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Summary of Facts and Subm ssi ons

2168. D

The appellant is proprietor of European patent

No. 0 399 843, which was granted in respect of European
pat ent application No. 90 305 744.6 with a first set of
32 clainms for all designated states, except ES and GR
and a second set of 30 clains for ES and GR

Respondent (opponent 02) and the party under

Article 107 EPC (former opponent 01, see paragraph Vil
below) originally filed oppositions against the grant
of the patent and requested that it be revoked in its
entirety pursuant to Article 100(a) and (b) EPC on the
grounds of |ack of novelty (Articles 52(1); 54 EPC)
and inventive step (Articles 52(1); 56 EPC) and

i nsufficiency of disclosure (Article 83 EPC). The
grounds of opposition were supported, inter alia, by
the follow ng citations:

(1) L. F. Wodard and R L. Jasman, "Stable oil-in-
wat er emrul sions: preparation and use as vacci ne
vehicles for lipophilic adjuvants", published in
Vacci ne, vol. 3, June 1985, pages 137 to 144,

(2) EP-A-0382 271,

(3) M Sing et al. "Parenteral Enulsions as Drug
Carrier Systens", published in J. Parenteral
Sci ence & Technol ogy, vol. 40, No. 1, 1986,
pages 34 to 40.

The patent was revoked pursuant to Article 102(1) EPC
by a decision of the opposition division posted on
22 August 1997. The deci sion was based on the main and
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auxi liary requests filed during the oral proceedings.
Each request included an anended set of 32 clains for
all designated states, except ES and GR, and an anended
set of 30 clains for ES and GR

The stated ground for the revocation of the patent was
that neither the main request nor the auxiliary request
i nvol ved an inventive step over citation (1). The
essence of the reasoning in the decision of the

opposi tion division was as foll ows:

Since the feature in claiml requiring that at | east
80% of the oil droplets were less than 0.5 pmin

di ameter was neither explicitly nor inmplicitly

di sclosed in any cited docunent, the clainmed subject-
matter in the patent in suit nmet the requirenent of
novel ty.

On the other hand, citation (1) disclosed the use of
stable oil-in water emnul sions as vaccine vehicles for
i pophilic adjuvants and taught that, when oil-in-water
enul sions were stable, the droplet-size was

consi derably reduced so that at |east some droplets
were in sub-mcron range. Since noreover the cited
docunent provi ded evidence that such oil-in-water
enmul sions per se had a significant intrinsic adjuvant
activity, the skilled person would have reasonably
expected the clainmed enulsions to exhibit the sane
significant intrinsic activity.

Citation (1) admttedly did not disclose that in stable
emul sions 80% of the oil droplets were less than 0.5 pum
in dianmeter. However, no reasonabl e argunent or

evi dence was provided to show that this distinguishing
feature was unexpectedly associated with sone inproved
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effects or properties of the clainmed vacci ne adjuvant
conpositions or the claimed conpl ete vaccine
conpositions thensel ves.

The appellant filed an appeal against this decision.
The statement of grounds for the appeal was
acconpani ed, inter alia, by the follow ng docunent:

(4) L. F. Wodard, “Adjuvant activity of Water-
| nsol ubl e Surfactants”, published in Laboratory
Ani mal Sci ence, vol.39, No. 3, May 1989, pages 222
to 225.

In their observations on the grounds of appeal the
respondent and forner opponent 01 referred, inter alia,
to the follow ng citations:

(5) EP-A-0 315 153

(6) C. Washington et al., "The production of
parenteral feeding enulsions by Mcrofluidizer",
published in Int. J. Pharmaceutics, 44, 1988,
pages 169 to 176.

By a faxed letter dated 10 July 2000 fornmer opponent O1
wi thdrew its opposition.

I n advance of the oral proceedi ngs schedul ed for

16 August 2000, the appellant filed on 14 July 2000 a
new mai n request and four auxiliary requests and
cancelled all previously filed requests. Each newy
filed request included a set of clains for ES and GR
and a set of clainms for the other designated states.

At the beginning of the oral proceedings, the board
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drew the appellant's attention to the disclainer in
amended claim 27 of the main request, the first and
second auxiliary requests for all designated states,
except ES and GR, and in the correspondi ng anended
claim 18 of both the third and fourth auxiliary
requests. In the board's judgnent, the disclainmer in
guestion, which was anended so as to read :"wherein
sai d conposition does not include a block polyner or an
antigen", was worded in such a way as to extend the
protection conferred by the clains as granted contrary
to Article 123(3) EPC

Further, the board indicated that the range of the
amount of the enul sifying agent specified in claim1l of
the first and second auxiliary requests for ES and GR
was i nconsistent with the correspondi ng ranges given in
claiml1l of the first and second auxiliary requests
respectively for the other designated states.

As a consequence of these objections, the appell ant
submtted in substitution for all previously filed
requests a revised main request and revised auxiliary
requests 1 to 4, wherein the wording "or an antigen" in
t he di scl ai mer had been del eted and wherein the above-
nmenti oned i nconsi stenci es had been renoved.

Each request included a set of clains for ES and GR and
a separate set of clains for the other designated
states. Independent clains 1 and 28 of the main request
for the designated states, except ES and GR, read as
fol |l ows:

"1. A process for the production of a vaccine
conposition, conprising the steps of adding an
i mmunost i nul ati ng amount of an antigen to an
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i mmunost i nul ati ng amount of an adjuvant fornulation,
sai d adjuvant fornulation conprising:

(1) 0.5 to 15% by volune of a netabolizable oil and

(2) 0.02 to 2.5% by weight of an enul sifying agent,

wherein said oil and said enul sifying agent are present
in the formof an oil-in-water enulsion having oi

dropl ets wherein at | east 80% by nunber of said oil
droplets are less than 0.5 pumin dianeter, wherein said
conposi tion does not include a block copol yner and
wherein said antigen is added to sai d adjuvant

formul ation after the preparation of said adjuvant
formul ati on.

