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Summary of Facts and Subm ssi ons

3034.D

The appeal lies fromthe decision of the opposition

di vision of 27 April 1999 to reject the opposition and
mai ntain the patent as granted despite the objections
of lack of novelty (Article 54 EPC) and | ack of
inventive step (Article 56 EPC) raised by the opponent
against clains 3 to 6 and 8 to 11 for all contracting
states except ES and GR and clains 3 to 9 for ES and
GR Cains 3 and 5 read:

"3. An Infectious Bursal Di sease Virus vaccine
conprising inactivated Infectious Bursal D sease
Viruses, characterized in that the viruses are
derived froma mammalian cell line infected with
| nfecti ous Bursal Disease Viruses."

"5. An Infectious Bursal D sease Virus vaccine
according to claim4, characterized in that the
ape cell line is a Vero cell line."

and on a set of 10 clains for the designated states ES
and GR, clains 3 and 6 of which read:

"3. A nethod for the preparation of inactivated
| nf ecti ous Bursal Disease Virus inmunogenic
mat eri al conpri sing:
(a) culturing Infectious Bursal Disease Viruses on
a mamal i an cell [|ine,
(b) harvesting Infectious Bursal D sease Virus
antigen mass obtained under step (a), and
(c) inactivating the harvested antigen mass
obt ai ned under step (b)."

"6. A nethod according to claim5, characterized in
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that the ape cell line is a Vero cell line."

. The follow ng docunments are cited in the present
deci si on:

(1) US-4,530, 831

(2) D.H Jackwod et al., Avian D seases, 1987,
Vol . 31, No. 2, pages 370 to 375

(3) F.S.B. Kibenge et al., Avian Di seases, 1988,
Vol . 32, pages 298 to 303

(4) P.D. Lukert et al., Am J. Vet. Res., 1975,
Vol . 36, No. 4, pages 539 to 540

(14) V. Kardi et al., Acta Veterinaria Hungarica, 1988,
Vol . 36 (1-2), pages 123 to 134

(16) A. Zanella and R Marchi, Devel op. Biol.
Standard., 1981, Vol. 51, pages 19 to 32

(20) GC sSchild et al., Nature, 1983, Vol. 303
pages 706 to 709

(22) US- 4,525, 349

(23) US-4, 664, 912

(24) T.WF. Pay et al., Devel opnents in Biol ogical
St andar di zati on, 1983, Vol. 60, pages 171 to 174

(25) US- 3,228, 840

(26) FR-2.133.504
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(33) Conpendi um of Veterinary Products, Poultry
Edi tion, 1993

(34) Diseases of Poultry, 1984, 8th edition,
MS. Hofstad et al., editors, lowa State
University Press, Ames, |owa, USA

(35) Diseases of Poultry, 1991, 9th edition,
B.W Calnek et al, editors, Wl fe Publishing Ltd.

The appell ant, who did not contest the decision of the
opposition division on Article 54 EPC (statenent of
grounds of appeal of 6 Septenber 1999), first
criticized the conclusion of the opposition division,
according to which docunents (1), (2), (3), (4), (14)
and (16) defined a technical prejudice against the use
of manmmalian cell lines for grow ng Infectious Bursal

Di sease Virus (1BDV) to prepare inactivated |BDV

vacci nes. Further, considering docunent (1) as the

cl osest prior art, the appellant defined the problemto
be solved as the provision of an alternative production
system of |IBD viruses for the preparation of

i nactivated | BDV vacci nes deprived of the drawbacks
related to the use of animal cells/organs or
enbryonat ed eggs. The sol ution described in the patent
in suit, ie the use of a mammalian cell |ine, being
obvious in view of the teaching of docunents (1), (3),
(4), (14) and the common general know edge of the
skilled person (grounds of appeal of 6 Septenber 1999,
page 26) or even in view of docunent (14) al one

(i bidem page 27). These docunents taught that Vero
cells were used for growing IBD viruses w thout |oss of
antigenic properties and that a |ive vacci ne was
produced which was efficient when parenterally

adm ni stered. The appellant also cited docunents (22)
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to (26), disclosing the propagation of polio-, rabies,
Newcast| e Di sease and fow plague viruses on mammali an
cell lines to denonstrate that the use of such cel
lines was already well-known by the skilled person in
the field of vaccine preparation.

