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1

In accordance with the principles in G 5/83 and subsequent
case law, the concept of second or further nedical use can
only be applied to clains to the use of substances or
conpositions (here, |iposone conpositions) for the
preparation of a nedicanent intended for use in a nethod
referred to in Article 52(4) EPC. (See Reasons, paragraph
8.1)

The concept of "therapy" or "therapeutic application”
includes treatnent of a particular illness or disease with
a specified chem cal substance or conposition in a

speci fied human or ani mal subject in need of such
treatnment. In the absence of the identification of at |east
(i) the illness or disease to be treated or the ailnent to
be cured or (ii) the nature of the therapeutic conpound
used for treating or curing the disease or (iii) the
subject to be treated, a nere process feature cannot be
construed as specifying a particular nethod of treatnent or
t herapeutic application within the neaning of

Article 52 (4) EPC. (See Reasons, paragraphs 8.1 and 8. 2)

Unl ess a proven substantial Procedural violation relating
to one or nore issues in the first instance proceedi ngs
(here, violations alleged in relation to two issues,
neither established) is so serious that the case nust be
remtted to the first instance with the effect that the
whol e deci si on under appeal is overrul ed, reinbursenent of
t he appeal fee would not be equitable under rule 67 EPC if
t he appel |l ant had no choice but tu appeal on other issues
unaffected by an procedural irregularity (here, seven such
i ssues). thus giving the appellant a "fee-free" appeal on
such issues. (See Reasons, paragraph 13. 3)
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Summary of Facts and Submn ssions

The respondent is proprietor of European patent

No. 0 496 813 which was granted with 25 clains on the
basi s of European patent application No. 90 916 409.7
which clainmed priority from US application No. 425 224
dated 20 Cctober 1989.

1. The appellant filed notice of opposition requesting
revocation in full of the European patent pursuant to
Article 100(a) EPC on the grounds of |ack of novelty
and i nventive step and pursuant to Article 100(b) EPC
on the ground of insufficiency of disclosure. O the
numer ous docunents cited during the first-instance
opposi tion and subsequent appeal proceedi ngs agai nst
the patentability of the clainmed subject-matter in the
patent in suit, the following remain relevant to the
present deci sion:

(1): EP-A-0 354 85

(2): WD A-88 049 24

(3): WO A-90 043 84

(10): Ostro et al, Am J. Hosp. Pharm (1989), 46, 1576

(11): Lopez-Bernstein et al, J. Infect. D's. (1983),
147(5), 939

(12): Mayer et al, Cancer Research, (1989), 49, 5922

(13): Klibanov et al, FEBS, (1990), 268(1), 235
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L1l During prosecution of the case before the opposition
di vi sion, anended sets of clains were filed by the
proprietor, by way of first and second auxiliary
requests. In an interlocutory decision posted on
14 Cctober 1997, the opposition division refused both
the proprietor's nmain request that the opposition be
rejected and its first auxiliary request that the
pat ent be mai ntai ned on the basis of anended cl ains
filed during the oral proceedings before it, but
decided to maintain the patent in anended formon the
basis of the clains in the secondary auxiliary request
filed on 18 August 1997 with claim 20 further anmended
at the oral proceedings. Claiml is worded as foll ows:

"Use of a |iposone conposition effective to extend to
at least 24 hours, the period of effective activity of
a therapeutic conpound which can be adm ni stered
intravenously in a therapeutically effective anount and
which is cleared in free formin the blood streamw th
a half-life of |less than about 4 hours, conprising

| i posonmes (1) conposed of vesicle-formng |ipids and
bet ween 1-20 nol e percent of a vesicle-formng lipid
derivatised wth a pol yet hyl eneglycol, and (ii) having
a selected nean particle dianmeter in the size range

bet ween about 0.1 to 0.4 Fm (m crons), and the conpound
in |iposone-entrapped form for the preparation of a
conmposition for intravenous adm nistration at a dose of
t he conposition which contains an anobunt of the

| i posone-entrapped conpound which is at |east three

times such therapeutically effective anmount.”

The last feature in claiml1, which is highlighted in
bold italic letters, is also present in independent
clains 4 and 10. Hereinafter, for the purpose of

di scussion, this feature is sinply referred to as the

2072.D Y A
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"three tinmes dosage" feature; independent clains 17 and
20 recite a correspondi ng feature where "intravenous"

is replaced by "subcutaneous" and "three tines" by "ten
times", hereinafter referred to as the "ten tines

dosage" feature.

