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Summary of Facts and Subm ssi ons
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Eur opean patent No. 0 292 293 (application

No. 88 304 557.7) was granted on the basis of 5 clains.
The patent relates to a Newcastl e Di sease (ND) virus
vacci ne and a nethod for the application thereof.

| ndependent claim 1 as granted read as foll ows:

"1. A vaccine conposition for respiratory tract
application agai nst Newcastl e Di sease and containing a
live Newcastl e Disease Virus characterised in that the
conposition conprises a live inmmunogenic, |entogenic or
nmesogeni ¢ strain of Newcastle Disease virus in
conmbination with a liquid containing a mneral or
vegetabl e oil adjuvant carrier.”

Claims 2 to 5 were directed to specific enbodi nents of
t he vaccine of claiml.

Notice of opposition was filed by the appell ant
(opponent). Revocation of the patent in its entirety
was requested on the grounds of Article 100(a) EPC, ie
| ack of novelty (Article 54 EPC) and | ack of inventive
step (Article 56 EPC).

By its decision given orally and issued in witing on
29 January 1997, the opposition division maintained the
patent on the basis of clains 1 to 5 of the main
request submtted on 11 October 1996, of which claiml
had the format of a second/further veterinary use:

"1l. Use of a conposition conprising a |ive i munogenic,
| ent ogeni ¢ or nesogenic strain of Newcastle D sease
virus in conbination with a liquid containing a m neral
or vegetable oil adjuvant carrier for the manufacture



VI .

0617.D

- 2 - T 0372/ 97

of a vaccine conposition for respiratory tract
application agai nst Newcastle D sease.”

and clainms 2 to 5 were directed to specific enbodi nents
of the veterinary use according to claim 1.

O the docunents cited during the opposition
proceedi ngs, the following are referred to in the
present deci sion:

(1) GB-A-2 170 708;

(2) JP-A-52087221 and English translation thereof;

(3) Alan WH. et al., in "Newastle D sease Vacci nes,
their Production and Use", FAO Animal Production
and Health Series No. 10, Food and Agriculture
Organi zation of the United Nations, Rone,
pages 74-92 (1978);

(4) Bennejean G et al., Avian Pathology, vol. 7
pages 15-27 (1978).

The appellant filed a notice of appeal against this
decision and a Statenent of G ounds of Appeal. The
respondent (proprietor of the patent in suit) filed
counterargunents. On 22 Cctober 1999, the appell ant
subm tted further docunents, inter alia:

(10) GB-A-1, 408, 437;

(11) Spanoghe L. et al., Avian Pathol ogy, vol. 6,
pages 101-109 (1977).

Oral proceedings were held on 24 Novenber 1999.
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The appellant submitted in witing and at the oral
proceedi ngs essentially the follow ng argunents:

| nventive step

- The cl osest prior art was represented by docunent
(3) which described the general practice of
vacci nati ng young chi ckens agai nst ND virus by
application of live ND viruses via the respiratory
tract. It was stated in this docunent that this
vacci nation techni que gave the nost reliable
host's i mune response.

- Assuming that the problemto be solved by the
patent in suit in the light of this prior art
docunent were to provide a |ive ND vaccine for
application via the respiratory tract with
i mproved i mmunogeni ¢ properties (long-term
immunity), the solution proposed in claim1l of the
patent in suit (ie, adjuvating live ND virus
vaccines for respiratory tract application with a
m neral or vegetable oil) failed to solve this
probl em because Table 1 thereof was not concerned
with (and thus did not show) any inprovenent of
t he oil -adjuvated vacci ne over the one w thout
oil. Further, it was known that a single spray of
a non-oil-adjuvated |live ND virus vacci ne was
sufficient to confer a relatively |long-term
imunity on all young chi ckens vacci nated between
t he age of one and 10 days (see docunent (11)).
Docunent (3) also showed that spraying of a non-
oi | -adjuvated Iive ND virus vaccine induced both
hunoral cellular antibody response, in particular
| ocal antibody response. Thus, it was doubtful
that the addition of an oil adjuvant could further
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i nprove the host's immune response.

- Even by assuming that the clained oil-adjuvated
vacci ne achi eved sone i nprovenent of the inmmune
response over the one without oil, the skilled
person woul d have arrived at the solution proposed
inclaiml of the patent in suit wthout the
exercise of an inventive step in the light of the
foll owi ng facts:

- The skilled person was aware that a way for
i mproving vaccine immunity was the addition of
adj uvants. A series of docunents already disclosed
addition of adjuvants, in particular an oil, in
order to inprove the imune response to said
vacci nes.

