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Summary of Facts and Subm ssi ons

Eur opean patent No. 0 188 573 was granted pursuant to
Eur opean patent application No. 85 903 749.1 on the
basis of a set of 8 clains for all the designated
Contracting States except AT and an additional set of 8
clainms for AT.

The text of granted claim1 of the first set of clains
r eads:

"The use of u3 fatty acids for the manufacture of a
dietary material for mnimzing the effects of

infection in animals (e.g. humans) other than avians."

1. Noti ce of opposition was filed by the respondent,
requesting revocati on of the patent under
Article 100(a) EPC on the grounds of |ack of inventive
st ep.

The foll ow ng docunents were cited, inter alia, during

t he proceedi ngs before the opposition division:

(2) J. din. Invest., Vol. 65, pages 227 to 230,
(1980);

(3) Proc. Natl. Acad. Sci. USA, Vol. 76, No. 2,
pages 944 to 948, (1979);

(17) Arthritis and Rheumatism Vol. 26, No. 2 February
1993;

L1l The opposition division revoked the patent for |ack of
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i nventive step. It based its decision on docunent (2),
di scl osi ng that cycl o- oxygenase inhibitors bl ocked the
formati on of prostaglandins and t hronboxane A, (TXAy)
from arachi doni c acid, and on docunent (3) disclosing
that the u3-fatty acid ei cosapentaenoate (EPA)

i nhi bited arachi donic acid conversion to PGE, and TXA,.
The conbi nation of the teachings of these two
docunents, woul d have suggested to the skilled person
that the use of u3 fatty acids in the diet decreased
any mani festation nedi ated by the production of

t hromboxan, such as the effects of infections.

| V. The appel | ant | odged an appeal against this decision,
and filed a new main request, on 28 Cctober 1999, and
auxiliary requests one to three, on 19 Novenber 1999.
Oral proceedings were held on 2 Decenber 1999.

Caiml according to the different requests reads:

Mai n request

"The use of u3 fatty acids in the formof a plant oi

or fish oil other than cod liver oil, said oil being
rich in, or containing a substantial proportion of, 03
fatty acids and having a higher proportion of u3 fatty
acids than u6 fatty acids, for the manufacture of a
dietary material for mnimzing the effects of
infection in animals (e.g. humans) other than avians."

First auxiliary request

"The use of u3 fatty acids in the formof a plant oi
or fish oil other than cod liver oil, said oil being
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rich in, or containing a substantial proportion of, 03
fatty acids and having a higher proportion of u3 fatty
acids than u6 fatty acids, for the manufacture of a
dietary material for pronoting survival and ful
recovery in human patients and ani mals other than avi an
chal l enged with infection, and for pronoting resistance
to infection in at risk aninmals other than avians

i ncl udi ng humans. "

Second auxiliary request

"The use of u3 fatty acids in the formof a plant oi

or fish oil other than cod liver oil, said oil being
rich in, or containing a substantial proportion of, 03
fatty acids and having a higher proportion of u3 fatty
acids than u6 fatty acids, for the manufacture of a
dietary material for pronoting survival and ful
recovery in human patients and animal s ot her than

avi ans chal l enged with infection.™

Third auxiliary request

"The use of u3 fatty acids in the formof a plant oi

or fish oil other than cod liver oil, said oil being
rich in, or containing a substantial proportion of, 03
fatty acids and having a higher proportion of u3 fatty
acids than u6 fatty acids, for the manufacture of a
dietary material for pronoting survival and ful
recovery from endot oxi ¢ shock in human patients and

ani mal s ot her than avi ans."

V. In witing and during the oral proceedings, the
appel | ant argued that the therapeutic efficacy of
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cycl o-oxygenase inhibitors in inproving endotoxin shock
was never shown to be uniformy beneficial. Al so, the
cl osest prior art, docunent (2), failed to show that
cycl o- oxygenase inhibition was actually responsible for
the higher rate of survival reported in the docunent by
endot oxi n shock.

