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Summary of Facts and Subm ssi ons

1065.D

Eur opean patent application No. 95 117 311.1
(publication No. 0 711 564), filed as a divisional
application on European patent application

No. 91 915 798. 2, published by the W PO under nunber

WD 92/ 02250 was refused by a decision of the exam ning
di vision. The decision was based on clains 1 to 3 of
the first main request filed on 18 Novenber 1999 during
the oral proceedings, clains 1 and 2 of the second nmain
request filed on 2 February 1999 and clains 1 and 2 of
the auxiliary request also filed during the oral
proceedings. Clainms 1 to 3 of the first main request
read as foll ows:

"1. A cytotoxic T |ynphocyte, wherein the cytotoxic T
| ynmphocyte is stinmulated by influenza A virus NS1
protein and provi des a subtype cross-reactive immunity
agai nst Influenza A Virus.

2. The cytotoxic T-lynphocyte, according to claim1,
produci bl e by stimulation by A/PR/ 8 virus.

3. A vaccine conposition for use in immunotherapy, the
vacci ne provi ding sub-type cross-reactive imunity

agai nst Influenza A virus by stinmulating a cytotoxic T-
| ymphocyte according to claim1 or claim2."

Clainms 1 and 2 of the second main request read as
fol | ows:

"1. Use of a reconbi nant vector containing a gene which
encodes the influenza A virus NS1 protein (or
honol ogues/ fragnments thereof in which am no acids have
been del eted, inserted or substituted w thout
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essentially detracting fromthe i munol ogi cal
properties thereof) for the manufacture of a nedi canent
for use in inmmunot herapy, which immunot herapy conprises
t he steps of:

a) provi ding an effective amount of the NS1 protein
(or honol ogue/ fragnent thereof) to an individual,
wher eby

b) an NS1 specific T-cell response is stinulated,
whi ch

c) provi des subtype cross-protective imunity agai nst
I nfl uenza A virus in said individual.

2. The use of claim1l wherein the T-cell response is a
cytotoxic and/or hel per T-cell response.™

Clainms 1 and 2 of the auxiliary request read as
fol | ows:

"1l. Use of a cell which contains a truncated portion of
t he gene encoding the NS1 protein which contains a
T-cell epitope for the manufacture of a nedi canent for
use in i munot herapy, which i munot herapy conprises the
steps of:

a) provi ding an effective amount of the NS1 protein
(or honol ogue/ fragnent thereof) to an individual,

wher eby

b) an NS1 specific T-cell response is stinulated,
whi ch

c) provi des subtype cross-protective i munity agai nst
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| nfluenza A virus in said individual.

2. The use of claim1l wherein the T-cell response is a
cytotoxic and/or hel per T-cell response.”

The exam ning division decided not to admt into the
proceedings the clainms of the first main request
because, inter alia, claiml1l of this request did not
relate to searched subject-matter, while claim3

t hereof was open to an objection under Article 84 EPC
The clains of the second nmain request and of the

auxi liary request were considered to infringe

Article 76(1) EPC

An appeal was | odged agai nst this decision. The

St at enent of Grounds of Appeal conprised a main request
and a first and a second auxiliary requests, al
correspondi ng substantially to the three claimrequests
pendi ng before the exam ning division, except for the
addition of the wording "or honol ogues/fragnents

t hereof in which am no acids have been del et ed,
inserted or substituted without essentially detracting
fromthe i nmunol ogi cal properties thereof and the
cytotoxic |ynphocyte” after "NS1 protein” in claim1l of
the main request conpared to claiml1 of the first main
request pendi ng before the exam ning division.

The appel l ant was duly summoned to oral proceedi ngs on
26 March 2003. The oral proceedi ngs took place, which
t he appellant did not attend, as had been foreshadowed
in his representative's faxed letter of 25 March 2003.

The subm ssions in witing by the appellant can be
summari zed as foll ows:
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Mai n request

- The search exam ner carried out the search on the
basis of the alleged effect of the conposition
nanmely, a T-cell response agai nst an NS1 epitope
in the individual resulting in a sub-type cross-
reactive protective response against influenza A
virus. Therefore, the search nust have covered the
subject-matter of clains 1 and 2.

- The prior art failed to disclose a T-1ynphocyte
whi ch provided a T-cell response agai nst an
epi tope found on the NS1 protein.

- Claim3 was directed to a vacci ne conposition for
stimulating the T-cell of clainms 1 or 2, according
to which the T-cells had to be stinmulated by the
NS1 protein or fragments thereof.

- The application taught that a cytotoxic
T-1 ynphocyte endowed with sub-type cross-reactive
properties could be raised against influenza A
virus. The skilled person could thus reproduce the
invention by followi ng the directions given in the
application and using his normal skill and
knowl edge. Therefore the clains of the main
request were clear as required by Article 84 EPC
and satisfied the requirenents of Article 83 EPC

First auxiliary request
- The present application and its parent application
taught that one aspect of the invention was

i mmunot her apy by expression in general of the NS1
protein in an individual. It was true that the

1065.D Y A
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present application exenplified this teaching by a
met hod of using a reconbinant virus to introduce
the NS1 gene into the host, however, this was
nerely a specific exenplification of the general
teachi ng of the application.

Therefore, there was no added subject-matter over
the parent application in generalising the nature
of the expression vehicle to "reconbi nant vector"”
inclaiml. This was because it could be derived
fromthe passages on page 10, line 29 to page 11
line 9 and on page 6 lines 17 to 20 of the present
application as filed that the nature of the
expression vehicle was i muateri al .

The passage bridgi ng pages 8 and 9 (i biden) showed
that the expression vehicle could be a cell.