Docunent (1) disclosed the use of a w o emul sion
as adjuvant in a live ND vaccine for application
via injection and taught the skilled person that
the addition of oil adjuvants in the context of
live vacci nes had no adverse effect such as
inhibition of the virus' replication. It was
stated that the latter exerted their adjuvating
effect via a depot function (slow rel ease effect)
when adm ni stered parenterally. However, they
could al so be used in a different pharmacol ogi cal
context such as the application via the
respiratory tract wi thout |oss of the adjuvating
capacity.

Docunent (2) disclosed the use of a mneral oil,
in the application of |live and inactivated
vaccines via the respiratory tract to inprove
immunity of poultry (page 3, third paragraph).

0617.D Y A
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Docunent (4) disclosed the conbined use of a live
ND vaccine applied via the respiratory tract and
oi | -adj uvated inactivated ND vacci ne.

Docunent (10) disclosed oil/water vaccines for
i mruni zi ng vertebrates including |ivestock by

inter alia a nasal spray technique.

The respondent submtted in witing and at the oral
proceedi ngs essentially the follow ng argunents:

Late filed docunents
- The docunents filed by the appellant on 22 Cct ober
1999 (see paragraph V supra) had to be

di sregar ded.

| nventive step

- Application of live ND vaccine via the respiratory

tract resulted mainly in hunoral antibody response
whi ch was of short duration. Therefore the problem
arose of providing a live ND virus vaccine for
application via the respiratory tract with

i nproved (long-tern) inmune response.

- Conpar ati ve Exanples A and B of the patent in suit

showed an inprovenent of the effect of the oil-
adj uvat ed vacci ne over the one's w thout oil.

- The application of a live ND virus vaccine with an

oil adjuvant to the respiratory tract of young

chi ckens was not suggested by any prior art
docunent. The skilled person would not have used
oi | adjuvants, which were known for injection, for
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application via the respiratory tract of a live
replicating virus in its natural site: there was
no need of a slow rel ease of the virus. There was
rather the possibility that the oil adjuvant m ght
have interfered with the virus absorption and

mul ti plication.

- Docunent (2) was mainly concerned with adding
surface active agents to vacci nes. Page 3 thereof
listed surface active agents and m neral and
vegetable oil were also included in this |ist
al t hough they did not exhibit any surface active
property. In order that the skilled person reading
docunent (2) arrived at the clained vaccine, (s)he
had to nmake a narrow sel ecti on anong a huge nunber
of conbi nati ons.

Rei mbur senent by the appellant of all the costs
incurred during the appeal proceedings

- The appel lant was a | arge conpany wth
consi derabl e resources. Forcing the respondent, a
smal | research conpany associated with a
uni versity, to go through nore rounds of witten
and oral proceedings before the EPO represented a
significant drain on his |imted resources. For
reasons of equity, the appellant had thus to bear
all the costs incurred by the respondent, in
accordance to Article 104(1) EPC.

The appel | ant requested that the decision under appeal
be set aside and that the European patent No. 0 292 293

be revoked.

The respondent requested as main request that the
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appeal be dism ssed, or that the decision under appeal
be set aside and that the patent be maintained on the
basis of the follow ng docunents filed on 22 Cctober
1999:

(a) clainse 1 to 5 as auxiliary request 1, or

(b) <clains 1 to 4 as auxiliary request 2.

The respondent further requested that all of its costs
incurred during the appeal be borne by the appell ant

for reasons of equity, in accordance with
Article 104(1) EPC.

Reasons for the Decision

1

The appeal is adm ssible

Late filed docunents

The respondent requests that the docunents filed by the
appel  ant on 22 COct ober 1999 (see paragraph V supra) be
di sregarded. However, the board observes that the
respondent took up these docunents and had the
opportunity to coment on their rel evance during both
the witten phase and the oral proceedings. The board
is thus not prepared to exclude these docunents from

t he present appeal proceedi ngs, having also regard to
the introduction by the respondent hinself of four new
references in response to the Statenment of G ounds of
Appeal (see point 1.31 of the respondent's subm ssion
of 12 Novenber 1997).

Mai n request

0617.D
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| nventive step (Article 56 EPC)

0617.D

The board agrees with the parties that docunent (3)
represents the closest prior art. This docunent

di scl oses the general practice of vaccinating young

chi ckens agai nst ND virus by application of [ive ND
viruses via the respiratory tract (see page 86, lines 9
to 11).

