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Summary of Facts and Submn ssions

1061.D

The appeal |ies against the decision of the opposition
di vision rejecting the opposition agai nst European
patent No. 0 234 612 (application No. 87 200 081.5)
wth the title "Method and kit for conpoundi ng
radi ol abel ed anti bodies for in vivo cancer diagnosis
and therapy". The patent was granted on the basis of

4 clainms, of which claim1l read as foll ows:

"1. A nethod for selecting at | east one nonocl ona
ant i body conponent, the nonocl onal antibody conponent
conprising at |east one nenber fromthe group

consi sting of whol e nonocl onal anti bodi es and

nonocl onal anti body fragnents, for use in preparing a
patient specific nonoclonal antibody-based conmpound for
use in in vivo cancer detection or therapy of a
specific patient, conprising the follow ng steps:

(a) preselecting a panel of at |east two nonocl ona
anti body conponents, the nonocl onal anti body
conmponents predeterm ned to be specific to tunor
associ ated anti gens of a cancer type to be
detected or treated,;

(b) obtaining a solid tunour specinen, which has been
obtai ned froma specific patient, of the cancer
type to be detected or treated,;

(c) allowing the presel ected panel of nobnocl ona
anti body conponents to bind to tunor associ ated
antigens present in the specific patient's solid
t unour speci nen;
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(d)

(e)
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i ndependent |y determ ning which, if any, of the
nonocl onal anti body conponents in the presel ected
panel bind to tunor associ ated antigens present in
the specific patient's solid tunor specinen; and

sel ecting at | east one nonocl onal anti body
conponent, if the selected nonoclonal antibody is
determined in step d) to bind to tunor associ at ed
antigens present in the specific patient's solid
tunor specinen, for use in preparing a conpound
for use in in vivo cancer detection or therapy for
the specific patient.

Caim2 related to a specific enbodi nent of the nethod

of claiml1l. Cains 3 and 4 covered an apparatus for

carrying out the nmethod of clains 1 or 2.

The foll ow ng docunents are cited in this decision:

(1)

(6)

(10)

EP- A-0 151 030;

Hel | strom K. H. et al. in Mnoclonal Antibodies
for Cancer Detection and Therapy, Baldw n et al.
editors, Academ c Press Inc., London, pages 17
to 51 (1985);

Abrans P.G et al. in Mnoclonal Antibody
Therapy of Human Cancer, K A Foon and A C
Morgan Editors, Martinus N jhoff Publishing,
Bost on, pages 103 to 120 (1985).

None of the parties requested oral proceedi ngs.

The subm ssions by the appellant can be summari zed as

foll ows:
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Lack of industrial applicability (Article 52(4) EPQ

I nsof ar as the Opposition Division considered the
intended use in clains 1 and 2 at issue: "for use
in preparing a patient specific nonocl ona

ant i body- based conpound for use in in vivo cancer
detection or therapy of a specific patient” as a
di stingui shing feature over the prior art,

i nfringenment was determ ned by a nental act of the
doctor deciding to use the antibody cocktail known
fromdocunent (1) to treat the patient from whom
it was generated. But the novelty of a process
clai mcould not reside in non patentable

t herapeutic/ di agnostic steps, unlike the case of

i ndustrially produced neans for use in

t her apy/ di agnosti cs of the human body, for which
Article 54(5) EPC nmade an excepti on.

The cl ai ned net hods and the product obtai ned

t her et hrough were therapeutic procedures, not

i ndustrial ones since they had a specific rather
than a general applicability. The product was
derived fromtissue taken froma specific patient
and was used only for that specific patient. It
di d not nmake sense setting up an industrial plant
to the extenporaneous preparation of the product
(the cocktail of selected nonoclonal antibodies)
to be used for treating only one patient. In fact,
Article 27 of the Comunity Patent Convention
(CPC) excluded frompatentability the

ext enpor aneous preparation in a pharmacy of a
medi ci ne for individual cases.

