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Summary of Facts and Submn ssions

1817.D

Eur opean patent No. 0 352 282 was granted on the basis
of 14 clains contained in European patent application
No. 88903062.3 (international publication No.

WO 88/ 06883 corresponding to international application
No. PCT/US 88/00723).

The only independent product claimof the granted
patent is claim4 which reads as foll ows:

"Paucil anmel | ar |ipid-vesicles consisting of 2-8 lipid
bilayers in the formof substantially spherical shells
separated by aqueous layers, said lipid bilayers and
sai d aqueous |ayers form ng an onion-like structure
surrounding a | arge, substantially anorphous centra
cavity which is free of lipid bilayers, said lipid

| ayers conpri si ng

a surfactant selected froma group consisting of

fatty acid esters having the formnula,

R;- COX G,H,0) ,H

where R, is lauric, nyristic, cetyl, stearic, or oleic
acid, or their derivatives and n = 2-10;
pol yoxyet hyl ene fatty acid ethers, having the fornul a

R- CQ( GH,0) H

where R, is lauric, nyristic, or cetyl acids or their
derivatives, single or double unsaturated octadecyl
acids or their derivatives, or double unsaturated

ei codi enoic acids or their derivatives and mranges
from 2-4; diethanol am nes, having the fornula
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(HOCH,- CH,) .NCO- Ry

where R; is caprylic, lauric, nyristic or linoleic acids
or their derivatives;

| ong chai n al kyl hexosam des having the fornul a

Ry- NHCO- (CH,) »- CH,

where b ranges from 10-18 and R, i s a sugar nol ecul e
selected froma group consisting of glucosam ne,
gal act osam ne, and N- net hyl gl ucam ne;

| ong chain acyl am no acid am des having the fornul a

Rs- CH( COOH) - NHCO- ( CH,) (CH,

where ¢ ranges from 10-18 and R, is an am no acid side
chain; long chain alkyl am des having the formul a

HOOC- ( CH,) ¢- N( CHy) - (CH,) 5- NHCO- Ry

where R; i s an al kyl chain having 12-20 carbons and not
nore than two unsaturations, and d ranges from 1-3;

pol yoxyet hyl ene (20) sorbitan nono- or trioleate;

pol yoxyet hyl ene gl yceryl nonostearate with 1-10

pol yoxyet hyl ene groups; and gl ycerol nonostearate.”

Qpposition was filed against the granted patent by the
Appel | ant requesting revocation as a whole. The patent
was opposed for lack of novelty and | ack of inventive
step under Article 100(a) EPC as well as for

i nsufficiency of disclosure of the invention under
Article 100(b) EPC
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The opposition was based, inter alia, on the follow ng
docunent :

(4) EP-A-0349593 (earliest priority 13.3.87 US 25525)

By a decision delivered orally on 10 June 1996 with the
witten reasons posted on 27 June 1996, the Opposition
Di vi sion mai ntai ned the patent in anended form under
Article 102(3) EPC

Since the patent in suit disclosed 16 exanpl es
illustrating the formation of paucilanellar Iipid
vesicles having 2-8 lipid bilayers and since the
parties agreed that it was possible to detect the
nunber of bilayers of a vesicle by applying neans of
el ectron m croscopy known fromthe prior art, in the
absence of counter-evidence, the Qpposition Division
concl uded that the requirenents of Article 83 EPC are
met .

In the Opposition Division's viewin the [ight of the
di scl osure of the nost rel evant docunents the
pauci | anel | ar vesicles of independent claim4 of the
patent in suit also net the requirenents of novelty and
I nventive step

The Appel |l ant (Opponent) | odged an appeal against the
sai d deci sion and oral proceedi ngs took place on
28 June 2001.

The Appellant directed its appeal to clains 4 to 6 as
granted with the view that any request contai ning

clains 4 to 6 as granted shoul d be refused.

The statenment of grounds of appeal contained
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substantive argunments under Article 100(a) in relation
wth clains 4 to 6 and under 100(b) EPC in relation
Wi th the description.

During the witten proceedi ngs the Appellant filed
inter alia the docunent:

(23) Repetition of exanples 1, and 12 (partially) of
the patent in suit filed on 18 February 1998 with
| etter dated 16 February 1998.

