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Summary of Facts and Subm ssi ons

The appeal is against the decision of the opposition
di vi si on revoki ng European patent No. 0 150 735
(application No. 85100223.8). The patent had been
granted on the basis of 7 clains for all designated
Contracting States, except AT (hereafter: non-AT
Contracting States) and 5 clains for the Contracting
State AT. Caim1l for the non-AT Contracting States
read as foll ows:

"1l. An isolated protein conposition conprising a
conplex of a 77/ 80 kd doubl et pol ypeptide fragnment
calciumbridged with a 92.5 kd pol ypepti de fragnent,
exhibiting a coagul ation activity simlar to that of
human Factor VI1IC, and having a purity of at | east
90% based on conpl ex plus precursor species".

1. There are three docunents cited in the present appeal
pr oceedi ngs:

(A) EP-A-0 123 945;

(B) Fulcher C.A et al, Blood, Vol. 61, No 4,
pages 807-811 (April 1983);

(© Fulcher C A et al., Proc. Natl. Acad. Sci. USA,
Vol . 79, pages 1648-1652 (March 1982).

Docunent (A) is a European patent application enjoying
a priority date earlier than (but published after) the
earliest priority date of the patent in suit and
constitutes prior art for the purpose of novelty
(Article 54(3)(4) EPC). Docunent (B) is a pre-published
journal report issued fromthe sane authors of docunent
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(A) relating to the same work described in patent
application (A).

The board issued a conmuni cation pursuant to
Article 11(2) of the Procedure before the Boards of
Appeal expressing its provisional opinion.

Oral proceedings were held on 27 April 2000, during

whi ch the appellant submtted a new main request and a
first auxiliary request in replacenent of any preceding
requests. The sole claimof the main request read as
follows (the changes vis-a-vis granted claim1l are
shown by way of deletions and in bold):

"1l. An isolated protein conposition conprising:

a conplex of a 77/80 kd doubl et pol ypepti de fragnment
calciumbridged with a 92.5 kd pol ypepti de fragnent;
and precursor species;

sai d econposition conpl ex exhibiting a coagul ation
activity simlar to that of human Factor VIIIC,
wherein said conplex and precursor species have a
purity of at |east 90% based on total protein conptex
ptus—precursor—species”, and

wherein the conplex has a purity of at |east 30% based
on total protein.”

As regards the main request, the argunents submtted by
t he appellant were essentially as foll ows:

Article 123(2) and (3) EPC

- Al'l the anmendnents satisfied the requirenents of
Article 123(2) and (3) EPC.

Novel ty
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- The features "at | east 30% based on the total
protein" and "at |east 90% based on the total
protein” in the claimwere distinguishing features
vis-a-vis the prior art since it was a purity that
enabl ed the am no acid sequence of the conplex to
be obtained. In one experinent (see page 8,
section 1A of the patent in suit), use was nade
of a further chromatographic step of gel
filtration to increase the concentration of the
desired conplex in the Factor VIIIC preparation.

- The table on page 24 of docunent (A) showed t hat
the amount of 1:1 conplex of a 77/80 kd doubl et
pol ypepti de fragnent calciumbridged with a
92.5 kd pol ypeptide fragment was at nost 23% of
the total proteins and that the nmaxi mum percent age
of conpl ex plus precursor was 50% of the tota
pr ot ei ns.

| nventive step

- The problemto be solved by the patent in suit was
to provide a preparation which contained a | arge
proportion of the active conplex (a stoichionetri-
cally defined 1:1 conplex of a 77/80 kd doubl et
pol ypepti de fragnent calcium bridged with a
92.5 kd pol ypeptide fragnment conpl ex).

- Docunent (B) was inconclusive as to the identity
of the biologically active species. The authors of
docunent (B) cane to the conclusion that the 92 kd
pepti de was responsi ble for coagulant activity. No
suggestion could be derived fromthis docunent
that the active species was the 1:1 conplex of a
77/ 80 kd doubl et pol ypeptide fragnment cal ci um
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bridged with a 92.5 kd pol ypeptide fragnent.
Docunent (B) thus was mi sleading as to what
species had to be purified.

- There was in the prior art no suggestion as to how
to degrade Factor VIIICin a nore specific manner
so as to obtain a high proportion of the active
77/ 80-92.5 kd cal ci um bri dged conpl ex. Docunent
(B) did not give any hint as to how to obtain this
wi t hout thronbin treatnent.

