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Summary of Facts and Subm ssi ons

The appel l ants (patentees) | odged an appeal against the
deci sion of the opposition division issued on 6 March
1995 whereby the European patent No. 0 197 901, which
had been opposed by all the respondents (opponents 01
to 03) under Article 100(a) EPC and by respondents 111
(opponents 03) al so under Article 100(c) EPC, was
revoked pursuant to Article 102(1) EPC

. Caim1l as granted in the version for all contracting
states except AT (non-AT states) read as foll ows:

"Active fragnment of human Factor VIII:C characterized
by containing two peptide chains having nol ecul ar

wei ghts 90 000 and 80 000 dal tons, respectively and
havi ng the am noterm nal am no acid sequences Al a-Thr -
Arg- Arg-Tyr-Tyr and G u-I1e-Thr-Arg-Thr-Thr,
respectively and having the am noacid conposition:

[ Table with am noacid conmposition is given]."

L1l The opposition division considered that the subject-
matter of the granted claim1l for all non-AT states
| acked novelty having regard to either one of the

foll ow ng docunents:

(5 EP-A-0 150 735, this being prior art under
Article 54(3)(4) EPC

(7) EP-A-0 123 945,

In the view of the opposition division, claim1 did not
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relate to subject-matter which was sel ectively
different fromthe active 92,000/ 79-80, 000 dal t ons
Factor VII1:C conpl ex described in docunent (7),

notwi thstanding its higher purity in conparison to the
latter. Furthernore, also the 77-80 kD/92.5 kD Fact or
VII1:C conplex disclosed in docunment (5) was identical
to the subject-matter of claim1. In both instances the
teachi ng of the docunents in questions was consi dered
to be enabling.

Nei ther the novelty of granted claim1l for Austria nor
the novelty of the subject-matter of all other clains
(clainms 2 to 17 for non-AT states and clains 2 to 11
for AT) were discussed. Nor was the inventive step
issue treated in the decision, where it was stated that
this had not been at issue at oral proceedi ngs before

t he opposition division (see page 3 of the decision
under appeal, item 2.10, first paragraph as well as
page 7, second sentence).

On 29 June 1995, with the statenent of grounds of
appeal the appellants filed a new nain request and two
auxiliary requests, each in the two versions, one for
t he non- AT and one for AT.

Claiml the main request (non-AT states) differed from
claim1l as granted only in that the wording "An active
fragnment of human factor VIII:C characterized by
consisting of" (enphasis added) replaced the wording
"Active fragnent of human Factor VIII:C characterized

by contai ning" (enphasis added).

Claim1 (non-AT states) of the first auxiliary request

2974.D
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further specified that the two peptide chains were held
together, while claim1 (non-AT states) of the second

auxi liary request specified that the two peptide chains
were held together by one or several netal ion bridges.

V. Al'l the respondents (opponents) replied to the
statenment of grounds of appeal.

\Y/ On 15 July 1998, the board issued a conmuni cation
pursuant to Article 11(2) of the rules of procedure
with an outline of the issues to be discussed at oral
proceedi ngs and sone provisional remarks.

VI, Wth letter dated 3 Septenber 1998, respondents I
informed the board that they would not attend oral
pr oceedi ngs.

VIIlI. Oal proceedings took place on 27 Cctober 1998.

I X. The appel lants essentially submtted that:

- The flaw in the decision under appeal and in the
respondents' argunents was that they read into
docunents (5) and (7) the disclosure of the

further prior art docunent

(1) Nature, vol. 312, 22 Novenber 1984, pages 337
to 342.

However, this docunent, which had been published
after the filing date of docunents (5) and (7),
coul d not be considered as part of their

di sclosure. It was not perm ssible to conbine two

2974.D Y
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docunents for assessing novelty.

- Anot her flaw in the decision of the opposition
division and in the respondents’' subm ssions was
that the doublets referred to in docunents (5) and
(7), by which two chains were neant, were
considered to be equal to the single peptide chain
of 80 kD of claim1l at issue.

