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Summary of Facts and Subm ssi ons

0762.D

The appeal is against the decision of the opposition

di vi si on revoki ng European patent No. 0 597 033
(application No. 92 917 908.3) filed on 3 August 1992
and claimng priority fromNZ 239211 of 1 August 1991
(docunent (P)), which had been opposed by the
respondent (opponent) on the grounds of Articles 100(a)
(Articles 54 and 56) and 100(b) EPC. The patent rel ates
to IG-1 (insulin-like gromh factor 1) to inprove the
neural condition. Independent claim1l as granted read
as foll ows:

"1l. The use of I1G-1 and/or a biologically active
anal ogue of 1G~1 in the manufacture of a nedi canent
for treating central nervous systeminjury affecting

glia or other non-cholinergic cells."”

Clainms 2 to 13 related to specific enbodi nents of the
medi cal use of claim1.

The reasons given for the refusal were that claim1 of
the main and third auxiliary requests |acked novelty,
while claim1l of the first and second auxiliary

requests did not involve an inventive step.

Wth the G ounds of Appeal the appellant filed a new
Mai n Request and Auxiliary Requests 1 to 3, of which
i ndependent claim 1l read as foll ows:

Mai n Request

"1l. The use of I1G-1 and/or a biologically active
anal ogue of 1G~1 in the manufacture of a nedi canent
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for use in reducing the loss of glial cells or non-
cholinergic neuronal cells suffered after a CNS

insult."”

Auxi | iary Request 1

"1l. The use of I1G--1 and/or a biologically active
anal ogue of 1G~-1 in the manufacture of a nedi canent
for use in reducing the loss of glial cells suffered
after a CNS insult."

Auxi | i ary Request 2

"1l. The use of I1G-1 and/or a biologically active

anal ogue of 1G~-1 in the manufacture of a nedi canent
for use in treating a CNS injury affecting glial cells
or non-cholinergic neuronal cells and being the

consequence of nmultiple sclerosis.”

Auxi liary Request 3

"1l. The use of I1G-1 and/or a biologically active

anal ogue of 1G~1 in the manufacture of a nedi canent
for use in reducing the loss of glial cells or non-
cholinergic neuronal cells suffered as a consequence of

mul tiple sclerosis.".

Oral proceedings were held on 3 Septenber 2003.

The follow ng docunments are cited in the present

deci si on:

(C5) Principles of Neural Sciences, edited by E. R
Kandel, J.H Schwartz and T.M Jessell, Appleton
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(C15)

(C16)

(C17)

(C18)

(CG37)

(C38)

(C41)

(C42)
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& Lange, Norwal k, Connecticut, pages 244 to 257,
531 to 547, 609 to 625, 647 to 659, 711 to 730,

777 to 791, 974 to 986 and 1041 to 1049, third

Edition 1991;

McMorris F.A et al., Annals of the New York
Acadeny of Sciences, Vol. 605, pages 101 to 109
(1990);

McMrris F.A et al., Proc. Natl. Acad. Sci. USA
Vol . 83, pages 822 to 826 (February 1986);

WO A- 90/ 14838;

Mozell R L. et al., Annals of the New York
Acadeny of Sciences, Vol. 540, pages 430 to 432
(1988);

A uckman P. et al., Biochem Biophys. Res. Comnm,
Vol . 182, No. 2, pages 593 to 599 (31 January
1992) ;

Barres B.A. et al., Cell, Vol. 70, pages 31 to 46
(10 July 1992);

McMorris F.A et al., Annals of the New York
Acadeny of Sciences, Vol. 692, pages 321 to 334
(1993);

Knusel B. et al., J. Neurosci., Vol. 10, No. 2,
pages 558 to 570 (1990).
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The subm ssions by the appellant can be summari zed as
fol |l ows:

Mai n Request and Auxiliary Request 1
Added subject-matter (Article 123(2) EPC

- In claim1 of the Main Request the wording
"reducing the loss of glial cells or non-
chol i nergi ¢ neuronal cells" (enphasis by the
board) was based on the application as filed,
wherein glial cells and non-cholinergic neuronal
cells were presented as alternative targets (see
claim1 of the published PCT application as filed:
"glia or other non-cholinergic cells"; see also
clainms 5 and 6 thereof).

