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Summary of Facts and Subm ssi ons

0820.D

Eur opean patent No. 0 094 611 with the title "A nethod
for the heat treatnent of plasma or plasma fractions
and conpositions obtained thereby" was granted with 5
cl ai ms, based on European patent application

No. 83 104 642.0 filed on 11 May 1983 and claimng a
priority of 13 May 1982 (US 377863).

Qppositions were filed by Opponents (OL) to (05) on the
grounds of Articles 100(a), 100(b) and 100(c) EPC, i.e.
| ack of novelty (Article 54 EPC), lack of inventive
step (Article 56 EPC), insufficiency of disclosure
(Article 83 EPC) and added subject-nmatter

(Article 123(2) EPC). Opponent (01) withdrew the

opposi tion.

The Opposition Division revoked the patent on the
grounds of added subject-matter (Article 123(2) EPC)
and i nsufficiency of disclosure (Article 83 EPC).
Because of these deficiencies, the Qoposition Division
considered it not to be necessary to take position with
regard to the objections under Article 100(a) EPC and
with regard to the validity of the clains to priority.

An appeal was filed by the Patentee. |In decision

T 449/ 90 of 5 Decenber 1991, Board 3.3.2 held that the
clains satisfied the requirements of Article 123(2) EPC
and 83 EPC and remtted the case to the Qpposition
Division for further prosecution.

By its decision dated 16 August 1993, the Opposition
Di vi sion, while denying the inventive step of claim?2
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of the main request, concluded that the clains of the
first auxiliary request filed at the oral proceedings
of 16 Decenber 1992 satisfied the requirenents of the
EPC.

Claim1 of the first auxiliary request read as fol |l ows:

"1. An AHF enriched conposition for the manufacture of
a nedi canent agent for the treatnent of the bl eeding

di sorders; said conposition conprising a human Factor
VIIl concentrate essentially free of blood clotting
enzynmes and havi ng been treated by heating for a
predeterm ned period of tinme in the |yophilized form at
a tenperature between 60°C and 125°C, characterized by
said human Factor VIII having both prior to and after
heati ng an AHF purity of greater than about 300 AHF
units/gram of protein, by said conposition being heated
to render substantially inactive a virus related to
Acqui red | mune Deficiency Syndrone (AIDS) and said

Al DS virus being rendered substantially inactive."

Claim?2 of the first auxiliary request was worded
identically as claiml1l with the exception that the
virus which was being rendered substantially inactive
was a non-A, non-B hepatitis virus (NANB hepatitis

vVirus).

Caim3 and 4 related to specific enbodi nents of the
conpositions of clains 1 and 2.

The second auxiliary request submtted before the
Qpposition Division on 16 Decenber 1992 differed from
the clains of the first auxiliary request in that
claim 2 had been del et ed.
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Opponents 03 and 05 filed a notice of appeal against

this decision together with a statenent of ground of

appeal . Opponent 03 later withdrew its appeal .

The follow ng docunents are referred to in the present

deci si on:

Rubi nstein Abstracts

Abstract No. FC-5

Abstract No. FC-6

Abstract No. F-90

Abstract No. 1051

Abstract No. 1054

Abstract No. 650

Abstract distributed at the XIV
Congress of the World Federation of
Henophilia held in San Jose, Costa
Rica, on 3 to 7 July 1981

Abstract distributed at the XV
Congress of the Wrld Federation of
Henmophilia held in San Jose, Costa
Rica, on 3 to 7 July 1981

Abstract distributed at the Joint
Meeting of the 19th Congress of the
I nternational Society of Haenatol ogy
and the 17th Congress of the

I nternational Society of Blood
Transfusion held in Budapest on 1 to
7 August 1982

Rubi nstein, Thronb. Haenps.,
Vol . 46, page 338 (1981)

Rubi nstei n, Thronb. Haenos.,
Vol . 46, page 339 (1981)

Rubi nstei n, Bl ood, Vol. 58,
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page 185a (1981)

Abstract No. 812 Rubi nstei n, Bl ood, Vol. 60,

O her

(A)

(B)

(O

(D)

(E)

qe)

(J)

(K)

(L)

page 22l1a (Novenber 1982)
ref erences
WO A- 82/ 03871
Hol i nger et al., Abstract distributed at the 2nd
I nternational Max von Pettenkofer Synposium on
Viral Hepatitis held in Munich, RFG on 19 to

22 COct ober 1982

Rozenberg et al., Fed. Proc., Vol. 23, pages T322
to T325 (1963)

