2, 4 and 6 to
22 as granted, claim3 as filed during the ora
proceedi ngs before the opposition division, nanely with
the words "which cytotoxin is recogni zed and bound by
the reference nonocl onal anti body produced by the
hybridoma cell line CNCM |-472 deposited wth the
Institute Pasteur" added to the wording of claim3 as
granted and claim5 as filed with the |etter dated

14 March 1994 respectively.

The appel l ants (opponents 1) filed an appeal, paid the
appeal fee and submitted a witten statenent setting
out the grounds of their appeals as well a | ega
opi ni on. Qpponents 2 renmai ned party to the proceedi ngs
pursuant to Article 107 EPC
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A third party sent observations under Article 115 EPC

The respondents (patentees) submtted an answer to the
grounds of appeal and to the observations filed by the
third party.

A communi cation was sent according to Article 11(2) of
the Rul es of Procedure of the Boards of Appeal, setting
out the board's provisional, non-binding opinion.

A further exchange of subm ssions took place anpngst
the parties. The respondents filed a new nain request
and Auxiliary Requests 1A/B to 10A/B as well as three
| egal opinions respectively on what was the "sane

i nvention" for the purpose of claimng priority, on
whet her the issue of Nature of 20/ 27 Decenber 1984 was
avail able to the public, and on Israeli |aw on nam ng
I nventors.

Oral proceedi ngs took place on 2 March 1999. As al ready
announced in their letter of 8 January 1999,

the other party (opponents 2) did not attend the
proceedi ngs. The respondents nmade the set of clains
headed "Auxiliary request 2A" submitted on 2 February
1999 their main request.

Clains 1 to 3 of the new nmain request read as foll ows:

"1l. A hybridoma cell |ine expressing a nonocl onal
ant i body which specifically recognises and binds a
cytotoxin having MW of 17,000 = 500D as
determ ned by pol yacryl am de SDS gel
el ectrophoresis, said hybridoma being forned by
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fusion of murine nyeloma cells with spleen cells
froma nouse previously imunised with a pure or
i mpure preparation of a human cytotoxin obtained
from stinul ated nonocytes or nonocyte-like cells,
wherein said cytotoxin

(1) exhibits a cytotoxic effect on CHI -
sensitised SV-80 cells and

(ii) is obtainable in a state of enhanced purity
by adsorption of the cytotoxin fromsaid
preparation onto controlled pore gl ass beads
(CPG and desorption, and

(iii) is specifically recognized and bound by the
ref erence nonocl onal anti body produced by
t he hybridoma cell line CNCM I-472 deposited
with the Institut Pasteur."

A nmonocl onal anti body which specifically

recogni ses and binds a cytotoxin having MW of
17,000 = 500D as determ ned by pol yacryl am de SDS
gel el ectrophoresis, which cytotoxin

(1) exhibits a cytotoxic effect on CHI -
sensitized SV-80 cells and

(ii) is obtainable in a state of enhanced purity
by adsorption of the cytotoxin fromsaid
preparation onto controlled pore gl ass beads
(CPG and desorption.”

A nonocl onal anti body according to claim 2
produced by a hybridoma cell l|ine according to
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claim1."

| ndependent clains 4, 11, 16, 18 and 19 differed from
the corresponding granted clains 6, 14, 19, 21 and 22
only in that the cytotoxin was further characterized by
features (i) and (ii) as set out in claiml1l. Al other
clainms were the sane as the correspondi ng granted

cl ai ns.

X The foll ow ng docunents on file were considered by the
boar d:

l-3: WD 83/ 00930;

[-10: Aggarwal et al., The J. of Biochem Chem,
Vol . 259, No. 1, pages 686 to 691, 1984;

| -17: Decl aration of Dr. Lawson dated 2 February 1999;

| -18: Declaration of Dr. Ceram dated 20 Novenber
1995;

I1-16: WIlianson, B. et al., Proc. Natl Acad. Sci.
USA, Vol. 80, pages 5397 to 5401, 1983;

[1-17: Matthews, N., |mmunology, Vol. 48, pages 321 to
327, 1983;

[1-19: Pennica, D. et al., Nature, Vol. 312, pages 724
to 729, 20/ 27 Decenber 1984;

I1-20: Gay, P. et al., Nature, Vol. 312, pages 721 to
724, 20/ 27 Decenber 1984,

0409. D Y A
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Pennica, D. et al., Proc. Natl. Acad. Sci. USA
Vol . 82, pages 6060 to 6064, 1985;

Beutler, B. and A. Ceram, The New England J. of
Med., Vol. 318, No. 7, pages 379 to 385, 1987,

OQppenheim J. et al., Inmun. Today, Vol. 7,
No. 2, pages 45 to 56, 1986

Hol tmann, H. et al., |Inmunobiol., vol. 177,
pages 7 to 22, 1988;

EP-A- 0 183 198;

JP-59-246184 (application whose priority is
clainmed in docunent [11-1) filed on 22 Novenber
1984;

: JP-58-138383.

ubm ssions in witing and during oral proceedings
e appellants were as foll ows:

Claim1l:

Formal requirenents

Feature (ii): "is obtainable in a state of
enhanced purity” was not nentioned in the

application as fil ed.