Right to priority (Article 88(3) EPC

- Page 19, lines 12 to 13 ("neuronal |oss was
reduced") of priority docunment (P) (see Section
above) provided support for the entitlenment of the
| G-- 1- based nedical use of claim1 of both
requests to priority rights. A further support
coul d be derived frompage 19, lines 18 to 19
("therapy reduced the neuronal death"), the tables
on pages 20 and 21 (Experinments A and B)

Figure 1D and its counterpart on page 14, |lines 16
to 18 ("Astrocyte-like cells... express I1G-1
after insult").

Novelty (Article 54 EPC)

- The nedical use of claim1l did not relate to the
treatment of a central nervous system (CNS)
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di sease with IGF-1 but rather to reducing (cf
"rescue"), by neans of IGF-1, the loss of glial
cells or non-cholinergic neuronal cells (Miin
Request) or of glial cells (Auxiliary Request 1)
after a CNS insult, such as eg Parkinson's

di sease. Even if the practical neans of
realisation were the sane as in the prior art
(docunent (Cl17)), the therapeutic effect ("rescue
of glial cells or non-cholinergic neuronal cells
after a CNS insult") was a functional feature

whi ch establi shed novelty over the |G- 1-based
nmedi cal treatnment of central nervous system (CNS)
di seases di scl osed by docunent (C17), which
descri bed no such survival of glial/cholinergic
cells.

- The above interpretation was supported by the
experinmental data in Experinent B of the patent in
suit (see also page 5, lines 9ff), which showed
that 1G~1 substantially reduced glial cell and
non- chol i nergic neuronal cell |oss after a CNS

i nsul t.

- The skilled person would not take the teaching of
docunent (Cl17) seriously, since it prescribed, for
heal i ng Parki nson's di sease, the rescue of
chol i nergi c neuronal cells (see page 8, central
par agr aph). However, this went against the
teachi ng of docunment (C5), according to which the
target cells to be rescued when treating
Par ki nson' s di sease shoul d be the dopam nergic
neuronal cells and, noreover, this disease had to
be treated with anticholinergic agents (see
page 654).

0762.D
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Article 52(4) EPC

- Since clains 8 to 10 were dependent on claim1,
drafted according to an acceptabl e second/further
nmedi cal use format, they could not relate to
nmet hods of treatnent excluded from patentability
by the provisions of the above Article.

Auxiliary Requests 2 and 3
Added subject-matter (Article 123(2) EPQC

- The term"or" in claiml of the Auxiliary
Request 3 did not represent added subject-matter

(see Main Request).

| nventive step (Article 56 EPC)

- Docunents (C15), (Cl6) and (Cl18) did not suggest a
cure for treating Ms. In fact, the experinents
di scl osed in these docunents involved a transgenic
nouse whi ch was no accept abl e nodel of
remyel i nation. Further, these experinents nerely
showed the increase of nyelin and of the nunber of
ol i godendrocytes in vitro. However,
proliferation/stimulation of neuronal/glial cells
by IGF-1 was not predictive of any in vivo
activity of IGF-1 upon the enhancenent of survival

of glial/neuronal cells.

- This view was supported by post-published docunent
(C41). The authors of this docunent (see page 330,
first full paragraph) expressed their surprise
that the in vivo tests achieved so little

0762.D
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di fference in oligodendrocyte nunber between the
control and the experinent, contrary to their
expectations fromthe in vitro tests. Docunent
(C41) provided an explanation of their surprising
result, which explanation lay with the substanti al
di fferences between the in vitro and the in vivo
experinments perfornmed so far. In the in vitro
tests of docunents (Cl5), (Cl16) and (Cl18), the
controls were perfornmed in a serumfree nmediumin
t he absence of IGF-1 (condition of IG--1

depl etion) and the experinents were nade under
condition of 1G--1 restoration. In the in vivo
experinments, however, the controls were norm

m ce expressing normal IGF-1 levels in the brain
and the experinental conditions were ones of IG--1

eXxCess.

