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Summary of Facts and Subm ssi ons

3113.D

Eur opean Patent No. 0 526 666 based on application
No. 91 113 152.2 was granted with 15 clains of which
i ndependent claim 1l read as foll ows:

"1. Solid lipid mcrospheres having an average di aneter
| oner than one mcron and a pol ydi spersi on of between
0.06 and 0.90."

The respondent opposed the patent under Article 100(b)
EPC for insufficiency of disclosure and under

Article 100(a) EPC for lack of novelty and inventive
st ep.

The foll ow ng docunments were cited inter alia during
t he proceedi ngs before the Qpposition Division and the

Board of Appeal

(4) T. de Vringer et al., J. Pharm Sci., 84(4),
pages 466 to 472, 1995

(7) Journal of colloid and interface Science, 67,
No. 3, pages 543 to 547, 1978

(11) "Zetasizer Il C User Manual” (Novenber 1986)

(15) Pharmazie 47 (1992), H 2, pages 119 to 121.

The decision of the Opposition Division pronounced on
29 Cctober 1998, posted on 26 Novenber 1998 revoked the
patent under Article 102(1) EPC for insufficiency of

di scl osure.

| ndependent claim1 filed during the oral proceedi ngs
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before the Qpposition Division reads:

"1. Solid lipid mcrospheres having an average di aneter
| ower than one mcroneter and a pol ydi spersion of

bet ween 0.06 and 0.90, characterized in that said

m crospheres are in powder formand substantially free
fromsurfactants and co-surfactants.”

As regards the feature "in powder fornf introduced in
claim1, the Qpposition Division was of the opinion
that a powder form of the m crospheres was the
inevitable effect of the |lyophilisation step on

m crospheres of the type defined in the contested
patent. It therefore concluded that this feature did
not contravene Article 123(2) EPC al t hough not
expressis verbis disclosed in the original application.

It also took the view that the disclosure in the
application (eg page 5, lines 13 to 20) was sufficient
to support the new feature 2substantially free of
surfactants and co-surfactants” of anmended claim 1.

Concerni ng the opponent's objections under

Article 100(b) EPC with respect to the techni que of
determ nati on of pol ydi spersion, the Opposition

Di vision considered that, having regard to docunent
(4), the degree of dilution of the pol ydi spersion
appeared to be an essential factor when using the
Mal vern Zetasizer Il C nethod referred to in the
pat ent .

As the dilution factor was not disclosed in the patent,
it concluded that the nmethod for measuring the
pol ydi spersion of the clainmed solid |ipid mcrospheres
was not sufficiently disclosed contrary to the
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requirenments of Article 83 EPC.

As regards the opponent's other Article 100(b)

obj ection, the Opposition Division expressed the
opinion that the selection of appropriate conditions
for carrying out the diafiltration techni que nentioned
in the patent could be easily derived from docunent
(7), which described this technique in |atex studies
where the inpurities were of the sane nature.

The appellant (proprietor) |odged an appeal agai nst
t hat deci si on.

In a comuni cation dated 28 Cctober 1999, the Board
drew the appellant's attention the requirenments of
Article 123(2) and (3) EPC with respect to the added
feature "in powder form' of amended claim 1l and the
term"optionally” in anmended claim5.

The Board also rejected the appellant's request to
post pone the date of the oral proceedings, which had
al ready been agreed by both parties.

By a letter dated 18 Novenber 1999 the appellant filed
a new set of 12 clains.

Claim1l1l of this set of clains reads as foll ows:

"1. Solid lipid mcrospheres having an average di aneter
| ower than one mcroneter and a pol ydi spersion of

bet ween 0.06 and 0.90, characterized in that said

m crospheres are in |yophilized formand substantially
free fromsurfactants and co-surfactants.”

Also, inclaim5 the term"optionally" was del eted as
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it did not conformw th the original disclosure.

Oral proceedings were held before the Board on
3 Decenber 1999.