28. A vaccine conposition obtainable by a process
according to any one of clainms 1 to 26."

The appellant's argunents submtted in witing and
during the oral proceedings can be sunmari sed as
fol |l ows:

The independent clains of all newly filed requests were
novel over the prior art submtted in the course of the
opposi tion and opposition appeal proceedings.

The information in Table 7 of (1) concerning the
preparation of a vaccine wherein BSA and avridi ne were
added to the saline phase of an intralipid 10% soybean
oi | emul sion were inadequate for reproducing the
experinment precisely and, for that reason, for

determ ning the precise percentages of the various
conponents and particularly the dianmeter of the oi
dropl ets. Al though the respondent had asserted that



2168. D

- 6 - T 1071/ 97

intralipid 10% was a comrercially avail abl e product the
formul ati on of which had not been changed over the
years, the conflict of evidence in citations (3) and
(6) regarding the droplet size could only nmake sense if
intralipid 10% was a vari abl e product.

Citation (1) did not provide a direct and unanbi guous
teaching of a process involving adding an antigen to

t he aqueous phase of an oil-in-water emulsion with a
dropl et size of substantially less than 0.5 pum
containing 0.02 to 2.5% by weight of an enul sifying
agent. The second auxiliary request additionally

di stingui shed the clai ned vacci ne conposition fromthe
prior art of (1) by limting the enmulsifier to 1% by
wei ght maxi num

The ranges of oil and enulsifier specified in the
present requests were not disclosed in citation (2)
either, nor did (2) teach that substantially all the
droplets had a particle size of less than 0.5 um

As far as inventive step was concerned, the teaching of
(1) was contrary to the clainmed invention. Thus (1)
taught that stable enulsions were required and this was
achieved with a 1:1 oil/enulsifier ratio. The present

i nvention on the other hand enployed relatively | ow

| evel s of emulsifier.

Mor eover, (1) taught that the antigen nust be added to
the internal oil phase, whilst the clained invention
required the antigen to be placed in the external
aqueous phase.

Further, (1) did not disclose the significance of
dropl et size for adjuvanticity. The opposed patent
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denonstrated the advantages of reducing droplet size to
t he sub-m cron range. The effects of reduced dropl et
size were particularly evident in | arge mamal s.
However, (1) focussed on mce only, so this surprising
effect could not have been foreseen in any way.

Citation (5) provided the skilled person with the
teaching that the use of a block co-polyner as the
emul si fyi ng agent was i ndi spensabl e for obtaining

adj uvant systens and vacci ne conpositions on the basis
of oil-in-water emul sions with a sub-m cron dropl et

si ze and good adjuvanticity and i rmunogenicity. Hence,
the person skilled in the art had no reason to renove
t he bl ock co-polyner. For the skilled person it was
therefore not possible to predict what woul d be the
result if one were to attenpt to omt the block co-
pol ynmer from the adjuvant and vacci ne conpositions

di sclosed in (5).

The respondent disagreed, relying essentially on the
foll owi ng argunents:

Citation (1) disclosed also vaccines which were
produced by first manufacturing the emul sion and,
secondly, by adm xing the antigen. |Indeed the
intralipid soybean ermul sion 10% wth the BSA added to
t he external phase, was one of the npbst potent vacci nes
produced in (1) and had a particle size of |less than
0.5 pm Thus clainms 1 and 28 were not novel over (1).

The teaching of (2) specifically disclosed a process
for maki ng a vaccine conprising the manufacture of a
sub-m cron oil-in-water enul sion, conprising a

nmet abol i sable oil and enulsifier, followed by the
addition of antigen. Citation (2) was therefore also
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novel ty-destroyi ng under Article 54(3) EPC.

Citation (5) described nmethods of producing a vaccine
conposition conprising manufacturing an oil-in-water
emul sion, conprising a block co-polynmer and wherein the
droplet size was less than 0.5 um and subsequently

m xing the antigen with oil-in-water emulsion, prior to
adm ni stration. There were growi ng concerns in the art
about the reactogenicity and toxicity of block co-

pol ymers. Thus it would be obvious for a person skilled
inthe art to find an alternative enulsifier. The
skill ed person woul d have known that other sorts of

enul sifiers referred to in the patent in suit could
readily be substituted for the block co-polyners used
in (5). For exanple, MIP-PE (N-acetyl nuranyl-L-alanyl -
D-i sogl ut am nyl - L- al ani ne-2-[ 1, 2-di pal m t oyl - sn-

gl ycer o- 3- (hydr oxyphosphor yl oxy) ] et hyl am de, whi ch was
used in all the exanples of the contested patent, was
an attractive candidate to replace the bl ock co-pol yner
because of its well known adjuvant activity and

si mul t aneous enul sifying properties rendered by the
phosphat i dyl et hanol am ne tail.

Article 83 EPC required the application to disclose the
invention in a manner sufficiently clear and conpl ete
for it to enable the invention to be perforned by a
person skilled in the art in the whole range cl ai ned.
In order for the description to be sufficient in
relation to the clained subject-matter, the person
skilled in the art should be able to nmake any sub-

m cron netabolisable oil emulsion and mx it with the
antigen to get a good vaccine. This was not the case in
the contested patent.

The appel | ant requests that the decision under appeal
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be set aside and the patent naintained in amended form
on the basis of the main request or one of the
auxiliary requests 1 to 4.

The respondent requests that the appeal be di sm ssed.

Reasons for the Deci sion

1. The appeal is adm ssible.

Mai n request; auxiliary requests 1 to 4. admssibility

2. The first question to be decided in relation to the
anmended sets of clains in the main request and
auxiliary requests 1 to 4 is whether such alternative
set of clains should be admtted for consideration in
this appeal .