The respondent argued that docunent (1), the closest
prior art, actually taught away fromthe subject-matter
of the patent in suit, ie the use of mammualian cel
lines, since it particularly favoured the use of |BDV
culture systens of avian origin, so that the skilled
person woul d not see, as the appellant did, the
technical problemto be solved in relation to the
drawbacks of avian systens. The respondent defined said
problemslightly differently as being the provision of
an alternative propagation systemto produce |BDV
antigen material to be further processed into an

ef fi cacious inactivated | BDV vacci ne. The respondent
further stressed the difference between the concepts of
"antigenic nmass" and "infectious titer", the fornmer
governing the i muno-protective potency of an

i nactivated preparation and being relevant for the
ability of a preparation to induce an inmune response,
whereas the latter was nothing el se than a neasure of

t he amount of infectious particles as shown in
docunents (2) and (3), which, further, were not rel ated
to the production of vaccines. Docunent (4) described
an avirulent 1BD virus obtained after cultivation on
Vero cells, which was, however, not effective when
adm ni stered via the drinking water. Furthernore,
docunents (2) to (4) indicated that the replicative
cycle of IBDV in mammalian cell |ines was much | onger
than in culture systens of avian origin. As a
consequence, the skilled person would not have conbi ned
docunent (1) with docunents (2) to (4). The problemto
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be solved in docunent (14), ie the devel opnent of a
time and | abour-saving diagnostic nethod for nonitoring
I BD virus growt h during the process of vaccine
production, was unrelated to that of the patent in
suit, so that the skilled person woul d not have

conbi ned said docunent with docunent (1). Further,
docunent (14) did not define which type of vaccine
production was to be nonitored nor was the type of
culture system specifically disclosed and, although the
test sanple was derived froma culture on Vero cells,

t he met hod of document (14) was to be applied to cel

cul tures of chicken origin. In particular, docunent
(14) did not disclose an efficacious inactivated |BDV
vacci ne derived froma Vero cell |ine and confirnmed
that 1BDV vaccines were usually grown in cell cultures
of avian origin. As far as docunents (22) to (24) were
concerned, the respondent argued that they concerned
non-avi an (polio and rabies) viruses and a
transposition of this know edge to IBDV, ie an avian
virus, was not possible. The sane conclusion applied to
docunents (25) and (26), which disclosed the
cultivation of Newcastle D sease (NDV) and fow plague
viruses on mamual i an BHK 21 and/or IB-RS-2 cell |ines,
since said viruses, although fromavian origin, were
unrel ated to the I1BD virus. Furthernore, documents (4),
(25) and (26) were respectively published 13, 22 and 16
years before the priority date of the patent in suit,
so that it could be concluded that they had not
notivated the skilled person to use manmal i an cel

lines. On the contrary, docunents (33) to (35)
denonstrated that until the priority date of the patent
in suit, NDV and | BDV were propagated on culture
systens of avian origin for the production of vaccines,
so that the skilled person could be assuned not to have
experienced the alleged i nappropriateness of culture
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systens of avian origin evoked by the appellant for the
definition of the technical problemunderlying the
patent in suit. The respondent thus summarizing his

vi ew concl uded that there was no incentive in the prior
art for the skilled person pointing to the solution
described in the patent in suit.

The appel | ant requested that the decision under appeal
be set aside and the patent revoked. Oral proceedings

were requested in case the Board woul d not be prepared
to allow the request for revocation.

The respondent requested that the appeal be dism ssed.
No request for oral proceedings was submtted.