Second auxiliary request

Claim1l was based on the |ast inconplete paragraph
on page 8 of the present application
("Alternatively, a truncated portion of the gene
encodi ng the NS1 protein which contains a T cel

epi tope can be expressed in a cell"). There was

t hus no added subject-matter over the parent
appl i cation.

The appel l ant (applicant) requested in witing that the
deci si on under appeal be set aside and that a patent be
granted on the basis of the clains of the main request,
or of the first or second auxiliary request, all filed

on 6 June 2000.
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Reasons for the Decision

1

The appeal is adm ssible.

Mai n request
Clarity (Article 84 EPQ

The ingredient(s) of the "vaccine conposition" of
claim3 of this request is/are not defined, the
"vacci ne conposition” being rather defined by the
technical effect to be achieved and the biochem cal
mechani smunderlying this effect. It is the appellant's
view that the vaccine preparation of claim3 nust of
necessity contain the NS1 protein or fragnments thereof
by virtue of its relationship to claim1 or 2. However,
the board firstly notes that claim2, although formally
dependent on claiml1, in fact relates to an alternative
agent to stinulate a cytotoxic T |ynphocyte and thus it
is not inline with claiml: it relates to stinulation
by the APR/8 virus rather than by nmeans of the NSI1-
epitopes as in claiml. Secondly, a "vaccine
conposition” conprising cells of the CTL clone A-11
(see pages 18 and 19 of the WD 92/02250 application,
under the heading "Reduction of the pul nonary virus
titres etc") is also said to provide "sub-type cross-
reactive imunity against Influenza A virus by
stinmulating a cytotoxic T-1ynphocyte" ("These results
reflect the in vitro cross-reactivity of CTL clone A-11
shown in Table 1") since it reduces the virus titres by
t he sane nmechanism In conclusion, claim3 of this
request lacks clarity as to what is covered by this
claimand the appellant's main request is not

al | owabl e.

First auxiliary request

1065.D
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Article 76(1) EPC

1065.D

In claim1 of this request, it is specified that the
active agent to be used in the manufacture of an

i mmunot her apeuti cal nmedi cament is a "reconbi nant vector
cont ai ning a gene which encodes the influenza A virus
NS1 protein”. The claimthus relates to i munot herapy
by in situ expression in the host of the NS1 protein by
means of reconbi nant vector in general such as a virus,
a plasmd, a cosmd or any other DNA/ RNA vector.

The appel | ant considers that the broader term

"reconbi nant vector" enbracing any NS1-expressing
vector is supported by the general teaching of the
application which is i munotherapy by expression of the
NS1 protein in an individual without limtation to a
particul ar vector.

However, the board observes that the only passage

deal ing wi th i nmunot herapy by expression in the host of
a NS1-encoding DNA is that on page 10, line 29 to

page 11, line 9 and clains 2 and 5 of the application
as filed (corresponding to page 10, line 29 to page 11,
line 9 and clains 2 and 7 of the published parent
application WO 92/02250). The wordi ng "reconbi nant
vector" is to be found nowhere in these passages but
reference is made therein to reconbi nant viruses only,
such as the vaccinia virus. It nust be concl uded that
the skilled person could not derive fromthe parent
application that "reconbi nant vectors" in general could
be used in order to achieve inmunotherapy. The board's
view is strengthened by the fact that, during the

exam nation phase, the then applicant did not dispute

t hat reconbi nant vectors other than viral vectors were
not available at the filing date of the present parent
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application (see paragraph 2.3 of the decision under
appeal referring back to the third paragraph of the
conmuni cation dated 30 July 1998).

The appel | ant enphasi zes the passage bridgi ng pages 8
and 9 of the present application, which in his opinion,
shows that the expression vehicle could be a cell, ie
sonething different froma virus. However, in the
board's view, the passage relied upon by the appell ant
relates to the expression of a truncated portion of the
gene encoding the NS1 protein in a cell and its
isolation and purification in vitro (ie not in the
host). The concl usi on cannot be drawn that the cell is
used as an expression vehicle to be injected into the
host .

Under these circunstances, the board concludes that the
term "reconbi nant vector” in claiml1l of this request
represents an inadm ssible generalisation of the term
"reconbi nant virus" disclosed in the parent

application. Therefore, claim1l does not satisfy the
requi renents of Article 76(1) EPC and the appellant's
first auxiliary request is not allowable either.

Second auxiliary request
Article 76(1) EPC

1065.D

In claim1 of this request, it is specified that the
active agent to be used in the manufacture of an

i mmunot her apeuti cal nedicanment is "a cell which
contains a truncated portion of the gene encoding the
NS1 protein which contains a T-cell epitope". The
appel I ant considers that the above wording is supported
by the passage bridgi ng pages 8 and 9 of the parent
application ("Alternatively, a truncated portion of the
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gene encoding the NS1 protein which contains a T cel
epi tope can be expressed in a cell").

However, as stated in the precedi ng paragraph, the
passage which the applicant considers as a counterpart
of claim1l does not nean that "a cell containing a
truncated portion of the gene encoding the NS1 protein"”
is used as such in the nedicanment. The cells nerely
serves for expressing in vitro (not in the host) the
NS1 fragment, which after isolation (see ibidem

page 9, lines 1 to 2) is used as the final nedicanent.
Expression of the NS1 fragnment in transforned cells is
nerely an alternative (cf "Alternatively") to

ol i gopepti de chem cal synthesis (see ibidem page 8,
lines 27 to 28).

9. In view of the foregoing, it nust be concluded that
claim1 does not satisfy the requirenents of
Article 76(1) EPC since it conprises added subject -
matter over the parent application. The appellant's
second auxiliary request is thus not allowable either.

Or der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai rwonman:

1065.D
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P. Crenona U M Kinkel dey
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