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Summary of Facts and Subm ssi ons

0365. D

Eur opean Patent No. 0 458 745 was granted in response
to European patent application No. 91 810 366.4 on the
basis of a set of 30 clainms for all the designated
Contracting States.

The clains were directed to air or gas filled
m crobal | oons for echography imagi ng and net hods for
their preparation.

Noti ces of opposition were filed by the respondents |
and 11, respectively opponent | and opponent I1,
requesting revocation of the patent under

Article 100(a) and (b) EPC on the grounds of |ack of
novelty, lack of inventive step, insufficiency of

di scl osure and on the further ground that the
protection conferred covered subject-matter excluded
frompatentability pursuant to Article 52(4) EPC.

The foll ow ng docunents were cited, inter alia, during
t he proceedi ngs before the opposition division:

(1) EP-A-327 490

(2) WO A-89/ 06978

(3) DE-A 3803972

(16) DE- A- 4219723
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Docunents (1) and (2) are identical patent
applications, though filed under different patent
systens and for different contracting states. The two
docunents were cited as exchangeabl e during the
proceedi ngs. Docunment (3) is the German patent
application corresponding to one of the two priority
docunents of (1) and (2).

Docunent (16), although not being part of the state of
the art under Article 54(2) or (3) EPC, was cited by
respondent |, and was considered by the opposition
division as a technical support for interpreting the
teaching in docunent (2).

Addi tionally a nunber of declarations and experi nmental
reports were submtted by the parties during the
proceedi ngs before the opposition division and the

Boar d.

(17) Schnei der declaration and report (25 Cctober
1996) ,

(18) Nyconed experinmental report ERL (28 October 1996),

(19) Nyconed experinmental report ER2 (28 October 1996),

(20) Bussat decl aration, Exhibit A (5 June 1997),

(21) Vauthier declaration, Exhibit B (5 June 1997),

(22) Hopfenberg declaration (2 March 1998),

(23) Schering experinental report (11 Novenber 1998),
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(25) Bussat experimental report (22 Novenber 1999).

Al t hough a main request, corresponding to the granted
clains, and two auxiliary requests had been filed by
the appellant (patentee) during the oral proceedings,
the opposition division based its decision to revoke
the patent only on the auxiliary requests w thout any
consi deration of the main request.

The opposition division held that the clainmed subject-
matter | acked novelty over the mcroparticles disclosed
in exanples 2 of docunent (1) [or (2)]. These

m croparticles were also cited, as a conparative
conpound, in |ate published docunent (16), which gave
addi tional information, not given in (1) or (2), as to
the presence of a nenbrane surroundi ng said

m croparticles and its thickness. The opposition

di vision cane to the conclusion that, although (16) was
not part of the state of the art, it could be used to
show that the m croparticles described in the prior
docunments were actually mcroballoons and that their
characteristics were identical to the characteristics
of the clainmed product.

The appel | ant | odged an appeal against this decision,
and filed on 22 Novenber 1999 a new nain request and
four auxiliary requests. During the oral proceedings,
hel d on 20 Decenber 1999, the nmain request was replaced
by the granted cl ai ns.

In witing and during the oral proceedings, the
appel | ant contested the decision, primarily, on the
ground of procedural violation, as the main request had
not been consi dered by the opposition division.
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As to the substantive matter, the appellant relied on
the experinental works (17), (20), (21) and (25), which
all reported unsuccessful attenpts to obtain

m cr obal | oons as cl ai ned by repeating exanples 1, 2 and
6 of docunments (1) or (2). It further contested the

i ntroduction into the proceedi ngs of docunent (16),
firstly because it was published sone six nonths after
the publication of the application of the patent in
suit, and secondly because it was speculative inits
techni cal content.

The respondents nai ntained their objection of |ack of
sufficiency of disclosure in relation to the porosity
of the m croball oons.