Feature (iii) could not serve to limt the scope
of the claimif, as argued by the respondents, it
was only accessory in defining the invention.
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Accordingly, the clainmed hybridomas were only
characterised by features (i) and (ii) rather than
by feature (iii) as in granted claim 1. This
anounted to an enl argenent of the scope of said
claimto conprise hybridoma cell |ines expressing
a MAb specific to other cytokines than CT.

Carity

- The expressions "cytotoxic effect” and "enhanced
purity” in added features (i) and (ii) were
unclear in the absence of any quantitative
characterisation.

Claim2:

Formal requirenents

- The MAb was solely defined by features (i) and
(ii). If feature (iii) was an essential feature of
the cytotoxin, then the scope of the clai mwas
changed conpared to that of claim3 as accepted by
t he opposition division. Furthernore, it was not
allowable to delete said feature fromthe claim
accepted by the opposition division. |Indeed, a
parallel had to be drawn with the situation dealt
with in the decision G 1/93 (QJ EPO 1994, 541)
wher eby the Enl arged Board of Appeal determ ned
that a limting feature introduced in a claimin
t he exam nation procedure and objected to under
Article 123(2) EPC at the opposition stage could
not be deleted w thout offending the requirenents
of Article 123(3) EPC. The same reasoning applied
to clainms 4, 11, 16, 18 and 19.
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Priority rights

The patent in suit was not entitled to priority
rights fromthe filing date of the priority
application on the foll ow ng grounds:

the priority application was not directed to the
sanme invention as the patent in suit since it
conpri sed under the denom nation CT, the now

cl ai med cytotoxin and ot her cytotoxins produced by
peri pheral bl ood nononucl ear cells (PBM)

Moreover, the priority application did not contain
any clainms to hybridoma cell |ines.

the subject-matter of claim1 was not enabl ed at
the priority date, since the deposited hybridoma
whi ch was essential for carrying out the invention
had not yet been deposited at that date.

the description of the priority application did
not di sclose the subject-matter of claim1 in an
enabl ing manner. The two protocols for the
production of a crude preparation of CTs nmade use
of peripheral bl ood nononuclear cells (PBMC) as
starting material so that as many as 20 cytotoxic
subst ances coul d be present in the crude
preparati on.

The first step in purification procedure for CT

i nvol ved the use of controlled pore glass beads
(CPG to which I'ynphotoxin (LT) adsorbed as wel |
as interleukin-1 (I1L-1) to a | esser extent
(docunents (1-17) and (1-18)).

The second step involving size fractionation would
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not separate the three nol ecul es because their

nmol ecul ar wei ghts were practically identical and,
furthernore, all fractions with cytotoxic activity
wer e pool ed and used together for inmunisation.
Even if LT and IL-1 were elimnated to sone
extent, the remaining LT and I L-1 nol ecul es woul d
stinulate the nouse's i mmune system as they were
hi ghly i mmunogenic in mce. Thus, the
correspondi ng MAbs woul d be produced foll ow ng

i muni sation and fusion. MAbs against LT or IL-1
coul d not be distinguished from MAbs agai nst CT
because the cytotoxic assay used to identify CT
whi ch involved the killing of CH -treated SV-80
cells was not specific: LT and IL-1 were equally
susceptible of killing these cells.

Novel ty

- Docunment (lI11-1) was relevant to novelty pursuant
to Article 54(3)(4) EPC. Docunent (lI11-2), the
priority application upon which docunent (I111-1)
relied, disclosed the construction of a DNA
encodi ng a physiologically active human TNF-1i ke
substance (page 4), the am no acid and
correspondi ng DNA sequence of which were given on
pages 5 to 7. This human TNF-1i ke substance
corresponded to CT. In Exanple 2 on page 22, it
was shown how reconbi nant human TNF coul d be
purified "using a colum of nonocl onal antibody".
This MAb had to be directed agai nst human TNF. No
procedure was disclosed for its isolation but it
woul d have been standard practice to obtain it.
Docunment (l111-2) was enabling with regard to the
preparation of a MAb and therefore docunent

0409. D Y A
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(I'11-1) was detrinmental to the novelty of claim?2
Furthernore, since there existed a very strong
probability that the nonoclonal antibody of
docunent (I11-2) had been made in mce, the
subject-matter of claim11 also | acked novelty.