- As for docunent (C37), it discussed neuronal cel
rescue in conjunction wth endogenous |G~ 1 and
wi t hout identifying either non-cholinergic neurons
or glial cells. The docunent used on page 598 a
very cautious | anguage "I GF-1 nay have therapeutic
potential ".

- Docunent (C42) nerely reported on the neurotrophic
action (differentiation and proliferation) of
| G=-1 on cholinergic and dopam nergi c neurons in
culture. Differentiation and proliferation in
vitro of devel opi ng neurons, however, had nothing
to do with rescue of injured mature neuronal cells

in vivo.

- Docunent (C38) was irrel evant because it dealt
with in vitro studies upon the

0762.D



VII.

0762.D

- 8 - T 0486/ 01

proliferation/stimnmulation on immture rat cells,

wherein cell death (apoptosis) still occurred.

The subm ssions by the respondent can be sunmarized as
fol |l ows:

Mai n Request and Auxiliary Request 1
Added subject-matter (Article 123(2) EPC

- The "or" in claim1l of the main request ("for
treating central nervous systeminjury affecting
glial or other non-cholinergic cells") found no
basis in the application as filed, wherein the
expression read "l oss of glial and other non-
cholinergic cells" (see page 3, line 22 of the
publ i shed PCT application as filed).

Right to priority (Article 88(3) EPQC

- Priority docunent (P) taught that 1G~1 healed a
CNS i njury by "reducing neuronal |oss" in general
(see eg page 19, lines 12 to 13). The nedical use
of claim1l of both requests did not differ from
t he teachi ng of docunent (P). The reference to the
mechani sm of action being to | G- 1 healing CNS
injury caused by "the loss of glial cells or non-
chol i nergi ¢ neuronal cells"” (Main Request) or "the
| oss of glial cells"” (Auxiliary Request 1), which
mechani sm of action was not disclosed in the
priority docunment (P), was irrelevant to the
subject matter of claim1 of both requests, so
these were thus entitled to priority.
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Novel ty

According to decisions T 279/93 of 12 Decenber
1996 and T 254/93 (QJ EPO 1998, 285), nerely
provi di ng the previously unknown nechani sm of
action of a known compound/ conposition used for
obtaining a known effect or in a known nedi cal
treatnment, could not confer novelty. Therefore,
the clains related to the nedical use of IGF-1 in
the treatment of a CNS insult, as the wording
"reducing the loss of glial cells or non-
cholinergic neuronal cells" was the nere

expl anation of the nechanismof action of |1G-1.

However, docunent (Cl7) already disclosed the use
of IG~1inthe treatnent of a CNS insult (see eg
page 8, lines 26 to 33). Even if the clains were
directed to "reducing the | oss of non-cholinergic
neuronal cells", docunent (Cl7) clearly disclosed
the rescue of neuronal cells (see page 6,

line 19).

Article 52(4) EPC

Clains 8 to 10 related to nethods of treatnent
excluded frompatentability by the provisions of
t he above Article.

Auxiliary Requests 2 and 3
Added subject-matter (Article 123(2) EPC

The term"or" in claiml of the Auxiliary Request
3 represented added subject-matter (see Main
Request) .
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Right to priority (Article 88(3) EPC

Priority could not be clained as nultiple
sclerosis (M5) was not nentioned in the priority
docunent .

| nventive step (Article 56 EPC)

The subject-matter of the clains was obvious in
vi ew of docunent (Cl5), which taught that IG--1
was a potent inducer of oligodendrocyte

devel opnment and nyelination (see page 105, end of
first full paragraph), a process underlying the
heal i ng of denyelinating disorders and thus M5
(see page 101, end of first paragraph). Docunents
(C16) and (C18) further confirnmed IG--1's effect
of regenerating oligodendrocytes.

Docunent (C37) was the publication by the authors
of the patent in suit of experinental results,
according to which I G--1 reduced neuronal loss. In
fact, the results obtained in the patent nerely
confirmed the results presented in docunent (C42),
according to which 1G~1 had neuron protective
activity (see page 8, line 58 to page 9, line 1 of
the patent in suit).