Novelty (Article 54 EPC)
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Ref erence was nmade to a passage bridgi ng pages 118
and 119 of docunent (10):

"If one uses a single antibody or a conbi nation of
a few anti bodi es that together bind to only a
smal | portion of the tunour cells, or if the snall
percentage of the true replicating cell (stem
cell) is not elimnated, eventual recurrence of
the tunour, perhaps with resistant cells, wll
result. It seens logical, therefore, to "type"
human tunours with a panel of antibodies and to
del i ver toxic substances utilizing "cocktails" of
anti bodies sufficient to bind strongly to all the
tunour cells for each patient. This approach

requi res a considerabl e anount of testing for each
patient, and a "typing" of one or nore tunours
fromeach patient.”

The appel |l ant nmai ntai ned that said passage was a
clear instruction to treat individual patients by
"typi ng" at |east one tunmour from each patient
with a panel of antibodies and using the result of
such "typing" to prepare a "cocktail" of

anti bodies to be used for treatnment of that
patient.

The expression in claiml1 "for use in in vivo
cancer detection or therapy of a specific patient”
qual i fied the sel ected nonocl onal anti bodi es as
"suitable for that use" wthout being itself an
actual step of the clained nethod. However,
docunent (1) disclosed a nethod for selecting
nonocl onal anti bodi es which were in any case
suitable for treatnent of individual patients,
even if the main intention was that they should be
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useful for treating a range of patients.

Therefore, what allegedly distinguished the

cl ai med nethod fromthat of docunent (1) was
either the nental intention of the selector to use
sel ect ed nonocl onal anti bodies in therapy

practi sed on an individual patient or the
application of the clainmed nethod to that

i ndi vi dual patient, neither of which was a proper
di stingui shing feature to confer novelty over
docunent (1).

- Docunent (1) anticipated the clai ned nethod.
Figure 2 of this docunent showed in a grid the
results of challenging tunours from 15 patients
with 10 antibodies. As a result of these tests, an
anti body cocktail conprising antibodies 6a3-1 and
7a2 was proposed. This selection process net al
the requirenents stated in claim1l of the patent
in suit.

I nventive step (Article 56 EPQC)

- The cl ai ned net hod was obvious in view of the
common general know edge al one since the step of
checking for binding of therapeutic nonocl ona
anti bodies to the patient's tunour cells before
starting treatnent was trivially obvious (see
docunent (6), page 30, lines 4 to 7 and page 39,
lines 7 to 10).

- The cl ai ned net hod was obvi ous by conbi ni ng
docunent (1) teaching testing of panels of
anti bodi es agai nst a nunber of tunmours from
different patients with the above quoted passage
bridgi ng pages 118 and 119 of docunent (10),

1061.D Y A
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giving instruction to treat individual patients by
"typi ng" at |east one tunour from each patient.

- There was in Figure 2 of docunent (1) a speci al
case, nanely that of patient No. 9, whose tunour
did not react with any of antibodies 6a3-1 and 7a2
formng the cocktail proposed by this docunent. In
the appellant's view, it was obvious to any reader
of this docunent wishing to cure this patient to
use one or both of nonoclonal antibodies 12-38 and
12-42 reactive with the tunour of patient # 9,
t hus appl yi ng the cl ai ned net hod.

- There is no evidence of an inproved effect over
t he nmet hod of docunent (1).

Referral of a question of law to the Enl arged Board of
Appeal (Article 112 EPC)

- Shoul d the board be doubtful about accepting the
appel lant's contention that a nethod claimfor
preparing a therapeutic agent cannot be
di stingui shed fromthe prior art by the intended
use to which the agent is to be put, the board was
invited to refer this question of law to the
Enl arged Board of Appeal in the context of
Article 54(2) EPC.

| V. The subm ssions by the respondent can be summari zed as
fol | ows:

Lack of industrial applicability (Article 52(4) EPC

- The cl ai ned nethod did not conprise any step of
treatnent of the human body.