- Docunent (1-3) was al so detrinental to the novelty
of claimse 1 and 2 as it described a nedi ator
produced by endotoxi n-stinul ated macr ophages which
must have been of human origin. The hi gh nol ecul ar
wei ghts ascribed to this nol ecul e (page 26)
represented aggregated fornms. MAbs agai nst the
nmedi at or were di scl osed on page 6.

I nventive step

- Docunment (11-17) described the isolation from
stinmul at ed hurman nonocytes of a 34,000 MV nedi at or
said to closely resenble rabbit TNF. This nedi ator
had to be hTNF in particul ar because its synthesis
was stinmul ated by conpounds known to activate the
production of hTNF and the assay to neasure its
activity was based on the sane principle as the
assay used for neasuring CT activity in the patent
in suit.

- A preparation thereof was used to raise an
antiserumin rabbits which, in turn, enabled a
40 fold purification of the nediator by i nmuno-
adsor pti on and desorption.

- Starting fromthis prior art, the problemto be

sol ved coul d be defined as raising MAbs agai nst
purified hTNF. The case | aw of the Boards of

0409. D Y A
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Appeal (for exanple, T 512/94 of 22 June 1998) was
clear that the isolation of a MAb to a purified
known substance coul d not be considered inventive.
Clains 1 and 3, thus, |acked inventive step.

In the final part of document (I11-17), nention was
made of the difficulty inherent to isolating a MAb
to the nedi ator substance. This, however, should
not be considered as having an inpact on the above
reasoni ng since two years had passed between the
date of publication of docunent (11-17) and the
priority date of the patent in suit, during which
much experience had been gathered in the isolation
of MADbs.

- The sane reasoning applied if docunment (111-3) was
taken as closest prior art as this docunent
di scl osed the isolation of a human TNF of
nmol ecul ar wei ght 48,000 fromthe sane cell source
as used in the patent in suit, its purification on
Bl ue Sepharose as for hTNF, an assay for its
activity and the production of an anti serum used
for further purification of this hTNF.

- Docunment (11-19) was published in the
20/ 27 Decenber 1984 issue of Nature. Nature was
normal Iy sent by post to subscribers, being posted
by the printers on the day before the cover date.
Al so, however, according to submtted evi dence
fromthe Nature O fice Manager, a small nunber of
copies were supplied to the publishers offices
and could there be purchased on the afternoon of
the day before the cover date. No records of such
sal es were kept. The evidence al so showed t hat
subscri bers had recei ved copies by post arriving

0409. D Y A
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on 20 Decenber 1984. The presunption thus was that
this issue was avail able and distributed in the
normal way, and thus would have been available to
purchasers at the publishers office on 19 Decenber
1984, and that this was accordingly the date when
docunent (11-19) was published. Decision T 381/87
(A EPO 1990, 213) was relied on for the
proposition that whether anyone had actually
purchased a copy fromthe publishers or read the
article was irrel evant.

- Docunment (11-19), of which the inventor was co-
aut hor described the cloning and expression of
hTNF having a nol ecul ar wei ght of 17,500 Daltons
as well as the corresponding anti serum The sane
reasoning on inventive step as presented above
with regard to docunent (11-17) led to the
conclusion that the MAbs agai nst hTNF were not
i nventive.

X, The respondents' submi ssions were essentially as
fol | ows:

Caim1:

Formal requirenents:

- Feature (ii) ("obtained in a state of enhanced
purity") found a basis in claim1 as filed which
recited the steps:

".. b. absorbing the cytotoxin from said

preparation onto controlled pore gl ass
means;

0409. D Y A
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c. desorbing the cytotoxin in a state of
enhanced purity fromsaid controlled
gl ass neans...".

- The conbi nation of features (i) and (ii), or
feature (iii) alone both defined exactly the sane
subject-matter. Accordingly, claim1 which
conprised features (i) and (ii) in addition to
feature (iii) was of identical scope to granted
claim1 which only conprised feature (iii).

Carity

- The skilled person would have no difficulty in
under st andi ng what the ternms "cytotoxic effect”
and "enhanced purity" neant. Conditions in which
to neasure the cytotoxic effect were given on
page 3 of the application. "Enhanced purity" was
synonynmous with enriched preparation (passage
bri dgi ng pages 7 and 8).