In the Appellant's view the patent in suit |acked any
technical information about the thickness of the

bi |l ayers, the size of the vesicles or the neaning of
the relative term"large...central cavity" of the

vesi cles particularly since according to the
description the dinension of the cavity of the vesicles
was a critical elenment of the invention.

Regardi ng i nsufficiency of disclosure the Appellant put
enphasis on the fact that according to the patent in
suit paucilanellar vesicles having 2 to 8 bilayers were
descri bed as a sub group of nmultilanellar vesicles but
t hat docunent (4) filed by the sane applicant, claimng
the sane priority date as the patent in suit and

contai ning nost of the exanples of the patent in suit,
related to nultilanellar vesicles instead of
pauci | anel | ar vesicles. Accordingly, the Appell ant
concluded that it was inpossible for a person skilled
in the art to determ ne whether one and the sane
exanple led to the production of vesicles having 2 to 8
bil ayers or nore than 8 bilayers and consequently that
it was inpossible for a skilled person to know whet her
he produced vesicles within or outside the scope of
claim4 of the patent in suit.
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In the Appellant's view the |ack of insufficiency of
di scl osure was clearly proven by worked exanpl es and
optical as well as electron m croscope phot os,
particularly the electron m croscope photos Ato C of
docunent (23).

More particularly, it was pointed out that photos "A"
and "B" of docunent (23) showed the presence of
pauci | anel | ar vesicles contrary to what was di scl osed
on table 11, page 13 of the patent specification for
the use of the surfactants sorbitan nonopal mtate and
sorbitan nonostearate. Photo "C' of docunment (23)
showed that exanple 1 of the patent in suit only led to
the production of unilanellar vesicles. Furthernore, it
was noted that not only the electron m croscope photos
of docunent (23) proved insufficiency of disclosure of
the invention but also the optical m croscope photos.
The latter showed birefringence of the vesicles of
exanple 2 of the patent in suit and nust relate to

mul til anel |l ar vesicles having many nore than 8 bil ayers
since for physical reasons it was not possible to
detect by optical nethods birefringence of vesicles
with 8 or fewer bilayers. Even accepting that the
exanpl es of the patent led to a m xture of vesicles
there was a | ack of disclosure regarding neans to sort
out vesicles having 2 to 8 bilayers.

Regardi ng the question of costs of conparative tests,
it was stated that the el ectron m croscopi c photos
filed by the Appellant were taken by a foreign
institute for a price of around 3000 [ Sw ss] francs per
phot o.

Finally, it was noted that the definition of sone of
the groups of surfactants as set out in claim4 by
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general fornulas led to confusion about the chem ca
structure of the individual conponents to be sel ected.

During the appeal proceedings the Respondent filed on
23 April 1997 docunent:

(20) "Decl aration of Norman Wi ner" attached to the
| etter dated 23 April 1997.

When contesting the Appellant's argunents the
Respondent (Patentee) enphasized that the issues raised
under Article 100(b) related solely to the clarity of
claim4, which was not anended during the opposition

pr oceedi ngs.

It was inportant to recognize that all paucilanellar
lipid vesicles are nultilanellar I[ipid vesicles but not
all multilanellar lipid vesicles are paucilanellar and
thus the fact that docunent (4) shared certain exanples
with the description of the patent in suit was not
relevant to the interpretation of the term
pauci |l anel | ar. Beside other differences it was clear
fromthe description of the patent in suit that in
contrast to nmultilamellar |ipid vesicles paucilanellar
lipid vesicles showed a | arge anorphous central cavity.
Accordingly, the fact that certain exanples in the
patent in suit and in docunent (4) were identical in no
way inplied that nultilanellar and paucil anell ar
vesicles were not distinct and that the skilled person
was m sl ed by the exanples. Mireover, docunent (4) did
not formpart of the state of the art.

Each of the Appellant's argunents based on the presence
of birefringence shown on optical m croscope photos
nmust be refused since on the basis of such photos it
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was only possible to distinguish between unil anellar
and nultilanellar vesicles.

