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Summary of Facts and Subm ssions

2253.D

I nternational patent application PCT/US 00/20142
(published as WO- A-01/07613) was filed on 20 July 2000
with 36 clainms of which clains 1, 7, 18, 33 and 35 read
as follows:

"1. A reconbinant viral nucleic acid conprising:

(a) a first sequence which conprises a non-native 5'-
untransl at ed sequence,

and

(b) a second sequence which is downstream of and
operatively linked to said first sequence, wherein the
anount of RNA or protein produced fromsaid second
sequence i s increased conpared to the anount produced
in the absence of said first sequence.”

"7. The reconbinant viral nucleic acid according to
claiml1l wherein said non-native 5 -untransl ated
sequence i s constructed by noving the ATG start codon
downstreamto a new site, thus creating an artificia
| eader sequence.”

"18. A reconbinant viral nucleic acid conprising a
non-nati ve sequence inserted in any nucl eotide
position 5 to the initiation codon of said reconbi nant
viral nucleic acid, wherein the anount of RNA or
protein produced from said reconbi nant viral nucleic
acid is increased conpared to the anmount produced in

t he absence of said non-native sequence."”

"33. A nethod for enhancing the production of a
protein in a host conprising the steps of expressing in
said host a reconbinant viral nucleic acid conprising:
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(a) a first sequence which conprises a non-native 5'-
untransl at ed sequence,

and

(b) a second sequence which is downstream of and
operatively linked to said first sequence, wherein said
second sequence conprises a codi ng sequence encodi ng
said protein.”

" 35. A nmethod for enhancing the production of a
protein in a host conprising the steps of expressing in
sai d host a reconbinant viral nucleic acid conprising:

(a) a non-native sequence inserted in any nucl eotide
position 5 to the initiation codon of said reconbi nant
viral nucleic acid and a codi ng sequence encodi ng said
protein."”

Clains 2 to 6, 8 to 17 directly or indirectly related
to further features of the subject-matter of claim1.
Clainms 19 to 32 directly or indirectly related to
further features of the subject-matter of claim18.
Clainms 34 and 36 respectively related to further
features of the subject-matter of clains 33 and 35.

On 21 August 2001, the European Patent O fice (EPO
acting as an International Prelimnary Exam ning

Aut hority (I PEA) invited the applicant to pay within a
time limt of one nonth one additional exam nation fee
pursuant to Article 34(3)(a) and Rule 68.2 PCT because
t he application was considered not to conply with the
requi renents of unity of invention (Rule 13.1-13.3
PCT) .
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The | PEA observed that reconbinant viral nucleic acids
wi th non-native 5 untranslated sequences and their use
in increasing RNA or protein production were already
known fromthe prior art, for exanple from

Virol ogy 255 (1999) pages 312 to 323.

They defined the problem underlying the application as
t he provision of further such viral nucleic acids and
considered that the clainms providing a solution to this
probl em coul d be divided into two groups which were
defined as foll ows:

"Clains 1-6, 8-17, 33-36 (partially), 7 conpletely

A reconbi nant viral nucleic acid conprising a non-
native 5 untransl ated sequence which has been
constructed by noving the ATG start codon downstreamto
a new site.

Clainms 1-6, 8-17, 33-36 (partially), 18-32 conpletely:
A reconbi nant viral nucleic acid conprising a non-
native sequence inserted in any nucl eotide position 5
to the initiation codon. A vector, an isolated host
cell, a nmethod for enhancing the production of a
protein in a host cell, a method for enhancing the
production of a protein in a host conprising said non-
native 5' -untransl ated sequence. ",

The reasons given for |ack of unity between these two
groups were as foll ows:

" Due to the fact that reconbinant viral nucleic acids
wi th non-native 5' -untransl at abl e sequences have been
known fromthe prior art, due to the essenti al
difference in primary structure of the nucleic acids of
the different groups of solutions, and due to the fact



2253.D

- 4 - W 0005/ 02

that no other technical features can be distinguished
which, in the light of the prior art could be regarded
as special technical features, there is no single

i nventive concept underlying the plurality of clained
i nventions."

On 12 Septenber 2001, the applicant paid under protest
one additional exam nation fee in respect of the
additional invention (Rule 68.3(c) PCT). It was argued
t hat :

"“...all clains shared a sane special technica
feature... The special technical feature is the

addi tion of additional nucleotide sequences 5 of the
start codon in a reconbinant viral nucleic acid
construct. ..

...constructing a reconbinant viral nucleic acid
conprising a non-native 5 -untransl ated sequence by
novi ng the ATG codon downstream of a new site is the
(sic) enconpassed by inserting a non-native sequence in
any nucl eotide position 5 to the initiation codon.™

On 13 Novenber 2001, the | PEA review panel inforned the
applicant that the findings of lack of unity by the

| PEA were justified for the reasons given on 21 August
2001 (Section Il, above). In particular, it was pointed
out that "In Fig.1 of D1, it is shown that additional
nucl eotides in the | eader sequence are present... In
consequence, the feature "addition of additional

nucl eoti de sequences 5 of the start codon" cannot
represent the common special technical feature |inking
the two groups of alledged inventions.” The applicant
was then invited under Rule 68.3(e) PCT to pay a
protest fee wi thin one nonth.
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The protest fee was paid on 10 Decenber 2001, the sane
argunments being provided in reply to the decision of
the revi ew panel as were presented on 12 Septenber 2001
(Section 111, above).