Inits reasons for the decision the opposition
division, in exercising its discretion according to
Rule 71a and Article 114(2) EPC, concluded that the
amended clains were filed in tinme. It found that the
change of category fromthe original "conposition"
clainms to clainms in the "second or further nedical use
format” was al so admi ssible pursuant to Rule 57a EPC
and consi dered the anended clains to be acceptable
under the terns of Article 123(2) and (3) EPC
Simlarly, it did not accept the opponent's subm ssions
as to insufficiency of disclosure of the invention
under Article 100(b) EPC

As to novelty, the opposition division considered that
the "three tines dosage"” feature and as regards

subcut aneous adm nistration, the "ten tinmes dosage"
feature constituted specified new therapeutic
applications for the |iposone conpositions defined in
the clains. Concerning inventive step, the opposition
di vi sion determ ned the problemas that of providing a
drug formul ation for adm nistering a therapeutic
conmpound for an extended period in the bl oodstream

Al t hough the opposition division concluded that the
claimto priority was not valid, it found that the
proposed solution to the problem ie the use of

| i posonmes with the clained conposition and size, was
not obvious to a skilled person in the |ight of the
state of the art cited in the opposition proceedi ngs
(docunents 1 to 9).
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An appeal against the decision of the opposition

di vi sion was | odged by the opponent (appellant). The
statenent of grounds of appeal was acconpanied, inter
alia, by docunments (10) to (18). Further subm ssions
were filed by the appellant on 18 May 2001 encl osi ng
docunents (19) to (27). The respondent filed
observations in reply and submtted anended sets of
clains by way of third and fourth auxiliary requests.

Inits introductory remarks at the oral proceedings,
hel d on 9 August 2001, the board expressed its opinion
that the clains in the second auxiliary request upheld
by the opposition division (see paragraph Il above)
differed only linguistically fromthose in the third
and fourth auxiliary requests and that in this respect
the wording of the clains in the fourth auxiliary
request appeared to be preferable. The respondent then
withdrew all but the fourth auxiliary request. Claiml
of this request corresponds to claiml in the second
auxiliary request (see paragraph IIl above), the end
portion of the claimdiffering as foll ows:

"Use of a |iposone conposition
............................. > in |liposone-entrapped
form directly for the preparation of a nedi canent for
I ntravenous adm nistration at a dose of the said

| i posone conposition which contains an anount of the

| i posone-entrapped conpound which is at |east three
times such therapeutically effective anmount.”

| ndependent clainms 4, 10, 17 and 20 in the fourth
auxiliary request were simlarly anended.

The principal grounds relied on by the appellant inits
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witten subm ssions and during the hearing before the
board were the foll ow ng

In the circunstances of the present case, the change of
category from "conposition clains"” to clains in the
"second or further nedical use format" was

I nappropriate, since it was inherently incapabl e of
solving the patentability problens faced by the
respondent. The second auxiliary request which was
filed only one nonth in advance of the oral proceedi ngs
and further anended during the oral proceedi ngs shoul d
t herefore have been rejected by the opposition division
as i nadm ssible and out of tinme in view of the
provisions of Article 114(2) and Rules 7l1a and 57a EPC.

The opposition division was in error in its finding
that the anended clains net the requirenents of
Article 123(2) and (3) EPC. The nere fact that the
amended clains were drafted in the "second or further
medi cal use format" in accordance with decision G 5/83
did not, contrary to the opposition division's opinion,
eo ipso allow the conclusion to be drawn that such
claims would not contravene Article 123(2) and (3) EPC
The opposition division was |ikew se wong to concl ude
that the requirenent of sufficient disclosure was net.
On the contrary, the disclosure in the specification
was insufficient to enable the skilled person to
performthe clainmed invention over the whole area

cl ai mved wi thout the burden of an undue anount of
experinmentati on and wi thout needing inventive skill,
since the exanples in the patent in suit related only
to rel ease of one single class of therapeutic
conpounds, ie peptides or proteins, fromthe particul ar
| i posone conpositions specified in the clains.
Moreover, the "three (or ten) tinmes dosage" feature
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| acked clarity contrary to Article 84 EPC and

i ntroduced obscurity into the clains which lead to
further objections of insufficiency of disclosure under
Article 83 EPC

The last part of claiml, ie the "three tinmes dosage"
feature, had the sole effect of adjectively qualifying
t he conposition which is being prepared, nerely neaning
that the conposition nust be suitable for intravenous
admnistration in the stated way. Since the opposition
division held in its decision that such a feature would
be i nappropriate to distinguish the clainmed conposition
of claim1l as granted fromthe disclosure of citation
(1), there was no reason to conclude that present
claim1l should be any different in this regard. Apart
fromthe fact that citation (1) already described the
maki ng of relevant conpositions, the feature in
guestion did not relate to a specified new therapeutic
application and could therefore not be regarded as a

di sti ngui shing feature over (1) such as to confer
novel ty upon claim 1.