1061.D Y A
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- The clains at issue did not inhibit doctors from
treating anybody, but only manufacturers of custom
cocktails fromapplying steps (a) to (e) of
clains 1 and 2 at issue.

- Prepari ng the custom sel ected anti body-drug
according to the patent in suit was not a
t herapeutic procedure but a manufacturing one.

- It was not an extenporaneous preparation nmade in a
phar macy.

Novelty (Article 54 EPC)

- Docunent (10) taught that only an approach
i nvol vi ng rai sing nonocl onal anti bodi es agai nst
all the tunour antigens of a given patient woul d
wor k. Therefore it did not disclose step (a) of
claiml directed to the preselection of a panel of
anti bodi es predeterm ned to be specific to tunour
associ ated anti gens of a cancer type to be
detected or treated.

- According to claim1 of the patent in suit, the
ultimate criterion that determ ned the inclusion
of a nonoclonal antibody in a variable fornula
conposition was its binding to a specific
patient's tunour. Therefore, the intended use of
the product of the clainmed process was not the
only difference fromthe prior art: while
docunent (1) provided neans and net hods for
carrying out step (a) of claiml, there was no
di scl osure of the remaining steps.

1061.D Y A
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- The sel ection process of Figure 2 of docunent (1)
did not neet all the requirenents stated in
claim1l of the patent in suit because the | ast
step, nanely further selection based on binding to
the patient's own tunmour, was still mssing. This
process yiel ded anti bodi es which were not suitable
for treating a particular patient but rather
groups of patients.

I nventive step (Article 56 EPQC)

- Docunent (1) disclosed fixed-formula cocktails of
nonocl onal anti bodies for treating each and every
patient, and therefore taught away fromthe
cl ai med net hod, which required sel ection of
nonocl onal anti bodi es reactive to tunmour antigens
froma specific patient to select tail or-nade
cocktails.

- Better results were obtained with the clained
nmet hod since no anti body was used which was not
specific to the patient's tunour antigens.
Ther ef ore, background or system c toxicity were
thereby mnimzed and specific toxicity was
maxi m zed.

As for docunent (10), the passage on page 118,
line 28 to page 119, |ine 14 was concerned wth
antigenic diversity within the sanme tunour of the
sane patient. This passage suggested that only an
approach invol vi ng devel opi ng nonocl ona

anti bodies to all the tunmour antigens of a given
patient woul d work.

V. The appel | ant (opponent) requested that the decision

1061.D Y A
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under appeal be set aside and that European patent
No. 0 234 612 be revoked.

The respondent (patentee) requested that the appeal be
di sm ssed.

Reasons for the Deci sion

1

1061.D

The appeal is adm ssible.

Lack of industrial applicability (Article 52(4) EPQ

The appellant in essence argues that clains 1 and 2 at

i ssue relate to unpatentabl e nethods for

treat nent/di agnosis of the human body if they are
interpreted the way the Qpposition Division did, nanely
by considering the intended nedical use as a

di stingui shing feature.

In the board's view, however, it has first to be noted
that a nulti step process is considered to relate to a
met hod for treatnent/diagnosis of the human body if it
conprises at | east one such step (see decision

T 0082/93 (QJ EPO 1996, 274). That this does not occur
for the nethod of claim1 under consideration, has been
acknowl edged by the appellant (see page 7, paragraph 7
of the subm ssion of 17 Septenber 1996). The board
agrees as well that none of steps (a) to (e) of claim1l
is a step of treatnent/diagnosis of the hunan body.