The appel lant's subm ssions both in the witten
procedure and at the oral proceedings can be summari sed
as follows:

As regards the amendnments in claiml, the feature
"substantially free fromsurfactants and co-
surfactants” was all owabl e since the original
application clearly stated that "the washi ng by
diafiltration leads to the elimnation of al
substances present in the dispersing aqueous phase
(surfactant, co-surfactant and free drug not included
in the mcrosphere)”. In support of this view, the
appel lant's expert (a physical chem st who has
experience of using the process of the invention)
descri bed the technical background of the invention and
provi ded further explanation of the absence of
surfactants and co-surfactants in the solid lipid

m cr ospher es.

The appel |l ant al so observed that the percentages of
lipids in the |ipospheres reported in the exanples
(which ranged from 75%to 97% were in fact the
percentages of the |ipid conponents transformed into
m crospheres, ie the yields, so that, contrary to the
respondent’'s allegation inits reply to the grounds of
appeal, it could not be concluded fromthese
percentages that surfactants or co-surfactants or any
ot her substances were al so present beside the

m cr ospher es.
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The appel |l ant al so mai ntai ned that document (15), filed
by the respondent during the appeal procedure in order
to denonstrate the presence of co-surfactant in the
solid lipid mcrospheres, was in fact irrelevant as it
did not concern a co-surfactant but a lipophilic
conplex ie an entity which did not have the
characteristics of a co-surfactant. Accordingly, she
clainmed that the feature "substantially free from
surfactants and co-surfactants” was clear and supported
by the description.

Concerning the objection of insufficient disclosure
with respect to the technique for measuring

pol ydi spersion, the appellant contended that, unlike
the particles of docunent (4), the particles of the
patent in suit did not necessitate a particul ar
prelimnary dilution as they were substantially pure
and that it was therefore sufficient just to follow the
instructions of the "Zetasizer Il C User Mnual"
(docunent 11). She also filed experinental test results
denonstrating that the neasurenent of the nmean di aneter
and pol ydi spersion of the particles did not change with
t he degree of dilution.

The appel |l ant al so argued that, as denonstrated by
docunent (7), diafiltration was a known techni que and
since the patent in suit clearly stated that
diafiltration was used in the step of washing the

di spersion in cold water to elimnate the substances
present in the dispersing phase, this step was nerely a
common operation practiced by every | aboratory worker.

The respondent (opponent) contested these argunents as
fol |l ows:
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The feature "substantially free fromsurfactants and
co-surfactants” in claim1l was not allowabl e under
Article 123(2) EPC. The passage in the application
relied on by the appellant was not a proper basis for
the amendnents as it referred only to the substances
present in the dispersing aqueous phase.

It maintained that it was not understandabl e why the
solid mcrospheres did not include surfactants and co-
surfactants whereas they contained drugs having totally
different properties, particularly as very significant
anmounts (up to 30%9 of surfactants and co-surfactants
were used in the process for the preparation of the

m crospheres. The respondent al so suggested the
diafiltration technique renoved only the dissolved
surfactants but not those present at the interface

bet ween the m crospheres and the water phase nor those
within the m crospheres, as evidenced by docunent (7).

In that respect, it also pointed out that docunent
(15), relating to solid lipid mcrospheres prepared by
t he process of the patent in suit, nmade clear that a
co-surfactant was present in the mcrospheres together
with the drug as an ion pair. The respondent was
therefore of the opinion that it was very doubtful

whet her |ipospheres "substantially free from surfactant
and co-surfactants"” were obtained by the process

di sclosed in the contested patent and that the
interpretation of "substantially free" was anbi guous.

It was however conceded by the respondent that it could
not be concluded fromthe percentage yields of |ipids
given in the exanples of the patent that substanti al
anounts of the conponents of the mcrospheres were not
specified in the exanples.
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Concerning the objection of insufficiency of

di scl osure, the respondent contended that, although
docunent (7) denonstrated that diafiltration was a
known techni que, the disclosure in the patent did not
identify which node of the diafiltration apparatus was
to be used in order to achieve the benefits of the
process described in the patent.