PEGyl ated | i posones (ie |iposones derivatised with a
pol yet hyl ene glycol) of the type used in the patent in
suit were described in (1). The advantages provi ded by
PEGyl ated |i posones disclosed in (13) with their
enhanced stability and |longevity in the circulation
woul d make them whol |y obvi ous candidates to try in
sustai ned drug rel ease conpositions for in vivo use. In
the alternative, the clained subject matter was the
obvious result of replacing the particular |iposones

wi th enhanced circulation tine used in (2) by PEGyl ated
| i posones having simlar properties, as disclosed in
(3) and (13).
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In view of the alleged "abuses of procedure” by the
opposition division not to give reasons inits witten
decision as to the objections to the second auxiliary
request under Article 84 EPC and not to give the
appel l ant sufficient tine to consider the anended
description submtted by the respondent, the request
for reinbursenent of the appeal fee in accordance with
Rul e 67 EPC was justified.

The respondent's argunents submtted in reply to the
appeal statenent and during the oral proceedi ngs before
t he board, can be summari sed as foll ows:

The i ndependent cl ains nmai ntai ned by the opposition

di vision were clains of the second (further) nedica

i ndication type permtted in decision G5/83. In the
present case the second nedi cal indication was the
novel node of adm nistration at an increased dosage

| evel of the |iposone-entrapped conpound. Since this
node of admi nistration of nmuch |arger, but |ess
frequent doses of |iposone-encapsul ated drug was a
further nedical indication and had inportant practical
and psychol ogi cal advantages in therapy, the opposition
di vi sion was correct to accept the clainms of the second
auxiliary request as adm ssible and filed in tine in
accordance with Rule 57a and Article 114(2) and

Rul e 71a EPC

The only difference between the change of category
consi dered as acceptable in decision G 2/88 (QJ EPO
1990, 93) and the present case was that the anended
clains were drafted in the conventional "second or
further nedical use" format. There was, however, no
reason to nake a difference, in view of the provisions
of Article 123(2) and (3) EPC, between this type of
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clainms and clains directed to the second non-nedi ca
use. Moreover, the wording "use of a conposition
<o > for the preparation of a nedicanent” in
the context of a second nedical use type claimwould

al ways be understood by a person skilled in the art as
meani ng "use directly for the preparation of the

medi canment”, ie use in the nedicanent. It followed that
the principles of decisions G5/83 and G 2/ 88 were
directly applicable to the anended cl ai ns.

The characterising features of the present "second

medi cal use clains" were the node of adm nistration,
nanely the three-tines dosage feature, on the one hand,
and the use of PEGyl ated |iposones, on the other. Since
none of the citations available in the proceedi ngs

di scl osed the conbinati on of these two characterising
features, novelty of the clainmed subject-matter in the
patent in suit was beyond doubt.

The technical problemto be solved was the provision of
i nproved sustained rel ease i ntravenous and subcut aneous
conpositions that enable a | arger system c dose to be
adm ni stered and be effective over an extended period
wi t hout unacceptable toxicity. The proposed solution to
this problemwas not obviously derivable fromany of
the docunents cited in the proceedings taken either in
I solation or in conbination wth each other.

The appel |l ant requested that the decision under appea
be set aside and the patent be revoked and that the
appeal fee be reinbursed.

The respondent requested that the appeal be dism ssed
and that the patent be maintained in anended form on
the basis of the fourth auxiliary request filed on
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25 Novenber 1998 (now its only request).

Reasons for the Deci sion

1

2072.D

The appeal is adm ssible.