Secondly, even if the appellant's view expressed under
point 2 supra were correct, the follow ng shoul d be
noted. In the case of a sequence of manufacturing steps
| eadi ng to a nedi canent/di agnosti c agent, the possible
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attribution of novelty by virtue of an intended

t her apeutic/ di agnostic use does not detract by itself
fromthe limting effect of the remaining features of
the process claim (see decision T 0532/96 of 13 July
1999, points 2.2.3 to 2.2.5). Upon applying the
rationale of this decision to claiml of the patent in
suit, the board observes that the clainmed nethod
differs fromthat disclosed in docunent (1) in that the
| atter does not include the step of further selecting

t he nonocl onal anti bodi es accordi ng to whether they
react with a particular tunour of a specific patient.
Therefore, the intended nedical /di agnostic use is not
the sole critical distinguishing feature, contrary to
the appellant's line of argunent. Hence, the concl usion
cannot be drawn that infringenent is determ ned by a
mental act of the doctor deciding to use the anti body
cocktail known from docunent (1) to treat the patient.
Rat her, claim 1l at issue only inhibits manufacturers of
custom anti body cocktails from sel ecting the conmponents
of such cocktails in accordance with steps (a) to (e)
of claiml1, regardless of the intended nedi cal use

t her eof .

As for the appellant's proposition that it does not
make sense setting up an industrial plant to the

ext enpor aneous preparation of the product (the cocktai
of sel ected nonocl onal anti bodies) to be used for
treating only one patient, the board observes firstly
that it cannot see a |legal basis for not granting a
patent on such a ground, and secondly assunes that the
cl ai med nmethod can be perfornmed on a |arge scale in,
eg, hospitals' |aboratories to which hundred of
patients' specinens are sent and the cocktails
conpounded. This does not anmpunt to the extenporaneous
preparation in a pharmacy of a nedicine for an
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i ndi vi dual case.

In conclusion, claim1l at issue does not relate to a
met hod of treatnent/diagnosis of the human body, which
pursuant Article 52(4) are regarded as not susceptible
of industrial application and therefore unpatentable.
This conclusion also extends to clains 2 representing a
speci fic enbodi nent of claim 1.
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Novelty (Article 54 EPC)

The appel | ant consi ders the passage bridgi ng pages 18
and 119 of docunment (10) as a clear instruction to
treat individual patients by "typing" at |east one
tunour from each patient wth a panel of antibodi es and
using the result of such "typing" to prepare a cockt ai
of antibodies to be used for the treatnment of that
patient. In the board's judgenent, this passage
reflects the problemarising fromthe known

het erogeneity of cancer and the ability of cancer cells
to nutate and how it can be overcone. It is stated in
the cited passage that only an approach invol ving
devel opi ng nonocl onal antibodies to all the antigens of
a patient's tunour (cf the term"all"” at the bottom of
page 118), including those belonging to the true
replicating cells (stemcells) would work, however,
this approach presents form dable practical and
economi cal obstacles. The board notes that this problem
of cancer heterogeneity is also referred to on page 9,
second full paragraph of docunent (1): "Wthout a

st andar di zed vaccine [ prepared according to

docunent (1)], only a vaccine prepared for each

i ndi vi dual patient fromhis own tunour tissue could be
used in therapy" (enphasis added). In view of these
facts, the board cones to the conclusion that the cited
passage of docunent (10) relates to a kind of "fully
custom zed" approach which requires raising nonocl ona
ant i bodi es agai nst each patient's tunour(s), typing
these anti bodies to make a cocktail having the property
that each of the patient's tunour cell reacts wth an
anti body in the cocktail.

Claiml at issue, however, relates to a "sem -
custom zed" approach, nanely a nethod for selecting the
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nonocl onal antibodies for use in in vivo diagnosis or
therapy for a specific patient by reacting a

presel ected panel of antibodies with the antigens
present in a tunmour specinmen froma specific patient
and selection of the antibodies which bind to said
antigens. The difference between the clai ned nethods
and the "fully custom zed" approach of docunent (10)
lies in that the panel of nonoclonal antibodies of step
(a) of claim1l is a panel of pre-fabricated anti bodies
known to react with a certain type of tunour (eg,

col orectal cancer), while the nonoclonal antibodies in
t he panel of docunent (10) cone fromthe patient's own
tunour (s), against which they have been raised.