2.1 As is apparent from paragraphs VII1 and I X supra, al
five sets of clains formng the present main and the
auxiliary requests 1 to 4 were in fact filed about one
nmont h before the date set for oral proceedings and were
subsequent |y anended during oral proceedings. Hence,
the filing date of the present requests is:

- nore than two years and six nonths after the
statement of grounds of appeal (12 January 1998)
was fil ed;

- nore than twenty nonths after the observations
(7 Septenber 1998) of forner opponent 01 on the

grounds of appeal were filed; and

- about eighteen nonths after the observations

2168. D Y A



2.2

2168. D

- 10 - T 1071/ 97

(18 Novenber 1998) of respondent (opponent 02) on
t he grounds of appeal were filed.

Al'l these requests were accordingly filed late. The
clainms of each of the requests on file differ in
various aspects and, noreover, to differing extents
fromthose considered at first instance and fromthose
which were filed with the grounds of appeal.

In relation to appeal proceedings, the normal rule is
as follows: if an appellant wi shes that the
allowability of one or nore alternative sets of clains,
which differ in subject-matter fromthose considered at
first instance, to be considered by the board when

deci ding on the appeal, such alternative sets of clains
should be filed with the grounds of appeal, or as soon
as possible thereafter. Wen deciding on an appeal
during oral proceedings, the board, making use of its
di scretional power according to Article 111(1) EPC, may
di sregard alternative clainms which have been filed at a
| ate stage if such clains relate to subject-matter

whi ch has not been nade available to the departnent of
first instance for proper consideration.

The above principles are in accordance with

Article 11(1) and (3) of the Rules of Procedure of the
Boards of Appeal (RPBA) and were set out clearly and
concisely in the "CGuidance for parties to appeal
proceedi ngs", issued by the EPO and published in the
Oficial Journal (QJ EPO 1996, 342). These statenents
refer specifically to the subm ssion of anendnents, but
are clearly applicable to the subm ssion of alternative
sets of clains by auxiliary requests. An auxiliary
request is a request for amendnent which is contingent
upon the main request being held to be unall owabl e.
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The adm ssibility of all late-filed requests is subject
to the general principle applied in case T 153/85 (QJ
EPO 1988, 1) to the facts of that case. This principle,
namely that it is for the public good that |egal
conflicts be brought to an early close ("expedit rei
publicae ut sit finis litium), is a |legal maxi mthat
is said to belong to the laws of all countries (Black's
Law Dictionary; 6th Edition). Decision T 153/85 was
nmerely a specific application, pursuant to Article 125
EPC, of the above maximin that it provided guidelines
for the admssibility of late-filed requests: the board
may justifiably consider late-filed requests to be

i nadm ssible, if the anendnments incorporated into the
clainms of these requests are such that a decision on
the allowability of the alternative clainms cannot be
arrived at, at the end of oral proceedings, causing the
final decision itself to be reserved although the
appeal is closed (cf. continuation of the appeal in
witing or referral to the departnent of first instance
for consideration of subject-matter introduced into the
clainms for the first tine at the appeal stage). At a

| ate stage all the accunmul ated objections under the EPC
nmust be taken into account, when the board reaches a
decision on the adm ssibility of the alternative

cl ai ns.

In the present case, the main request is essentially
based on the first auxiliary request filed with the
grounds of appeal but specifies in claim11 the range of
per cent ages of netabolisable oil (0.5 to 15% by vol une)
and enul sifying agent (0.02%to 2.5% by weight) in the
adjuvant formulation. In addition, the oil droplet

di anet er has been decreased to 0.5 um The definition
of the adjuvant conposition in claim27 has been
simlarly anmended.
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The first auxiliary request consists of the above main
request, with claim1 further limted by a disclainer
to exclude BSA as the antigen.

The second auxiliary request consists of the above nmain
request with claim1l further limted to specify a
narrower percentage of emnulsifier present in the

adj uvant formulation (0.05%to 1% by wei ght).

It follows fromthe above that the main, first and
second auxiliary requests essentially differ fromthe
first auxiliary request filed with the grounds of
appeal by a restriction of the clains to narrower
ranges of percentages of netabolisable oil and

emul sifying agent and a further limtation of the

maxi mum oi |l droplet dianeter. Apart fromthe fact that
narrower ranges were already clained in dependent
claims 6 and 9 of the application as filed, the
amendnent s nenti oned above do not change the particul ar
pur pose and character of the clainmed invention as set
out in the application as filed and, therefore, did not
prevent the present case from being ready for the final
decision at the conclusion of the oral proceedings. In
t he circunstances of the case, the board decided during
the oral proceedings to admt for consideration the
mai n, first and second auxiliary requests.

On the other hand, the third auxiliary request has been
anmended by specifying that the nmetabolizable oil is
fish oil and the emul sifying agent is a pol yoxyethyl ene
sorbitan nmono-, di- or triester and/or a sorbitan
nmono-, di- or triester.

Simlarly, the fourth auxiliary request limts the
clainms to a specific adjuvant formulation conprising 5%



2168. D

- 13 - T 1071/ 97

by vol une of squal ene and 1% by wei ght of Tween 80
and/ or Span 85.

The di scovery at the core of the clained invention is
said in the application as filed to be the finding that
oi l -in-water enul sions of small average droplet size
exhibit in general high adjuvant activity, to the
extent that such emul sions al one may be used as the
active adjuvant conponent of antigenic conpositions for
the treatnment or prophylaxis of infection with

pat hogens. The antigenicity of the clainmed adjuvant
conpositions is said to be primarily dependent on the
dropl et size, while the individual conponents of said
conpositions were already well-known in the art for use
as conponents of vaccine adjuvant conpositions (see eg
page 5, lines 10 to 34).

