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Summary of Facts and Subm ssi ons

1534.D

| nternational patent application PCT/EP 98/ 00497 was
filed on 30 January 1998 with seventeen cl ai is.

Clains 1 and 7 read as foll ows:

"1. A nethod for the preparation of an antisense
ol i gonucl eoti de or derivative thereof conprising the
st eps of

- selecting a target nucleic acid, if necessary
elucidating its sequence

- generating the antisense oligonucleotide with the
provi so that

- t he ol i gonucl eotide conprises at |east 8 residues,

- t he oligonucl eoti de conprises at maxi numtwel ve
el ements, which are capable of form ng three
hydr ogen bonds each to cytosine bases,

- t he ol i gonucl eoti de does not contain four or nore
consecutive el enents, capable of formng three
hydr ogen bonds each with four consecutive cytosine
bases (CCCC) within the target nolecule or
alternatively four or nore consecutive el ements of

ceeet

- t he ol i gonucl eoti de does al so not contain 2 or
nore series of three consecutive elenents, capable
of form ng three hydrogen bonds each with three
consecutive cytosine bases (CCC) within the target
nol ecul e, or alternatively 2 or nore series of
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t hree consecutive el enents of GGG and

- the rati o between residues formng two hydrogen
bonds per residue (2H bond-R) with the target
nol ecul e and those residues form ng three hydrogen
bonds per residue (3H bond-R) with the target
nol ecule, is ruled by the follow ng
speci fications:

3H bond-R
$ 0.29
3H-bond-R + 2H bond-R

- and synt hesi zi ng the oligonucl eotide thus
generated in a per se known manner."

"7. An antisense oligonucleotide or derivative thereof
obt ai nabl e according to the nmethod according to any one
of the clainms 1 to 6 except oligonucl eotides
represented in Fig. 4."

Claims 2 to 6 were directed to particul ar enbodi nents
of the nmethod of claiml; clainms 8 to 13 concerned
enbodi ments of the oligonucl eotide according to
claim7. Cainms 14 and 15 concerned, respectively, a
conposition and a nedi canment conprising the said

ol i gonucl eotides, while clains 16 and 17 were directed
to the use of the said oligonucleotides.

On 14 July 1998 the European Patent O fice (EPO,
acting as an International Search Authority (ISA),
invited the Applicant to pay within a time limt of 30
days 88 additional search fees pursuant to

Article 17(3)(a), Rule 40.1 and 40.3 PCT and issued a
partial search report on clains 1 to 17 (all partially)
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relating to the invention first nentioned, ie group 1
The invitation stated the 89 groups of inventions of
which the following are of relevance for the purposes
of the present deci sion:

1. Claims 1 to 17 (all partially): A nethod for
preparing antisense oligonucl eotides and
anti senses obtained. Antisense oligonucleotide
agai nst the TGF-beta 1 gene and having SEQ I D 41,
nodi fied fornms thereof, conposition containing it
and its therapeutic or diagnostic uses.

39. Cdains 1to 17 (all partially): Antisense
ol i gonucl eoti des agai nst the TG--beta 2 gene.

The invitation stated that there was no single

i nventive concept underlying the plurality of clained
i nventions. Reference was nmade in particular to the
followi ng prior art docunents:

(1) WD A- 94/ 25588

(2) Biochem Pharmacol., 1996, vol. 51. pages 173 to
182

(3) WO A-96/ 39415

It was found that, due to the fact that the preparation
and use of nodified antisense oligonucl eotides neeting
the criteria specified in the first claimfor
inhibiting TG--beta 1 nucleic acids as well as their
nodi fi cati ons were known in the art, there was no
speci al technical feature which could Iink the
inventions of the different groups together, also in
consideration of the fact that there were essenti al



1534.D

- 4 - W 0010/ 99

differences in the primary structure of the different
t ar get s.

The Applicant's attention was furthernore drawn to the
fact that if any of the inventions of groups 34 to 89
was to be chosen as subject-matter for a subsequent
search, further objections of non-unity of invention
coul d be raised depending on the results of the search.