In the light of the evidence regardi ng t he nmeasurenent
of polydispersity, the respondent withdrewits
insufficiency objection to that feature.

The appel | ant requested that the decision under appeal
be set aside and that the patent be maintained on the
basis of the set of 12 clains filed with her letter of
18 Novenber 1999.

The respondent requested that the appeal be dism ssed.

Reasons for the Deci sion

1

3113.D

The appeal is adm ssible.

Procedural nmatters

As nentioned above (supra, paragraph 5), the appellant
sought a postponenent of the oral proceedings. This
resulted fromthe late filing by the respondent of its
witten subm ssions on the G ounds of Appeal which were
received on 25 March 1999 and copied to the respondent
by a registered letter of 6 April 1999 requiring the
respondent’'s observations within four nonths.
Accordingly, the respondent’'s witten subm ssions were
(by virtue of Rule 78(3) EPC) due to be received by the
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Board of Appeal no later than 16 August 1999, a period
of four nonths and ten days.

On 16 August 1999, i.e. the last day of that period,

t he respondent sent a fax to the Board asking for a
further two nmonth period in which to file observations
on the Gounds of Appeal. Although no reasons for this
request were given, it was granted. The period for the
respondent to file its witten subm ssions was thereby
extended until 18 Cctober 1999 (16 October being a
Sat ur day) .

On 18 Cctober 1999, again the |last day of the period in
guestion, the respondent by a further fax asked for a
further extension of "a few days" - the exact tine
sought was, somewhat unhel pfully, not specified.
However, on this occasion reasons were given - the
illness "during the major part of the extension period"
(that is, the previous two nonths) of a person whose
advi ce the respondent deened necessary foll owed by the
illness of the respondent's representative. A further
short extension until 3 Novenmber 1999 was al | owed and
communi cated to the parties by faxes of 25 Cctober
1999.

In the nmeantime the Board had, after the usual
consultation with the parties, fixed 3 Decenber 1999 as
the date for oral proceedings and formal sunmonses to
oral proceedings on that date were sent on 10 Septenber
1999, al though the parties had known of that date since
27 August 1999 when they received faxes fromthe

Regi strar proposing either that date or the day before.
It is to be noted that the respondent had agreed to, or
at | east had not disagreed with, the date for oral
proceedi ngs only shortly after its first request for an



3113.D

-9 - T 0079/ 99

extension of tinme to file its witten submn ssions had
been made and agr eed.

On receipt of the Board's fax of 25 Cctober 1999
confirmng the second extension of tinme to 3 Novenber
1999, the appellant, by a fax also of 25 Cctober 1999,
asked for the oral proceedings to be postponed. The
appellant said that, in the light of the further
extension of tinme granted to the respondent, she would
not have tine to file her own further observations in
reply sufficiently in advance of the hearing on

3 Decenber 1999. The Board had sonme synpathy with the
appel I ant who, having filed her omm witten subm ssions
intime, had to wait several nonths to | earn the exact
case put by the respondent. Cearly, the respondent did
not deal with this matter as expeditiously as it should
- while it may have encountered difficulties due to
illness during the period of the first extension, no
expl anation was given for not filing its subm ssions
during the initial period of over four nonths; and both
requests for extensions, the second for an unspecified
period of a few days, were requested on the very | ast
days of the expiring periods and, in the case of the
second, sone considerable tinme after the respondent
knew of the arrangenents nade for oral proceedings.

However, when asked for either extensions of tine or
post ponenent of oral proceedings, the Board has to
consider not only the interests of each of the parties
but also the overall interest in the expeditious
prosecution of appeals and the delays to other cases in
t he event of postponenents. In the present case a
second extension of only twelve working days was
granted and the loss of that tinme to the appell ant
could be nore than conpensated for by not inposing the
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usual requirement that all witten subm ssions be filed
at | east four weeks before the oral proceedings. The
Board al so observed that, if the appellant had been put
to any ot her inconvenience, she could nmake an
application for apportionnent of costs under

Article 104(1) EPC Accordingly, the Board decided that
all interests would be best served in the present case
by mai ntaining the date appointed, and agreed by the
parties, for the oral proceedings and al so directed

t hat the respondent ensure that its witten subm ssions
were indeed received by the end of the second extension
of time and copied directly to the appellant, and that
t he appel l ant m ght have until the date of the oral
proceedi ngs to prepare her response (if any) to the
respondent’'s subm ssi ons.