Reasons for the Deci sion

Article 54 EPC

The opposition division acknow edged novelty for the
subject-matter of the clainms as granted and the
appel | ant does not contest the decision of the first

i nstance on novelty (grounds of appeals of 6 Septenber
1999, page 1).

Article 56 EPC

3034.D

The patent in suit concerns both live and inactivated
| BDV vacci nes. The opposition was only directed to
clains 3 to 6, related to an inactivated | BDV vacci ne,
and to clains 8 to 11, concerned with a nethod for the
preparation of the inactivated vaccine, for all the
desi gnated states, except ES and GR, and to nethod
clainms 3 to 9 for ES and GR
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Clains 8 to 11

3034.D

The Board shares the opinion of the appellant, the
respondent and the opposition division and al so

consi ders docunent (1) as the closest prior art. This
docunent describes the preparation of live and

i nacti vated | BDV vaccines on the basis of IBDV strain
D78, also used in the patent in suit. Exanple Il of
docunent (1), concerned with a Iive |IBDV vaccine
indicates, as a preferred nethod for the propagation of
the virus, the cultivation on confluent nonol ayers of
chi cken enbryo fibroblast (colum 7, lines 10 to 16).
In colum 2, lines 63 to 64, the virus is also said to
be cultivated on SPF chicken eggs or in a cell culture
preferably fromavian tissue. Anong the alternative
cultivation nmethods cited in colum 7, lines 17 to 23

t he propagation of IBDV viruses on permanent cell |ines
(eg Vero-cells) is mentioned. Caim8, directed to an

i nproved nethod for the preparation of an inactivated

| BDV vacci ne envi sages the cultivation of |BDV on
newborn mce. Exanple IV, concerned with inactivated

| BDV vacci nes, states on columm 7, lines 42 to 46 that
t he propagation nmethod of the viruses for the
preparation of inactivated |BDV vaccines is the sanme as
described for the live IBDV vaccines. Thus the
cultivation on permanent manmmalian cell lines, such as
the Vero cell line, is also in the context of

i nacti vated | BDV vacci nes contenpl ated as an
alternative propagati on nethod. However, Exanple IV
does not specifically indicate which propagation nethod
has actually been used and there is no technical data
show ng that said propagation has been carried out on
manmmal i an cell lines such as the Vero cells. In

colum 3, lines 20 to 23 IBDV strain D78 is said to be
suitable to prepare an inactivated vaccine and to
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retain its immunogenicity after inactivation by
formal i ne, propiolactone or ethylene-imne. Polyval ent
vacci nes, in which D78 is associated with other avian
pat hogens, such as NDV virus, Infectious Bronchitis
virus, Reo- and/or Adeno-virus are al so contenpl ated
(colum 3, lines 35 to 40 and claim 3). However, as far
as an efficacious inactivated |IBDV vaccine with a
propagation of 1BD viruses on mammalian cell |ines such
as the Vero cells is concerned, the teaching of
docunent (1), in view of the disclosure of Exanple 1V,
nmust be consi dered as hypothetical.

Si nce docunent (1) is silent about possible drawbacks
of the propagation of IBD viruses in avian systens, the
obj ective technical problemto be solved in view of
docunent (1) cannot meke reference to said drawbacks
and nust be defined as the performance of the

hypot heti cal teachi ng.

The patent in suit shows in Exanples 3, 4, 8 and 9 that
this hypothetical teaching has been successfully
performed by the subject-matter of the clainms nentioned
above.

The two questions to be answered in view of Article 56
EPC are whether the skilled person would have been
pronpted to use the particular route involving a
propagation of the IBD virus on a manmalian cell |ine,
such as the Vero cell line, in order to prepare an

ef fi caci ous inactivated |BDV vacci ne and whet her he/she
woul d have considered said route as prom sing. In other
wor ds, woul d have the skilled person been notivated and
confident?

