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Summary of Facts and Submn ssions

0116.D

Eur opean Patent EP 0 365 597 has been granted on the
basis of 33 clains, clains 1 to 4, 8, 11, 21, 25 and 33
of which read:

"1. The use of an am no acid del etion variant
human t-PA protein in the preparation of a

medi canent for the treatnment of vascul ar di sease
in a patient for which t-PA plasma half-life

| onger than that exhibited by natural t-PA and/or
cl earance rates |l ess than the clearance rate

exhi bited by natural t-PA is advantageous, wherein
sai d deletion variant provides human t-PA protein
exhi biting plasma half-life | onger than that

exhi bited by natural t-PA and/or clearance rates
| ess than the clearance rate exhibited by natura
t-PA protein.”

" 2. The use of a variant t-PA of claim1, such

| onger half-life and/or | ower clearance rate
resulting froma deletion which conprises at | east
a portion of the finger or Kringle 1 domain."

" 3. The use of a variant t-PA protein of claim?2
wherein the deletion includes at |east a portion
of the growth factor donmain."

"4, The use of variant t-PA of claim1l wherein
said t-PA variant is devoid of at |east a portion
of the finger domain."

" 8. The use of variant t-PA of claim1, wherein
said t-PA variant is devoid of at |east a portion
of the Kringle 1 domain."
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"11. The use of variant t-PA of any of the
precedi ng clains wherein said variant t-PA
additionally has u at amno acid 275."

"21. The use of variant t-PA of any one of the
precedi ng clains wherein the t-PA variant has been
prepared by expression in a suitable host of a
reconbi nant vector which encodes the variant."”

"25. A nethod for providing a variant human t-PA
protein exhibiting an enhanced half-life or
decreased clearance rate relative to natural t-PA,
the nethod conprising the steps of:

(a) obtaining a t-PA variant conprising t-PA
nodi fi ed by del eti on which conprises at |east a
portion of the finger or Kringle 1 domain;

(b) conparing the pharnmacokinetics of said
variant to that of natural t-PA; and

(c) sel ecting a variant t-PA so obtained
whi ch exhibits a longer half-life and/or
decreased clearance rate relative to the natura
t-PA"

"33. Des 1-44 Gu 275 t-PA"

It has been revoked by the opposition division because
of lack of novelty (Article 54 EPC) in view of

docunent (B) (cf infra) and an oral disclosure made at
the International Synposium on "Biotechnol ogy in
Cinical Medicine" held on April 13 to 15, 1987 in Rom

The deci sion of the opposition division has been based
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on a main and an auxiliary request submtted during the
oral proceedings, both containing 24 clains. Cains 1,
7, 11, 12, 13 and 24 of the main request read:

"1. The use of an am no acid del etion variant
human t - PA protein produced in a reconbi nant host
cell in the preparation of a nedicanent for the
treatment of vascul ar disease in a patient for
which t-PA plasma half-life |onger than that

exhi bited by natural t-PA and/or clearance rates
| ess than the clearance rate exhibited by natura
t-PA i s advant ageous, wherein said del etion
results in said variant human t-PA protein
exhibiting plasma half-life | onger than that

exhi bited by natural t-PA made in the sane host
cell and/or clearance rates | ess than the

cl earance rate exhibited by natural t-PA protein
made in the sanme host cell."

" 7. The use of variant t-PA of any one of the
precedi ng clainms wherein said t-PA variant is
devoid of at |east a portion of the finger domain"

"11. The use of an am no acid deletion variant
human t-PA protein in the preparation of a

medi canent for the treatnment of vascul ar di sease
by bolus adm nistration in a patient for which
t-PA plasma half-life longer than that exhibited
by natural t-PA and/or clearance rates |ess than
the clearance rate exhibited by natural t-PAis
advant ageous, wherein said deletion results in
said variant human t-PA protein exhibiting plasna
half-1ife | onger than that exhibited by natura
t-PA and/or clearance rates |less than the

cl earance rate exhibited by natural t-PA protein,

0116.D Y A
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said t-PA variant being devoid of at |east a
portion of the kringle 1 domain; but excluding
variant t-PAs which consist only of the 527 am no
aci d sequence of mature t-PA but with a deletion
within the region G u85-Aspl79 and wth the
sequence 275 to 277 either absent or consisting
of 1 to 3 amno acids."

"12. The use of variant t-PA of claim11l, wherein
said t-PA variant conprises natural t-PA devoid of
am no acids 92-179."