That deci sion and those directions were notified to the
parties by the Communication of 28 October 1999. In the
event, the respondent filed its subm ssions within the
extended tinme and apol ogi sed for the earlier delay. The
appel  ant then managed to respond in witing by

18 Novenber 1999 and did not make an application for
apportionment of costs. Wiile both parties thus
denonstrat ed commendabl e speed in progressing the
appeal follow ng receipt of the Board' s Communi cati on,
that very speed suggests that the earlier delays may
have been in | arge part avoi dabl e.

The Board takes this opportunity to rem nd parties
that, while sone delay arising fromthe vol unme of
pendi ng appeals is inevitable, additional delays caused
by parties thenselves are often avoidable and are in
principl e undesirable. Such additional delays can
affect not only the particular cases in which they
occur but al so other pending appeals the parties to
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whi ch have complied with the usual tinme limts. It is
al so the case that nost initial tinme [imts under the
EPC and the procedure of the Boards (for exanple, four
nonths for an appellant to file its Grounds of Appea
and four nonths for a respondent to reply thereto) are
generous by conmparison with correspondi ng provisions of
the |l aws of many contracting states.

Parties should not consider extensions of tinme as being
avai l abl e for the asking. Requests for extensions of
time should only be nmade sparingly. Such requests
shoul d be nade as soon as the possibility of the need
for extra tinme becones apparent and not at the |ast
nonment. Only the period of tinme actually and reasonably
requi red shoul d be sought. The nore extensions a party
seeks, or the longer the tinme sought for any one
extension, the nore inportant it is to provide reasons.
It is also prudent to consult other parties to the
appeal in advance - if they agree to an extension, the
Board is nore likely to agree also; if they disagree,

t he Board can then be nade aware of their views.

When considering requests for additional tinme, the
Board will take into account not only any reasons put
forward but also the nunber of previous extensions (if
any), the views of the other party or parties (if
known), the effect of delays on other appeals pending
before it and the general principle that all delays are
to be avoi ded where possible. Simlar considerations
apply to requests to adjourn oral proceedings. In these
cases however, the Board will also take account of the
fact that, in accordance with the usual procedure, the
parties wll have been offered alternative dates and
agreed on one of those dates. Once a date has been
accepted and agreed, exceptional reasons may be
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required to justify a postponenent.

Article 123(2) and (3) EPC

The subject-matter of claim1 of the main request
differs fromthat originally filed in that the solid
lipid mcrospheres are "in |yophilized forn and
"substantially free fromsurfactants and co-
surfactants".

The feature "in |yophilized form' is allowable as it is
clear fromthe disclosure in the application as
originally filed (page 3, step c) that the m crospheres
prepared according to the process of the patent in suit
undergo a final |yophilisation step

As regards the second anendment, the Board agrees it is
not disclosed expressis verbis in the application. In

t hese circunstances, it nust decide whether the skilled
person could derive this feature directly and

unambi guously fromthe whol e teaching of the original
appl i cation.

The Board appreciates that the passage (see supra,
paragraph VII1) in the application relied on by the
appel l ant as the basis for the anendnent nerely refers
to the elimnation of the substances present in the

di spersi ng phase and that, as contented by the
respondent, the words "not included in the

m crospheres”, which are part of the passage in
brackets, could be understood as referring either just
to "free drug" or also to "surfactant and co-
surfactant".