Claim2:

Formal requirenents

- This claimcorresponded to claim3 as granted with
the cytotoxin being additionally defined by
features (i) and (ii). This addition anounted
neither to adding subject-matter contrary to
Article 123(2) EPC, the cytotoxin having been
descri bed as having these characteristics as
originally filed, nor to an enlargenent of the
scope of the claimpursuant to Article 123(3) EPC
Claim2 did not differ by deletion of feature

0409. D Y A
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(iii) fromgranted claim3 but only fromclaim3
as accepted by the opposition division. The

deci sion of the Enlarged Board of Appeal G 1/93
(see supra) was not relevant to such a situation

Priority rights

The priority application was enabling with regard
to isolating MAbs against CT. The CT preparation
used for imunisation did not contain LT or IL-1
because the purification procedure for CT had been
devised in such a way as to elimnate these
contam nants and a way had been provided to check
whet her the MAbs ultimately obtained were specific
for CT.

LT was produced in nuch smaller quantities than CT
under the stimulation conditions used in the
patent in suit (docunent (11-28)). Thus, it would
only be present at |ow | evel at the begi nning of
the purification. Furthernore, it would be
separated from CT by the step involving size
fractionation since it had a nol ecul ar wei ght of
20 to 25,000 whereas CT had a nol ecul ar wei ght of
17500.

I L-1 was nmade in a | ow anbunt from nonocytes since
t he amount of NMRNA encoding IL-1 in these cells
was 0.01%to 5% (upon stinulation) of the tota
MRNA (docunent (11-39)). Further, IL-1 did not
bind to the CPG col um used as the first
purification step. It was also not active in the
CH -treated SV-80 assay (docunent (P-9)).

Finally, the priority application described an
assay (killing of CH -treated SV-80 cells) to
check whether the isolated MAbs were specific for
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CTs.

Novel ty

- Docunment (lI11-1) could only be detrinental to the
novelty of clainms 1 and 2 under Article 54(3)(4)
EPC if its priority application (docunment (l111-2))
di scl osed in an enabling manner the preparation of
a MAb against CT (mature hTNF). On page 22,
docunent (I11-2) disclosed a MAb which served to
purify reconbi nant human TNF (r hTNF) synt hesi zed
from an expression vector named phTNF-1acUV5-1. No
i nformati on was provided on the structure of the
hTNF DNA insert cloned in this vector. The insert
coul d code for premature hTNF or even for the hTNF
sequence fused to a bacterial polypeptide. In any
event, there was no denonstrated |ink between the
sequence of this DNA insert and the DNA encodi ng
mature hTNF. In the sane manner, docunent (I11-2)
was conpletely silent with regard to the source of
the MAb and to the epitope, it recogni zed. Thus,
it was not clear whether or not docunent (I111-2)

di scl osed an anti body against the amno acid
sequence corresponding to mature hTNF. Nor was
docunent (I111-2) enabling with regard to obtaining
the MAb: there is only a reference to the

"nmonocl onal anti body" on page 22, lines 2 to 5 and
on page 24, lines 21 to 22 whereas docunent
(I'11-1) provided a ten pages |ong description

di scl osing how to isolate this MAb (pages 10 to
20) .

- Docunent |-3 disclosed anti bodies to an
unidentified nediator of manmalian origin

0409. D Y A
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i sol ated under various forms, the nolecul ar

wei ghts (300, 000 Daltons, 70,000 Daltons) of which
drastically differed fromthat of CT

(17,500 Daltons). A human nedi ator was not
mentioned, | et alone hTNF. The docunent was thus
not relevant to novelty.

I nventive step

- Docunment (11-17) disclosed an anti serum rai sed
agai nst a crude fraction having cytotoxic
activity. This crude fraction was not shown to
contain hTNF, because the assay used to neasure
cytotoxic activity was not specific for hTNF.

Furt hernore, there was doubt whether hTNF was
present in the preparation since according to
Figure 2, the cytotoxic effect of nonocytes on
A549 cells did not decrease in the presence of an
antiserumrai sed agai nst said preparation, whereas
hTNF was cytotoxic to A549 cells (docunent
(1'1-25)). Docunent (I11-17) failed to provide the
purification and screening system which wul d | ead
to a preparation containing only hTNF and,
consequently to a MAb specific thereto.

- Docunment (111-3) disclosed the isolation fromthe
same U-937 cells as used in the patent in suit of
a factor with cytotoxic activity with a nol ecul ar
wei ght of 48,000 on SDS PAGE (i.e. as a nononer).
There were no reasons why this factor should be
hTNF. Nor would the skilled person have thought of
it as hTNF for the reason that it bound to Bl ue
Sepharose since this binding property of hTNF was
not known at the priority date.

0409. D Y A
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- Docunent (11-19) was not state of the art before
the priority date for the reasons that the
evi dence of the relevant person in the publishers
bei ng that such purchasers were rare and mainly of
back copies, no records being required to be kept,
t hus:

- there was no evidence that the 20/ 27 Decenber
1984 issue of Nature which contai ned docunent
(I'1-19) was actually avail able fromthe
publ i shi ng house on the 19 Decenber 1984 and,

- there was no evidence that anybody had bought it
fromthe publishing house on this date.