The problemthe patent in suit purports to solve is to
i nprove the Iive ND virus vacci ne known from docunent
(3) so as to obtain a long termhost's inmune response
t hereto upon adm nistration to young chickens via the
respiratory route. This is achieved according to the
claiml of the patent in suit by addition to the known
ND virus live vaccine of a mneral or vegetable oil as
adj uvant .

The appellant maintains that Table 1 of the patent in
suit does not show an inprovenent of the inmunogenic
properties of the clainmed vaccine adjuvated by neans of
a vegetable or mneral oil over the ones of the vaccine
devoid of said oil, inter alia because the experinents
of Table 1 do not conpare the effects of the oil-

adj uvated vaccine with those of the vaccine devoid of
said oil. However, in the board' s view, Conparative
Exanple A (see patent in suit, page 5) shows that the

| ocal inmune response of chickens imunized with the

oi | -adj uvated vaccine is twice as high than that of the
vaccine without oil (H antibody titres in the |ungs:

1: 56 versus 1:22 respectively). It is also stated in
Conparative Exanple B (page 5, lines 30 to 33) that
"One day old chicks were i muni zed with aqueous
solutions of lentogenic LaSota strain alone and with

| entogenic strain mxed with mneral oil. N nety



0617.D

-9 - T 0372/ 97

percent of the chicks inmunized intraocularly or by
spray with the LaSota strain alone died after
chal | enge”. This experinmental evidence thus
convincingly shows that chickens treated with the oil -
adj uvat ed vaccine according to claim1 of the patent in
suit devel op nore | ocal antibodies than the ones
treated with the vaccine without oil. Therefore, while
agreeing with the appellant that the non-oil-adjuvated
live ND virus vacci ne known form docunent (3) also

i nduces sone | ocal antibody response, the board notes
that the latter is clearly insufficient and/or of short
duration since 90% of the chickens treated with said
vacci ne without oil adjuvant die upon virus chall enge.
Thus, in view of the experinental results reported in
the patent in suit, it is reasonable to assune that
there is a correlation between, on the one hand, the
very high nortality upon virus challenge in the case of
both the adm nistration of the vaccine without oil (90%
nortality; see supra) and of non vacci nated control

chi ckens (100% nortality; see Table 1. 0% survival and
page 6, line 18: "All controls died"), and on the other
hand, the lack of a sufficient and/or |ong-Ilasting

| ocal secretory antibody response (see Conparative
Exanpl e A and Tables 2 and 3).

The appellant also maintains that a single spray of
non-oi |l -adjuvated |live ND virus vaccine of the prior
art is sufficient to confer a relatively |long-term
immunity and hence argues that the addition of an oi
adj uvant does not further inprove the host's imune
response. However, this subm ssion by the appellant is
contradicted by eg docunent (1) (see page 1, lines 22
to 23: "The immnity which results from vacci nati on of
animals with live vaccines is often very short |ived")
and docunent (3) (see page 91, first full paragraph),
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according to which two doses of the |ive vacci ne have
to be adm nistered in order to obtain |ong-term
imunity. Al these facts are in line with the
statenment nmade on page 104, second full paragraph of
docunent (11), according to which "local H -titres
waned and were not detectable 3-4 weeks after the spray
vacci nation".

In view of the above findings, the board is satisfied
that the use of claim1 of the patent in suit solves
t he probl em as set out supra.

The appellant al so argues that oils were w dely used as
adj uvants and that docunents (2) and (4) teach that
this type of adjuvant can be used to further inprove
the i munogenicity of live and inactivated vaccines for
sprayi ng chickens to protect themfrom poultry

di seases. However, the board is unable to unanbi guously
derive this teaching fromdocunent (2). It is stated in
docunent (2) (see English translation, paragraph

bri dgi ng pages 2 and 3) that about 15 pathogens
responsi ble for fow coryza, ND, Marek disease, fow
pox di sease, fow cerebrospinal inflammuation

i nfectious bronchitis, infectious laryngitis, fow

di phtheria, chronic respiratory di sease, synovitis,

Ri nder pest, brucella disease of cattle, sheep, goat and
swi ne, paratyphoid fever, influenza of horse,

i nfectious enterogastritis and bordetella infectious

di sease of swine can be conbatted by adm nistration of
a "preventive agent” orally, nasally or by injection (3
ways of adm nistration: see |ast paragraph of page 3)
in conbination with an enulsifier and optionally an

adj uvant selected from 7 adjuvants (including an oil)
listed in the third paragraph of page 3. Thus, docunent
(2) theoretically enbraces 15x3x7=315 possibilities. In
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t he board's view, the selection anong these 315
possibilities of the clainmed conbination (live NI oi