However, in the light of the sentence following this
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passage, which reads "Said conpositions afford

t herefore an inproved control on the action and

ef fectiveness of the drug and m nim ze possible effects
due to the sinultaneous undesired adm nistration of
auxi | iary substances such as surfactant”, the Board is
satisfied that it would be clear to the skilled person
readi ng the application that the present invention ains
to provide solid |ipid mcrospheres which are free from
surfactants and co-surfactants.

As regards the technical argunents put forward by the
respondent (see supra paragraph I X), the appellant's
expert stressed that, although it was indeed true that
the first step of the process for the preparation of
the solid |lipid mcrospheres involved the use of a

| arge anount of surfactants and co-surfactants, only an
insignificant anmount of these were present at the
interface between the lipid mcrospheres and the water
phase since the surfactant shell encasing the

m cr ospheres was nmade of a nol ecul ar nonol ayer of
surfactant and co-surfactant nol ecul es.

Mor eover, the expert pointed out that the polar heads
of the surfactants and co-surfactants nol ecul es woul d
prevent these entities fromentering the lipid
droplets. In addition, the rapid freezing of the lipid
droplets during the second step of the process would
al so prevent any diffusion of the surfactants and co-
surfactants in the m crospheres as the diffusion
process was tinme-dependant. Additionally he said this
surfactant and co-surfactant nol ecul ar nonol ayer
separated fromthe m crospheres during this freezing
st ep.

As regards the diafiltration technique disclosed in
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docunent (7), the expert noted that it nerely recited
that the renoval of adsorbed species such as
surfactants "may be much sl ower than the renoval of

di ssol ved species"” and that, in any case, the | atex
particles and their adsorbed materials described in (7)
could not be conpared with |ipid mcrospheres encased
wi thin a nol ecul ar nonol ayer of surfactants and co-
surfactants.

Agai nst this, the respondent did not provide any
experinmental or other technical evidence beyond its
subm ssi ons summari sed above (see supra, paragraph |IX)
The Board was thus presented on the one hand by the
respondent with the assertion that surfactants and co-
surfactants remain after diafiltration within the

m crospheres and/or at the interface of the

m crospheres and the water phase and, on the other
hand, by the appellant with a technically plausible
expl anation froman expert who has worked the invention
of why that is not the case. In those circunstances,
the Board is conpelled to accept the views of the
expert witness. This happens to be in keeping with the
fact that scientific certainty is only achi eved by
actually proving the presence of a substance in a
conpl ex m xture.

Concer ni ng docunent (15), the Board notes that this is
not part of the state of the art. It can however form
techni cal evidence in the proceedings. Wth respect to
this docunent, the Board shares the appellant’s

anal ysis that the |ipophilic conplex described in (15)
represents a different chemcal entity froma co-
surfact ant.

The Board accordingly finds no basis in the
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respondent's subm ssions for an objection under
Article 123(2) with respect to the introduction of the
feature "substantially free fromsurfactants and co-
surfactants” in independent claiml.

In conclusion, all the anmendnents introduced into
present claiml by the main request are adequately
supported by the original application and thus conply
with Article 123(2) EPC.

Conpared with the independent claim1 (see paragraph
supra) as granted, the correspondi ng i ndependent
claiml as anmended is limted in view of the additional
techni cal features. The anmendnents to present claim1l
are therefore al so acceptabl e under Article 123(3) EPC

Article 84 EPC

The meaning of particular words or expressions in the
context of Article 84 EPC nearly al ways depends on the
circunstances of the case, and in particular the
specific technical field and the content of the
description. Therefore, no general quantitative
definition can be given for the expression
"substantially free", the meaning of which should be
construed on the basis of the description. In the
present case the Board takes the view that it nerely
means that the solid lipid mcrospheres should be as
free of surfactants and co-surfactants as is
practically and realistically feasible.

It remai ns however questionabl e whether any cl ai ned
solid lipid mcrospheres would fulfil all the

requi renents of independent claim21 since both the
inventor herself as well as her expert stressed during
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the oral proceedings that only the sel ection of
specific lipids in conbination with specific
surfactants and co-surfactants would realise the
benefit of the invention. The claimto, in effect,
"[any] solid lipid mcrospheres” in claim1l has not
previ ously been consi dered. Wether a claimof that
breadth is allowable is an i ssue which should be
considered initially by the first instance, if only so
that the parties may have the opportunity of a further
appeal (see also infra paragraph 6).