The appel |l ant argues that claim 1l | acks novelty because
it is the intended nedi cal/di agnostic use which

di sti ngui shes the nethod of claim1l fromthat of
docunent (1) and the nonoclonal antibodi es sel ected
according to nmethod of docunent (1) are in any case
suitable for the treatnent of individual patients. Yet,
the board has to disagree to this proposition because
the i ntended nedi cal /di agnostic use is not the sole
critical feature distinguishing the clained nethod from
that disclosed in docunent (1): the latter does not

i nclude the step of further selecting the nonocl ona
anti bodi es according to whether they react with a
particul ar tunour of a specific patient (see point 4
supra).

The experinents tabulated in Figure 2 of docunent (1),
showing in a grid the results of challenging tunours
from15 patients with 10 anti bodies and |l eading to the
sel ection of a cocktail conprising antibodies 6a3-1 and
7a2 (see page 34, lines 14 to 15 of docunent (1)),

nmeet, according to the appellant, all the requirenents
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stated in claiml1l of the patent in suit. The board,
however, notes that upon applying the nmethod of claiml
at issue to the tunour antigens of patient No. 3 (taken
by the appellant as an exanple), one arrives, by virtue
of step (e) of claim1l (ie, antibodies binding to
patient No. 3's tunour nust be selected fromthe panel
of the 10 |isted under the term "ANTIBODY" in Figure 2)
at a cocktail containing the 7 nonoclonal antibodies
6a3, 7a2, 12-38, 12-42, 16-4, 16-58 and 16-88 rat her
than to the cocktail 6a3-1 and 7a2. Since the process
of docunent (1) and the clained one | ead to discrepant
results, they cannot be identical in their steps. The
sel ection process according to docunent (1) in fact
conprises a critical step of selecting only those
nonocl onal anti bodies that are statistically
significant and discarding the others. Consequently,

t he above appellant's proposition is not convincing.

I n conclusion, the subject-matter of claim1 and of its
dependent claim 2 satisfies the requirenents of

Article 54 EPC. This conclusion also extends to

claims 3 and 4 since none of the docunents before the
board di scl oses an apparatus having the features stated
In these clains.

I nventive step

The cl osest prior art is the passage on page 9, second
full paragraph of docunent (1) and its counterpart in
docunent (10) (paragraph bridging pages 118 and 119)
relating to the problem faced by the skilled person

wi shing to nake cocktails of antibodies for use in the
treat nent/ di agnosis of cancer, which problem arose from
cancer heterogeneity and the ability of cancer cells to
mutate. It is suggested in the cited passages of
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docunents (1) and (10) that the only effective approach
woul d be devel opi ng nonocl onal anti bodies to all the
antigens of a patient's tunmour, however, this approach
presents form dabl e practical and econom cal obstacles
(see eg, docunent (1), page 9, lines 29 to 33: "It
woul d not have been possible to nake individua
preparations for treating the approximately 139, 000
cases of colorectal cancer that are discovered in the
United States every year"). Docunent (1) purports to
overcone these practical and econom cal obstacles
linked with a "fully custom zed" approach by proposing
a "standardi zed vaccine" (page 9, line 22) obtained by
sel ection of only those nonocl onal antibodies that are
statistically significant, ie which bind to nost
cancers of a certain type.

13. When vi ewed against this framework, the problemto be
solved by the patent in suit is to provide another
met hod for conpoundi ng nonocl onal anti body cocktails,
as an alternative to that disclosed by docunent (1),
whi ch nethod al so i ntends to overcone the obstacles
linked with the unapproachable "fully custom zed"
techni que. This nmethod proposed by claim1l at issue is
the "sem -custom zed" approach, based in essence on the
sel ection froma presel ected panel of antibodi es known
to be each specific to a certain type of tunour, of
t hose nonocl onal anti bodi es which bind to the antigens
present in a tunmour specinmen froma specific patient.
Despite no in vitro/in vivo tests on cancer patients
are reported in the patent in suit, there is no
evi dence before the board show ng that the nethod of
claiml is not a good substitute for the "fully
custom zed" approach. The board is thus satisfied that
the nmethod of claim1l solves the above problem

1061.D Y A
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The rel evant question is whether or not the nmethod of
claim1l at issue follows in an obvi ous manner fromthe
prior art.