Petricciani et al., The Lancet, pages 890 to 891
(19 Cctober 1985)

EP- A-0 018 561

Dr Mosley's affidavit dated 28 March 1988

Barrowliffe et al., J. Lab. din. Med., pages 429
to 430 (March 1981)

Deposition of Dr Rubinstein before the US District
Court of Delaware, Vol. |, pages 12, 75 to 77 and
89 to 90 (11 Septenber 1985)

Reports on AIDS Published in the Murbidity and
Mrtality Weekly Report, June 1981 through
February 1986, edited by the Centers for D sease
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Control of Atlanta, Ceorgia, USA, pages 1 to 35
(1986)

(M Plasma Products: Use and Managenent presented by
The Anerican Association of Bl ood Banks, Anahei m
California, USA, page 6 (1982)

Oral proceedings were held on 18 Novenber 1998, during
whi ch the Respondent filed a second and a third
auxiliary request. Claim1l of the second auxiliary
request reads as follows:

"1l. The use of an AHF enriched conposition
characterized in heating a human Factor VIII
concentrate essentially free of blood clotting enzynes
for a predetermned period of tinme in the |lyophilized
format a tenperature between 60°C and 125°C, said
human Factor VIII having both prior to and after
heating an AHF purity of greater than about 300 AHF
units/gramof protein, to render substantially inactive
a virus related to Acquired I mune Deficiency Syndrone
(AIDS) and said AIDS virus being rendered substantially
i nactive for the manufacture of a nedi canent agent for
the substantially AIDS-safe treatnent of bleeding

di sorders. "

Claim2 of the second auxiliary request is worded
identically to claiml with the exception that the
virus which was being rendered substantially inactive
was the NANB hepatitis virus.

Claim1 of the third auxiliary request reads as
fol | ows:
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"1l. The use of an AHF enriched conposition prepared by
heating a human Factor VIII concentrate essentially
free of blood clotting enzynes for a predeterm ned
period of tinme in the |yophilized format a tenperature
bet ween 60°C and 125°C, said human Factor VIII havi ng
both prior to and after heating an AHF purity of
greater than about 300 AHF units/gram of protein, to
render substantially inactive a virus related to

Acqui red | mune Deficiency Syndrone (AIDS) and said

Al DS virus being rendered substantially inactive for

t he manuf acture of a nedi canent agent for the
substantially Al DS-safe treatnment of bleeding disorders
and preserves substantially all of the antigenicity of

said virus."

The Appell ant argued essentially as foll ows:

Article 53a EPC

- OmM ng to the expression "said AIDS virus being
rendered substantially inactive" in claiml and
"the titre of the virus is reduced so | ow that
i nfusion of therapeutic quantities of the
product...w Il significantly delay the onset of
the infection in such popul ati on" on page 10,
lines 37 to 40 of the description, the patent in
suit was contrary to the "ordre public" or
noral ity because the clai ned conpositions was
susceptible to produce a | ethal infection.

Article 83 EPC

- Claiml of the third auxiliary request conprised
the feature that the antigenicity of the Al DS
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virus should substantially be preserved. However,
it was inpossible for a skilled person to
establish whether the antigenicity of the AlDS
virus had been substantially preserved at a

sel ected tenperature/tine conbination

Article 54 EPC

- Docunment (E) disclosed a |yophilized hepatitis-
free Factor VIII preparation which was
undi sti ngui shable fromthe cl ai ned conpositions.
The only difference was that inactivation of the
viruses occurred in solution rather than by
heating the Iyophilizate. The l|atter process,
however, achieved no technical difference over
heating in solution.

- The Rubi nstein Abstracts (FC-5, FC-6, FC-90, 1051,
1054, 650 and 812) reported prelimnary studies on
dry heating commercial preparations of Factor
VIIl. Since these preparations had been obtai ned
fromplasma of thousands of donors, it was very
likely that these Factor VIII concentrates were
contam nated by AIDS virus (see docunent (D)) or
NANB- hepatitis virus (see docunent (B)). Since the
conditions (tenperature/tinme) for inactivating
these viruses disclosed in the patent were the
sanme as those referred to in the Rubinstein
Abstracts, it nust be concluded that the latter
docunents al ready di scl osed |yophilized Factor
VIIl preparations having all the features recited
in the clains of the patent in suit, nore so as
the skilled person was in a position to anal yse
t he product and to establish whether the viruses

0820.D Y A
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had been killed (see decisions T 449/90, supra,
and T 952/92, Q) EPO 1995, 755).