- The active fragnent of claiml1l was not identified
in any of docunents (5) or (7) and thus was novel.
Docunent (5) related to a conposition containing
77 kD/ 80 kD doublets (cf claim1 therein) which
had am no acid conpositions (cf page 29) different
fromthe one given in claim1 of the patent in
suit for the 80 kD peptide. Docunent (7) concerned
either the 92 kD pol ypeptide alone or its
conbi nation with one or nore doublets (cf
claim1l). The existence of doublets, possibly
caused by differences in glycosylation, was an
undeni abl e fact and had thus to be taken into

account.

- The subject-matter of claim1l corresponded to the
product isolated frompeak Il which, as described
in the specification (cf page 5 lines 3 to 8), was
conposed only of a 90 kD and a 80 kD peptide
chain. This product, as discussed in the patent
specification (cf page 2, line 45 to page 3
line 13), was well distinct fromthe known

products of the prior art.

The respondents objected under Article 123(2) and (3)

2974.D Y
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EPC agai nst anended claim 1l because in their viewthe
change in wording from"containing" to "consisting"
inplied that the clainmed fragnment could now be active
al so in absence of netal ion bridges between the two
pepti de chains. This aspect was subject-matter
different fromthe one previously clainmed and found no
support in the application as filed.

As for novelty, the respondents argued that an active
Factor VII1:C fragnment consisting of a pol ypeptide of
about 92 kD and a pol ypeptide of 77-79/80 kD had been
described in individualised formin the prior art (cf
docunent (5), page 6, lines 24 to 31 and claim1l as
wel | as docunent (7), page 8, lines 21 to 29, page 11,
lines 23 to 31). A greater purity or additional

i nformati on about the am no acid conposition, whereby
the fragnent of the patent in suit was characterised,
could not per se contribute to novelty especially in
view of the fact that the peptide fragnents of 90 kD
and 80 kD and their am no acid sequences were known in
the art (cf docunment (1), see Figures 3 and 6 as well
as page 342, l|left-hand colum, first paragraph). The
appel l ants had not nade reference to any structural
technical features which could justify novelty over
said prior art. As for the doublet issue, a l|later

publication by the inventors, nanely docunent

(17) Proc. Natl. Acad. Sci. USA, vol. 83, My 1986,
pages 2979 to 2983

denonstrated that the product of peak Il al so contained
a doublet chain. In Figure 2 of the patent in suit,

this was "hidden" in the broad band corresponding to

2974.D Y
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t he el ectrophoretic run of the 80 kD peptide. Thus, no
di stinction could be nade on the basis of an alleged
absence of doublets (see also declaration of Dr Peter
Turecek dated 12 Decenber 1995 filed by respondents 1I).

The appel l ants requested that the decision under appeal
be set aside and the patent be naintained on the basis

of either of the requests filed on 29 June 1995.

The respondents requested that the appeal be di sm ssed.

2974.D
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Reasons for the Decision

Claim 1 of the main request

Article 123(2)(3) EPC

1. The board does not agree with the respondents' view
that the change in wording from"containing" to
"consi sting"” necessarily inplies excluding the presence
of a netal ion bridge between the two peptide chains of
whi ch the clainmed active fragnent is said to consist.
The wording of the granted claimand of the claimhere
at issue evidently relates to pol ypeptide chains. Thus,
t he change of "containing" to "consisting" can only
mean that no other peptide chains are present in the
i sol ated active fragnent of human Factor VIII:C and
| eaves conpletely open whether, and if, how the said
two chains are held together. Thus, the presence of
e.g. one or several netal ion bridges - this being a
possibility indicated in the description - 1is not
excluded by the claim Thus, the anendnent results
neither in the creation of any fresh subject-matter nor
in an extension of the protection conferred. For these
reasons, there is no objection under Article 123(3) EPC

agai nst claim1.

2974.D Y
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2. The amendnent in claim1l finds support in the
application as filed where it is stated that "the peak
Il material contained only two peptide chains of
nol ecul ar wei ghts 90, 000 dal tons and 80, 000 dal t ons™
(cf page 7, lines 31 to 33) and that fragnmentation of
Factor VIIl:Cresulted inter alia in the formation of
an active fragnent "conposed of a 90 000 daltons and a
80 000 daltons peptide chain" (cf page 8, lines 9 to
17). The am noterm nal am no acid sequence and the
am no acid conpositions of said chains are reported,
respectively, on page 8, lines 23 to 28 and in Table I
on page 12. Thus, there is no objection under
Article 123(2) EPC against claim1.