In the Board's judgenent, the teaching of docunent (1)
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woul d have pronpted the skilled person to use a
manmmal i an cell line to propagate the IBD virus in order
to further prepare an efficacious inactivated | BDV
vacci ne. Several reasons contribute to this opinion.
First of all, by indicating that the growth of |BD
viruses on confluent nonol ayers of chicken enbryo
fibroblasts is the preferabl e nethod, whereas the use
of manmalian cell lines is nentioned as an alternative
nmet hod, docunent (1) does not teach away from nethods
using manmal i an cell lines. Rather, the nmention of said
propagati on nethod as an alternative to the preferable
one shows that said nethod nust have sone kind of

val ue, since it has been considered by the authors of
docunent (1) worth to be cited as a nethod susceptible
to be used instead of the preferabl e nethod.
Furthernore, an incentive in favour of the propagation
of IBD viruses in mammalian cell lines can al so be
found in docunents (2) and (3). Document (3), for

i nstance, indicates that the proliferation systens of
avian origin produce low yield of virus (page 298,

right colum, |ast sentence) and, if the proliferative
cycle of the IBD virus is approximately tw ce as |ong
as in systens of avian origin, the yield obtained with
the Vero cell Iine may be 180 tines higher (page 301
and Table 1). In view of these advantages, docunent (3)
concludes that “...the use of such cells offers a

val uabl e culture system for propagating |BDV.”

(page 302). Docunent (2) nentions as advantages of the
mammal i an cell lines their infinite |ifespan, their
ease of use and the absence of extraneous avian viruses
(page 375, left columm). These advantages prevail, in

t he Board's judgenent, over the slightly |onger
proliferative cycle. Al though docunents (2) and (3) are
not primarily concerned with the preparation of |BDV
vacci nes, they nevertheless belong to the art which has
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to be taken into consideration by the skilled person
engaged in vaccine preparation, because they concern
t he propagation of IBD virus, ie the increase of the
virus titer, which, in fact, constitutes (one of) the
first step(s) in the preparation of a vaccine, as
illustrated by docunent (16) on page 23.

Therefore, in the Board's judgenent, the skilled person
woul d have been notivated by the disclosure of docunent
(1), considered alone or in conbination with the
teachi ng of any of the docunents (2) or (3), to
propagate the IBD virus on a manmalian cell |ine, such
as the Vero cell line.

The question whether the skilled person woul d have been
confident in preparing an efficacious inactivated | BDV
vacci ne after propagation of the IBDvirus in a
manmmal i an cell line remains to be answered. Docunent
(1) states in colum 3, lines 20 to 23, that D78, the

I BD virus strain used in docunent (1), retains its

i rmunogenicity after inactivation. Confirmation thereof
can be found in colum 2, lines 55 to 60, where

chi ckens and turkeys after vaccination with inactivated
antigen of D78 strain are said to produce precipitating
and neutralizing anti bodi es agai nst |BDV and are i nmmune
agai nst a subsequent IBDV infection. If D78 is still

i mmunogeni c after inactivation, this neans that the
step(s) before the inactivation has/have not introduced
any antigenic drift or loss in inmunogenicity.
Furthernore, since several propagation routes of |BD
virus are nmentioned in docunent (1) and this statenent
is made i ndependently of a reference to a particul ar
route, this inplies that a | oss of imunogenicity has
not to be expected with any of these propagation
routes. Therefore, the skilled person would have been
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confident in propagating IBD viruses in any of the
cultivation systenms nentioned in colum 7, lines 10 to
23, inter alia in manmmalian cell lines, such as the
Vero cells, to prepare an efficacious inactivated |BDV
vacci nes.