Article 56 EPC

- Before the priority date of the patent in suit it
was known that viruses could be inactivated by dry
heati ng (see docunent (C) for hepatitis virus in a
fibrinogen preparation and docunent (A) for
hepatitis B virus and NANB-hepatitis virus in
preparations containing other blood clotting
factors). Once the skilled person becane aware of
the Rubinstein's work that no substantial |oss of
Factor VIIIl activity occurred with certain
tenperature/time conbinations, there was a high
expectation of success that viruses would have
been inacti vat ed.

- The patent in suit achieves no new techni cal
effect in conparison with the Rubinstein Abstracts
since it did not teach which tenperature/tine
conmbi nation kill the viruses.

The Respondent (Patentee) argued in witing and during
oral proceedings essentially as follows:

Mai n request and first auxiliary request

Article 54 EPC

- The Rubi nstein Abstracts related to five
experinments involving Factor VIII, three of which

were failures, while the remaining two had nerely
prelimnary and uncertain results. It could not be
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deduced from these Rubinstein Abstracts whet her
the Factor VIIl was human Factor VIII or of some
other origin, with exception of Abstract FC5

whi ch nenti oned "Koate". However, no description
of this material's properties was nade. The

mat eri al m ght have been "rotten" Factor VIII
unsuited for therapeutic use but neverthel ess good
for carrying out these experinents. Further, none
of the Rubinstein Abstracts nentioned NANB-
hepatitis or AIDS virus.

The cl ai ned subject-matter was thus novel because
t he Rubinstein Abstracts did not nmake available to
the public a Factor VIII conposition which

conpri sed, beyond any doubt, substantially

i nactive NANB-hepatitis or AIDS virus. This latter
feature was a di stinguishing one since the clained
AHF compositions had to conprise the inactivated

Vi ruses.

Article 56 EPC

At the filing date of the patent in suit nothing
was known about the structure (protein content,
presence or absence of lipids, type of nucleic
acid) or the physical conditions of NANB-hepatitis
virus or the agent causing AIDS only presuned to
be a virus. Lyophilization was known to stabilize
bi ol ogical material. This neant that

| yophilization could very well stabilize the
contam nati ng pathogens. There was thus little
expectation of success by the skilled person that
t hese pat hogeni c contam nants woul d have been
substantially inactivated at the tenperature/tine
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conbi nati ons disclosed in the Rubinstein
Abstracts.

- The cl ai med AHF conpositions, in addition to
providing the therapeutic benefits associated with
the clotting factor activity, also achieved an
i mmuni zi ng effect against the viruses (see
application as filed, page 19, first paragraph).

Second auxiliary request

Article 54 EPC

- Clains 1 and 2 of the second auxiliary request had
the format of a second/further nedical use. The
Rubi nstein Abstracts neither mentioned any NANB-
hepatitis or AIDS viruses nor said anything as to
whet her these viruses had been substantially
i nactivated by the tenperature/tinme conbi nations
selected therein. Therefore, none of the
Rubi nstein Abstracts nade available to the public
t he know edge that those dry heated Factor VIII
preparations could actually be used for the AlDS-
safe or NANB-safe treatnment of bleeding disorders.

Article 56 EPC

- Si nce not hi ng was known about the structure of
NANB- hepatitis virus or the agent causing Al DS
only presuned to be a virus, there was little
expectation of success by the skilled person that
the dry heated Factor VIII preparations disclosed
in the Rubinstein Abstracts could actually be used
for the Al DS-safe or NANB-safe treatnent of

0820.D Y A
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bl eedi ng di sorders.

- The cl ai med nedi cal use al so achieved an
i mmuni zi ng effect against the viruses (see
application as filed, page 19, first paragraph).

Third auxiliary request

Article 54 EPC

- Claiml of the third auxiliary request further
conprised the feature that the antigenicity of the
Al DS virus should substantially be preserved. The
Rubi nstein Abstracts did not nmention any AIDS
virus nor said anything as to whether this virus
had been substantially inactivated by the
tenperature/time conbinati ons sel ected therein
| et alone that the antigenicity of the AIDS virus
had been substantially preserved.

Article 56 EPC

- In contrast to nore drastic virus inactivation
nmet hods, such as coval ent reactions wth chem cal
subst ances, high energy irradiation or excessive
heating, the mld dry heating process of the
i nvention preserved all of the antigenicity of the
i nfectious mcrobes, i.e the epitopic sites on the
organismwere not irreversibly denatured (see
application as filed, page 23, lines 21 to 26).
Thus the cl ai nred nedi cal use al so achi eved an
i mmuni zi ng effect against the AIDS virus.