Conpared with the invention as disclosed in the
application as filed and clainmed in the patent as
granted, the gist of the invention was shifted in the
third and fourth auxiliary requests in a different
direction. The essence of the invention set out in

t hese requests appears to reside in the selection, from
t he various options disclosed in the state of the art,
of a specific, possibly advantageous sort of

net abol i sabl e oil on the one hand, and a specific,

possi bly beneficial sort of enulsifier on the other,
and in their particular conbination to increase

concei vably the immunogenicity of the vaccine
conposition. A selection invention of this scope was
neither clainmed in the application as filed nor in the
patent as granted and was therefore never subject to
exam nation by the departnents of first instance during
exam nation or opposition proceedings. Thus, if the
third or fourth auxiliary request had been admtted
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into the proceedi ngs, the consequence woul d necessarily
have been continuation of the appeal in witing or
referral of the case to the departnent of first
instance for further prosecution, in order to conply
with the respondent's rights set out in Article 113(1)
EPC and to give the parties an opportunity to have
considered all the inportant elenents of the case by
two instances, as provided for in the EPC.

In the present case, having regard to what is set out
above, the board rejects the appellant's third and
fourth auxiliary requests, in view of the fact that
they were filed only one nonth before the oral

proceedi ngs, w thout any proper justification for such
late filing; and also in view of the board' s finding,
menti oned above, that these requests anount to fresh
cases which were not avail able as such to the
departnent of first instance for proper consideration.

The appellant's argunent that the third and fourth
auxiliary requests were filed in reply to new evidence
submtted by the respondents at the appeal stage, so
that their rejection would unjustifiably di sadvant age

t he appellant, is unsound. In the circunstances of the
present case the appellant had anple tinme before the
first instance and during the appeal proceedings to
consider and fornulate the full range of clains that it
m ght have desired, well prior to the oral hearing (see
point 2.1 above).

Mai n request; first and second auxiliary requests:
al l owabi lity of anmendnents:

The anmendnents, which have been incorporated during
opposi tion and opposition appeal proceedings into the
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clainms of the main and the second auxiliary requests
for the designated states, except ES and GR, are
adequately supported by the originally filed docunents
as required by Article 123(2) EPC. The sane applies to
t he consequentially anended clains of the main and the
second auxiliary requests for ES and GR

Wth reference to the wording of the disclainmer in
claims 1 and 27 of both the main and the second

auxi liary requests, the respondent (opponent 02)
objected for the first tinme during oral proceedi ngs
before the board under the terns of Article 123(2) EPC
to the validity of these requests.

Since this disclainer remai ned unchanged during

opposi tion and opposition appeal proceedings and the
amendnents to the clains, which were introduced in the
course of these proceedings, are clearly allowable
under the ternms of Article 123(2) EPC and have,
noreover, no effect at all on the scope and neani ng of
t he di sclainmer, the board takes, in the circunstances
of the case, the view that the objection to the

di sclaimer represents in fact the introduction of a
fresh ground of opposition (Article 100(c) EPC), which
could not be considered for the first time during oral
proceedi ngs before the board, w thout the appellant's
agreenent (see G 10/91 (QJ EPO 1993, 420, especially
Reasons, point 18). Since the appellant (patentee) did
not agree, this fresh ground for opposition could not
be introduced into the proceedings either by the
respondent or by the board of appeal of its own notion.

Unli ke the anmendnent of the disclainer in the nmain and
second auxiliary requests, the first auxiliary request
has further been anended by the insertion of an
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addi tional disclainmer at the appeal stage to exclude
bovi ne serum al bum n (BSA) as the antigen fromthe
vacci ne conpositions according to clains 1 and 28.

According to the established jurisprudence and practice
of the boards of appeal, excluding protection for part
of the subject-matter of the clainmed invention as
covered by the application as filed or the patent as
granted by disclaimng a certain anticipation in the
state of the art, which is not referred to in the
originally filed docunents, is acceptable under the
terns of Article 123(2) EPC only if the follow ng
conditions are net:

(1) the subject-matter disclained nust be precisely
defined and strictly limted to the actual scope
of the anticipation, and

(ii1) said anticipation nust be a so-called "chance
anticipation”, which nmeans that it would be
regarded as accidentally falling within the terns
of the claim(s) of the application or the patent
in question (see eg T 917/94 of 28 Cctober 1999,
especi ally Reasons, point 4; T 863/96 of 2 Apri
1999, especially Reasons, point 3.2; T 13/97 of
2 Novenber 1999, especially Reasons, points 2 and
3).

Condition (ii) specifically refers to cases where the

anticipation is of a chance nature in that what is

di sclosed in the prior docunent could accidentally fal
within the wording of the claim's) of the application

or the patent to be assessed for novelty w thout there
being a comon or related technical field, or a common

techni cal problemor solution. In other words, the
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prior docunment nust formpart of an entirely renote and
unrel ated state of the art which the skilled person,
faced with the assessnent of inventive step, would
normal |y never take into consideration. In each case, a
particularly careful conparison has to be nade between
what can fairly be considered to fall within the
wordi ng of the claim's) and what is effectively shown
in the docunent.

When carrying out the conparison in the present case it
is found that the relevant disclosure in citation (1)
relates to stable oil-in-water enul sions, their
preparation and use as vacci ne adjuvants and conpl ete
vacci ne conpositions and, accordingly, to exactly the
sane technical field solving exactly the sane techni cal
probl em as the clainmed invention. Mre specifically,
the particular anticipation, which is intended to be
excluded fromprotection in claiml of the first
auxiliary request by disclaimng the use of BSA as an
antigen, relates to a known vacci ne conposition
conprising an oil-in-water emnulsion of sub-mcron
dropl et size as the adjuvant. That vaccine is disclosed
in (1) by the nethod of its preparation ("Antigen (BSA)
and avridine were shaken into Intralipid, a 10% soybean
oil emulsion" - see (1), page 138, right-hand col um:
"Experiment 2", lines 5 to 6) and by its conposition
and its anti body response to BSA ("Intralipid soybean
oil emulsion (10%: BSA and avridi ne added to saline
phase, ELI SA absorbance: 0.842" - see page 142,

Table 7).