Novelty (Article 54 EPC)

3. At issue is only the novelty of the subject-matter of
claim1l over the disclosures of docunents (1), (5) and

(7).
4. Docunent (1) reports the deduced am no acid sequence of
Factor VIII1:C and indicates therein the potenti al

position of the protease cleavage of the M 90,000 and
80, 000 proteins (cf Figure 6). In respect of the latter
proteins, the docunent draws an anal ogy with Factor V,
of which - as it is stated - the correspondi ng
fragnents D and E "can be separated fromthe activation
peptides and isolated as a functional two-subunit
protein" (cf page 342, left-hand colum, lines 1 to 5).
The docunent further states (loc.cit. lines 6 to 10):
"Both subunits are required for factor V activity and
both may be required for factor VIII activity. A highly
gl ycosylated internmedi ate region is cleaved from both

2974.D Y
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proteins. Therefore, both factors V and VII| seemto be
highly simlar in structure, thronbin cleavage pattern
and, presumably, function." (enphasis added). Such
statenments are nerely conjectural and as such do not
amount to a clear and unm stakabl e di scl osure of the
active fragnment of claiml1l. For this reason, docunent

(1) cannot be considered to be novelty-destroying.

Docunent (5), which is prior art under Article 54(3)(4)
EPC, specifically refers inter alia to a Factor VIII:C
conpl ex containing the 77 kD and/or 80 kD speci es and
the 92.5 kD pol ypeptide bridged by cal cium (cf page 6,
lines 24 to 31 as well page 8 lines 8 to 9). However,
the am no acid conpositions reported for the 77/80 kD
pepti des, which are said to have been determ ned by
standard nethods (cf page 29, lines 1 to 24), differ in
many respects fromthe am no acid conposition reported
inclaiml for the 80,000 daltons peptide (cf the table
of conparison in the respondents' l|etter dated

28 Septenber 1998). The respondents argue that these

di screpanci es have to be considered irrel evant because
the am no acid conposition of a peptide is a poor

i ndi cator of the structure of a protein, it is subject
to errors of determnation and it is nerely information
whi ch cannot per se contribute to the novelty of a
known i ndi vi dual i sed conpl ex 80 kD 92.5 kD, the am no
aci d sequence of which was al so known (cf docunent (1),
Figures 3 and 6; cf al so Appendix B in docunent (5)).
In their view, since there is only one human Fact or
VIIl:C, reference to the sane specific conplex could

only inply that the fragment was the sane.

The board observes firstly that the disclosure of

2974.D
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docunent (1) cannot be considered to formpart of the
di scl osure of docunment (5), which contains no reference
to the fornmer (as matter of fact the former was
publ i shed after the filing of the latter). Thus, any

i nformati on contained in docunent (1) cannot be read
into docunent (5). Secondly, the am no acid sequence
information reported in Appendi x B of docunent (5) is

i nconplete so that the theoretical percentage nol ar

am no acid conposition of the 77/80 kD pepti des cannot
be cal cul ated therefrom

2974.D Y
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I n docunent (5) the 80 kD peptide is essentially
identified in ternms of its nolecular weight, its
partial am no acid sequence and the am no acid
conposition reported on page 29. Although there m ght
be only one human Factor VIII:C, its fragnmentation by
proteol ysis generates a nunber of different fragnments
whi ch have to be purified. This does not al ways
necessarily result in identical fragnents as
fragnmentation could, for exanple, occur at different
sites and generate fragnents of simlar or even

i dentical nol ecul ar weight but slightly or conpletely
different structure. Thus, other paraneters, such as
inter alia the amno acid conposition, becone of

rel evance for the identification of the peptide
fragments. The board does not agree that amno acid
conposition data represent irrelevant information which
can be disregarded. As a matter of fact, am no acid
conposition analysis, although not providing

i nformati on on the sequence of the protein, bears a
relationship to the chemstry of a protein and provides
rel evant information on the types of am no acids which
are present as well as on their relative proportions.

| f by conparing the am no acid conposition of two
peptides it is found - like in the present case - that
sone am no acids are either absent or present in a
different nolar percentage, it can be concl uded that
the two peptides, although being possibly simlar, are
not identical. O course, the occurrence of errors of
determ nati on cannot be excluded. However, in the
present case, there is no evidence whatsoever that such
errors occurred. Thus, the respondents' allegation that
t he di screpancies are likely to be due to errors of

determ nation i s unsubstanti at ed.