Xl . The Appellant did not dispute that the clains of al

0820.D Y A
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requests satisfied the requirenents of Article 123(2)
and (3) EPC. The Parties agreed that for the purposes
of Article 54(2) and (3) EPC, it was the date of filing
of the European patent application (11 May 1983) which
was relevant for the subject-matter of the clains of

all requests.

The Appel |l ant requested that the decision under appea
be set aside and that the European patent No. 0 094 611
be revoked.

The Respondent (Patentee) requested that the appeal be
di sm ssed (main request), auxiliarily that the decision
under appeal be set aside and the patent be nmintai ned
on the basis of either of the follow ng requests:

(a) clainmse 1 to 3 of the "second auxiliary request"”
filed on 16 Decenber 1992 (now first auxiliary

request), or

(b) <clainme 1 to 4 filed in the oral proceedings as the
second auxiliary request, or

(c) claims 1 to 3 filed in the oral proceedings as the
third auxiliary request,

and a description to be adapted thereto.

Reasons for the Deci sion

Right to priority (Article 88(3) EPC

0820.D
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During the oral proceedings, the Parties agreed that
for the purposes of Article 54(2) and (3) EPC, it was
the date of filing of the European patent application
(11 May 1983) which was relevant for the subject-matter
of the clains of all requests because the priority
(13 May 1982) could not validly be clained. The Board
agrees as well. In fact, claiml of all requests
conprises a reference to "a virus related to Acquired
| mmune Deficiency Syndrone (AIDS)" which is neither
cited expressis verbis in the priority docunent

US 377863 nor is inplicitly derivable therefrom

In this context the Board notes that previously Board
3.3.2 (see decision T 449/90 and Section |V, supra),
when dealing with the issue of sufficiency of

di scl osure, found that the feature of inactivation of
the NANB-hepatitis or AIDS virus upon dry heating had
to be testable by the skilled person in order that the
requi renents of Article 83 be fulfilled. It was
acknowl edged that before the filing date of the patent
in suit, there were no techniques to cultivate NANB-
hepatitis or AIDS virus so that consequently no neans
for a direct detection of theses viruses in a living
entity or a cell culture or indirect tracing by
nmeasuring the anti bodi es possibly raised agai nst these
viruses was at hand. But there are passages in the
application as filed on page 22, lines 24 to 37 and on
page 23, lines 1 to 5 incorporating a reference to a
PCT International Application WO 82/03871

(docunent (A)), relating to a nmethod for testing virus
i nactivation in dry heated blood clotting factors
preparations based on the use of thermally highly
stable viruses (eg the sindbis virus) as virus

I nactivation indicators. This technical information was
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consi dered by that Board 3.3.2 to be sufficient for the
skilled person to eval uate whet her NANB-hepatitis or

Al DS virus had been substantially inactivated by the
heat treatnent and thus the requirenents of Article 83
EPC were found to be fulfilled. However, the nentioned
passages in the application as filed, essential for the
patent application to neet the requirenents of

Article 83 EPC has no counterpart in the priority
docunent US 377863, which is thus not enabling for the
cl ai med subject matter.

Article 123(2) and (3) EPC

0820.D

The features "at a tenperature between 60°C and 125°C"
and "said human Factor VIII having both prior to and
after heating an AHF purity of greater than about 300
AHF units/gram of protein” in clains 1 and 2 of the
main request, in claiml of the first auxiliary
request, in clains 1 and 2 of the second auxiliary
request and in claim1 of the third auxiliary request
(were decided in T 449/90, supra, point 2). Therefore
the issue of conformty with the requirenents of
Article 123(2) EPC of these features is res judicata.
This also applies to the wording "said conposition
bei ng heated to render substantially inactive a virus
related to Acquired I mmune Deficiency Syndrone (AlDS)
and said AIDS virus being rendered substantially
inactive" in claim1 of all requests.

The feature "non-A, non-B hepatitis virus" in claim?2
of the main request is equivalent to "NANB-hepatitis
virus" in claim2 of the second auxiliary request and
finds a basis on page 18, lines 30 to 31 and in
claim44 of the application as fil ed.
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The clains of the second and third auxiliary requests
have the format of a second/further nedical use, i.e
the dry-heated AHF preparation should be used for the
manuf acture of a nmedi canent for the substantially Al DS-
safe or NANB-hepatitis-safe treatnent of bl eeding

di sorders. This nedical use can be derived from

page 22, lines 1 to 3 in conbination with page 18,

line 31 and page 19, line 32 to 35 of the application
as filed.