By reference to docunent (20) the Respondent further
contested the validity of the m croscope photos of
docunent (23) as regards their neaningful ness and
significance for the nunber of lipid bilayers formng a
vesicle. It was inter alia necessary to base test
results on a distribution curve of the nunber of

bi |l ayers by anal ysing a | arge nunber of m croscope
phot os of the sane exanple. Apart fromthe fact that
good experinental work did not rely on a single vesicle
in order to determne its classification there were
suspi cions that the individual photos of docunent (23)
were a negative selection out of a |arge group of other
photos. In this respect it was particularly noted that
the outer shell of the vesicle of photo "A" of docunent
(23) clearly represented an artefact of electron

m cr oscopy.

Having regard to the risk that one m ght obtain
spurious and even neaningless results fromel ectron

m cr oscope photos and having regard to the bad quality
of the photos under discussion, there was no shift of
t he burden of proof.

Moreover, the feature relating to 2 to 8 lipid bilayers
of the vesicles was only essential for defining the
scope of claim4 and there was no evidence that the
core of the invention could not be carried out w thout
undue burden.

It was enphasi zed that a fair degree of generalization
of an invention nust be all owed.
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Finally, it was pointed out that conparative tests

i nvol ving el ectron m croscopy were cost-intensive and
the owner of the patent in suit was not a big conpany
and had no access to an el ectron mcroscope at any
tinme.

The Appel |l ant requested that the decision under appea
be set aside and that the patent be revoked.

The Respondent requested that the appeal be dism ssed
and that the patent be maintained as naintained by the
Qpposition Division (main request) or on the basis of
the auxiliary request as filed during the ora

pr oceedi ngs.

Reasons for the Deci sion

1

1817.D

The appeal is adm ssible.

The Appel lant did not oppose under Article 100(c) EPC
and during the oral proceedings before the Board of
Appeal waived forner objections under Article 123(2)
EPC agai nst the patent in suit as maintained in anmended
formby the Opposition D vision. Having regard to the
outcone of the present decision, the Board al so sees no
reason to discuss this matter further.

The Board agrees with the Respondent's argunents

(i) that the requirenents of Article 84 EPC that the
clai ms be clear and conci se and be supported by
the description are not the subject of opposition
and appeal proceedings for clains 4 to 6
mai nt ai ned i n unanmended form as granted,
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(ii) that there is no requirenment under the EPC that a
test nethod nust al ways be disclosed in the patent
in suit for each of the features defining the
scope of a claim

Not wi t hst andi ng the situation under point 3 above, and
the fact that it is not nmandatory to give instructions
inthe claimitself as to how the product is to be
obt ai ned, when deci ding on the question of sufficiency
of disclosure of the invention under Article 83
(100(b)) EPC, in general one of the essential points to
be taken into account is that the description of a
patent in suit nmust fulfil these requirenents to the
extent that the person skilled in the art is enabled to
obtain a product as defined in the claim(see T 94/ 82,
Q) EPO 84, page 75 ff, in particular point 2.5 of the
Reasons for the Decision and Head note 2).

Accordingly, in the present case the description of the
patent in suit including the worked exanples 1 to 16
must di sclose the invention in a manner sufficiently

cl ear and conplete to enable a skilled person to decide
whet her or not a product according to the invention
falls within the scope of the clains and in particular
cl ai m 4.

In these circunstances it is necessary to consider
first the content of claim4 regarding the subject
matter for which protection is sought.

In accordance with the Appellant's subm ssions, the
Board considers it appropriate to subdivide the
features of claim4 into two categories, the first one
defining alternatives for the chem cal constitution of
surfactants formng the lipid bilayers of the vesicles,
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and the second one relating mainly to the physica
structure of the vesicles, i.e. to the nunber of
bi | ayers and arrangenent thereof.

Since during the oral proceedings the Respondent agreed
to the Appellant's interpretation of the neaning of the
general fornmulas for the alternative surfactant groups
pol yoxyet hyl ene fatty acid esters as well as the

pol yoxyet hyl ene fatty acid ethers, which groups the
Board considers technically neaningful as specified in
the rel evant worked exanples of the patent in suit,
there is no need for the purpose of the present
decision to discuss the disclosure of each of the
surfactant alternatives enconpassed by claim4 and thus
no need to go into detail with the rest of the features
relating to the first category.