adj uvant/applied via the respiratory tract) in the hope
of solving the problemof significantly inproving the

i mmunogenicity of a ND |ive virus vaccine is not

obvi ous, nore so as the docunent mght not relate to
live vaccines in view of the statenment nmade on the top
of page 4: "The inventor is the first one who has tried
to adm ni ster the vaccines as a preventive agent,

except in the case of live virus vaccines". This
statenent is in keeping with all the Exanpl es of
docunent (2) relating to killed pathogens. As for
docunent (10), it is even less relevant than docunent
(2) because it relates to nmultiple oil-water enulsion
vacci nes intended for injection to donestic aninmals
such as cats, dogs, guinea pigs, pigs, sheep and
cattle. Not only is the inmmune systemof fow different
fromthat of mammalians, but nore inportantly, docunent
(10) relates to "antigenic material"™ rather than to
live viruses, let alone ND viruses. |In conclusion,
docunents (2) and (4) do not notivate the skilled
person to use an oil-adjuvant for further inproving the
i mmunogeni ¢ properties of a live ND virus vaccine to be
adm nistered to chickens via the respiratory tract.

The appel | ant argued that the skilled person has no
prejudice in using an oil adjuvant in conbination of a
live virus vaccine admnistered via the respiratory
tract, in the light of eg docunment (1). Although the

| atter docunent is concerned with parenteral injection,
it teaches that the addition of oil adjuvants in the
context of live vaccines inproves the host's imune
response and has no adverse effect such as inhibition
of the virus' replication. The board has thus to decide
whet her or not the skilled person woul d expect an
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i nprovenent in terns of immunity by adjuvating with an
oil the live ND virus vaccine applied via the
respiratory tract, ie to use the oil known to inprove
the live virus vaccine adm nistered parenterally, in a
di fferent pharnacol ogi cal context.

The pharmacol ogi cal context of an oil adjuvated |ive
virus vacci ne adm nistered parenterally can be depicted
as follows: (1) the live virus is normally not inits
environment of replication, (2) the oil's adjuvating
effect occurs inter alia through a depot function,
nanely a sl ow rel ease of the inmmunogen into the

bl oodstream (see docunent (1), bottom of page 1 and
docunent (4), page 16, line 4. "disperses antigen
slowy") and (3) the parenteral route of inmunization
achieves mainly a hunoral rather than |local immunity
(see docunent (1), page 2, line 45: "The inmmunity was
very high, as expressed by the circul ati ng anti body

| evel s"; docunment (2), page bottom of page 5: "the
increasing ratio of the H titre in blood" and docunent
(4), page 17: "Serological results").

If an oil is used as adjuvant with a live ND virus
vaccine applied via the respiratory tract, the skilled
person reasonably expects that: (1) the live virus is
inits environnent of replication; (2) the virus is
entrapped by the oil on the respiratory nucosae, and no
sl ow rel ease of the i mmunogen into the bl oodstream
occurs; (3) the host's |ocal imrune response increases
to the expense of the hunoral immune response. In
conclusion, the effects of an oil addition in the
respiratory node of application are expected by the
skilled person to be dianetrally opposite to those
achieved in the context of the parenteral node of
admnistration. It is thus unlikely that the skilled
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person, faced with the problem of inproving the host's
i mmune response of a live ND virus vacci ne adm ni stered
to respiratory tract, would use an oil as adjuvant.

9. Since the prior art does not conprise any pointer to
the solution proposed in the veterinary use of claim1,
it is the board' s conclusion that the subject-matter of
claim1l and dependent clainms 2 to 5 of the main request
satisfy the requirenents of Article 56 EPC. In view of
this, no need arises for the board to consider
auxiliary requests 1 or 2.

Request for a different apportionnent of costs incurred
(Article 104 EPC)

10. Pursuant to Article 99(1) EPC, any person, ie also a
| egal person constituting a big firm nmay give notice
to the EPO of opposition to a European patent granted;
and this person nmay subsequently | odge an appeal if it
is adversely affected by the ensuing decision of the
opposition division (Article 107 EPC). Filing a notice
of opposition and the subsequent | odging of a notice of
appeal can thus not be regarded as a procedural abuse
justifying a different apportionnent of costs incurred
within the meaning of Article 104(1) EPC. Consequently,
the respondent’'s request relating to a different
apportionment of costs incurred has to be refused.

Or der

For these reasons it is decided that:

1. The appeal is dism ssed.

0617.D
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2. The request relating to a different apportionnent of
costs incurred is refused.

The Regi strar: The Chai rwonman:

M Beer U. Ki nkel dey
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