Al so the expression "and preserves substantially all of
the antigenicity of said virus" in claiml of the third
auxiliary request finds a formal basis on page 23,
lines 21 to 24 of the application as filed.

Al'l the features |isted above were either already
present in the granted clains or are restrictive in
nature. The requirenments of Article 123(2) and (3) EPC
are thus fulfilled.

on under Article 53a EPC

The Appellant submitted that the patent in suit was
contrary to the "ordre public" or norality because the
clai med Factor VIII conpositions were susceptible to
produce a |l ethal infection. However, this objection
under Article 53a EPC is a new ground of opposition
whi ch could only be introduced at such a |ate stage
into the appeal proceedings with the approval of the
Pat ent ee (see decision G 10/91, Q) EPO 1993, 420),
which it has not. While it is true, as argued by the
Appel  ant, that Opponent 01 (see subm ssion of

24 February 1998, page 10) already argued that the
cl ai med conpositions could still contain not fully
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i nacti vated NANB hepatitis and AIDS viruses, this

obj ection was raised under Article 57 EPC in the sense
that such conpositions | acked industrial application.
The objection under Article 53a EPC is inadm ssible.

Mai n request and first auxiliary request

Novelty (Article 54 EPC) of clains 1 and 2 of the main request

and of claim1 of the first auxiliary request

0820.D

These clains are all directed (see Section V supra) to
AHF enriched conpositions having been heated in the

| yophilized formto render substantially inactive a
non- A, non-B hepatitis virus (NANB hepatitis virus) or
a virus related to Acquired I mune Deficiency Syndrone
(AIDS). A product as such is not explicitly disclosed
by any prior art docunent. However, it is well
established in the case | aw of the Boards of Appeal,
followng fromdecisions T 12/81 (QJ EPO 1982, 296) and
T 181/82 (QJ EPO 1982, 401), that carrying out certain
known processes on certain known starting materials
must inevitably lead to the same certain result. This
Board agrees to this position.

The so-call ed Rubinstein Abstracts (FC5, FC 6, FC 90,
1051, 1054, 650 and 812) report prelimnary studies on
dry heating Factor VIII concentrates. \Wen applying the
rational e energing fromthe above cited decisions, it
has thus to be eval uated whether the process and the
starting material recited in clains 1 and 2 of the main
request and in claiml of the first auxiliary request
(wording of the clains, see Section V supra) are the
sanme as those disclosed in the Rubinstein Abstracts.



0820.D

- 17 - T 0919/ 93

As regards the processes, the Board notes that the dry
heating process recited in the clains at issue occurs
under the sane conditions (tenperature/tine) as the dry
heati ng process referred to in the Rubinstein
Abstracts. This is shown by a conpari son between the
wording in these clains "heating ...at a tenperature
bet ween 60°C and 125°C for a predeterm ned period of
time" with the tenperature/tinme conditions referred to
in the Rubinstein Abstracts (Abstracts No. FC 5, 650
and 1054: 60°C/ 10 hrs; Abstract No. FC-6: 62°C64°C 16
hrs, 74°C/ 13 hrs and 78°C/ 15 hrs; Abstract No. 1051:
62°C-64°C/ 16 hrs and 100°C/ 30 mi n; Abstract No. F-90:
80°C/ 10 hrs, 78°C/ 21 hrs and 100°C/ 30 mi n; Abstract

No. 812: 75°C/18.5 hrs and 78°C/ 19 min 20 sec).

Turning now to the starting material, the "AHF enriched
conposition" (the acronym"AHF" neans anti henophilic
factor, another name for Factor VIII) to be heated in
the lyophilized formaccording to these clains has to
be conpared with the "Factor VIII concentrate" being
dry heated according to the Rubinstein Abstracts in
order to evaluate whether there are or not technica

di fferences between these two products.