The board considers the opposition division exercised
its discretion under Article 114(2) and Rule 71a EPC
correctly in allowing the respondent to file the second
auxi liary request which subsequently formed the basis
of its decision to maintain the patent in anmended form
Al t hough this request was filed late in the opposition
proceedings - by a faxed letter on 18 August 1997, one
nonth before the oral proceedings - it was a response
to the objections raised during the witten first

I nst ance opposition proceedi ngs. The board al so agrees
Wi th the opposition division that the anendnent nmade to
claim 20 of that request at the oral proceedi ngs was
nmerely the correction of an obvious error - the other

cl ai rs had been anended to a formdirected to a second
nmedi cal indication and, by an oversight on the part of
the respondent, claim 20 had not been so anended.

The anendnents to the clains effected during the
opposition and subsequent opposition appeal proceedings
can fairly be said to be occasioned by grounds for
opposition specified in Article 100(a) EPC and to
constitute a bona fide attenpt on the part of the
respondent to overcone the appellant's objections to

| ack of novelty and inventive step in the opposition
and appeal statenents. The proposed anendnents to the
granted patent are thus adm ssible under the terns of
Rul e 57a EPC.
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The board al so consi ders that docunents (10) to (18)
filed with the statenent of the grounds of appeal and
the docunents (19) to (27) filed with the appellant's
letter of 16 May 2001 should be admitted as evidence.
As regards the earlier set of docunents, these included
sone of clear relevance to both the issues as devel oped
during the first instance oral proceedi ngs and the
reasons given for the decision under appeal. As regards
the second set of docunents, the appellant's assertion
that these forned a response to the respondent's
witten argunments in the appeal appears prinma facie
correct. That said, those argunents were filed over two
years previously, on 25 Novenber 1998, and the board
does not condone such | ateness per se. However, in the
circunstances of this case the respondent had nearly
three nonths in which to consider and prepare argunents
inreply to the late evidence. Coupled with the fact
that the respondent to a | arge extent pronpted such

evi dence by its own argunents, the board exercises its
di scretion in favour of the appellant.

In the board's judgnent, all the features of claim1 of
the respondent’'s only request before the board can be
found in the application for the patent as filed; and
the scope of the clains has not been extended by the
amendnments nade to the clains as granted. The change of
category of the independent clains from product to use
clains, ie fromclains directed to a |iposone
conmposition per se to clains directed to the use of
that |iposome conposition in the formtypically

i ntended to claima second nedical indication,
represents a mpjor limtation of the scope and i s not
per se contrary to Article 123 EPC. Accordingly the

cl ai s now under consideration neet the requirenents of
Article 123(2) and (3) EPC
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Al t hough an objection under Article 84 EPC cannot in
itself be a ground of opposition under Article 100 EPC,
the Board accepts that such an objection can be raised
during opposition or opposition appeal proceedings if
anmendnents nmade in those proceedi ngs enphasi se a
problemof clarity. In this case, as the respondent
conceded during the oral proceedings, claiml was not
well drafted (and the other independent clains shared
the difficulties this caused). However, the clai mwas
sufficiently clear that this issue was not crucial to
an understandi ng of the other issues and, in view of
the board' s decision on the further matters referred to
bel ow, no final decision on this issue is necessary in
thi s case.

VWhile Article 83 EPC can forma ground of opposition
(Article 100(b) EPC) and argunments were raised by the
appel lant as to the insufficiency of disclosure, these
were closely related to the understandi ng of the exact
meani ng of the independent clainms and thus to the
question of clarity. Accordingly, for the reasons in

t he previous paragraph, the board al so considers it
unnecessary to give a final decision on this issue.

| ndependent clainms 1, 4, 10, 17 and 20 are all drawn up
in the conventional "second (further) nedical use
format". In spite of that particular formof the clains
("Swiss type clains"), the board has difficulties in
accepting the opposition division's opinion and the
respondent's witten and oral assertions that these
clains reflect in fact a second (further) nedical use
and that the "three tinmes dosage" feature at the end of
claims 1, 4 and 10, or the corresponding "ten tines
dosage" feature at the end of clains 17 and 20,
constitutes a specified therapeutic application from
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whi ch novelty for the clains can be derived in
accordance with the principles of decision G5/83 (QJ
EPO, 1985, 64).