"13. The use of variant t-PA of claim11l, wherein
the deletion includes at |east a portion of the
grow h factor donain.”

" 24. Des 1-44 d u275 t-PA."

Clains 1 to 24 of the auxiliary request were identica
to the corresponding clains of the main request, except
for the nention in clains 1 and 2 of the fact that the
t-PA variant is brought to the patient by bol us

adm ni strati on.

An appeal has been introduced against this decision by
t he patentee/ appellant I.

Qpponent 2/ appellant |1 has introduced an appea
agai nst the reasons having led to this decision.

Qpponent 1/respondent had indicated in his letter of
1 Septenber 2000 his intention no |longer to actively
participate to the appeal procedure.
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The Board i ssued a conmunication pursuant to

Article 11(2) of the rules of procedure of the boards
of appeal giving its prelimnary, non-binding opinion
on inter alia the priority assessnent of the clains and
the adm ssibility of the appeal by

opponent 2/ appellant Il in view of the requirenent
mentioned in Article 107 EPC for an appellant to be
adversely affected by the decision under appeal,

wher eby the concept of "adversely affected" does not
relate according to decision T 73/88 (EPO QJ 1992, 557)
to the reasons of the decision.

Oral proceedings were held on 6 Novenber 2001.

During the oral proceedings, his attention having been
drawn by the Board to a possible contradiction between
claim 12 and the disclainmer of claim1l of the main and
auxiliary requests, on which the opposition division
based its decision, the appellant |/patentee submtted
a new main and a new auxiliary request, both with 22
clains. Caim1l1, 10 and 11 of the nmain request read:

"1. The use of an am no acid del etion variant
human t-PA protein produced in a reconbi nant host
cell in the preparation of a nedicanent for the
treatnment of vascul ar disease in a patient for
which t-PA plasma half-life | onger than that

exhi bited by natural t-PA and/or clearance rates
| ess than the clearance rate exhibited by natura
t-PA i s advant ageous, wherein said deletion
includes all or a portion of the finger region,
and results in said variant human t-PA protein
exhibiting a plasma half-life of at |east 12
mnutes or at least 2 tines |onger than that

exhi bited by natural t-PA made in the sane host
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cell and/or clearance rates less than 2 m/m n/kg
or half or less the clearance rate exhibited by
natural t-PA protein nmade in the sane host cell
with the exclusion of t-PA | acking functionally
and structurally intact finger, growh factor and
kringle 1 donmains and where the catalytic site
essential for fibrinolytic activity is bl ocked by

a renovabl e bl ocki ng group.”

"10. The use of an am no acid deletion variant
human t-PA protein in the preparation of a

medi canent for the treatnment of vascul ar di sease
by bolus adm nistration in a patient for which
t-PA plasma half-life |longer than that exhibited
by natural t-PA and/or clearance rates |ess than
the clearance rate exhibited by natural t-PAis
advant ageous, wherein said deletion includes at

| east a portion of the kringle 1 domain, and
results in said variant human t-PA protein
exhibiting a plasma half-life of at |east 12
mnutes or at least 2 tines |onger than that

exhi bited by natural t-PA nmade in the same host
cell and/or clearance rates |less than 2 nml/m n/kg
or half or less the clearance rate exhibited by
natural t-PA protein nade in the same host cell
with the exclusion of t-PA | acking functionally
and structurally intact finger, growth factor and
kringle 1 donmai ns and where the catalytic site

essential for fibrinolytic activity is blocked by

a renovabl e bl ocki ng group, and—exctudingalso

0116.D Y A
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3—anmno—acids—-

"11. The use of variant t-PA of claim 10, wherein
said t-PA variant conprises natural t-PA devoid of
am no acid 92-179."

(Enphasis in bold or italics and bold and del eti on by
stri keout made by the Board).

The clains of the auxiliary request were identical to
those of the main request, except for the nention of a
"bolus adm nistration" in clains 1 and 2 and the

addition of "...nore particularly nyocardial infarction
foll ow ng reperfusion, deep vein thronbosis, periphera
vascul ar di sease, or patients requiring t-PA but who
are not in life-threatening situations,..."” in

claims 1, 2 and 10.
Appel  ant 11/ opponent 2 at the onset of the ora
proceedi ngs wi thdrew his appeal and thereby becane

respondent .