The conposition recited in these clains is an "AHF
enriched conposition, i.e. a Factor VIII concentrate
essentially free of blood clotting enzynes and having a
purity of greater than about 300 AHF units/gram of
protein". It is thus a comercial Factor VIl
concentrate as transpires frompage 3, lines 11 to 12
("Paired sanples ...were received fromsevera

manuf acturers”) and fromthe footnotes to Tables I and
Il of the patent in suit. As regards the presence of
viruses in these comrercial Factor VIII concentrates,
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it is stated in Section 12 on page 7 of Dr Msley's
affidavit, a Respondent's expert (see docunent (Q),
that it was very likely that at |east sone of the
Factor VIII1 concentrates identified by manufacturer and
| ot nunber in the patent in suit were contamnated with
one or both of the virus types referred to in the

i ndependent cl ains, nanely the NANB-hepatitis virus
and/or the AIDS virus. The Board agrees with this
statenent by Dr Mosley. In fact, commercial Factor VII
preparati ons were made from plasma from t housands of
donors and thus the possibility can not be excl uded
that sonme preparations were contam nated with viruses.
The Respondent maintains that the clai ned AHF
conmpositions nmust conprise the inactivated viruses. Yet
this Respondent's interpretation of the clains would of
necessity inply as an additional step the deliberate
addi tion of NANB-hepatitis and/or AIDS virus to the AHF
preparati ons before the dry heating step. The Board
cannot accept that this additional neasure has actually
to be taken if one follows the teaching of the patent
in suit. Thus, in conclusion, the starting product
referred to in the clains at issue is a |yophilized AHF
concentrate essentially free of blood clotting enzynes
and having an AHF purity of greater than about 300 AHF
units/gram of protein, possibly contam nated by the
NANB- hepatitis virus and/or the AIDS virus.

The Factor VIII conpositions dry heated by

Dr Rubinstein in his series of tests thereafter
publ i shed as the Rubinstein Abstracts were apparently

| yophi li zed conmercial Factor VIII concentrates. This
is evident from Abstract FC-5, which cites "Koate" (the
brand name for Factor VIII preparation sold by Cutter
Laboratories). According to docunent (J) (see Table |),
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Koate is a high purity concentrate, which exhibits a
specific activity of 1,020 Ugramof protein. In fact,
it transpires fromthis Table I that high purity Factor
VI1I preparations fromany manufacturer had a specific
activity higher than 300 Ung of protein and were free
of other blood clotting enzynmes. Dr Rubinstein hinself
subm tted (see docunent (K), page 62, lines 16 to 18)
that he used for his investigations |yophilized Factor
VIIl concentrates fromthe pharmacy of Cedars- Sinai
Thus, the Board is not convinced of the subm ssion by
the Respondent that the starting material used by Dr
Rubi nstein was "rotten"” material. It also transpires
fromthe Rubinstein Abstracts that the Factor VIII
preparati ons were conmercial preparations susceptible
of being infected by viruses. This is because

Rubi nstein Abstracts No. 1051, FC-6, 650 and 812
contain the final statenent that chinpanzee studies
were planned to determ ne whether the heating had
significantly inactivated the viruses. The Board judges
this statenent as a further evidence that the Factor
VIIl conpositions dry heated by Dr Rubinstein were
commercial Factor VIII preparations nade from pools
fromthousands of donors, which were thus susceptible
of containing viruses. As to the viruses possibly
present in Dr Rubinstein's starting products, one was

t he NANB-hepatitis virus. The patent in suit indeed
confirnms (see page 2, lines 7 to 12) that any
conmercial Factor VIII concentrate was potentially
contam nated with the NANB-hepatitis virus. This is in
line with the statenment on page 6 of docunment (M:
"Plasma derivatives, nmade from | arge plasm pools, nust
be assuned to be contaminated with hepatitis viruses (B
or "non-A, non-B")". As regards contam nation with the
Al DS virus, docunment (D) states: "Data avail able from
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over half a mllion sanples tested in the United States
up to April/ My, 1985, suggest that about 0.2% of
random bl ood and pl asna donors are positive (repeatedly
reactive) for antibody to LAV/HTLV..."). Docunent (L)
(see pages 14 to 15 and 24 to 25) even shows that
transm ssion of the AIDS virus to patients treated with
i njections of comercial Factor VIII concentrates
occurred as early as 1981 and 1982, i.e., before

Rubi nstein Abstract No. F-90 was distributed at a
Congress held in Budapest on 1 to 7 August 1982, and
Abstract 812 was handed over at a congress held in
Washi ngton D.C. on 4 to 7 Decenber 1982. These
Abstracts represent prior art according to

Article 54(2) EPC (see point 1 supra).