Havi ng regard to the second category of features of
claim4 the Board cannot agree with the Appellant's
argunment that |ack of definition of the size of the
vesicles or parts of them such as the bilayers or
central cavity is in itself a ground for considering
the patent in suit as not conplying with the

requi renments for sufficiency of disclosure. In this
respect the objections put forward by the Appell ant,
particularly those relating to the nunber of bilayers,
i ndeed do not give rise a priori to doubts as to the
structure of paucilanellar |ipid vesicles.

Starting fromthe description of the patent in suit on
page 3, lines 22 to 24, which reads:

"The met hods and materials disclosed herein for
produci ng the paucilanellar lipid vesicles all yield
vesicles wth a high aqueous or oil volune. Electron
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m crographs confirmthat the paucilanellar |ipid
vesicles are distinct fromthe LUV s and the classic
MV s.",

the skilled person would expect a differentiation of
classic multilamllar vesicles (MV's) fromthe
pauci |l anel | ar vesicles (PLV' s) according to the

I nvention to be disclosed either on the basis of

techni cal information derivable fromthe content of the
description, e.g. exanples of the patent in suit or by
presentation of electron m croscope photos as neans

whi ch then nay serve to confirmsufficiency of

di scl osure of the invention.

Since apart fromthe above nentioned statenent on

page 3, lines 22 to 24, neither the rest of the
description, nor the exanples, nor the clains of the
patent in suit show any proof whether the invention
actually allows the production of paucilanellar
vesicles and nore particularly those with 2 to 8

bil ayers, the skilled person is left alone with its own
skill and inevitably will turn to additional technica

I nformati on and known test nethods in order to sort out
PLV's from MLV's and ULV s.

The Appel |l ant has presented the argunents that on the
one hand docunent (4) would raise doubts as to the

cl ass of vesicles the skilled person would expect to be
produced fromthe worked exanples of the patent in suit
and on the other hand that electron m croscope photos
of particles obtained according to specific exanples of
the patent in suit would not help the skilled person to
clarify the situation.

The Board accepts the Appellant's view that
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docunent (4) can be taken as a declaration by the

I nventor, since this docunent in fact does not
represent prior art under Article 54(2) and (3) EPC but
was undi sputedly filed by the sane applicant (change of
nane of the conpany) and goes back to the sane
inventor, claimng the sane earliest priority date as
the patent in suit. In these circunstances, the Board
sees no reason to reject the electron m croscope photos
of docunment (23), although filed for the first tinme
during the appeal proceedi ngs, since they represent a
nmeani ngf ul supplenment to a repetition of exanples of
the patent in suit.

The Proprietor of a patent in suit here the Respondent
can be expected to have been in a position to comment
on a repetition of exanples of his own patent when this
repetition has been filed three years before the ora

pr oceedi ngs.

Docunent (4) contains el even exanpl es eight of which
bei ng undi sputedly the sane as those of the patent in
suit. Thus, the inpression is given that the sane
exanples may serve to illustrate different inventions,
nanmely on the one hand an invention dealing with MLV' s
(see docunent (4), page 3, lines 35 to 38) having, as
argued by the Respondent, a smaller central cavity in
conparison with PLV's, and on the other hand an
invention relating to PLV's with an alleged | arge
central cavity of PLV's. In this context the Board
notes that docunent (4) on page 3, line 38 also refers
to a "high captured volune". Docunent (4), however,

nei ther contains technical information about the nunber
of bilayers nor the dinmension of the central cavity of
the vesicles. Confronted with these contradictions, the
skill ed person renmai ns confused.
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The Respondent's argunent that PLV' s represent a
subgroup of MV's ("all PLV's are MLV s but not al
M.V's are PLV s") cannot help to solve the question
whi ch type of vesicles are actually produced by
applying the invention of the patent in suit, and the
Board can only conclude that the term paucil anel | ar
itself is not sufficient to support a clear and

conpl ete disclosure of the alleged invention of the
patent in suit.

The question arises whether the further
characterisation of the vesicles by reference to the

al l eged constitution of 2 to 8 lipid bilayers is
sufficient to conplete the disclosure of the invention.