The appell ant maintains that the clainmed nethod is

obvi ous in view of the commobn general know edge al one
since the step of checking for binding of therapeutic
nonocl onal antibodies to a patient's tunmour cells
before starting treatnment is trivially obvious (see
docunent (6), page 30, lines 4 to 7 and page 39,

lines 7 to 10). However, the fact that a process step
as such is trivial does not nean that the whol e process
conprising a succession of steps is also trivial. As
for docunent (6) dealing wth anti-nel anona anti bodi es,
the board observes that the problem of cancer

het erogeneity does not arise at all since it is stated
on page 29, Chapter A that "every tested, consecutive
sanpl e of histologically diagnosed netastatic nel anoma
coul d be stained by antibodies to at | east one of the
three maj or nel anoma antigen”. Therefore, docunent (6)
does not notivate a skilled person to go in the
direction of the clainmed nethod, given that it conveys
the inpression that a "universal" antibody cocktail for
mel anonma i s al ready avail abl e.

According to the appellant, the clained nethod is

obvi ous by conbi ni ng docunent (1), teaching testing of
panel s of anti bodi es agai nst a nunber of tunmours from
different patients with the passage bridgi ng pages 118
and 119 of docunent (10), giving instruction to treat

I ndi vi dual patients by "typing" at |east one tunour
fromeach patient. This passage, though, relates to the
"fully custom zed" approach (see point 7 supra).
Conbi ni ng docunents (1) and (10) therefore does not

| ead to the clained nethod.
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The special case of patient No. 9 in Figure 2 of
docunent (1), whose tunpbur does not react with any of
anti bodi es 6a3-1 and 7a2 form ng the cocktail proposed
by this docunment, would, in the appellant's view,

I nduce the skilled person reading this docunent and

Wi shing to cure this patient to use one or both of
nonocl onal anti bodi es 12-38 and 12-42 reactive with the
tunour of patient No. 9, thus applying the clained

nmet hod. In the board's judgenent, however, the skilled
person having patient No. 9's health at heart is not
faced with a "one-way street" situation necessarily

| eadi ng hinm her to adopt the clainmed nethod. This is
because ot her possibilities are also open for treating
patient No. 9: for instance adding one or both of

nonocl onal anti bodi es 12-38 and 12-42 to the cocktai
(6a3-1 + 7a2 + 12-38/12-42), exceptionally applying the
“"fully custom zed" approach or turning to traditiona
chenot herapy/ surgery using no anti bodi es.

Finally, the appellant relies on the |ack of evidence
of an inproved effect in carrying out the clai ned

nmet hod vis-a-vis the nmethod of docunment (1). The
board's position is that, while an unexpected i nproved
effect m ght be an indication of inventive step, the
deci sive question is always whether it would have been
obvious for the skilled person to arrive at sonething
falling under the terns of a claimat all. This is not
t he case here.

In view of the foregoing, the clainmed nethod does not
follow fromthe prior art in an obvious manner. The
subject-matter of clains 1 and its dependent claim 2
therefore satisfies the requirenents of Article 56 EPC
This conclusion also extends to clains 3 and 4 relating
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to an apparatus specifically designed for carrying out
the nmethod of claim1l and 2.

Referral of a question of law to the Enl arged Board of
Appeal (Article 112 EPC)

Since the cl ai mred net hods can be distinguished fromthe
prior art by features other that the intended nedica
use (see points 4 and 9 supra), the question whether or
not "a nethod claimfor preparing a therapeutic agent
can be distinguished by the intended use to which the
agent is to be put" does not arise in the present case
and referral of this question to the Enlarged Board of
Appeal is refused.

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r woman:

U. Bul t mann U M Kinkel dey
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