5. Sufficiency of disclosure

5.1 The only objection of the respondent under Article 83
EPC which remained in issue at the oral proceedi ngs was
the allegation that the skilled person could not find
any relevant information as to which node of the
diafiltration apparatus to use during the process of
preparation of the solid |ipid mcrospheres.

It is undisputed that docunent (7) discloses that the
diafiltration apparatus can be used for concentrating,
cleaning, equilibrating or fractioning a sanple (see
page 543, left colum, lines 30 to 42).

It is however noted that, as the publication date of
docunent (7) shows, the diafiltration techni que had
been wel | -known for nore than twenty years at the
filing date of the contested patent.

Furthernore, the original application unanbi guously
teaches that diafiltration is used for washing the

m crosphere dispersion with water ie exclusively for a
cl eani ng purpose (see e.g. page 3, lines 1 and 2;
exanpl es) .

3113.D Y A
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The skilled person is also taught the result to be
expected by this cleaning technique: the application
(at page 5, lines 13 to 16) discloses that washi ng by
diafiltration is carried out to elimnate all the
substances present in the dispersing phase (surfactant,
co-surfactant and free drug). Accordingly, the Board is
satisfied that, knowi ng the nature of the products to
be elimnated, the skilled person has sufficient
information to use the diafiltration apparatus in its
appropri ate node.

Agai nst this, the respondent failed to provide any

evi dence or argunent denonstrating that such washing by
diafiltration is not a conmon operation practiced by

| abor at ory workers.

5.2 I n conclusion, the Board s judgenent is that the
invention is disclosed in a manner sufficiently clear
and conplete for it to be carried out by a skilled
person and the patent therefore neets the requirenents
of Article 83 EPC and accordingly the ground of
opposi tion under Article 100(b) EPC is not made out.

6. Remttal to the first instance

6. 1. Al t hough Article 111(1) EPC, which gives the Boards of
Appeal the powers of the first instance departnents,
does not guarantee parties an absolute right to have
all the issues in a case considered by two instances,
it is well recognised that there are occasi ons when
consideration by both instances is appropriate. The
essential function of an appeal in inter partes
proceedings is to consider whether the decision of the
first instance departnent is correct. If, as here, the
appeal is froma first instance decision taken solely

3113.D Y A
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upon only one or some of the issues and that appeal is
successful, the outstanding i ssues should then be the
subj ect of exam nation and decision by the first

i nstance departnment, with a possible further appeal on
t hose issues thereafter.

In the present case, the Qpposition D vision decided
that claim 1l was not patentable on the grounds of
insufficiency of disclosure (Article 83 EPC), but left
open the essential issues of novelty (Articles 52(1),
54 EPC) and inventive step (Articles 52(1), 56 EPC)
The Board has thus concluded that, in those
circunstances, the case should now be remtted to the
Qpposition Division for further prosecution on the
basis of the set of 12 clains filed with the
appellant’s letter dated 18 Novenber 1999 and received
on 19 Novenber 1999.

VWiile it is not for the Board to dictate to the
OQpposition Division how it should deal with the
remaining issues, it is clear that the treatnent of
those issues by the parties is currently spread across
a nunber of witten subm ssions on both sides. Those
subm ssions al so deal with issues which have, by this
deci sion, now been finally decided. The Board suggests
it would be appropriate for each of the parties to
sunmari se its case on novelty and inventive step in one
docunent and file such sunmaries with the Opposition
Di vision. The sooner that is done, the sooner no doubt
the further consideration of this case can be

undert aken.
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Or der

For these reasons it is decided that:

1. The deci sion under appeal is set aside.

2. The case is remtted to the first instance for further

prosecuti on.

The Regi strar: The Chai r man:

M Dai nese U OGswal d

3113.D