On 13 August 1998 the Applicant paid one additional fee
for the invention of group 39. The additional fee was
pai d under protest pursuant to Rule 40.2(c) PCT. The
Applicant submtted that the conmmon inventive concept
was represented by the nmethod of claim1 which provided
rules for selecting suitable antisense oligonucleotide
sequences. None of the cited prior art docunents
provided a simlar nethod, although they disclosed
conpounds that could al so be synthesised by the nethod
now cl ai mred. The nethod all owed the synthesis of

ol i gonucl eoti des which had surprisingly increased
effectivity and/or reduced toxicity and/or reduced non-
sel ective effects.

On 20 Novenber 1998 the European Patent Ofice (EPO),
acting as an International Search Authority (ISA),
invited the Applicant to pay within a time limt of 30
days 129 additional search fees pursuant to

Article 17(3)(a), Rule 40.1 and 40.3 PCT and issued the
I nternational Search Report on clains 1 to 17 (al
partially) relating to the inventions of groups 1 and
39.01. The invitation stated the 131 groups of

i nventions of which the follow ng are of rel evance for
t he purposes of the present decision:

1. sane as No. 1 referred to in Section Il above.
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39.01 dainms 1to 17 (all partially): Antisenses
ol i gonucl eoti des agai nst the TG~ beta 2 gene and
havi ng SEQ I D 519.

Groups of inventions 2 to 38 and 40 to 89 were the sane
as identified in the previous invitation (cf Section |
above), the remaining groups 39.02 to 39.43 resulted
froma lack of unity objection within the previous
group 39.

Apart fromrepeating the previous reasons for the
finding of non-unity (cf Section IIl above), the
invitation stated that, due to the fact that the use of
nodi fi ed anti sense ol igonucl eotides for inhibiting TG
beta 2 nucleic acids was known in the prior art, and
that the adverse biol ogical effects of oligonucleotides
contai ning runs of guanosines was well docunented in
the prior art, there was no single inventive concept
underlying the plurality of inventions also within the
group 39, which related to 43 different inventions,
namely groups 39.01 to 39.43. Reference was nade to
docunent (1) as well as to the follow ng additional
docunent s:

(4) Int. J. Cancer, 1996, vol. 65, pages 332 to 337,

(5) TIBTECH, 1996, vol. 14, pages 376 to 387,

(6) Ml. Biol. Reports, 1993, vol. 18, pages 217 to
221.

On 24 March 1999 the | SA conmuni cated to the Applicant
the result of its review under Rule 40.2(e) PCT. The
finding of lack of unity was confirnmed because it was
hel d that, since, as also admtted by the Applicant,
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ol i gonucl eoti des which satisfied all the necessary
criteria stated in claim1l and which could be prepared
al so by the clainmed nethod were known fromthe prior
art (cf docunent (1)), the nethod of clains 1 to 6 was
not specifically necessary for the preparation of the
sai d conpounds, being only an alternative nmethod to

ot her known net hods of synthesis. Therefore, the nethod
itself could not be seen as the special technical
feature which would forman unifying concept between
all the clained conpounds. Under these circunstances,
each single conpound related to separate inventive
concept s.

Therefore, the Applicant was invited to pay within one
nmonth the protest fee.

The protest fee was paid by the Applicant on 23 Apri
1999.

Reasons for the Decision

1

1534.D

The protest is adm ssible.

According to Rule 13.1 PCT, the international patent
application shall relate to one invention only or to a
group of inventions so linked as to forma single
inventive concept. If the | SA considers that the clains
lack this unity, it is enpowered, under

Article 17(3)(a) PCT, to invite the Applicant to pay
addi tional fees.