Since, as shown above, the state of the art referred to
incitation (1) is highly relevant to the clained

subject-matter in the patent in suit, condition (ii) is
clearly not net. Accordingly, the disclainmer excluding
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BSA is not allowable within the franmework of
Article 123(2) EPC and, consequently, the first
auxiliary request as a whole is not acceptable.

Mai n request and second auxiliary request: novelty (item4);
the closest state of the art (itemb5); the problemand the
solution (item 6);

4. In their witten subm ssions and during oral
proceedi ngs, the respondent and former opponent 01
di sputed the novelty of the vacci ne conposition
according to claim 28, the process for its preparation
according to claim1 and the adjuvant conposition of
claim 27 of both the main and secondary auxiliary
requests over the state of the art disclosed in either
citation (1) or (2).

4.1 The feature in claiml, requiring that the clained
vacci ne conposition be produced by adding the antigen
to the adjuvant fornulation after the preparation of
sai d adjuvant fornul ation, excludes a priori fromthe
scope of present claiml the preparation of all the
vacci ne conpositions disclosed in (1), except the one
wherein BSA and avridine are added to the saline phase
of an intralipid 10% soybean oil enulsion (see (1):
page 138, right-hand colum: "Experinent 2", lines 5to
6 referring to page 142, Table 7).

4.2 The supplier of intralipid 10%is said in (1) to be
Cutter Laboratories, Fairfield, NJ, USA. The exact
conposition and oil droplet size of intralipidis,
however, nowhere disclosed in citation (1), which was

2168. D Y A
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publ i shed in June 1985. For conpletion of the m ssing
specification of the intralipid 10%enulsion in (1),
the reader was referred in the witten subm ssions and
during oral proceedings to citations (3), published in
February 1986, and (6), published in 1988.

The disclosure of (3) and (6) is consistent inasnuch as
both these docunents refer to a proportion of 10%
soybean oil as the netabolisable oil in the intralipid
enmul sion and a proportion of 1.2%egg lecithin as the
enmul sifying agent (see (3), Table I, point 6; (6),

page 141, left-hand col um).

There appears, however, to exist a substanti al

i nconsi stency between (1) on the one hand, and (3) and
(6) on the other, as far as the supplier of the product
intralipid 10%[no supplier is identified in (3);

Hospi tal Pharnmacy, Queen's Medical Center, Nottingham
is the supplier in (6)] and, in particular, the exact
oil droplet size of the this product are concerned.

Al t hough the disclosures in cited docunents (3) and (6)
relating to the oil droplet size of intralipid 10% were
extensively discussed during oral proceedings and there
was general agreenent that intralipid 10% as described
in (3) and (6), was indeed a sub-mcron oil droplet

emul sion, the respondent and forner opponent 01, in
their witten and oral subm ssions, were unable to
provi de cl ear and unequi vocal evidence that

(i) the product intralipid 10%referred to in the
| at er published docunents (3) or (6) was in fact
identical with the product used for the
preparation of the vaccine conposition disclosed
in (1); and that
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(i1) the product intralipid referred to in (3) or (6)
does indeed neet the requirenent that "at | east
80% of the oil droplets are less than 0.5 pmin
di aneter, as stipulated for the vaccine
conpositions in independent clains 1 and 28 of the
patent in suit.

Having regard to the foregoing, forner opponent 01 and
t he respondent, who as the opponents have the onus of
proof, failed, in the board s judgnment, to provide
sufficient evidence that all the technical features of
present clainms 1 and 28 could be inferred directly and
unequi vocally fromthe disclosure of (1) in the |ight
of the information provided in (3) and (6).

An adj uvant conposition conbining all the technical
features of independent claim27 [which is of identical
scope in the main and second auxiliary requests], that
is to say an oil-in water enulsion conprising

(1) 1 to 15% by volune of a netabolisable oil,

(2) 0.02 to 1% by weight of an enul sifying agent and

(3) wherein at |east 80% by nunber of the oil droplets
are smaller in dianeter than 0.5 pumin dianeter

is |likew se not described in citation (1). There is no
di sclosure in (1) [or in any of the declarations
relating to the prior art of (1), which have been
submtted in the course of the proceedings] of an oil -
in-water emulsion with a concentration of enulsifier
(70: 30 Tween 80/ Span 80) of 1% by weight or |ess (see
Tables 2, 3, 6, 7), wherein at |east 80% by nunber of
the oil droplets are snmaller in dianmeter than 0.5 pum
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As is already apparent fromthe observations in
foregoing points 4.2 and 4.3 the disclosure of (3) or
that of (6) does not anticipate all the technical
features of claim 27 either

Referring now to citation (2), the statenent on page 5,
lines 5to 9, was cited by the respondent under
Article 54(3) EPC agai nst the novelty of independent
claims 1 and 28. Apart fromthe fact that neither the
particul ar range of the proportion of netabolisable oi
nor that of the emulsifying agent, as specified in
claiml of both the main and the second auxiliary
requests, can be derived from(2), the general

di sclosure in (2) referring to the rather broadly
defined particle size as being "preferably smaller than
20 pm and nore particularly smaller than 1 uym" (see
page 5, lines 8 to 9) does not, in the board's

j udgment, anticipate the nore specific feature in
claim1l1 requiring that 80% by nunber of the oi

droplets be less than 0.5 pmin dianeter.