As to the objection of |ack of novelty, they mainly
relied on the principle laid down by decision T 12/81
that the teaching of a prior docunent is novelty-
destroying for a product claimif it inevitably |eads
to the production of the clained product when its

di sclosure is followed exactly. The main argunent of
both respondents was that the cl ained m croball oons
woul d have been inevitably obtained by reducing to
practice exanples 1 and 2 of docunent (1) or (2), as
ot herw se confirned by docunent (16) and by the
experinmental reports submtted during the opposition
and appeal proceedi ngs by respondent 11

[ docunents (18), (19) and (22)] and respondent |

[ docunent (23)].

The objection under Article 52(4) EPC was not
mai nt ai ned.

The appel | ant (patentee) requested that the decision
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under appeal be set aside and that the patent be
mai ntai ned as granted (main request), or that the
patent be mmintained on the basis of the follow ng
docunents filed on 22 Novenber 1999:

(a) first auxiliary request: clains 1 to 27; or
(b) second auxiliary request: clains 1 to 26; or
(c) third auxiliary request: clains to 26; or

(d) fourth auxiliary request: clains 1 to 25.

The respondents (opponents) requested that the appea
be di sm ssed.

Reasons for the Deci sion

1

0365. D

The appeal in adm ssible

Mai n request

Article 83 EPC

In the respondents' contentions, the skilled person was
not in a position to reproduce the clained

m cr obal | oons since their porosity was not defined as
required, that is, by indicating not only the size of
the pores but also the percentage of pores per surface

unit.

The Board notes that the porosity of the polyneric
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menbrane and the size of the pores are not critica
features of the invention since they are not cited in
any independent claim As disclosed in the description
(colum 7, line 53 to colum 8, line 4) and in claim3,
the porosity is only a nmeans to achieve the desired

bi odegr adati on degree of the m crobal |l oon nenbrane.
This feature may nove along a w de range of
possibilities, nanely from bi odegradabl e nenbranes to

t he non- bi odegradabl e nenbrane of claim14. In the
Board's view, the skilled person is provided with
sufficient information to control this feature of the
m cr obal | oons and accordingly the porosity of the
menbrane, by selecting suitable polyners and additives
as di scl osed on pages 13 to 15 of the filed application
(patent, columm 10, line 31 to colum 12, |line 27). For
t hese reasons, the respondents' argunents do not
substanti ate the objection of insufficiency of

di scl osure.

Moreover, it is inportant to note that, in the attenpt
to show the | ack of novelty of the clained

m cr obal | oons, respondent 2 itself reported in
docunment (19) the successful preparation of

m cr obal | oons by follow ng the instructions given in
exanples 2 and 3 of the patent in suit. For this
reason, the Board considers that the requirenents of
Article 83 EPC are net.

Novel ty

The cl ai ned mi crobal | oons were considered by the
opposition division as antici pated by the ultrasonic
contrast agent of document (1) or (2), in particular by
the agent produced according to exanple 2. The contrast
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agent described in these prior docunents consists of
gas and/or liquid filled mcroparticles nade of

anyl ose, preferably cyclodextrine, or of a synthetic
bi odegr adabl e pol yner. The polyneric particles are
produced by enul sifying the organic solution of the
pol yner, copol yner or nononer in aqueous phase and
further processing the enulsion in order to obtain a
final dry particle material, eg by freeze-drying.
Advant ageously, the obtained product may be finely
mlled.

What is undisputed by the Board is that these known

m croparticles may i ndeed contain a gas, though not as
the only possibility. Neverthel ess, whether this gas is
included in a hollow structure Iike a "mcrobal | oon" or
entrapped within the interstices of a "sponge-|ike"
structure is a feature not explicitly disclosed in
docunents (1) or (2). For this reason, the prior art
docunents are open to interpretation.

It is a well established principle laid down in the
Case Law, since decision T 12/81 (QJ EPO 1982, 296),
that the product inevitably resulting froma process
properly defined as to its starting substance and
reaction conditions is considered to be disclosed even
if it is not cited expressis verbis in said docunent.