The follow ng docunents are cited in the present

deci si on:
(A EP 0 386 240
(B) EP 0 196 920

(BMLa) P. Canbier et al., Journal of Cardiovascul ar
Phar macol ogy, 1988, Volunme 11, pages 468-472

In view of the admissibility under Article 114 EPC of
the declarations of Drs. Kresse and Al bert
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appel l ant |/ patentee argued that their rel evance was

hi ghly questionable and that their subm ssion at the
oral proceedings before the opposition division by
opponent | was an abuse of the procedure, because said
evi dence had been in the possession of opponent | since
April 1987. Decisions T 534/89 (QJ EPO 1994, 464) and

T 17/91 (26 August 1992) were nentioned in this

cont ext .

In view of Article 123(2) EPC appellant |/ patentee
justified the deletion of the disclainer in new
claim 10 by the fact that docunent (A) in its first
priority only disclosed a single nutant with a del etion
bet ween Cys84 and Cys180 which did not conflict with
the nutant of the patent in suit devoid of am no

acids 92-179. The introduction of the numerical val ues
for the half-life and the clearance of the variant t-PA
was an answer to the objection raised by

appel l ant 11/ opponent 02 in view of Figure 2 of
docunent (B).

Appel  ant 11/ opponent 2 pleaded in favour of the

adm ttance of the declarations of Drs. Kresse and

Al bert into the proceedi ngs because of their rel evance,
since they disclosed t-PA deletion nmutants with an

i ncreased half-life.

He further submtted that the deletion of the

di scl ai mer of new claim 10 resulted in a new technica
and factual framework, which had not been consi dered by
the first instance, this justifying a remttal of the
case to the opposition division under Article 111(1)
EPC.

No objection under Article 123(2) EPC agai nst the
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anmendnents of the new nmain and auxiliary requests had
been rai sed.

Appel I ant 1/ patentee, who had no objection against a
remttal to the first instance, requested that the
deci si on under appeal be set aside and that the patent
be nmai ntained on the basis of the main or auxiliary
requests filed during oral proceedings.

Appel I ant 11/ opponent 2 requested that the appeal be
di sm ssed.

A few days after the decision of the Board has been
announced and the oral proceedings closed, subm ssions
from both appellants were received.

Reasons for the Decision

Lat e subm ssions nmade by the appellant and respondent

Si nce these subm ssions have been nade after the Board
has pronounced its decision and cl osed the ora
proceedi ngs, they are not taken into consideration.

Article 114 EPC

0116.D

The rel evance of the declarations and evidence of Drs.
Kresse and Al bert does not justify their introduction
into the proceedings. Indeed, this evidence ("Bericht"
dated 1.4.87) indicates that the first phase (the "alfa
phase") of the biphasic clearance of a t-PA nutant
deleted in the finger and growh factor domains is very
rapid ("sehr schnell"). However, since no nunerica
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value is given for the "alfa phase"” of the nutant, a
di rect conparison wth the natural t-PA showi ng an

al fa-phase of 0.8 mn, is not possible. This first
phase is said to be responsible for the clearance of
80% of the nolecule and is therefore froma

phar macol ogi cal point of view the nost inportant one of
thi s bi phasi c phenonenon, as far as the treatnent of
patients in need of t-PA is concerned. Thus, it seens
hi ghl y doubt ful whether such a nmutant, 80% of which is
cl eared very rapidly, can be conpared with the t-PA
mutants of the patent in suit inits suitability as an
i ngredient for the preparation of a nedi canent for
patients suffering under cardiovascul ar di seases.
Furthernore, the rapid cl earance seens to be in
relation with a nechani sm ("Desialidierung") different
fromthat described in the patent in suit (deletion
mut ati on).

As a consequence, the declarations of Drs. Kresse and
Al bert are disregarded under Article 114(2) EPC

Article 123(2)(3) EPC

0116.D

The disclainmer of claim1l of the nmain and auxiliary
requests, on which the opposition division based its
deci si on, has been deleted from correspondi ng claim 10
of the new main and auxiliary requests (cf section IX
above; enphasis by strikeout).