In view of the above observations, the board concl udes
that the cited state of the art does not contain
sufficient information to enable the person skilled in
the art to derive the subject-matter of the main or the
secondary auxiliary requests fromit directly and
unanbi guously, including any features inplicit therein.
Accordingly, novelty within the neaning of

Article 54(1) EPC is acknow edged.

For an objective assessnent of inventive step, it is
est abl i shed EPO practice to determ ne the cl osest prior

art to the invention, as clained in the broadest claim

Claim 28 of both the main and the second auxiliary
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requests is directed to "a vacci ne conposition
obt ai nabl e by a process according to any of clains 1 to
26" and is therefore considered to be the broadest
claimon file, as it covers the product per se of the
process of claim1.

Thus, having regard to the requests as anended at the
appeal stage, on the one hand, and the state of the art
known fromthe docunents avail able in the proceedi ngs
on the other, it has to be decided, in the board's

j udgment, whether citation (1), relied on by the
opposition division in the decision under appeal as the
cl osest state of the art, or citation (5), already
cited in the application as filed (see page 17, |ines
9-16) and referred to in the appeal proceedi ngs, cones
closer to the clained subject-matter of the patent in
Sui t.

Citation (5) describes, inter alia, a process for
prepari ng a vacci ne conposition conprising the steps of

(i) preparing an inmunopotentiating amount of an oil -
i n-wat er adjuvant enul sion by cycling said
emul sion through a M crofluidizerRfabout 2-10
times, until the particle size reaches the desired
| evel , preferably a dianeter |ess than 800nm
preferably | ess than 300nm (0.3 un), nost
preferably | ess than 200nm (0.2 um, followed by

(ii1) adding an inmmnostinul ati ng amount of an antigen
to said adjuvant emnul sion after the preparation of
sai d adjuvant enul sion (see especially page 10,
lines 39 to 44).

In a particularly preferred enbodi ment the particul ar
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adjuvant formulation is used in (5) in the formof an
oi | -in-water emnul sion conprising

1- 10% of squal ane or squal ene as the netabolizable oil,
1-10% of Pl uronick (a |inear pol yoxypropyl ene-

pol yoxyet hyl ene (POP-POE) bl ock-copol yner) and

0. 2% Tween® as the enul sifying agents,

i sotonic buffered saline as the continuous phase,

0. 00001- 10% N- acet yl nuranyl - L-t hreonyl - D-i sogl ut am ne
as a separate i munostinul ati ng agent,

wherein substantially all of the oil droplets have a

di anmeter |ess than 800nm preferably | ess than 300nm
(see especially page 5, lines 20 to 25).

Further, citation (5) refers to a nmethod for inducing
an i nmune response in any animal having an inmune
system conprising adm ni stering a vaccine conposition
consi sting of the above defined adjuvant formnulation to
whi ch the desired antigen has been added (see page 6,
lines 44 to 48).

As is apparent fromthe observations in foregoing

point 5.2, the essential difference between the vaccine
conposition according to the prior art of (5) and that
of claim28 in both the main and the secondary
auxiliary requests lies in the om ssion of the bl ock
copolynmer or its replacenent by a different enulsifying
agent in the same or a very simlar proportion. In this
respect it should be enphasi sed that present

i ndependent clains 1, 27 and 28 are not limted to
vacci nes or adjuvants conprising oil-in-water enulsions
t hensel ves but enconpass the addition of separate

i mrunosti nul ati ng agents, for exanple N acetyl nuranyl -
L-threonyl -D-i soglutam ne, in the range of 0.00001-10%
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(see patent specification: page 7, lines 36 to 38;
page 9, line 9).

Hence, conparison of the clainmed invention with the
prior art of (5), as outlined in points 5.2 and 5.3
supra, establishes that the conponents as such and
their proportions used in the known vacci ne
conpositions and the process used for their preparation
are described in (5) in great detail. The technical
reali sation of the process, including the proportions
of the individual conponents used and the generation of
t he subm cron oil-in-water enul sions using the

m crof |l ui di ser technique, are in fact identical with
those used in the contested patent (see especially
page 11, lines 1 to 9). Further, the particle size of
the oil droplets, which is said in the patent in suit
to be the key criterion for the inprovenent of the

i mmunogenicity of the clainmed vaccine conposition, is
al ready precisely disclosed in (5 and is |Iikew se
substantially identical in the cited docunent and in
the patent in suit.

In view of the fact that citation (5) describes the
conponents, the technical and physical paraneters and

t he met hod of preparing the known vacci ne conpositions
nore precisely and in greater detail than is the case
in (1), the board cones to the conclusion that conpared
with (1), optionally in conbination with (3) and (6)
(see points 4.2 and 4.3 supra), the prior art of (5)
cones closer to the clainmed subject-matter in the main
and second auxiliary requests.

To assess inventive step, it is necessary to define the
techni cal problemto be solved by the clainmed invention
vis-a-vis the closest state of the art according to
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citation (5).

The appellant has failed to persuade the board with the
argunent presented during oral proceedings that the
problemto be solved vis-a-vis the cited state of the
art was to provide an adjuvant fornulation suitable for
stinmulating i mune response in large mammals. In this
context, the appellant relied on the argunent that
certain adjuvant fornulations with or w thout nolecul ar
antigens (vaccines), which were shown in the state of
the art to be effective in stinulating the i mune
response in |lower animals, such as guinea pigs, were
not as effective when the sane fornul ations were tested
in large animals, such as goats and baboons.

During oral proceedings, the appellant argued, inter
alia, that it was the nerit of the present inventors of
havi ng recognised for the first tinme the probl emthat
vacci nes, which were found to be effective in
stinmulating the i mMmune response in |ower animals, were
possi bly not as effective in larger aninmals. This
finding would point in the direction of a so-called
"probl eminvention".