This teaching is contrary to the assunption of the
respondent, according to which the skilled person woul d
have reached a negative conclusion on the use of
manmal i an cell lines in view of docunment (4), which
states on page 539, right colum, that the avirul ent
Vero-cel | -adapted IBD virus is not efficaci ous when
given in drinking water, but has to be adm nistered
subcut aneously. This only shows that drinking water is
not a suitable adm nistration route for eliciting an

ef ficient imunol ogi cal response and does not
necessarily inply that an antigenic drift has occurred
after propagation of the IBD virus on manmal i an cel
lines such as the Vero cell line. This teaching goes
further against the technical prejudice seen by the
first instance in view of the teaching of docunent (3),
whi ch on page 302 indicates that studies are in
progress to exam ne the structural characteristics of
Ver o- propagat ed | BDV and of docunent (16), which states
on page 23, that the virus, after propagation still has
to be i Mmunogenic. In the Board' s judgenent, neither
docunent (3) nor docunent (16) may constitute a

techni cal prejudice, since they are, contrary to the
requirenents of the established case | aw of the boards
of appeal (cf Case Law of the Boards of Appeal of the
Eur opean patent O fice, 4th edition, 2001, pages 134 to
135), isolated publications only reflecting the opinion
of isolated persons and not a conmon opinion w dely
spread in the scientific community involved in the
field of vaccine preparation or virus propagation.
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Furthernore, they do not point in a concrete manner at
a difference between | BDV propagated on Vero cells and
those cultured in a system of avian origin.
Furthernore, if as suggested by docunment (1) (cf supra
paragraph 9) inactivated D78 strain can still induce an
i mmune response, then inactivated D78 strain nust still
be, as far as the i munogenicity and the structure of
the virus particles are concerned, simlar to D78
strain itself. In this context, the Board is rel uctant
to transpose the teaching of docunent (20) on the
antigenic drift of the influenza virus to the |IBD
virus, since both viruses are unrelated to each ot her.

It is true that documents (4), (25) and (26), which are
all concerned with the propagation of viruses (IBDV in
docunent (4), NDV in docunent (26) and foot-and-nouth
di sease, herpes sinplex, NDV, fowl plague, influenza A
viruses in docunent (25)) in mammalian cell |ines have
been published 13, 22 and 16 years before the priority
date of the patent in suit, but have not resulted in a
trend for cultivating viruses on mammalian cell |ines,
as shown by docunents (33) to (35). However, this
argunent i s besides the point, since they do not
constitute the relevant prior art used for reaching the
present decision. On the contrary, docunent (1), the

cl osest prior art, has been published two years before
the priority date of the patent in suit and the other
docunents, the teaching of which nmay be conbined with
that of docunment (1), ie documents (2) or (3), have

al so been published one and two years respectively
before the priority date.

The Board is thus convinced that the skilled person
woul d have been pronpted and confident in applying the
teachi ng of docunment (1) in case conbined with those of
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any of documents (2) or (3) in order to prepare an

ef ficacious inactivated | BDV vaccine according to a
process involving a propagation of said IBDV on a
manmal i an cell line, such as the Vero cell line, and
woul d have thus straightforwardly conme to the subject-
matter of clains 8 to 11 of the patent in suit which
are directed to a nethod for the preparation of

i nacti vated | BDV vacci nes conprising, besides said, in
vi ew of document (1), straightforward step of
cultivation of IBDV on a manmalian cell line (cf supra,
point 12), the steps of harvesting and inactivating

| BDV, which were at the priority date of the patent in
suit part of the basic conmon know edge of the skilled
person in the field of vaccine preparation. Clains 8 to
11 hence |l ack an inventive step and do not fulfil the
requirements of Article 56 EPC.

13. The concl usi ons nmenti oned above also apply to clains 3
to 9 for ES and &R

Articles 113 and 116 EPC

14. The appel |l ant had requested oral proceedings only in
t he case the Board woul d take an adverse position on
his request to revoke the patent in suit, whereas the
respondent had not made such a request. The present
decision is thus given w thout oral proceedings.

Or der

For these reasons it is decided that:

1. The deci sion under appeal is set aside.

3034.D Y A
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2. The patent is revoked.
The Regi strar: The Chai r wonman:
P. Crenona U. Ki nkel dey
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