Relying on this principle, the respondents stressed
that the mcroparticles inevitably obtained according
to exanples 1 and 2 of the aforenentioned prior
docunents were "mcroballoons” as clainmed in the patent
in suit. This conclusion was corroborated by

docunent (16), which was, as already seen, a |late
publ i shed patent application belonging to respondent 1.



- 8 - T 0270/ 97

3.3 Docunent (16) discloses gas-containing mcroparticles,
havi ng a hol |l ow structure surrounded by a fine
menbrane. The docunent cites, as a conparative product,
the mcroparticles obtained in exanple 2 of
EP- A-0 327 490, which is docunent (1) in the present
proceedi ngs. Table 1 of docunent (16) illustrates a
conpari son of sone features of the two types of
m croparticles, ie those according to exanple 2 of (1)
and those according to (16). The table illustrates that
the average thickness of the wall of the particles
according to docunent (1) was 180 nm By relying on
this information, respondent | held, as the opposition
division also did, that docunment (16) nmade it plain
that the mcroparticles obtained in exanple 2 of
docunent (1), being provided with a wall, necessarily
had to be m crocapsul es or "m crobal | oons".

The Board wi shes to stress that docunent (16) does not
provi de any evidence showi ng that the particles
obt ai ned according to exanple 2 of docunent (1) are
indeed in the formof hollow particles. The existence
of such a structure was not conclusively shown or nmade
pl ausi bl e, eg by way of a m croscopic picture.

In detail, table 1 of docunent (16) reports the
follow ng features of the particles according to
docunent (1): the particle size, ie 1 um the specific
weight, ie 0.81 g/cn?, the volume of the alleged
internal space, ie 0.64 um and the thickness of the
particle wall, ie 180 nm Moreover, it is said that the
wal | thickness of the particles was cal cul ated on the
basis of their specific weight, bearing in mnd that
the pol yner specific weight was 1.1 g/cn? (see page 2,
lines 52 and 53 and footnote to table 1).

0365. D Y A
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The skilled person, know ng the size of the particles,
whi ch are assuned to be spherical, could easily

cal cul ate their volunme. He could also easily calculate
the thickness of a particle wall and the vol une of the
i nternal space, know ng the specific weight of the
particles and that of the polyner in conpact form He
woul d i ndeed obtain the sane values reported in

table 1.

However, these sinple calculations would be based on
the nmere presunption that the particle nodel is indeed
that of a holl ow spherical capsul e surrounded by a
conpact polymeric wall having a specific weight of

1.1 g/cnf. However, the Board is convinced that the sane
speci fic weight of 0.81 g/cn¥, observed for the
particles of exanple 2 of docunent (1), would not be

i nconpati ble with another particle nodel: nanely that
of a whol e-vol une sponge-|like particle consisting of a
polymeric matrix in porous formentrapping air inits
I nterstices.

For this reason, docunent (16) nerely shows that,
supposi ng that these particles were holl ow spheres,
then their particle wall would be 180 nmthick. Wether
or not these particles actually are holl ow spheres or
the like, is sonething which the skilled person cannot
i nfer from docunent (16).

Thi s docunent therefore does not offer any reliable
contribution to the interpretation of exanple 2 of
docunent (1). For this reason exanple 2, which has been
I ndi cated by respondent | as the nost relevant part of
the prior docunent, has to be considered only within
the context of said prior docunent, which however does
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not explicitly disclose, in its general part, any
particles, mcrocapsules or mcrobal |l oons nade of a
pol ymeric menbrane surrounding a space filled with a
gas.

Considering the text of exanple 2, it appears evident,
first of all, that the nmethod therein disclosed inplies
an in situ enul sion-polynerisation (of the nononer

al pha-cyanacrylic acid butyl ester), which is not

envi saged in the nethod according to the patent in
suit. A second inportant aspect is that the text of the
exanpl e does not report all the experinental details of
t he met hod, such as the speed and tine of agitation and
the polynerisation and freeze-drying conditions.