However, any person skilled in the art, faced with the
probl em of providing an adjuvant fornulation or a

conpl ete vaccine suitable for stimulating inmune
responses to a particular antigen in larger animls or
human subj ects, would routinely start with tests in

| ower animals and, if the results were positive, go on
investigating the i mmune response in |larger aninmals,
before the vaccine was rel eased for clinical trials and
investigations. Since this is the normal sequence of
testing the effects and efficiency of a nmedicanent, for
exanpl e a vaccine, and the evaluation of the results of
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such tests nust be considered as the nornmal task of the
skill ed person, the board cannot share the appellant's
view that a contribution to inventive step could

possi bly be seen in the obvious recognition that the
extent and intensity of the inmmne response of a
certain vaccine determined in | ower aninmls may
potentially differ fromthat found in | arger aninmals.

The al | eged advantage of the clainmed vacci nes over the
state of the art according to (1), nanely that of being
suitable for stinulating the i mmune response to

nol ecul ar antigens in humans and ot her | arge mammal s,
was purported to be proven by the results of the
conparative exanple in the patent in suit (see page 11
line 35, to page 24, line 1). Contrary to the
appel l ant's subm ssion during oral proceedings, this
conparison in the patent in suit is not pertinent at
all, since it does not include the vaccine conpositions
according to the closest state of the art. \Wat has
effectively been shown in the conparative experinents
included in the contested patent is nerely the finding
that sonme nore or less arbitrarily-chosen vacci nes,

whi ch were effective in stinmulating the i mune response
in lower animls, such as guinea pigs, were not as
effective when the sane vaccines were tested in |arge
ani mal s, such as goats and baboons.

In order to support effectively the all eged advant age
of the clained invention over the closest prior art, it
shoul d, however, have been proven by the subm ssion of
appropriate conparative evidence that vaccines in
accordance with the clainmed invention would in fact be
effective in stinmulating the i nmune response in |arger
animals, while the structurally cl osest vacci nes

di sclosed in the state of the art would not be as



6.4

2168. D

- 27 - T 1071/ 97

effective. Apart fromthe fact that this conparison
with the closest state of the art was not made and the
al | eged advant ages are accordingly not supported by
sufficient evidence, citation (5) already enphasises

t he useful ness of the known vaccine conpositions for

i nduci ng an i mmune response in any aninmal having an

i mmune system (loc. cit.).

Such al | eged but unsupported advantages cannot be taken
into consideration in respect of the determ nation of

t he probl em underlying the clainmed invention (see
decision T 20/81, QJ EPO 1982, 217, especially Reasons,
end of point 3).

In view of the above observations and in the absence of
evi dence showi ng any advant ageous effects associ ated
with the claimed vaccines over the closest state of the
art, the only renmaining problemthe clained invention
according to both the main and the secondary auxiliary
requests seeks to solve may be seen as that of finding
alternatives to the vacci ne conpositions disclosed in
(5). The desirability as a therapeutic goal of
providing suitable alternatives to certain nmedi canents,
such as vaccines, to increase the options available to
doctors in their daily practice for curing or
preventing diseases in different subjects, is commonly
acknow edged in the art.

The solution to the problemlies essentially in the
om ssion of the block copolynmer or, preferably, inits
repl acenent by a different enul sifying agent. In view
of the results obtained in the exanples of the patent
in suit and in the absence of any evidence to the
contrary, the board is satisfied that the problem as
defi ned above, is plausibly sol ved.
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Mai n request: inventive step

2168. D

It remains to be exam ned whether, in view of the
technical problemto be solved, the requirenent of
inventive step is net by the clainmed vaccine
conposition and the nethod of its preparation.

The skilled practitioner, starting fromthe vaccine
conpositions disclosed in (5) and seeking a solution in
the state of the art to the above-defined problem
woul d consider the closely related prior art disclosed
incitation (1). This docunment provides himwth the
information that effective vaccine conpositions with
potent immunogenicity are readily obtainable by a
process which is in every aspect anal ogous to those of
(5) and claim1l of the patent in suit, even if the

bl ock copolynmer is totally omtted and is replaced by a
di fferent enul sifying agent conventionally used for the
stabilisation of oil-in-water emnulsions having a
droplet size in the range disclosed in (5) and clained
in the patent in suit.

More specifically, (1) discloses that the preparation
of a vaccine conposition by shaking BSA and avri di ne
(as the additional imunostinulating agent) into a
commercially available, stable 10%intralipid oil-in-
wat er soybean enul sion containing 1.2% by weight of a
conventional emulsifier, ie egg lecithin, resulted in
an entirely equivalent substitute for a vacci ne which
was prepared by the addition of BSA and avridine to the
internal oil phase before m xing the phases of an oil -
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in water emrul sion conprising 5% of hexadecane as the
net abol i zabl e oil and 5% by weight of a 70:30 Tween
80/ Span 80 emul sifier (see especially page 141, the
par agraph bridging the |left-hand and ri ght-hand
colums; page 142, Table 7).

The skilled person would have i medi ately noticed from
t he disclosure of citations (1) and (5) that, in sharp
contrast to the interpretation the appellant sought to
i npose on the cited state of the art, neither the
addition of the antigen to the internal oil phase of

t he emul sion nor the use of certain bl ock-copolyners as
enul si fying agents were indi spensabl e technical
prerequisites for the preparation of effective vaccine
conpositions with both an oil droplet dianeter of |ess
t han 500nm (0.5 pun) and sinul taneously an excel |l ent

i mrunogeni city. Hence, the skilled person with this
know edge woul d be strongly notivated to solve the

t echni cal probl em defi ned above by repl acing the bl ock
co-polymer in the vaccine conpositions disclosed in (5)
by other known enulsifiers of the sane or a simlar
type (also referred to in the patent in suit as
surfactants or detergents - see page 4, line 44) or

ot her netabolisable oil/enulsifier (surfactant)

conmbi nations so as to arrive at the present invention.