In view of the above findings, the Board concl udes
that, as in the case of the starting material referred
toin clains 1 and 2 of the main request and in claiml
of the first auxiliary request (see point 4 supra), the
starting material dealt with in the Rubinstein
Abstracts were |i kew se |yophilized commercial Factor
VII1 concentrates essentially free of blood clotting
enzynes and having an AHF purity of greater than about
300 AHF units/gram of protein, possibly contam nated by
t he NANB-hepatitis virus and/or the AIDS virus. Thus,
the inevitable result of carrying out the known process
on known starting material nust lead to the sane end
product. Cains 1 and 2 of the main request and claim1
of the first auxiliary request |ack novelty. These
requests have thus to be refused.
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Second auxiliary request

Novelty (Article 54 EPC)

10.

Clains 1 and 2 of the second auxiliary request have the
format of a second/further nedical use, i.e the dry-
heat ed AHF preparations are to be used for the

manuf acture of a medi canent for the substantially Al DS-
safe (claim1) or NANB-hepatitis-safe (claim?2)
treatnment of bl eeding disorders. The Board agrees to
the Respondent's position that none of the Rubinstein
Abstracts nade available to the public that those dry
heat ed Factor VIII| preparations could actually be used
for the Al DS-safe or NANB-safe treatnent of bl eeding

di sorders. These clains and dependent clains 3 and 4 of
the second auxiliary request are thus novel.

| nventive step

Cl osest prior art

11.

0820.D

The Parties agreed that for the purpose of Article 56
EPC, the closest prior art is represented by the

Rubi nstein Abstracts, in particular Abstracts FC-5 and
812, and the Board agrees as well. These Abstracts
relate to Dr Rubinstein's investigations on the extent
of retention of biological activity of Iyophilized
commercial Factor VIII concentrates upon heating at
various tenperature/tinme conbinations. Nothing is said
in these Abstracts as to whether these sel ected
tenperature/time conbi nati ons are capable or not to
kill contam nating viruses.
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Problemto be sol ved

12.

13.

0820.D

The patent in suit also does not report any neasure of
the viral infectivity of the heat treated Factor VIII
concentrates. In fact, if one attenpts to achi eve the
goal recited in the clains, nanely to use the dry

heat ed commercial Factor VIII concentrate for the
manuf acture of a medi canent for the substantially Al DS-
safe (claim1) or NANB-hepatitis-safe (claim?2)
treatnment of bl eeding disorders, the disclosure

provi ded by the patent in suit |eaves the skilled
person with the sane uncertainty and need for further

i nvestigation as was left the person reading the

Rubi nstein Abstracts. Thus, the concl usion cannot be
drawn that the problemto be solved by the patent in
suit conpared with the Rubinstein Abstracts was to
provi de evi dence that the selected tenperature/tine
conbi nations which did not substantially affect the

bi ol ogi cal activity of Factor VIII were also effective
in inactivating the NANB-hepatitis or AIDS viruses.

Rat her, Dr Mosl ey, a Respondent's expert states (see
docunment (G, page 8, Section 13) that: "The EPO patent
itself does not actually neasure the viral infectivity
of heat treated Factor VIII concentrates identified in,
e.g., Tables I and Il of the Patent, but does provide a
di scussi on of the manner in which effects of heating

vi rus-contam nated Factor VIII concentrate in the

| yophilized state may be "fol |l owed" (EPO Patent,

page 10, lines 24 to 31)". The Board agrees. In fact,
the only technical teaching beyond what was al ready

di scl osed in the Rubinstein Abstracts, which the Board
is able to identify in the patent in suit is that the

| atter provides the neans for "follow ng" i.e.
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nmoni toring how i nactivation of NANB-hepatitis or AlIDS
viruses proceeds at the selected tenperature/tine

conbi nations and for testing whether these viruses
contam nating the Factor VIII concentrates are
substantially inactivated (see patent in suit, page 10,
lines 24 to 31), in order to render possible the use
stated in the clains. In view of this finding, the
Board considers that the problemthe patent in suit
purports to solve, starting fromthe Rubinstein
Abstracts as the closest prior art, consists in
provi di ng the nmeans for nonitoring how inactivation of
NANB- hepatitis or AIDS viruses proceeds and for testing
whet her these viruses contam nating the Factor VIII
concentrates are substantially inactivated, so as to
render possible the use stated in the clains. These
means are based on the use of thermally highly stable
viruses (e.g., the sindbis virus) as virus inactivation
i ndicators, as disclosed by docunent (A) (see point 1
supra). Insofar as the problemto be solved by patent
is viewed in this way, the Board is satisfied that the
patent in suit provides the technical information
needed for solving this problem since the neans and

nmet hods for testing the AHF purity and clotting
activity are disclosed in detail on page 3, lines 10 to
45 of the patent specification, whereas a nethod for
nmoni toring how i nactivation of the virus proceeds and
for testing whether these viruses contam nating the