The argunents submtted by the respondent were
essentially as foll ows:

Article 123(2) EPC

- On page 8, line 13 of the application as filed,
the term"at least” related to 20% not to 30%
Therefore, the wording "at least 30% in the claim
infringed Article 123(2) EPC

Novel ty

- Docunent (A) disclosed a conposition according to
the claimat issue wherein either the conpl ex
al one or the conplex plus precursors exhibited the
required purity. According to the table on page 24
of docunment (A), the conplex al one was 20-30% of
the total protein.

- The passage on page 11, line 30 to page 12, line 1
of this docunent stated that preparations of at
| east 90% purity could be obtained. This was
further confirmed by the figures of 7,500 Ung to
10,000 U ng for the specific activity (page 12,
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lines 27 to 28) which corresponded to a fold
purification from plasma greater than 500, 000,
assum ng the specific activity of plasma as

0.014 U ng. Moreover, specific activities of

7,500 Ung to 10,000 U ng could be derived by
dividing the "activity of the digestion m xture"
in Um (1300, 1350, 1400, 1250) reported in the
Tabl e on page 24 of docunent (A) by the final
protein concentration of 167 pg/m of the purified
Factor VIII1C subjected to thronmbin activation (see
page 16, line 11).

| nventive step

- Docunent (B) suggested that a non-coval ently bound
conpl ex of the 92 kd peptide and the 79-80 kd
pepti de was the active species of Factor VIIIC,

- The Factor VIIIC preparations of the prior art
were contam nated with fibronectin (see docunent
(O, page 1649, right-hand colum, under the
headi ng "Results"). The skilled person only had to
further purify this Factor VIII1C by neans of an
additional purification step on an anti -
fibronectin affinity colum in order to obtain the
cl ai med preparation.

The appel | ant (patentee) requested that the decision
under appeal be set aside and that the patent be

mai ntai ned on the basis of the single claimof either
the main request or the first auxiliary request, both
submtted in the oral proceedings.

The respondent (opponent) requested that the appeal be
di sm ssed.
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Reasons for the Decision

1

The appeal is adm ssible.

Mai n request
Article 123(2) and (3) EPC

3157.D

The expression "and precursor species" is to be found
on page 8, line 11 of the application as filed. The
wor di ng "said conplex exhibiting a coagul ation activity
simlar to that of human Factor VIIIC" finds a basis in
claiml of the application as filed. The expressions
"based on total protein” and "purity of at |east 30%
based on the total protein” can be based on page 8,
lines 13 to 14 of the application as filed. Contrary to
t he respondent’'s view, the board considers the
expression "at least” of lines 13 to 14: "at |east 20%
nore usually 30% as "distributive" in the sense that
it can be interpreted as neaning "at |east 20% nore
usual ly, at least 30%. Furthernore, the claimis not
broader in scope than the granted clains so that it
does not infringe Article 123(2) and (3) EPC.

Novel ty

It is argued by the respondent that docunent (A)

di scl oses a conposition according to the claimat issue
wherein both the conplex alone (at | east 30% of the
total proteins) and the conplex plus precursors (at

| east 90% of the total proteins) exhibited the required
purity. As for the degree of purity of the conplex

al one, based on the total proteins, the board observes
that the Table on page 24 of docunent (A) describes the
relati ve amounts of Factor VIIIC fragnments at various
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times after treatnent with thronbin. At tinme zero
(untreated sanple), there are 29.2% based on the total
proteins (7.3%of fragnment with M = 92,000 + 21.9%
fragnent with M = 79-80,000) of fragnents which nmake
up the conplex stated in the claimat issue. However,
since this conplex has to be present in the m xture as
a 1:1 conplex, only 7.3% of these 21.9% of the fragnent
with M = 79-80,000 will bind to the 7.3% of fragnent
wth M = 92,000 (ie, 7.3%is alimting factor), thus
yielding at nost 7.3% + 7.3% = 14.6% based on the
total proteins, of the conplex. Follow ng thronbin
treatnment (see the Table on page 24 of docunment (A)),

t he maxi mum (11.5% + 12. 9% = 24.4% of fragnents which
make up the conplex is reached after 2 m nutes. But
since a 1:1 conmplex has to form 11.5% of the fragnent
with M = 92,000 can only bind at nost 11.5% of the
fragnent with M = 79-80, 000, thus yielding at nost
23% based on the total proteins, of the 1:1 conpl ex.

I n conclusion, docunent (A) does not disclose a
preparation wherein the conplex represents at | east 30%
of the total proteins.