On the other hand, docunent (3) related to a conpletely
di fferent therapeutic aspect, nanely the treatnent of
heart di seases. Therefore the skilled reader had no
reason at all to conmbine the teachings of the two
docunents, particularly in consideration of the fact
that the in vitro results reported in this docunent did
not necessarily reflect a corresponding in vivo

ef ficacy.

The respondent, anong ot her argunents, raised an

obj ection under Article 123(3) EPC as to the
allowability of all the auxiliary requests.

During the oral proceedings it drew the discussion to
docunent (17), which, although not yet considered in

t he appeal proceedings, had already been considered in
t he proceedi ngs before the opposition division.

The appel | ant requested that the decision of the

opposi tion division be set aside and the patent be
mai nt ai ned on the basis of the set of clains submtted
as the main request with the letter dated 28 Cctober
1999. Alternatively it was requested that the patent be
mai nt ai ned on the basis of one of the sets of clains
submtted as auxiliary requests 1 to 3 with the letter
dated 19 Novenber 1999.

The respondent requested that the appeal be dism ssed.
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Reasons for the Deci sion

2.2

2.3

0432.D

The appeal is adm ssible.

Mai n request

The wording of claim1 has been anended by

i ncorporating into claiml1l the text of dependent
claim2 as granted. The other clains have been sinply
renunbered. Therefore, the nmain request does not give
rise to any objection under Article 123(2) and (3) EPC

Bef ore consi dering the substantive aspects in relation
to inventive step, the Board needs to define what is,
in its understanding, the subject-matter covered by
claim1l. The expression "for mnimzing the effects of

i nfection” inplies that the purpose of the manufactured
dietary material is not that of treating, curing or
elimnating the infection, but that of m nimzing any
ef fect whatsoever directly or indirectly related to the
i nfection, and therefore any possi bl e physiol ogical or
pat hol ogi cal consequence of an infection.

Al t hough novelty is not a point at issue in the present
case, not being a ground of opposition, sone

consi deration should be given to the state of the art.
The description of the patent in suit cites three itens
of scientific literature from Dyerberg et al., in which
the effects of diets high in u3 fatty acids on heart

di sease were studi ed. The G eenland Eski nos, who have a
| ow neat and high fish oil diet, were the test

subj ects. The studi es provided a conpari son between
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hi gh u6 and high 03 diets. The Eskinps with the high u3
fatty acid diets had significantly | ower incidence of
heart di sease than Eski nbs who had high u6 fatty acid
diets. The correctness and reliability of this

i nformati on, which predates by nany years the priority
date of the patent in suit, was confirned, upon request
by the Board, by the appellant during the ora

proceedi ngs. Yet, the taking of fish oil in the form of
di et by the Eskinbs of Geenland was justified by

geogr aphi cal, commercial and practical reasons which
made of this diet the traditional and historical form
of alinmentation of the population of that land. In
follow ng this type of alinentation, which was in
keeping with their traditions, the Eskinbs were, before
the study reported above, very probably unaware that
said diet would to sone extent have influenced their
heal th by decreasing the |ikelihood of cardi ovascul ar

di seases. In other words, the necessary condition of a
medi cal treatnent represented by the existence of the
consci ous cause-effect relationship between the action
of admi nistering a substance and the expectation of a

t herapeutical effect, cannot be recognised in the case
of a natural diet traditional for a given popul ation.
On the other hand, the Dyerberg's a posterior
observation of the effects brought about by said diet
does not entail any teaching of reducing such
observation to practice in the formof a technica

i nvention. For this reason, the Dyerberg's articles are
consi dered as the report of a discovery rather than the
di scl osure of an invention based on a novel nedica
treat nent.

On the other hand, the background know edge il lustrated
in the description of the patent nay represent the
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cl osest prior art for the purpose of assessing the

i nventive step involved in the subject-nmatter of
claim1. In this case the technical problemto be

sol ved by the invention would be that of providing
means to put into practice the facts observed anong the
Eski no popul ati on of Greenland. The sol uti on proposed
by the invention is the use of 03 fatty acids for the
manuf acture of a dietary material for a therapeutic
treatnment according to claim1. The Board has no reason
to doubt that this solution actually solves said
probl em

In assessing whether the proposed sol uti on was

obvi ously derivable fromthe prior know edge, the Board
consi ders of decisive inportance the fact that one of
the possible effects of infection is indeed heart

di sease. Also during the oral proceedings, the
respondent argued, w thout being contradicted by the
appel l ant, that the skilled person knew very well, as a
matter of common general know edge, that heart diseases
could be the result of a bacterial infection. The Board
accepts this argunent since descriptions of bacterial,
e infectious, endocarditis can easily be found in any
text books, in the specific field, published even | ong
before the relevant date of the patent in suit.