Accordi ngly, docunment (11-19) could not be taken
into account for the assessnent of inventive step.

The appel |l ants requested that the decision under appea
be set aside and that the European patent No. 0 186 833
be revoked.

The respondents requested that the decision under
appeal be set aside and that the patent be naintained
as main request on the basis of the set of clains
headed Auxiliary Request 2A submtted on 2 February
1999 or by way of auxiliary requests on the basis of
the Auxiliary Requests 2B, 3A 3B, 4A, 4B, 5A, 5B, 6A
6B, 7A, 7B, 8A, 8B, 9A, 9B, 10A or 10B in that order
all submtted on 2 February 1999.
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Reasons for the deci sion

1. The appeal is adm ssible.

Mai n request

Article 123(2) EPC

2. The addition of the feature "exhibits a cytotoxic
effect on CHl -sensitized SV-80 cells" (claim1, (i))
has not been objected to under Article 123(2) EPC, and
the board agrees that there is a basis for this in the
description as originally filed.

3. The feature "obtainable in a state of enhanced purity”
(claiml1, (ii)) objected to under Article 123(2) EPC
has a basis in the wording of claim1 of the
application as filed. The objection, thus, fails.

4. These features now appear in other clainms too, but for
the sane reasons give rise to no objections under
Article 123(2) EPC

Article 123(3) EPC

5. Present claim1l to a hybridoma cell line expressing a
nmonocl onal anti body differs fromthe correspondi ng
granted claiml by the additional requirenent that the

cytotoxin has the characteristics of features (i) and

(ii).

6. Simlarly present claim2 to a nonocl onal antibody has
been derived fromgranted claim3 by the addition of

0409. D Y A
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these sane features (i) and (ii) which nust be net by
the cytotoxin which the clained anti body specifically
recogni zes and binds. Al so independent clains 4, 11,

16, 18 and 19 of the nmain request differ fromthe
corresponding granted clainms 6, 14, 19, 21 and 22 only
in that the cytotoxin has been further characterized by
features (i) and (ii) as set out in claim1. These
anmendnents by recitation of additional requirenents
must either restrict the scope of the respective clains
or |l eave the scope unchanged: in either case the

requi renents of Article 123(3) EPC are net.

As explained in nore detail below in connection with
entitlenment to priority, the board finds that on the
evi dence before it the cytotoxin having MW of 17,000
+ 500 D as determ ned by pol yacryl am de SDS ge

el ectrophoresis which is characterized by features (i)
and (ii) nust be regarded as being unique and the sane
as the cytotoxin having MW of 17,000 = 500 D as
deter m ned by pol yacryl am de SDS gel el ectrophoresis
nmeeting feature (iii) recognition by the deposited
nonocl onal anti body. The addition of features (i) and
(ii) thus does not alter the scope of claim1l as
granted. On this finding of facts by the board, which
is contrary to the position argued by the appellants,
feature (iii) could have been deleted without altering
the scope of claim1l. However by retaining (iii) in
claim1l as a characteristic of the cytotoxin there
could be no argunent that claim11 violates

Article 123(3) EPC even if a different view of the
facts to that of the board were taken

Caim2 is a nore restricted version of claim3 as
granted. The argunent by the appellants that claim2
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shoul d not be all owabl e because it differs fromclaim3
as accepted by the opposition division by deletion of
feature (iii) and, thus, provides a w der scope of
protection than this latter claimis not an argunent
under Article 123(3) EPC, which requires only a
conparison with the scope of the clains as granted. The
argunment will be considered below in connection with
anendnents a respondent may naeke in response to the
argunents of an appell ant.

9. The requirenents of Article 123(3) EPC are fulfilled.

Clarity (Article 84 EPQ

10. The term"cytotoxic effect” is defined in the patent in
suit on page 3, last paragraph. A way is described how
to test this effect.

11. The term "enhanced purity" appeared in the application
as filed in claiml in the passage "... absorbing the
cytotoxin fromsaid preparation onto controlled pore
gl ass neans; desorbing the cytotoxin in a state of
enhanced purity fromsaid controlled glass neans...".
Thus "enhanced purity” will be understood as enrichnent
using controll ed pore glass neans as descri bed on
pages 7 and 8. This is neaningful even w thout any
guanti ficati on.