2974.D Y
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Due to the above nentioned difference in a rel evant
paraneter, the board concludes that the Factor VIII:C
conpl ex described in docunent (5) is not the sane as
the active Factor VII1:C fragnent of claim1l. Novelty
of the latter over docunent (5) can thus be

acknow edged.

Docunent (7) refers inter alia to a Factor VIII:C
coagul ant contai ning a pol ypeptide of about 92,000

dal tons acconpani ed by a doubl et of about 79,000 and
about 80,000 (cf page 8, lines 21 to 29, page 11,

lines 24 to 30, claim1). Neither am no acid sequence
data nor am no acid conposition data are reported. Also
inthis case, it is not possible to read into the

di scl osure of this docunent information contained in
docunent (1). This is again because docunent (7)
contains no reference to the docunent (1), which in any
case was published after its filing.

The respondents argue that the peptide chain of 80 kD
referred toin claiml1l is the same as the doubl et of
79/ 80 kD of docunent (7) as denonstrated also by a

| ater publication by the inventors (cf docunent (17),

cited as expert opinion).

The board observes that, while it is true that docunent
(17) refers to a doublet chain at 80 kD of peak 2, it
is also a fact that the elution profile fromthe high
pressure |iquid chromatography (HPLC) reported in

docunent (17) (cf Figure 1) differs fromthat reported
in the patent in suit (cf Figure 3), the main

di fferences bei ng observed precisely at the |evel of

2974.D
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peak 2 (peak Il in the patent in suit). It is also
noted that there are sone differences in the
experimental protocol for the purification of Factor
VII1:C, which is the starting material for the
fragmentation (conpare Exanple 1 in the patent in suit
wi th page 2979, right-hand col um, paragraph at the
botton). Thus, docunent (17) cannot be used to support
the contention that the peak Il material which
according to the present specification was found to
contain only two peptide chains, one of 90 kD, the

ot her of 80 kD (cf patent specification, page 5,

lines 3 to 4), also contained a doublet at 80 kD

Mor eover, both the peptide chains referred to in
claim1l at issue are additionally characterized by
their am no acid conposition (nolar percentages), fixed
singl e val ues being given for each amno acid. This is
rel evant technical information which contributes to
verify the identity of the clained fragnent (cf also
point 5.1 supra) and which cannot be derived directly
or by way of inplication fromdocunent (7).
Consequently this docunent cannot affect the novelty of

claim1l.

In conclusion, in the board' s view, the subject-matter
of claim1 was not inherent or "hidden" in any of the
cited prior art docunents and its novelty over them can

t heref ore be acknow edged.

2974.D Y
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Procedural matters

8. The opposition division decided to revoke the patent in
suit only on the basis of a finding of |ack of novelty
of the claim1 then at issue for non-AT states, al
further substantive objections raised by the opponents-
respondents being |l eft unexam ned (cf Section I, |ast
par agraph supra). Now that it has been found that
claiml of the main request on file for the non-AT is
novel, the board is obliged to nake use of its power
under Article 111(1) EPC to remt the case to the first
instance for further prosecution of the main request.

9. In view of the above finding there is no need to

exam ne the auxiliary requests.

10. Al t hough duly sumoned, the respondents |11l decided not
attend oral proceedings (cf Section VIl supra).
According to decision G 4/92 (QJ EPO 1994, 149), a
deci sion against a party who has been duly sumobned but
who does not appear at oral proceedi ngs may not be
based on facts put forward for the first tinme during
t hose oral proceedings. In the present case, the board
overrul ed the decision of the opposition division on
the basis of a claimrequest and evi dence which were
already on file before the oral proceedings. Therefore,
t he respondents have had anpl e opportunity to comrent
on themin the witten phase of the appeal. Thus, there
is no conflict wwth the quoted decision of the Enlarged
Board of Appeal

2974.D Y
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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 for further
prosecution of the main request for non-AT states, as
filed on 29 June 1995.

The Registrar: The Chai r person:

D. Spigarelli U M Kinkel dey
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