In an attenpt to show that the particles obtained

according to exanple 2 were, or were not, identical to
the m croball oons of the patent in suit, the appellant
and respondent | produced highly contradictory results.

For instance, the appellant reported in (17) failure to
obtain any formof particles after four attenpts to
repeat exanple 2. It also reported in docunents (20)
and (21) the production of a |yophilised product

showi ng, upon m croscope exam nation, a disorganised
structure conprising polyneric fragnents, aggregates
and heterogeneous particles, but wthout any evi dence
of m crobal | oons.

On the other hand, respondent | declared, in report
(23), that it had been able to obtain mcroball oons by

follow ng the teaching of exanple 2.

Mor eover, both the appellant and respondent | contested
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the results produced by the opposite party, contending
that, by filling in the gap of information, the
opposite party had foll owed arbitrary and not "usual"
experinmental conditions or procedures not envisaged in
t he exanpl e.

In consideration of these contradictory results and
argunents, the Board can only conclude that the
experimental conditions not disclosed in exanple 2 are
i ndeed essential in order to successfully repeat the
met hod therein disclosed, and that, depending on the
conditions selected by the skilled person, different
products nmay be obtained. It is therefore evident to
the Board that the conditions |aid down by decision

T 12/81, that is in the specific case that

m cr obal | oons are inevitably obtained by foll ow ng the
prior known nethod, are not satisfied. This concl usion
is made even nore plausible in view of the difference
evi denced between the preparing nethod according to
exanple 2 and that of the patent in suit.
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As to exanple 1, of docunent (1) or (2), respondent Il
enphasi sed that the nethod therein disclosed was
identical to the nmethod according to claim19 of the
patent in suit. For this reason, the |yophilised
product obtained according to said exanple had
necessarily to be identical to the m croball oons of the
patent in suit. To corroborate its argunents,
respondent |1 produced, during the proceedi ngs before
t he opposition division, two experinmental reports

[ docunent (19)], concerning a repeat of exanples 2 and
3 of the patent at issue, and [docunent (18)],
concerning the repeat of a nethod said to be identica
to the nmethod of exanple 1 of document (1) [(2)]. In
bot h experinental works production of air-filled

m crobal | oons was reported.

The nmethod for making the air or gas filled

m cr obal | oons according to clains 18 and 19 of the
patent in suit conprises the essential step of
emul si fying a hydrophobi c organi c phase in which the
pol ynmer is dissolved into a water phase, wherein said
hydr ophobi ¢ phase is selected so that it evaporates
substantially sinmultaneously with the water phase [upon
eg lyophilisation]. To achieve this result, evaporation
of the hydrophobic phase is perforned at a tenperature
where the partial vapour pressure of said hydrophobic
phase is of the sane order as that of water vapour
(claim20). This procedure is said to be essential for
the achi evenent of air or gas filled m croball oons.

In exanple 1 of docunents (1) or (2), polylactic acid
iIs dissolved in 4 ml of furan and 0.6 m of

cycl ohexane, and this solution is emulsified in an
aqueous phase of an emulsifier (pluronic F) at a
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tenperature of below 15°C. Then, the tenperature is
slowy increased up to evaporation of the organic
medi um (or solvent). Finally, the suspension obtained
is |yophilised.

In the respondent’'s readi ng of the text of exanple 1,
the expression in the original |anguage of the
docunent, "Verdanpfung des organi schen Losungsmittels",
means "evaporation of the organic solvent”, ie one
organi ¢ solvent, nanely only furan. Thus in the
respondent’'s opi nion, exanple 1 teaches the skilled
person that he should carry out a fractionated or
partial evaporation in order to renove furan only and
to obtain an organic phase enriched with cycl ohexane.
This latter would remain enmulsified in the water phase
and woul d be renoved sinultaneously with sai d aqueous
phase during |yophilisation. This interpretation
reflects the procedure followed in experinental report
(18), in which respondent Il states that it obtained

m cr obal | oons by repeating exanple 1 of docunent (1)

[ see docunent (18), abstract, page 1 and "Content of
Furan and Cycl ohexane", page 5].