Lack of unity may be directly evident a priori, ie
before the exami nation of the nerits of the clains in
conparison with the state of the art reveal ed by the
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search (cf., for exanple, decision W13/87 of 9 August
1988). Alternatively, having regard to decision G 1/89
of the Enlarged Board of Appeal, dated 2 May 1990 (QJ
EPO 1991, 155), the ISA is also enpowered to raise an
objection a posteriori, ie after having taken the prior
art reveal ed by the search into closer consideration.
This practice is laid down in the PCT Search

Qui del ines, Chapter VII, 9 (PCT Gazette 30/1992, 14025)
whi ch are the basis for a uniformpractice of al

I nt ernati onal Searching Authorities. The Enl arged Board
of Appeal indicated that such consideration represents
only a provisional opinion on novelty and inventive
step which is in no way binding upon the authorities
subsequently responsible for the substantive

exam nation of the application (point 8.1. of the
Reasons for the decision). In point 8.2 of the Reasons,
t he Enl arged Board nentioned that such invitation to
pay additional fees should always be made "with a view
to giving the Applicant fair treatnent” and should only
be made in clear cases.

According to Rule 13.3 PCT, the determ nati on whether a
group of inventions is so linked as to forma single
general inventive concept shall be nmade w thout regard
to whether the inventions are clained in separate
clainms or as alternatives within a single claim

The question here is whether or not the subject-matter
of the clainms of the groups 1 and 39 (cf Section |
above) can be considered to be part of the sane general
i nventive concept.

Anti sense ol i gonucl eoti des both against the TGF-beta 1
and TGF-beta 2 genes which satisfy the structural
criteria outlined in the nethod claim1l as well as
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conpositions containing themand their use in the
preparation of nedi canents are known in the art (cf,
for exanple, docunent (1), see clains and sequence
listing on pages 24 to 63). These oligonucl eotides can
be synthesised by a nethod known per se. The fact that
known ol i gonucl eoti des which fulfil the criteria
defined in claiml1 are disclainmed in the product
claim7 (cf the feature "except oligonucl eotides
represented in Fig. 4"), while reinstating novelty of
the clains vis-a-vis the quoted prior art, is per se
not sufficient to provide a comon inventive |ink

bet ween, on the one hand, antisense oligonucl eoti des
agai nst the TGF-beta 1 gene with sequence SEQ ID 41 and
nodi fied fornms thereof (invention of group 1), and, on
t he ot her hand, antisense oligonucl eoti des against the
TGF-beta 2 gene (invention of group 39). This is
because: firstly, a nunber of antisense

ol i gonucl eoti des specific for both said genes were

al ready known fromthe quoted docunent (1), and,
secondly, the two genes are structurally different from
each other and thus any further antisense

ol i gonucl eoti de according to product claim?7
constitutes a structurally different solution to the
techni cal problemof finding alternative

ol i gonucl eoti des specific for either one of the two
genes.

The argunent put forward by the Applicant that the
unitary link is constituted by the nethod whereby the
cl ai med anti sense ol i gonucl eoti des are prepared cannot
be accepted. As shown by docunent (1), antisense

ol i gonucl eoti des which by satisfying the criteria set
inclaiml fall under product claim?7, can be prepared
by known net hods, eg solid phase synthesis, based on

t he sequence of the selected target nucleic acid. Thus,
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the nethod of claim1 is not a "special" nethod whereby
anti sense ol i gonucl eoti des having the defined
structural characteristics can be nade. Consequently,
the features of the said nethod cannot be seen as
"special technical features"” in the sense of Rule 13.2
PCT which define the contribution to the art nmade by
each of the clainmed antisense oligonucl eoti des agai nst
the TGF-beta 1 or 2 genes of claim7 of the respective
groups 1 or 39. Thus, the said nethod cannot serve as
unitary link between the subject-matter of the clains
of groups 1 and 39.

8. For the foregoing reasons, the international
application does not conply with the requirenent of
Rule 13.1 PCT and the invitation to pay one additi onal
fee was justified.

Or der

For these reasons it is decided that:

The protest according to Rule 40.2(c) PCT is dism ssed.

The Regi strar: The Chai rwonman:

A. Townend U. Ki nkel dey

1534.D