Reasons for the Decision

2253.D

The protest in respect of the paynent of a further
exam nation fee is adm ssible.

According to the PCT regulations (cf. 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
| PEA considers that the clains lack this unity, it is
enpower ed, under Article 17(3)(a) PCT, to invite the
applicant to pay additional fees.

Lack of unity may be directly evident a priori, i.e.
before the exam nation of the nerits of the clains in
conparison with the state of the art reveal ed by the
search (cf.,for exanple, decision W6/90, QJ EPO 1991
436). Alternatively, having regard to decision G 1/89
of the Enlarged board of Appeal (Q) EPO 1991, 155), the
| PEA is al so enpowered to raise an objection a
posteriori, i.e. after having taken the prior art
reveal ed by the search into closer consideration. This
practice is laid down in the PCT International Search
Qui delines Chapter VII-9. (PCT Gazette Special |ssue,
8 Cctober 1998, page 26) which are the basis for a
uniformpractice of all international searching
authorities. The Enl arged Board of Appeal indicated

t hat such consideration represents only a provisional
opi nion on novelty and inventive step which is in no
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way bindi ng upon the authority subsequently responsible
for the substantive exam nation (point 8.1 of the
Reasons for the decision).

The subject-matter of independent clainms 1 and 18
(Section I, above) is a reconbinant viral nucleic acid
conprising a non-native 5 -untransl ated sequence

foll owed by a second sequence to be expressed, claim 18
further specifying that the non-native sequence is
inserted 5 of the initiation codon of the sequence to
be expressed. The constructs are nade for the sane

pur pose which is to obtain enhanced transcription

and/ or translation of the sequence to be expressed.
Accordingly, there is no lack of unity a priori between
t hese two cl ai ns.

There remains to be assessed whether there is |ack of
unity a posteriori i.e. taking into account the state
of the art. Prior art docunent (1): Virology, Vol. 255,
pages 312 to 313 was considered by the | PEA to be

novel ty-destroying for the subject-matter of inter alia
claiml. It discloses reconbi nant tobanovirus vectors
whi ch conprise a first untransl ated sequence fol |l owed
by the open reading frame (ORF) of the green
fluorescent protein (GFP) fromjelly fish (page 313,
right-hand colum). This first untransl ated sequence
originates fromthe native subgenom c nRNA pronoter
found upstream of the coat protein ORF in the wild-type
virus. This pronoter is "unusual" in the sense that
sequences wthin the coat protein ORF between nt +25
and +54 relative to the transcriptional start are
required for maxi mum subgenom ¢ RNA producti on.

In a first construct (TB2-GFP, Figure 1) the GFP ORF is
inserted approximately in place of the coat protein
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ORF. In a second construct (TTOT-GFP), the GFP ORF is

i nserted downstream of the 42 first nucleotides within
the coat protein ORF, the ATG initiator codon of this
ORF being nutated to AGA. O herw se stated, whereas the
coat protein pronoter is truncated in the first
construct, it is present in full in the second one. A
better expression is observed with the latter construct
than with the earlier.

The | PEA seens to have based its finding of |ack of
unity a posteriori on the fact that, in their view, the
second construct fell within the scope of claim1l as
"in Figure 1 of D1, it is shown that additional

nucl eotides in the | eader sequence are present.”

The Board cannot agree with this finding. |Indeed the
pronoter sequence in the second vector is not of non-
native origin. On the contrary, it is the native
pronoter of the tobanbvirus coat protein but for the
change of the T and G bases of the coat protein ATG
initiator codon respectively to G and A This change
does not meke the nutated native pronoter sequence a
non-native sequence in the sense intended in the
application (page 4: a DNA fragnment typically having
| ess than 90% honol ogy to the native viral nucleic
acid). Consequently, the TTOI-GFP reconbi nant vira
nucl eic acid construct is not detrinental to the
novelty of the subject-matter of clainms 1 or 18. For
this reason, the unity of clains 1 and 18 is not
affected a posteriori by the teaching of docunment (1).

Claim7 is dependent on claim1l and, thus, its subject-
matter serves to characterize further the invention

already clainmed in said claim1l. As it does not relate
to a separate invention, it need not be considered when
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assessing unity.

10. The patent application contains two i ndependent clainms
in addition to i ndependent clains 1 and 18: clains 33
and 35 (see section |, above). These clains are
directed to nethods of protein production involving the
use of reconbinant viral nucleic acids respectively
defined as in claiml1l or claim18. Rule 30(1) PCT
shoul d be construed as permtting the inclusion of an
i ndependent claimfor a given product and an
i ndependent claimfor the use of said product in the
sanme application (see Guidelines for Exam nation in the
Eur opean Patent Ofice, Part C, 7.1). Therefore, as
there is no lack of unity between the subject-matter of
claims 1 and 18 (point 8 above), the application may
contain clains 33 and 35 without that the requirenent
of unity as a whol e be of f ended.

11. For these reasons, the protest is justified.

Or der

For these reasons, it is decided that:

The refund of the additional exam nation fee and of the
protest fee is ordered.

The Regi strar: The Chai r man:

A. Wl i nski L. Galligan

2253.D
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