As regards the degree of purity of the conplex plus
precursors, based on total proteins, the board is not
in a position to establish whether or not a preparation
exhibiting a specific activity of 10,000 Ung or a

500, 000-fol d purification over plasma corresponds to a
preparation having nore than 90% conpl ex pl us
precursors, based on total proteins. This is because it
is neither possible to calculate the relative purity in
%froma specific activity (10,000 Ung), nor is it
possible to do so by departing fromthe figure of

500, 000-fold purification over plasma w thout know ng

t he percentage of Factor VIIIC of the total proteins in
plasma: this critical data is indeed not before the
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boar d.

It can rather be deduced fromthe Table on page 24 of
docunent (A) that the sum of the percentages of al
fragments after 5, 10, 20, 30 and 40 mn reaches a

pl at eau around about 50% of the total proteins. This
experinmental result does not support the respondent's
proposition that docunment (A) discloses a conposition
according to the claimat issue wherein the conpl ex
pl us precursors represent at |east 90% of the total

pr ot ei ns.

In conclusion, the subject-matter of the claimof the
mai n request is novel over document (A).

| nventive step

3157.D

The cl osest prior art is represented by docunent (B), a
journal report issued fromthe sane authors of docunent
(A) relating to the same work described therein, albeit
with | ess details. Figures 2 and 3 of docunent (B)
report the same data as presented in the Table on

page 24 of docunment (A), pertaining to the tinme course
anal ysis of thronmbin activated Factor VI1IC having a
specific activity of 2000 U ng (see page 808, |eft-hand
col um, under the heading "Results") at a final
concentration of 167 pg/m (ibidem first ful

par agr aph) .

The problemto be solved by the patent in suit in the
[ight of docunment (B) is to provide a preparation which
contains at |east 30% based on the total proteins, of
a biologically active conplex (a stoichionetrically
defined 1:1 conplex of a 77/80 kd doubl et pol ypeptide
fragnment calciumbridged with a 92.5 kd pol ypepti de
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fragment) and in which the conplex and the precursor
speci es account for at |east 90% of the total protein.
This problemis solved by, inter alia, the introduction
in the purification scheme of a further chromatographic
step of gel filtration to increase the concentration of
the desired conplex in the Factor VIIIC preparation
(see page 8, section II1A of the patent in suit). That

t he di sclosure of patent in suit |leads to a conpl ex
exhibiting the purity stated in the claim has never
been di sputed by the respondent. Further, there is

evi dence before the board (see Section D on page 10 of
the patent in suit) that the high degree of purity of

t he cl ai med conpl ex enabl ed am no aci d sequence

anal ysis of the fragnments. Therefore, the board is
satisfied that the patent in suit solves the above

pr obl em

It has to be decided whether or not docunent (B)
conprises a pointer towards the clained subject-matter
The board observes that the | ast paragraph of docunent
(B) anal ogi zes the 92 kd and 79/80 kd fragnents of
Factor VIIICwith the 105 kd and 71/ 74 kd peptides of
bovi ne and human Factor V, which forma non-coval ently
bound conplex. In spite of this, the docunent is
inconclusive as to the identity of the biologically
active species. The authors of docunent (B) cone to the
conclusion that it is the 92 kd peptide that is
responsi bl e for coagulant activity (see page 810,
right-hand colum, lines 3 to 5). The function of the
79-80 kd doublet is still unknown to them (ibidem
lines 6 to 7). No suggestion can be derived either from
docunent (B) that the 77/80 kd doubl et pol ypeptide
fragnment and the 92.5 kd pol ypeptide fragnent forma
1:1 cal ciumbridged complex, let alone that such
conplex is responsible for coagulant activity. Docunent
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(B) would, if anything, mslead the skilled person as
to what species has to be purified (the 92 kd peptide).

10. There is al so no suggestion in the prior art, including
docunent (B), as to how to degrade Factor VIIICin a
nore specific manner so as to obtain the high
proportion of the active 77/80-92.5 kd cal ci um bri dged
conplex stated in the clai munder consideration.

11. In view of the above findings, it nust be concl uded
t hat docunent (B) does not |ead in an obvious manner to
the subject-matter of the claimat issue, which thus
i nvol ve an inventive step (Article 56 EPC)

12. The board is thus satisfied that the sole claimof the

mai n request nmeets the requirenents of the Convention.
No need arises to consider the auxiliary request.

Or der

For these reasons it is decided that:

1. The deci sion under appeal is set aside.
2. The case is remtted to the first instance with the
order to maintain the patent on the basis of the main

request as submtted in the oral proceedings and a
description to be adapted thereto.

The Regi strar: The Chai rwonman:

3157.D
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U. Bul t mann U M Kinkel dey
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