For these reasons, heart di sease can be regarded as one
of those effects of infection to be m nim sed according
to the present invention. Thus the patentability of the
subject-matter of claiml is to be evaluated first of
all inthe light of the teaching of the prior art as
reported in the description of the patent itself.

I n consideration of Dyerberg' s observation, disclosed
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before the priority date of the patent in suit, that
the incidence of heart di sease anong the popul ati ons
whi ch practised an u3 fatty acid diet was significantly
| ower than that observed anong ot her popul ati ons, the
Board considers that the skilled person needed to
exercise no inventive activity when proposing the use
of the sane known neans (u3 fatty acid rich diet) in
order to achieve the sane effect (decrease of the

i ncidence of heart disease) obtained anong the Eskinop

popul ati on.

Wth respect to granted claim 1, anmended claim1l al so

i ncludes the additional wording "in the formof a plant
oil or fish oil other than cod liver oil, said oi

being rich in, or containing a substantial proportion
of, u3 fatty acids and having a hi gher proportion of u3
fatty acids than u6 fatty acids". The Board w shes to
stress that the new features are the sinple description
of the natural material used in the practice as
starting material both in the present invention and in
the prior art, nanely fish oil, which, as a matter of
fact, is rich in u3 fatty acids and conprises a higher
amount of 03 than u6 fatty acids. Therefore, the Board
does not see in this anendnent any suppl enentary
techni cal characteristic able to make any substantive
contribution to the inventive step of claim1.

Under these circunstances, the Board considers that the
subject-matter of claim1 does not involve an inventive
st ep.

First auxiliary request

In the text of claim1l according to the first auxiliary
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request, the expression in granted claim1 "for
mnimzing the effects of infection in animals (eg
humans) " has been refornulated to read "for pronoting

survival and full recovery in human patients and

animals ... challenged with infection and for pronoting

resistance to infectionin at risk animals ...

i ncl udi ng humans” (enphasis added). The reference to

"“pronoting resistance ... in at risk animals.." clearly
identifies the use of dietary material in the
prophylactic treatnent of infections in itself, not the

sinple treatnent of the effects of the infection.

The text of claim1l as granted nmakes it plain that the
protection conferred covers the manufacture of a
dietary material intended for the synptonmatic treatnent
of infection; what is expected to be mnimsed are

i ndeed the effects that are the manifestation or the
consequences of the infection. This is fully consistent
with the understanding of the invention as derivable
fromthe patent and as presented by the appell ant at
the oral proceedings. As illustrated in the
description, the diet according to the invention is
expected to increase the u3 fatty acid content in the
pl atel et and cell nenbranes. The higher availability of
u3 fatty acids conpetitively inhibits the conversion of
arachi donic acid or other u6 fatty acids to type 2
prost agl andi ns and t hronboxane A,, which are netabolic
medi ators of the infection. It is clear to the Board
that preventing or inhibiting the production of
substances which contribute to the final manifestation
of the infection is not equivalent to treating the very
i nfection for the purpose of eradicating or preventing
it. This latter type of treatnent would inply the use
of different classes of nedicanents effective directly
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on the pathogens.

On the other hand, the prophylactic use of the dietary
material is protected by claim4 only in relation of
patients afflicted with well specific diseases, but not
i n general terns.

In conclusion, the effect of the anmendnent is that a
new general type of therapeutic treatnent, not
protected by the clains as granted, is now conprised
within the scope of the protection.