Factor VIII concentrates are substantially inactivated,
be it NANB-hepatitis or AIDS virus, is disclosed on
page 10, lines 24 to 31. However, like the Rubinstein

Abstracts, the patent in suit |eaves the skilled person
with the burden of still finding out tenperature/tine
conbi nations at which the viruses are "substantially

I nacti vated" (see point 10 supra).
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The rel evant question in respect of inventive step is
whet her the solution to the above probl em proposed by
the patent in suit is obvious or not in the |ight of
the prior art. As already stated in point 1 supra,
before the filing date of the patent in suit, there
were no techniques to cultivate NANB-hepatitis or Al DS
virus so that consequently no neans for a direct
detection of theses viruses in aliving entity or a
cell culture or indirect tracing by nmeasuring the

anti bodi es possi bly rai sed agai nst these viruses was at
hand. However, docunent (A) discloses a nethod for
testing virus inactivation in dry heated blood clotting
factors preparations based on the use of thermally
highly stable viruses (e.g., the sindbis virus) as
virus inactivation indicators. In the Board's

j udgenent, adopting this technique for overcom ng the
problemthe patent in suit purports to solve departing
fromthe Rubinstein Abstracts as closest prior art and
to arrive at the clained subject matter, was the

obvi ous step to be taken.

The Respondent argued that there was little expectation
of success by the skilled person that NANB-hepatitis
virus or the agent causing AIDS only presuned to be a
virus woul d have been substantially inactivated at the
tenperature/time conbinations disclosed in the

Rubi nstein Abstracts, bearing in mnd that at the
filing date of the patent in suit nothing was known
about the structure of these pathogens. The Board,
however, observes that the technique disclosed in
docunent (A) consisting in using thermally highly
stable viruses (eg the sindbis virus) as virus

i nactivation indicators is a very powerful tool. This
transpires frome.g., Exanple VI of docunent (A) which
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illustrates the use of the thermally highly stable
virus T4 bacteriophage as a virus inactivation
indicator. It is stated on page 30, lines 16 to 20 that
once the T4 phage was found to have been inactivated by
heat treatnent, the conclusion could be drawn that the
heat treatnment was successful at inactivating any
endogenous viruses (enphasis added). In conclusion, the
above Respondent's |ine of argunent is not convincing
in view of this passage of docunent (A) which suggests
that the skilled person considered it very unlikely

t hat sonme pat hogen present in the |yophilized bl ood
clotting factor preparation m ght have been thermally
nore resistant than the thermally highly stable virus
used as virus inactivation indicator. Consequently,
claims 1 and 2 of the second auxiliary request |ack an
inventive step (Article 56 EPC). This request has thus
al so to be refused.

Third auxiliary request

Article 83 EPC

16.
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Caim2l of the third auxiliary request differs from
claim1l of the second auxiliary request in that it
further conprises the feature that the antigenicity of
the AIDS virus should substantially be preserved. As
enphasi zed in points 1 and 12 supra, before the filing
date of the patent in suit, there were no techniques to
cultivate the AIDS virus and no neans for a direct
detection of this virus in a living entity or a cel
culture or indirect tracing by neasuring the antibodies
possi bly rai sed against this virus was at hand.
Therefore, it was also inpossible for a skilled person
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to establish whether the antigenicity of the AIDS virus
had been substantially preserved at a sel ected
tenperature/tine conbinati on. Wile the techni que
referred to in the patent relying on the thermally

hi ghly stable virus as virus inactivation indicator was
a powerful tool for evaluating substantial inactivation
of the AIDS virus, this expedient was, for obvious
reasons, unsuited to establishing the substantia
preservation or not of the antigenicity of the Al DS
virus. Consequently, claim1l of the third auxiliary
request does not neet the requirenents of Article 83
EPC. This request has thus also to be refused. In view
of this negative finding in connection with sufficiency
of disclosure (Article 83 EPC), it superfluous to

eval uate whether or not the clains of the third
auxiliary request fulfil the requirenents of

Articles 54 and 56 EPC

O der

For these reasons it is decided that:

1. The deci si on under appeal is set aside.

2. Eur opean patent No. 0 094 611 is revoked.

The Regi strar: The Chai r wonan:
U. Bul t mann U. Ki nkel dey
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