12. The neani ng of the above terns, objected to as uncl ear,
is considered by the board as clear to the skilled
person, and the clains are considered to neet the

requi renents of Article 84 EPC

Right to priority (Articles 87 and 88 EPC)
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According to Article 87(1) EPC, a person who has duly
filed in or for any state party to the Paris Convention
for the Protection of Industrial Property an
application for a patent shall enjoy for the purpose of
filing a European patent application a right of
priority in respect of the sanme invention. In the case
| aw of the EPO this has been interpreted to nean that
the subject-matter of the clains of the European
application nust be clearly identifiable in the
previous application taken as a whole (T 184/84 of

4 April 1986, T 597/92, QJ EPO 1996, 135).

For an understanding of the issues raised in this case,
it is necessary to explain the follow ng background.
The nonocl onal anti body produced by the hybri doma cel
line CNCM | -472 deposited with the Institute Pasteur
referred to in claiml was deposited 16 July 1985. The
priority clainmed was an earlier application in Israe
on Decenber 1984. The opposition division held that
"..the opposed patent should be accorded priority right
for the deposited cell |ine CNMC-472c because the
Patentee conplied with the requirenments he was aware of
at the date of filing both the priority application and
of the European patent application.”™ This view has no
basis in the European Convention, whether in Rule 28
EPC or el sewhere, and not even the respondents sought
to support it before the board. It is therefore not
necessary to set out the detailed reasoning which |ed
to this view by the Qpposition Division, which was

i nfluenced by there then being no provision for
referring to deposited materials in applications in
Israel, or a refutation thereof.

The board foll ows established case law in the view that
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for an invention to be entitled to priority, the
priority application nust have been enabling. For the
priority to be clainmed, the definition of the

i nvention, as given in the clains should not depend
uni quely on technical information clearly not avail able
fromthe priority docunent, such as here the deposited
hybri doma cell. (Conpare decision T 923/92, human

t - PA/ GENENTECH (QJ EPO 1996, 564) point 7 where

Figure 5 referred to in a claimshowed a different
sequence to that shown in Figure 5 of the priority
docunent) .

In the present case, the follow ng statenents are found
in the priority application IL 73 883 upon which the
patent in suit is based under the heading "Sunmary of
the invention": "There is provided a purified cytotoxic
protein referred to as cytotoxin (CT)...The purified CT
has a nol ecul ar wei ght of about 17000 daltons...There
I's provided a technique for establishing |ines of

| ynphocyt es produci ng such (nonoclonal) anti CT

anti bodi es. Such lines are advantageously established
by screening of plurality of hybridonmas derived from
spl eenocytes of such i muni zed m ce and the nonocl ona
anti bodi es produced by such hybridoma cell lines are
used for isolating CT in essentially honbgeneous
purified form" (word in brackets added). Furthernore,
clainms 1 and 2 of the priority application respectively
relate to a cytotoxic protein...of 17,500 daltons ..
which is specifically recognized by the MAb CT-1" and
to "A process for preparing the CT, conprising ..
appl yi ng the | ynphotoxi ns on an i mmunoadsor bent
constructed from a nonocl onal anti body agai nst CT"
(enphasi s added). Thus, the priority application
conprises CT, and any MAb (including CT-1 the MAb
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produced by the deposited hybridonma) against CT, and
the hybridonma secreting it, and provides a basis for
t he hybridoma cell |ine expressing a nonocl ona

anti body agai nst the cytotoxin of stated nol ecul ar
wei ght and neeting features (i) and (ii).

It was further argued that the priority application and
the patent in suit did not disclose the sane invention
because the protocol described in the former led to the
i sol ation of MAbs specific for LT or IL-1 in addition
to MAbs specific for CT, which were not distinguishable
fromeach other, whereas the protocol in the patent in
suit ensured that only MAbs agai nst CT woul d be
obt ai ned.

The protocol in the priority application conprises the
foll ow ng steps:

(a) induction of cytotoxin production by appropriate
stinul ation of PBMC,

(b) adsorption on CPG

(c) sizelcharge fractionation by polyacrylam de gel
el ectrophoresis or on U trogel ACA44,

(d) wuse of the cytotoxin preparation so obtained to
i sol ate MAbs agai nst CT,

(e) testing the ability of the cytotoxin recognized by
the MAbs for their ability to kill CH -sensitized

SV-80 cell s.

In step (a), PBMC synthesize LT and IL-1 as well as CT.
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Thus, this protocol will only lead to the exclusive

i sol ati on of MAbs against CT if steps (b) to (e) are
instrunmental in elimnating LT and IL-1 or the
correspondi ng anti bodies. This, in turn, depends on the
intrinsic properties of LT and IL-1.

At the priority date, it was known that LT had a

nol ecul ar wei ght of about 20,000 Daltons

(docunent (1-10)) conpared to a nol ecul ar wei ght of
17,500 Daltons for CT. It was also known that IL-1 only
bound very poorly to CPG (docunment (P-9), page 9).
Furt hernore, post-published docunent (I11-28) (first
colum) discloses that LT is made in | ow anounts under
the stinulating conditions used in step (a). In post-
publ i shed docunent (I11-39), page 42, right hand
columm), the percentage of IL-1 nRNA in stinulated
nonocytes is evaluated as 0.1% of total nRNA which
could indicate that IL-1 is nade in relatively |ow
amount s.