Docunent (C38) concluded on page 38, r-h colum,
first full paragraph that "I GF-1 and | G2 pronote
t he survival of O 2A progenitor cells and

ol i godendrocytes" (the latter being glial cells).
Page 32 thereof related to cell survival, not
proliferation.
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- Taken together or separately, these docunents
provided a clear teaching that 1G-1 could be used

to rescue glia and non-cholinergic neurons in M5

- Docunent (D41) being post-published, could not be
used in the issue of the inventive step.

VIIl. The appellant (patentee) requested that the decision
under appeal be set aside and that the patent be
mai nt ai ned on the basis of the Main Request or one of
Auxiliary Requests 1 to 3, all submtted on 10 July
2001.

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

Reasons for the Deci sion

1. The appeal is adm ssible

Mai n Request and Auxiliary Request 1
Article 123(2) EPC

2. According to claim1l of the published PCT application
as filed ("glia or other non-cholinergic cells"; see
also claims 5 and 6 thereof; enphasis by the board),
the property by 1G-1 of exerting its |oss-preventing
activity occurs on both glial and non-cholinergic
neuronal cells, either taken together ("and") or taken
alone ("or"). The wording "or" in claiml of the main
request thus does not infringe Article 123(2) EPC.

0762.D
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Right to priority

Priority docunent (P) teaches a nedical use of |GF-1,
nanely that 1G~1 heals CNS injuries by "reducing
neuronal |oss" (see eg page 19, lines 12 to 13; see
also ibidem lines 18 to 19: "therapy reduced the
neuronal death"). The subject-matter of claim 1l of both
requests, worded in the formof second/further nedical

i ndications (see G 5/83, QJ EPO 1985, 64) differs
therefromin that the "neuronal |oss" has been repl aced
with "the loss of glial cells or non-cholinergic
neuronal cells" (Main Request) or "the loss of glial
cells" (Auxiliary Request 1).

As explained in detail in points 5to 12 infra in
connection with the issue of novelty, the features "the
| oss of glial cells or non-cholinergic neuronal cells”
(claiml of the Main Request) or "the loss of glial
cells" (claim1l of Auxiliary Request 1) do not confer
novelty on the clai ned nmedical use vis-a-vis any |G- 1-
based treatnment of a CNS injury, ie these features are
ineffective for the board to consider the nedical uses
now cl ai med as novel (further) nedical applications.

By inplication, the clainmed nedical uses also do not go
beyond, in terns of essential technical features, the
nmedi cal use already disclosed in priority docunent (P)
nanmely the treatnent by 1G-1 of a CNS injury by
"reduci ng neuronal loss". In conclusion, the subject
matter of the clains of both requests is entitled to
priority.
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The use of I1G-1 in the preparation of a nedi canent for
use in the treatnent of a CNS insult has al ready been
proposed. Docunent (Cl17) indeed discloses such an
application of 1G--1 in the treatnment of eg Parkinson's
di sease (see eg page 8, lines 26 to 33). The nechani sm
of action underlying this therapeutic effect is, inter
alia, the rescue by IG--1 of neuronal cells, preferably
non-mtotic neuronal cells and/or cholinergic neuronal
cells (see page 6, lines 18 to 21). Caiml1l of both the
Mai n Request and Auxiliary Request | are worded
accordingly in the form suggested by the Enl arged Board
of Appeal when nore particularly considering the
so-cal l ed second nedical indication (see G5/83, Q EPO
1985, 64, point 9, 65), i.e. cases in which the

medi canent (I GF-1) of the clainmed use is no different

froma known nedi canent.

In its decision, the Enlarged Board of Appeal held that,
provi ded the nedicanent is for a specified new and

i nventive application, "the required novelty for the
medi canment which forns the subject-matter of the claim
is derived fromthe new pharmaceutical use" (ibidem
points 21 to 23). Consequently, the novelty of the
subject-matter of claim1 of both requests is
intimately |linked to whether the newly discovered
effects "reducing the loss of glial cells or non-
cholinergic neuronal cells"” (claim1l of the Min
Request) or "reducing the loss of glial cells" (claiml
of Auxiliary Request 1) can confer novelty on the
clains vis-a-vis the known nedical use disclosed by
docunent (C17).
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However, it nust be pointed out that a new property of
a known substance or a new technical effect achieved by
a known nol ecul e do not necessarily translate into a
novel use (be it medical or otherw se) of that
substance/ nol ecule (see eg decisions T 892/94, QJ EPO
2000, 1 and T 189/95 of 29 February 2000, both relating
to the nedical field). For a nedicinal application to
be construed as a "further nedical use", this new
technical effect would have to lead to a truly new