Al so Hopfenberg, in his declaration produced by
respondent Il as docunent (22), stresses that the slow
tenperature raising and sol vent evaporation step

di sclosed in exanple 1 is critical to mcrocapsule
formation, and therefore, one of ordinary skill in the
art would control the evaporation process with a view
to obtaining a product in mcrocapsule form

The Board cannot follow this interpretation of the
prior art, which appears to be strongly influenced by
hi ndsi ght .
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Wil e recognising that the heating of the enulsion is
i ndeed the critical passage to obtain hollow particles
such as the mcrobal | oons according to the patent in
suit, the Board enphasises that no part of docunent (1)
[or (2)] explicitly discloses such hollow particles or
makes it evident that they are obtainable. For this
reason the skilled person, assisted by the genera
teaching in docunent (1) and in the attenpt to repeat
exanpl e 1, would have found in this prior docunent no
i ndication to reproduce the conditions necessary to
obtain hollow mcroparticles, nanely to performthe
heating of the emulsion in such a way and to such an
extent to produce a controlled, partial evaporation of
the organic nediumwith a view to | eaving an organic

m xture enriched in cycl ohexane.

Rat her, in the Board' s judgenent, the definition of the
heating step in exanple 1 is very poor. In fact, beyond
the slow increase of the tenperature, nothing is said,
either in the specific exanple or in other exanples or
in the general description of the invention, as to the
final tenperature, pressure and tinme of heating. This
indicates that the heating step is not at all a
critical aspect for the invention of docunent (1), and
that the instruction given by the docunent to the
skilled person is nerely that of renoving the organic
mediumin its entirety, ie furan and cycl ohexane, and

| eaving a suspension of fine polylactic particles,

whi ch are then | yophilised.

The concl usion of the Board is therefore that the
essential feature of the nethod of making the

m crobal | oons of the patent in suit, that is that the
hydr ophobi ¢ phase evaporates substantially
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simul taneously with the water phase, is sinply not

di scl osed in prior docunent (1). Under these

circunst ances, the respondent's view that in repeating
exanple 1 of docunent (1) [or (2)], the m croball oons
of the patent under consideration would be inevitably
obt ai ned, is untenable.

Since no other part of prior docunents (1) or (2) gives
any nore explicit teaching in the direction of the

i nvention of the patent in suit, the Board considers
that none of themis prejudicial to the novelty of the
products and processes clained in the main request.

In view of the outcone of the opposition proceedings,
the inventive step involved in the clainmed subject-
matter was not considered by the opposition division.
For this reason, the Board nmakes use of the power
conferred to it by Article 111(1) EPC and remts the
case to the first instance for further prosecution.
Rem ttal of the case was al so requested, although
unofficially, by the appellant during the ora

pr oceedi ngs.

Rule 67 EPC

As reported in the Mnutes of the oral proceedings
before the Opposition Division, the appellant requested
as main request that the oppositions be dism ssed and
that the patent in suit be mmintained as granted.
Auxiliarily, he requested nai ntenance of the patent in
suit on the basis of either of the auxiliary claim
requests | and Il. However, in the decision under

appeal the main request was not dealt with. This
failure clearly contravenes Rule 68(2) EPC and thus
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constitutes a substantial procedural violation within
the nmeaning of Rule 67 EPC justifying rei nbursenent of
t he appeal fee.

O der

For these reasons it iIs decided that:

1. The deci si on under appeal is set aside.

2. The case is remtted to the Qoposition Division for
further prosecution.

3. The rei nbursenent of the appeal fee is ordered.
The Regi strar: The Chai r man:
M Dai nese P. A M Lancon
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