Accordingly, it would seemthat the small quantities of
LT and IL-1 present in the CT imrunizing preparation
woul d be discarded fromit at step (c) and step (b)
respectively.

It cannot be ruled out, however, that sone LT or IL-1
remai ned in the CT preparation, which, by virtue of
their immunogenicity, would result in the production of
MAbs specific to them MAbs against IL-1 wll be

di scarded after the test assay (step (e)), as IL-1 does
not kill CHI-sensitized SV-80 cells (docunent (P-9),
Fig. 7). At the priority date, MAbs against LT could be
di sposed of as a matter of routine by virtue of their
ability to bind LT which had already been purified to
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honogeneity (docunment (1-10)).

Accordingly, at the priority date, the skilled person
whi |l st not knowing all of the properties of LT and IL-1
woul d have been able to isolate MAbs against CT in the
absence of any deposited hybridoma, on the basis of the
instructions given in the priority application and then
avai | abl e general know edge.

In the application as filed and the present clains the
reference is to stinulated nonocytes or nonocyte |ike
cells, whereas in the priority application the
reference is to CT being induced in human peri phera

bl ood nononucl ear cells (PBMC). Minocytes are known to
be the major constituent of PBMC, so that this

di fference cannot be regarded as significant, or as
maki ng the clains directed to sonething other than the
i nvention disclosed in the priority docunent.

On the facts before it, the Board thus finds that the
cytotoxin having MW of 17,000 + 500 D as determ ned
by pol yacryl am de SDS gel el ectrophoresis which is
characterized by features (i) and (ii) nust be regarded
as being unique and the sane as the cytotoxin having
MW of 17,000 + 500 D as determ ned by pol yacryl am de
SDS gel el ectrophoresis neeting feature (iii)

recogni tion by the deposited nonocl onal antibody. Thus
feature (iii) in claiml1l can now be regarded as nere
surplus definition, not having any effect on the
priority of claiml.

Claim2 can also be regarded as entitled to the
priority, as features (i) and (ii) have a basis in the
priority application as shown above.
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26. The board thus finds that the priority application
di scl oses in an enabling manner the sane invention as
the patent in suit and that the clains are entitled to
the filing date of the priority application.

Novel ty

27. Docunent (I111-1) discloses on page 101 a MAb specific
for mature hTNF (CT in the patent in suit). It is
rel evant to novelty under Article 54(3)(4) EPC
providing the priority application, docunent(Illl-2),
di scl oses said MADb.

28. Docunent (111-2) provides the am no-acid sequence of
hTNF and of the DNA sequence encoding it as well as a
met hod for purifying rhTNF. A general protocol to
obtain a rhTNF clone is described on pages 7 to 10.
From page 10 to page 12, it is disclosed that rhTNF may
be expressed in a variety of fornms: mature, with the
presequence, as fused protein or reconbined with
natural or artificially synthesised DNA. There is no
mention in this general part of the description of
i sol ati ng MAbs agai nst rhTNF.

29. The nmethod for purifying rhTNF is exenplified on
page 20 starting with the expression vector phTNF-
| acUV5-1, the structure of which is only described by
reference to the Japanese patent application 59-115497.
As the latter application was not published until the
23 Decenber 1985, the skilled person had no way to
know, which of the rhTNF forns nentioned in the genera
part of the description was expressed fromthe
reconbi nant plasmd. Starting from page 22, the
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purification nethod is conpared wi th another nethod

whi ch involves "a colum of MAb". There is no
information at all provided on the MAb. It should, of
course, recognise an epitope present on the hTNF-Ili ke
substance nade from phTNF-1acUvs-1. This, however,

| eaves open the possibility that the MAb is directed to
an epitope which is not present on mature hTNF. The
situation is, thus, such that MAbs to mature hTNF are

not directly and unanbi guously disclosed in docunent

(I11-2). Accordingly, it is concluded that docunent
(I'1'1-1) as regards the MAb directed agai nst nmature hTNF
is not entitled to priority fromdocunent (lI11-2) and,

therefore, it is not detrinental to the novelty of
clains 1 and 2 of the patent in suit.

Docunent (1-3) was also cited in the context of
assessing novelty. It describes a nediator conposition
obtai ned frommnmals with cytotoxic activity and the
correspondi ng MAbs (page 6). As an exanple for such
nmedi ator, a protein conposition is obtained frommce
whi ch contains two proteins of 300,000 and

70,000 Daltons, respectively. There is no evidence that
t hese proteins which are of nurine origin would have
their equivalent in humans, | et alone would be hTNF.
Therefore, docunent (1-3) is not relevant to novelty.