t herapeutic application, such as the healing of a

di fferent pathology or the treatnent of the sane

di sease with the same conmpound, however, when carried
out on a new group of subjects distinguishable fromthe
previ ously suggested subjects for such treatnent (see
eg T 19/86, QJ EPO 1989, 24).

Turning to the present situation, the appellant relied
heavily during the proceedings, as novel features, on
the target cells to be rescued by I1G~1, nanely gli al
cells and non-cholinergic neuronal cells (claim1 of
the Main Request) or glial cells (claim1 of Auxiliary
Request 1), in contrast to the nedical use disclosed in
docunent (Cl17), based on rescuing neuronal cells in
general, preferably non-mtotic neuronal cells and/or

chol i nergi c neuronal cells.

As for the question of whether the clainmed nedical uses
are directed to the treatnent of new pathol ogi es, such
as eg a kind of "glial cell-dependent Parkinson's

di sease” or a "non-cholinergic neural cell-dependent
Par ki nson' s di sease", there is no evidence before the
board that there exists such CNS injuries which affects
only glia or non-cholinergic neurons, while |eaving

ot her popul ati ons of CNS cells unscat hed. The
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appellant's admi ssion that "CNS insults such as

Par ki nson' s di sease represent quite conpl ex
physi ol ogi cal phenonena whose therapy certainly cannot
be narrowed to the rescue of glial cells or non-
chol i nergic neuronal cells" (see subm ssion dated

10 July 2001, page 3, Section 3.2), pleads rather to
the contrary. Neither does it appear to be possible
that a skilled person mght practice an | G- 1-based
therapy aimng at selectively rescuing glial cell or
non-cholinergic neural cells, while taking care that
ot her CNS cell popul ations, such as the non-mtotic
neuronal cells and/or the cholinergic neuronal cells
referred to in docunent (Cl7), be left unaffected.
"Sel ective targeting” would indeed run agai nst the
teaching of the patent in suit that "I G--1 has potent
nonsel ective action on neurons" (see page 9, line 1

enphasi s by the board).

For the sanme reasons the different physiol ogical
effects highlighted by the appellant do not allow the
identification of a new sub-group of patients to be
treated. It is true that two different mechani snms of
action of a drug may end in the "splitting” of the
group of patients being treated into two distinct sub-
groups, as in the cases considered in T 19/86 (supra)
and T 893/90 of 22 July 1993. However, that is clearly
not the case here, as the patent in suit contains no
such teaching. No new sub-groups of patients to be
treated for, eg "glial cell-dependent Parkinson's

di sease"” or "non-cholinergic neural cell-dependent

Par ki nson' s di sease"” can be recogni zed as

di stingui shable fromthe subjects referred to in
docunent (C17).
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I n concl usion, the board considers that, even deciding
in the appellant's favour that the physiol ogical

ef fects enphasi zed by the appellant are not known in
the state of the art, these can only be regarded as the
di scovery of additional itens of know edge about
further nmechani snms of action underlying the known

t herapeutic application of 1G=-1 in the treatnent of
CNS insults, but cannot in thenselves confer novelty
over this known therapeutic application.

The appel |l ant argues that the skilled person would not
take the teaching of document (Cl7) seriously, since it
prescri bes, for healing Parkinson's disease via |G-1,
the rescue of cholinergic neuronal cells (see page 8,
central paragraph). In the appellant's view, this goes
agai nst the teaching of docunment (C5), according to
which the target cells to be rescued when treating

Par ki nson' s di sease shoul d be the dopam nergi ¢ neuronal
cells and, noreover, this disease has to be treated
with anticholinergic agents (see page 654).