Apart fromthe fact that the provision of alternatives
to known nedi canents is a well-established desideratum
in the nedical field, the appellant did not refute
during oral proceedings the respondent’'s submn ssion
that at the priority date of the patent in suit
concerns about the possible reactogenicity and toxicity
of the type of block co-polynmers used in (5) were

gr owi ng.
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The appel lant also did not contest the respondent's
subm ssions that there are a variety of paraneters that
have to be taken into account to produce vaccine
conposi tions exhibiting satisfactory i mune response to
a particular antigen. These are, for exanple, choice of
oil, choice of surfactant or surfactants, conditions of
manuf acture and the relative proportions of the
ingredients. In spite of the undi sputed need to adhere
to a variety of different paraneters for the
preparation of the clainmed vaccine conposition, the

di scl osure of the clainmed invention in the patent in
suit illustrates the appellant's intention to leave it
nore or less to a person with sufficient skill in the
art to choose a suitable oil conmponent, a suitable

emul sifier surfactant and an effective conbination of
both these conponents fromrather long lists in the
specification for the purpose of preparing effective
vacci ne conpositions according to claim 28.

The board adopts the view expressed in decision T 60/89
(QJ EPO 6/1992, 268, see especially Reasons, point
3.2.5) that the sane |l evel of skill has to be applied
when, for the sanme invention, the two questions of
sufficient disclosure within the nmeaning of Article 83
EPC and inventive step within the nmeaning of Article 56
EPC have to be considered. The specialist with the
know edge and skills nentioned in foregoing point 7.3
seeking to solve the probl em woul d have known that the
bl ock co-polynmers preferably used in (5), for exanple
the one designated L 101, belong to the class of non-
ionic surfactants and would thus be able to find
suitabl e alternatives.

Notwi t hstanding this, if he was neverthel ess seeking
instructions - should he really need them- in the
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state of the art as to how he could find further
alternatives to the enul sifying agents (surfactants)
used in (5) and (1), he would have certainly been
interested in further publications of the authors of
(1) and woul d have cone across citation (4). This
docunent provides an extensive list of emulsifiers and
surfactants which nmay be used in oil-in-water enulsions
to arrive at effective vaccine conpositions. Table 1
(see page 223, right-hand colum) conpares the anti body
responses produced by different adjuvant fornulations

i ncludi ng bl ock co-polyner L 101 and the non-ionic
surfactants of "Class F'. Any of these class F
surfactants could be used with a reasonabl e expectation
of success as a suitable substitute for the bl ock co-
pol yner in vaccine conpositions. It is derivable from
the data provided in Table 1 of (4) that the
surfactants listed in class F resulted w thout
exception in adjuvant systens for vaccines that induced
hi gher anti body responses than those containing the
preferred bl ock co-polyner L 101 used for the vaccine
conpositions in (5).

To summari se, once the possibility of replacing the

bl ock co-polynmers as enul sifying agents in vaccine
conpositions based on sub-mcron oil-in-water enulsions
disclosed in (5) by different types of emnulsifying
agents, wi thout inpairing the i munogenicity of the
vacci nes, becane obvi ous, determ nation of suitable
enmul sifying agents, oil conponents and suitable

conbi nati ons of netabolisable oil and enulsifier within
the whole range clainmed in the patent in suit to obtain
ef fective vacci ne conpositions, was a matter of routine
experinmentation for the specialist endowed with the
high I evel of skills nentioned above and famliar with
the relevant state of the art.
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Second auxiliary request: inventive step

The only difference between the vaccine conpositions of
claim 28 and the process of their production according
to claim1l of the second auxiliary request and the

subj ect-matter of the corresponding clains of the main
request resides in the limtation of the anmount of

emul sifier present in the vaccine conposition from 1. 2%
by wei ght maxi num as disclosed in citations (1) and
(5) (see point 5.2 above), to 1% maxi nrum The m nor
reducti on of the upper value of the range of the
proportion of the enulsifying agent from1.2%to 1%
cannot be considered to be of an inventive nature but
rather results fromroutine experinents. At |east there
is no indication in the patent of a specific,
surprising effect related to that specific narrower
range.

Mai n request and second auxiliary requests: sufficiency of

di sclosure (item9), conclusions (item 10)

2168. D

The ground for opposition under Article 100(b) is based
on Article 83 EPC and was dealt with in point 7.3 to
7.5 above in connection with inventive step by
reference to Decision T 60/89 (loc. cit.). Moreover,
former opponent 01 and the respondent, which as the
opponents have the onus of proof, failed to provide
sufficient evidence in the course of the entire

opposi tion and opposition appeal proceedings that the
skill ed person woul d i ndeed be unable to performthe
claimed invention over the whole area clainmed on the
basis of the disclosure in the patent in suit. In any
case, since the appeal has to be dism ssed for other
reasons, insufficiency as a ground for opposition is no
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| onger of relevance to the present case.

10. In view of what has been said above, the board finds
t hat the vaccine conposition according to claim28 of
both the main and the secondary requests does not
involve an inventive step, contrary to the requirenents
of Article 52(1) in conjunction with Article 56 EPC.
The process according to claim1 of both requests is a
pure anal ogy process in view of the disclosure in (5)
and, accordingly, also |acks an inventive step in the
absence of patentable products obtai nable by the said
process.

Since a decision can only be taken on each request as a
whol e, there is no need to look into the patentability
of the other clainms. The above concl usions apply
mutatis nmutandis to the separate set of clainms for ES
and GR

Or der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r man:

M Dai nese P. A M Langon

2168. D