For this reason, the amendnent introduced in claim1 of
the first auxiliary request extends the protection
conferred by the granted clains and contravenes the
requi renents of Article 123(3) EPC

Second auxiliary request

Caiml of the second auxiliary request differs from
claim1 of the first auxiliary request in that the
expression "pronoting resistance to infection in at
risk animals..." has been deleted. It remains to decide
whet her or not the further added expression "for
pronmoting survival and full recovery”, conplies wth
the requirenents of Article 123(2) and (3) EPC
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If the interpretation of said expression were that the
dietary material is intended, after anmendnent, to treat
and elimnate the causative factor of the "effects”,
thus the infection itself, then the scope of claim1l
woul d be conpl etely outside the scope of claim1l as
granted. In this case the anended clains woul d
contravene Article 123(3) EPC

This, however, is not the Board' s construction of the
new expression. In fact, as submtted by both parties
and accepted by the Board, the word "pronoting" does
not necessarily nean that survival and full recovery
are actually achieved or achieved thanks to the diet,
but sinply that the dietary material should facilitate
or contribute to survival and full recovery, also in
the sense of sustaining the activity of other classes
of concomtantly adm ni stered nedi canents, which may
act directly on the pathogens, such as antibiotics,
antivirus, antifungus. For this reason the anmendnents
nerely represent a sonewhat nore extensive way of
expressing the sanme concept of "m nimzing the effects
of infection" disclosed in the original application and
in granted claim 1. Thus the wording of the clains
before and after anendnent is different in the drafted
form but equival ent in substance.

In keeping with this interpretation, the Board
considers that the new wording of claiml is supported,
al though not literally, by the application as filed and
specifically by table 3, show ng the higher survival
rate in the group of aninmals treated according to the

i nvention, and by the passages on page 6, lines 16 to
21, or on page 8, first paragraph. Based on the sane
consi deration, the Board al so judges that anended
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claim1 does not extend the protection conferred by the
cl ai ns as granted.

As di scussed in the precedi ng paragraph, the Board's
view is that the difference between the subject-matter
of claim1l of the main request and the second auxiliary
request is not substantive but nmerely in the form of
the wording. This fact was al so admtted by the

appel lant's representative during the oral proceedings.
For this reason, the considerations which |ed the Board
to conclude that claim1 of the main request |acked an
i nventive step, apply nutatis nutandis to the subject-
matter of claiml1l of the second auxiliary request,
which is also regarded as | acking an inventive step.

Third auxiliary request

According to claim1l of the third auxiliary request,
the scope of the manufactured dietary material is
"pronoting survival and full recovery from endotoxin
shock in human patients and ani mal s ot her than avi ans".

Al the considerations about conpliance with

Article 123(2) and (3) EPC of the main and second
auxiliary requests hold valid in relation to the third
auxiliary request. As to the specific reference to
endot oxi n shock, this reference, on the one hand, is
fully supported by exanple 1 of the application as
filed, and on the other, inplies a limtation of the
protection as granted to a specific manifestation of

i nfection. For these reasons, claiml1l conplies with the
requirenents of Article 123(2) and (3) EPC.

Among the cited prior docunents, docunent (2) is the
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only docunent reporting in vivo results in an ani nal
nodel concerning survival by endotoxin shock. For this
reason the Board shares the opinion of the opposition
division that this docunent represents the cl osest
prior art.

The docunent descri bes thronboxan A, (TXA,) as the
primary mediator eliciting in aninmal nodels the cascade
of events caused by endotoxin shock and ultimtely
progressing to irreversibility. It is, however, shown
that three different classes of substances which
inhibit the synthesis of TXA or conpete with TXA ie
cycl o-oxygenase i nhibitors (indonethacin), selective

t hr onboxane synthetase inhibitors (imdazole) and

t hr onboxane ant agoni sts (13-azaprostanoi ¢ acid)
significantly reduce nortality by endotoxin shock.
Mortality is also reduced in rats by a state of induced
essential fatty acid (EFA) deficiency (see Introduction
and Di scussi on).

Wth reference to this docunent, the technical problem
to be solved by the invention is that of providing new
means for pronoting survival and recovery from

endot oxi n shock.