In the board's view, however, the teaching of docunent
(C17) is confined neither to healing Parkinson's

di sease, which is only one exanple of the many CNS

di sorders referred to on page 8, central paragraph of
docunent (Cl7), nor to rescuing cholinergic neuronal
cells, i.e. one of the many aeti ol ogi es underlying

Par ki nson' s di sease (see point 10 supra). Docunent (CLl7)
is rather concerned with the nore general teaching that
| G=-1 can heal a CNS di sease by "enhancing the survival
of neuronal cells" (see page 6, line 19). The skilled
person has no reason to doubt this technical teaching.
Finally, any feature relating to the target cells
involved in a CNS-healing process via |G~ 1 has no
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bearing on the novelty issue since a novel insight into
t he drug's nmechani sms of action (see point 12 supra)
does not entail the novelty of the subject matter being
claimed, as the same subjects are to be treated in the
sanme way for the sanme di sease.

In view of the foregoing, it is the board' s view that
docunent (Cl7) anticipates the subject-matter of
claiml of both the Main Request and Auxiliary
Request 1, neither of which can be all owed.

Article 52(4) EPC

16.

In view of the negative finding in relation to novelty,
no need arises for the board to decide the question of
whet her or not clains 8 to 10 relate to nethods of
treat ment excluded from patentability by the provisions
of the above Article.

Auxiliary Requests 2 and 3
Article 123(2) EPC

17.

The wording "or" in claiml of Auxiliary Request 3 does
not infringe Article 123(2) EPC, for the sane reasons
gi ven under point 2 supra.

Right to priority

18.

0762.D

The parties agree that the subject-matter of the clains
of these requests is not entitled to priority rights
and the board agrees as well. These clains indeed
relate to the treatnment of M5, a pathol ogy not
disclosed in priority docunment (P)
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The clains at issue address the use of 1G~1 and/or an
anal ogue thereof in the manufacture of a nedi canent for
treating pathol ogical situations resulting fromMs. The
parties agree that the clained nedical uses are

directed to the treatnment of pathol ogi es not previously
di scl osed. Likew se, the board considers that the
subject-matter of the clains of these requests is novel.

| nventive step

20.

21.

0762.D

In view of the conclusions relating to priority rights
(see point 17 supra), docunments (C37) and (C38),

publ i shed before the filing date of the patent in suit
(3 August 1992), are prior art under Article 54(2) EPC,
and can thus be relied on for assessing inventive step.

The clains at issue address the use of I1G~1 and/or an
anal ogue thereof in the manufacture of a nedi canent for
treating a CNS injury affecting inter alia glial cells,
following M5 (claim1 of Auxiliary Request 2), or for
reducing, inter alia, the loss of glial cells suffered
as a consequence of M5 (claim1 of Auxiliary Request 3).

One of the aetiologies underlying M invol ves

ol i godendrocyte (a glial cell) destruction and
denyelination (see patent in suit, page 2, lines 18
to 19). That nyelination is linked to the presence of
ol i godendrocytes is shown by docunent (C41), page 326
lines 1 to 3: "In nost cases, the plaques eventually
beconme devoi d of oligodendrocytes and renyelination

25, 26n

does not occur. This sentence is a summary of what

was al ready known before the filing date of the patent
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in suit fromthe there cited references "25,26" dated
1982.

The patent in suit describes in vivo studies in adult
rats where 1G~1 is admnistered following a CNS insult
(i schem c hypoxia) and illustrating the rescue of glial
cells and non-cholinergic neurons, i.e. the | oss of
these cells is reduced (see eg Figure 3 and 4 and

page 9, line 53 to 54). It is further confirmed on
page 2, lines 18 to 19 of the patent that in the case
of M5, the CNS insult is associated with the |oss of
myel i n and ol i godendrocytes (a sub-popul ation of gli al
cells).

The cl osest prior art is represented by docunent (C15),
relating to 1G~-1, glial cells and M5. This docunent is
concerned with in vitro investigations on the effects
of 1G~1 on oligodendrocytes. IGF-1 turns out to be a
pot ent inducer of oligodendrocyte devel opnent and
accurnul ati on of nyelin (see page 105, end of first

par agraph). A further experinent using transgenic mce
overexpressing IG-1 tests how | G- 1 affects
nyelination in the brain in vivo. The transgenic mce
brains are found to contain twice as nuch nyelin
conpared to those of the non-transgenic littermates
(ibidem first full paragraph). On page 101, end of the
first paragraph of this docunment it is further stated
that "this information nmay ultimately | ead towards the
devel opnent of treatnment to pronote renyelination in
mul ti ple sclerosis".