Assum ng, as argued by the Respondent that by neans of
optic mcroscopy it is not possible to distinguish
between PLV's and MLV's but only to sort out ULV s
(unilanel | ar vesicles) fromthe PLV/ MLV-m xture and
assum ng in favour to the Respondent that the patent in
suit by reference to electron m crographs di scl oses
nmeans whi ch nake it possible to plausibly confirmthat
PLV's having 2 to 8 lipid bilayers can be produced
according to the nmethod as set out in the description
and according to the worked exanples, the only
avai | abl e technical information which would provide
proof on this are the electron m croscope photos of
docunent (23). Denying in general the validity of

el ectron mcrographs in the present case woul d

i medi ately result in a failure of the patent in suit
under Article 83 EPC (100(b)).

Phot os A and B of docunent (23) show vesicles produced
by a repetition of exanple 12 of the patent in suit.
I nstead of hel ping to solve the above nenti oned
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contradiction, these photos cause further confusion
since in contrast to what is indicated in table 11 of
exanple 12, particularly on page 13, |line 32 and

line 35, paucilanellar vesicles are produced by using
surfactants which are described as not working in
accordance with the invention.

The Respondent's argunentation that exanple 12 of the
patent in suit should be only regarded as a basis for
experinments which are not intended to allow a final
conclusion as to whether or not the invention as such
i's reproduci bl e cannot renove the confusion the skilled
person is confronted with when repeating this exanple.

Mor eover, photo C of docunent (23) shows that a
repetition of exanple 1 of the patent in suit only
results in the production of unilanellar vesicles. Thus
apart fromlack of proof of the presence of 2 to 8

bil ayers as required by the invention and clained in
claim4, on the basis of this evidence it is clear that
the invention in general regarding the product to be
obt ai ned, and not only the necessary distinction
between nul til anell ar and paucil anel | ar vesicles, is
insufficiently disclosed for a person skilled in the
art.



3.8

3.8.1

3.9

1817.D

- 15 - T 0602/ 96

The Board notes that the Respondent did not contest the
i ndi vidual test reports regarding the experinental work
carried out by the Appellant in order to repeat

exanple 12 (partially) and exanple 1 of the patent in
suit, but only criticised in sweeping statenents the
quality and rel evance of the electron m croscope photos
with reference to the Winert declaration of

docunent (20).

In the absence of any substantial counter-evidence,
particularly in the absence of electron m croscope
photos all ow ng the conclusion that the technica

i nformati on derived fromthe photos of docunent (23)
are based on artefacts and an unfair selection of
phot os or that the photos of docunent (23) froma
statistical point of view are unacceptable and of bad
quality, there is no roomfor the Respondent's argunent
that the burden of proof for further experinental work
refuting the criticismof docunent (23) rests on the

Appel | ant .

The decl aration of the Respondent's expert in docunent
(20) does not change this situation since it clearly
says: "Wiile it is possible to determ ne the nunber of
lipid bilayers in a particular |iposone using electron
m croscopy, unless the proper techniques are foll owed
one may obtain spurious and even neaningl ess results”
but al so does not contain any specific evidence agai nst
the experinental work on which docunent (23) is based.

Finally, it is to be noted that, even accepting the
situation that the Respondent as proprietor of the
patent in suit is a small conpany in conparison wth
the Appellant's so-called big conpany supported by a
| arge research departnent, the Board is not convinced
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that the Respondent in any case was unable to have

el ectron m croscope photos nmade by a foreign institute
as done by the Appellant for allegedly 3000 [ Sw ss]
francs per photo.

Taking into account all the facts and evi dence

di scussed above, the Board is convinced that the

al | eged invention regarding paucilanellar Iipid
vesi cl es consisting of 2-8 lipid bilayers as set out in
the description of the patent in suit and reflected by
the correspondi ng features of claim4 cannot be
reproduced by the skilled person, and therefore the
Board can only conclude that the argunents put forward
by the Appellant under Article 100(b) EPC convincingly
denonstrate that the patent in suit does not disclose
the invention in a manner sufficiently clear and
conplete for it to be carried out by a person skilled
in the art.

Since the patent in suit as a whole by failure to

di scl ose the invention in a manner sufficiently clear
and conplete for it to be carried out by a person
skilled in the art does not neet the requirenents of
one of the Articles of the EPC, relating to
patentability there is no need to discuss the
Respondents auxiliary request also based on the all eged
I nventi on.
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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 patent is revoked.

The Regi strar: The Chai r man:

A. Townend P. A M Lancgon
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