Exanple 1 of the application as filed, specifically
tabl e 3, provides evidence that the solution proposed
by the invention, nanely the use of u3 fatty acids
according to claiml1 for the preparation of a dietary
material to be adm nistered to human patients or
animals in need, actually solves the aforenentioned
probl em

The essential point to be considered by the Board is
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whet her the prior know edge taught by the different

ci ted docunents woul d have suggested to the skilled
person that a dietary material rich in u3 fatty acids
and having a higher proportion of u3 than ué fatty

aci ds woul d have permtted the achievenent in vivo of
the desired effect. This teaching is not derivable from
docunent (2) alone, since, there, protectionis

achi eved either by giving nedicanents or by inducing a
state of EFA-deficiency in rats. This state is not
elicited by a diet rich in u3 fatty acid, but sinply by
a fat-free diet. Thus the EFA-deficient rats were
deficient in u3 as well as u6 fatty aci ds.

Inits contentions in relation to docunent (2), the
appel | ant mai ntai ned that this docunent did not show
that the inhibition of cycl o-oxygenase activity was
responsi bl e for the inproved resistance to endot oxin
shock, since other prior docunents reported results
contradicting this theory. In the Board' s view,
however, the precise nechanismleading to the observed
enhanced shock-resistance is not the inportant

know edge revealed in (2). On the contrary, the

rel evant teaching derivable fromthis docunent is that
TXA is the primary factor eliciting the early

pat hogeni ¢ events acconpanyi ng endot oxi n shock, and

t hat substances or circunstances inhibiting the
production in vivo of TXA (regardl ess of the nmechani sm

i mprove survival

On the ot her hand, docunent (3) shows that the u3 fatty
essential acid ei cosapentanoate (EPA) effectively
conpetes in vitro with arachidonate (AA) for platelet
cycl ooxygenase and thereby suppresses PG, and TXA,
formati on (see Discussion, page 948). As illustrated in
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figure 5A (page 947) a 1:1 EPA/AA m xture resulted in a
50% inhibition in the formation of TXB, (which is the
stabl e netabolite of TXA;). Thus, docunent (3)

unanbi guousl y suggested to the skilled person that an
ud fatty acid was able to depress, by conpetitive

i nhibition of cycl o-oxygenase, the synthesis of the
factor identified in (2) as the pathogenic factor in
endot oxi n shock.

In relation to this docunent, the appell ant expressed
the opinion that in vitro results did not necessarily
reflect a corresponding in vivo effect and that in 1984
mani pul ation of the in vivo content of EFA with a diet

was not a matter of general comon know edge.

The Board notes that, although the experinentation
reported in (3) was indeed carried out in vitro, the
illustrated results are given within a well -defined,
real medical context, with clear reference to the
experinmental observation nade on G eenl and Eski nos
following an u3-rich diet (page 944, right-hand col um,
and page 948, left-hand columm) and with the suggestion
of possi bl e nedical applications (see discussion). For
this reason, the high relevance of this docunent is not
called into question by the appellant’'s consi derati ons.

As to the feasibility of increasing the u3 lipid tissue
| evel in vivo by neans of a suitable diet manipul ation,
the Board is convinced, contrary to the appellant's
view, that the skilled person was well aware, at the
rel evant date of the patent in suit, that this way was
I ndeed practicable, as shown by nunerous prior
docunents. Anong these, one of the nobst explicit is
docunent (17), which reports not only that a dietary
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enrichment with EPAis able to raise tissue |evel of
EPA in experinental aninmals, but also that a diet
utilising only mackerel as the source of fat and
protein can increase the |evel of EPA in normal human
vol unteers (see page 138). This does indeed confirmthe
previ ous observations made on the Eskino popul ati on of
G eenl and.

Fromthe foregoing it becones evident that before the
priority date of the patent in suit, the skilled

person, faced with the aforenentioned technical problem
and aware of the considerabl e anobunt of previous
technical information on the specific matter, would
have consi dered the solution proposed by the patent in
suit to be the nost obvious solution w thout exerting
any inventive activity. Therefore the Board' s judgnent
is that the subject-matter of claiml1 of the third

auxi liary request |acks an inventive step.

O der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chairman

M Dai nese P. A M Lancon
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