This disclainmer had no basis in the application as
filed and was introduced as an attenpt to overcone a
novelty objection raised in view of Docunent (A), which
di scl oses a t-PA nutant having the sequence between

am no acids 85 and 179 partly or totally del eted and

t he sequence 275 to 277 either absent or consisting
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of 3 amno acids. This disclainer fulfilled the

requi renments of Article 123(2) EPC. It was in agreenent
Wi th the established board of appeal practice
concerning the support of disclainmers in prior art
docunents, as exenplified in decisions T 426/94 (22 My
1996), T 982/94 (16 Septenber 1997), T 898/91 (18 July
1997) and T 433/86 (11 Decenber 1987). However, since
it had no support in the application as filed, its

del eti on does not contravene the requirenments of
Article 123(2) EPC

This disclainer was al so absent fromthe clains as
granted, so that its deletion does not contravene the
requi renments of Article 123(3) EPC

Article 111(1) EPC

0116.D

The clains of the main and auxiliary requests submtted
during the oral proceedings before the Board do not
only differ fromthose, on which the opposition

di vi sion based its decision, by the deletion of the

di scl ai mer to docunent (A)(cf points 2 to 5 above and
section I X, enphasis by strikeout).

They also differ by the introduction of precise
nunerical values for the half-life and cl earance rate
of the t-PA nutants (cf section I X above, enphasis in
bold letters) and a disclainmer to docunent (B)

(cf section | X above, enphasis in bold letters and
italics) in newclains 1, 2 and 10.

This may consi derably change the inportance of the
docunents cited in view of the novelty objection raised
under Article 54 EPC and may al so have an inpact on the
assessnent of priority (Articles 87 to 89 EPC).



10.

11.

12.

0116.D

- 12 - T 0218/ 97

Further, the fornulation of the clains of both the new
mai n and auxiliary requests also justifies a thorough
reconsi deration of the priority enjoyed by the cl ai ns.
For instance, the verb "to include" as used in

clains 1, 2 and 10 has no limting neaning, so that the
extent of the nentioned deletion is not necessarily
restricted to the domain nentioned. Therefore, it has
to be determned within this context, which priority
(if any) the various enbodi nents of said clains nmay

enj oy.

This may again result in the necessity of a conpletely
new anal ysis of the docunents on file in view of their
rel evance for the novelty objection (Article 54 EPC)
raised. In this context, it is necessary to precisely
determ ne the publication date of eg docunent (BMla),
on which a publication date has been nentioned in hand-
writing apparently during the opposition procedure,

al t hough no confirm ng docunent fromthe publisher can
be found in the file.

The deletion of the disclainmer to docunent (A

(cf section | X above, enphasis by strikeout) was found
to be in agreenment with the requirenents of

Article 123(2)(3) EPC (cf points 2 to 5 above).
However, it still remains to be determi ned, in the new
context resulting fromthe introduction of the precise
nuneri cal val ues nmentioned above (cf point 7), whether
this disclainer is unnecessary for assessing novelty
(Article 54 EPC) over docunent (A).

As far as the disclainmer to docunent (B) (cf section IX
above, enphasis in bold letters and italics) is
concerned, it should be kept in mnd that disclainers
are only adm ssible to delete fromthe scope of the
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clai ms an acci dental novel ty-destroying disclosure

whi ch has no rel evance for any further exam nation of
the clained invention, in particular for inventive step
(Decision T 13/97 of 22 Novenber 1999). The di scl ai ner
to docunent (B) in newclains 1 and 10 has not been
consi dered by the opposition division. The Board,
taking into consideration the |egal framework of the
decision of the first instance, which has nmade no

deci sion on Article 56 EPC, is reluctant to consi der
whet her this disclainmer to docunent (B) is in agreenent
with Decision T 13/97 nentioned above as far as

i nventive step is concerned. In terns of econony of the
procedure, it does not appear appropriate for the Board
to further consider the novelty of clainms containing a
di scl ai mer, which nay |ater prove not to be adm ssible
during the exam nation for inventive step.

Therefore, due to the quantitative and qualitative

I mportance of the anendnents introduced by the

appel lant, the clains of the main and auxiliary
requests submtted during the oral proceedi ngs before
the Board define a factual framework different from

t hat one, which has been considered by the first

i nstance for reaching its deci sion.

The Board is thus of the opinion that opportunity
shoul d be given to the parties to possibly have this
new factual franmework considered by two instances and
theref ore makes use of its power under Article 111(1)
EPC to remit the case to the opposition division for
further prosecution on the fulfilnent of the

requi renments of the EPC
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O der

For these reasons it is decided that:

1. The deci si on under appeal is set aside

2. The case is remtted to the first instance for further
prosecution on the basis of the main or auxiliary
requests both filed during the proceedings.

The Regi strar: The Chai r woman:

P. Crenona U. Kinkel dey
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