No ot her docunents on file disclose hybridonmas or MAbs
to a cytotoxin as defined in clains 1 or 2. Novelty is
acknow edged.

| nventive step

The status of document (I1-19)
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Docunent (11-19) which discloses the cloning and
expression of hTNF in E. coli was published in the

20/ 27 Decenber 1984 issue of Nature. The appellants
argued that the nagazi ne was already avail able to the
public on 19 Decenber 1984 (i.e. on the day before the
priority date), on the basis of the information from
the Operations Editor of Nature namgazi ne that copies of
Nat ure coul d be obtained fromthe Nature office on the
afternoon of the day before the cover date. The board
finds that the evidence is not sufficient to establish
even that the particular 20/ 27 Decenber issue of Nature
was avail able to woul d-be purchasers at the publishers
of fice on 19 Decenber 1984. No records were kept, and
the evidence that |ibraries had received copies from
the printers by 20 Decenber 1984 does not go to show
that the publisher's office actually had copies
avai |l abl e on 19 Decenber. The appellants' case on pre-
publication of this docunent thus fails in |limne, and
it 1s not necessary to decide whether for publication
it woul d be necessary also to show that one nenber of
the public actually so obtained a copy on 19 Decenber
1984, which is the view the board would rather incline
to, because availability at a publisher's or printer's
appears to fall in a rather different category to

avai lability at a library (as in decision T 381/87, OJ
EPO 1990, 213) where the docunent can al ready be
considered in the public domain.

It is decided that docunment (11-19) published in the
20/ 27 Decenber 1984 issue of Nature cannot be taken

into account against clains entitled to the priority
dat e.

O her docunents:
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At the priority date, a nunber of docunents could be
found in the art which described the isolation of human
proteins which were identified as hTNF. Thus, docunent
(11-16) discloses a 70,000 MV hTNF on the basis of its
reactivity in the Met-sarcona assay. The identity of
this protein was |ater queried as its origin nmade it
nore likely to be a | ynphotoxin (see docunent (11-20),
page 724). Furthernore, docunment (I11-3) discloses
isolating fromthe sane cell line as used in the patent
in suit, a protein capable of inhibiting the growh of
L929 cells. SDS PAGE el ectrophoresis shows the

nol ecul ar of this protein (in nononeric form to be

48, 000 Daltons (page 10, exanple 6). There is no reason
to believe it would be the 17,500 £ 500 D hTNF.

Finally, docunent (11-17) discloses a protein of

nol ecul ar wei ght 34,000 Daltons and the raising of the
correspondi ng anti serum Figure 2 shows that this
antiserumis not able to prevent the cytotoxic effect
of a nonocyte preparation on A549 cells. This indicates
that the 34,000 Daltons cytotoxin does not contribute
to the gromh inhibition of these cells by nonocytes.
Doubt, thus, exists whether the 34,000 Daltons protein
iIs hTNF, as hTNF is cytotoxic to A549 cells (docunent
(11-25), page 6063).

The prior art does not disclose the purification of the
sane hTNF (CT) as in the patent in suit. Nor does it
give any hint that a different protein fromthe one it
descri bes would be the "real"™ hTNF, nor suggest ways of
i solating a desirable protein, the nmaking of which
woul d | ead in any obvious nmanner to the subject of the
present patent.
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The clains other than clainms 1 and 2, have not been
subject to attacks separate fromthose which the board
finds have failed against clains 1 and 2.

Accordingly, the presence of inventive step can be
acknow edged for the clains. The requirenents of
Article 56 EPC are fulfilled.

bility of amended clains on appeal

As stated above, the clains considered conply with the
requi renments of the European Patent Convention. The
amendnments nmade to the clains during appeal proceedings
are considered by the board as necessary and
appropriate to neet objections raised by the
appel | ant s.

The appel l ants have in particul ar objected that

claim?2, derived fromclaim3 as granted, does not
contain the limtation "which cytotoxin is recogni zed
and bound by the reference nonocl onal antibody produced
by the hybridoma cell line CNCM |-472 deposited with
the Institute Pasteur" introduced into granted claim 3
before the opposition division. However this claimwas
objected to on appeal. Wen it becanme clear that the
board's view on entitlenment to priority for the
deposited cell line differed fromthat of the
opposition division, it becane legitimate for the
respondents to attenpt to anend claim3 as granted in a
new way to neet the objections raised.
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For these reasons it is decided that:

1. The deci si on under appeal is set aside.

2. The case is remtted to the first instance with the
order to maintain the patent on the basis of the set of
cl ai rs headed Auxiliary Request 2A subnmitted on
February 2, 1999, and a description to be adapted.

The Regi strar: The Chai r man:

S. Hue R Gamaglia
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