Conpared to this prior art, the problemto be solved by
t he clained subject-matter can be seen as being the
provi sion of a medi canment capable of in vivo reducing
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the loss of glial cells or non-cholinergic neurons
associated wwth a M5 pathol ogy. The question to be
answered is whether or not it would have been obvi ous
for the skilled person to arrive at sonething falling
under the ternms of these clains.

The appel | ant enphasi zes that reducing the |oss of a
cell population, a property of 1G=-1 not disclosed in
any prior art docunment, has nothing to do with causing
the cells to proliferate or with stinulating cel
growt h. However, in the board's view, docunent (C38)
shows a further type of action by IG--1, distinct from
proliferation/stimnmulation, nanely its behaviour as a
survival factor for oligodendrocytes, ie | GF-1 reduces
death/loss of the glial cells oligodendrocytes (see
page 31, r-h colum, |ast paragraph and page 32,

r-h colum, first full paragraph).

The board is thus of the opinion that in the |ight of

t he conbi ned teachi ngs of docunents (Cl5) and (C38), it
woul d have been obvious to a skilled person that 1G-1
woul d be an effective agent in rescuing/reducing the

| oss of glial cells associated with a MS pat hol ogy.

In a further |line of argunment the appellant maintains
that the in vitro data of documents (C15), (Cl16) and
(C18) are not predictive of the in vivo action of 1G-1
To buttress this view, the appellant draws attention to
post - publ i shed docunent (C41). The authors of this
docunent (see page 330, first full paragraph) express
their surprise that the in vivo tests achieve so little
di fference in oligodendrocytes nunber between the
control and the experinent, contrary to their
expectations fromthe in vitro tests. Docunent (C41)
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provi des an explanation of this surprising result,

whi ch explanation lies wth the substantial differences
between the in vitro and the in vivo experinments
performed so far (in brief, in vitro experinents:
control = condition of IGF-1 depletion; experinents =
condition of IGF-1 restoration; in vivo experinents:
control = normal mce expressing normal |G- 1 |evels;
experinments: condition of |G~ 1 excess).

However, since docunment (C41) is a post-published
docunent, it cannot be used to show what was known to
the skilled person at the filing date of the patent in
suit, for the purpose of deciding the issue of
inventive step. Further, since docunment (C41) conpares
proliferation/stimulation in vitro versus
proliferation/stimulation in vivo, in the board's
judgenent, it is also irrelevant to a conparison of
"rescuing"” in vitro versus "rescuing” in vivo, the

| atter being the decisive issue (see point 25 supra).

Finally, the appellant argues that the in vitro studies
according to docunment (C38) are not predictive of the
behavi our of mature oligodendrocytes in vivo since they
are carried out upon imuature oligodendrocytes fromthe
devel oping rat optic nerve, wherein cell death
(apoptosis) still occurs.

Yet the board observes that the experinments described
in docunent (C38) relate not only to i mmature

ol i godendrocyte "O 2A" progenitor cells. That nore
mat ure ol i godendrocytes can be rescued by I1G~-1 is
shown on page 38, |-h colum, second full paragraph
("for nore mature oligodendrocytes, IGF-1is
sufficient"). Moreover, once the skilled person has
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been taught by docunent (D38) that 1G~1 acts as a
survival signal nolecule for glial cells in vitro, in
t he board's opi nion, he/she would reasonably expect
that 1G-1 would achi eve sonme survival in glia in vivo,
especially if the experinent is carried out via an I CV
(intracerebroventricular) injection as in Exanple "A"
of the patent in suit (cf "ICV' on page 7, line 15).

31. The subject-matter of claim1 of Auxiliary Requests 2
and 3 being obvious, none of them can be all owed.

Or der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai rwoman:

P. Crenona U M Kinkel dey

0762.D