As general ly understood, the concept of "therapy" or

"t herapeutic application"” includes treatnent of a
particular illness or disease with a specified chem ca
substance or conposition in a specified human or ani nal
subject in need of such treatnment. By conparison, the
“"three (or ten) tines dosage" feature fails to provide
any indication of at least (i) the illness or disease
to be treated or the ailnent to be cured, (ii) the
nature of the therapeutic conpound used for treating or
curing the disease and (iii) the subject to be treated.
In the absence of the identification of any of these
paranmeters (i) to (iii), the "three tines (or ten

ti mes) dosage" feature actually relates to the

I ntravenous (or subcutaneous) adm nistration of an
unspeci fied therapeutic conpound in |iposone-entrapped
formin an anmobunt, which is at least three (or ten)
times the therapeutically effective anount of said
unspeci fied therapeutic conmpound, for the treatnent of
an unspecified illness or disease in an unidentified
patient or other human or animal subject. This being
the case, the board fails to see how this feature could
be construed as specifying a particul ar nethod of
treatnent or a therapeutic application within the
meani ng of Article 52(4) EPC. In accordance with the
principles set out in decision G5/83 (see especially
Reasons, end of point 21) and the substantial body of
case | aw whi ch has been devel oped by the boards of
appeal in this respect (see eg "Case Law of the Boards
of Appeal of the European Patent O fice", 3rd edition,
1998, I. C 6.2, pp 98-103), the concept of "second
(further) nedical use" can only be applied to clains to
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the use of substances or conpositions (here the

| i posone conpositions defined in the clains) for the
preparation of a nedicanent intended for use in a
nmethod referred to in Article 52(4) EPC. For the
reasons given above, this is clearly not the case here.

In view of the foregoi ng observations, the subject-
matter of the above-nentioned i ndependent clains is
accordingly to be understood as relating to a non-

t herapeutic technical activity (process). The "three
times (or ten tinmes) dosage" feature" can then only be
construed as one of the process features characterising
the cl ai ned process.

More specifically, the subject-matter of claiml
essentially relates to a process for the preparation of
a | i posone-based fornulation suitable for intravenous
adm ni stration of a therapeutic conpound, which is
cleared in free formfromthe bl oodstreamw th a half-
life of less than 4 hours, so as to provide controlled
sustai ned rel ease of the |iposone-entrapped drug in a
therapeutically effective anpbunt over an extended
period of tinme in the bloodstream ie at |east 24
hours. This process involves the steps of (i) |oading
(encapsul ating) the desired drug in an anount, which is
at least three tines its therapeutically effective
anount, into |iposones conposed of vesicle-formng
l'i pi ds and between 1-20 nol e percent of a vesicle-
formng lipid derivatised with a pol yet hyl enegl yco
(hereinafter referred to as "PEG | i posones" or

"PEGyl ated |i posones”), and having a sel ected nean
particle dianmeter in the size range between about 0.1
to 0.4 Fm(mcrons), followed by (ii) converting the

| i posone conposition thereby obtained into a galenic
formul ation suitable for intravenous adm ni stration.
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Novelty and inventive step have therefore to be
assessed on the basis of the interpretation of the
cl ai nrs descri bed above.

The patent in suit clains priority froma nationa
application of 20 Cctober 1989 in the United States
(Serial No. 42 52 24) and has an accorded filing date
of 19 Cctober 1990. In the board' s judgnent, the
opposition division was correct in its finding in the

i mpugned deci sion that the respondent's claimto
priority is invalid. Since the respondent did not

appeal against the refusal of the clained priority date
by the opposition division, the board sees no reason to
depart fromit. The effective date for the assessnent

of novelty and inventive step is therefore the European
filing date.

The only prior art cited by the appell ant agai nst the
novelty of the clained subject-matter in the patent in
suit is the disclosure of citation (1). Al though the
only therapeutic conmpound in |iposone-entrapped form
which is specifically disclosed in (1), viz.

haenogl obin, is neither explicitly nor inplicitly
described in the cited docunent as being cleared in
free formfromthe blood streamwth a half-life of

| ess than 4 hours, on page 11 of the inpugned decision
reference is made to the short cl earance period of
haenogl obi n of I ess than 4 hours being confirnmed by the
experts present for both parties at the ora
proceedi ngs before the opposition division. This
confirmation in first-instance proceedi ngs was
contested by the respondent during oral proceedings

bef ore the board. The board considers it neverthel ess
unnecessary to go into further detail on this issue for
t he purpose of assessing novelty, since novelty can in
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any event be derived fromother features of the clains.

10.1 Thus, neither is the functional feature in present
claiml requiring that the |iposonme conposition be
"effective to extend to at |east 24 hours the period of
effective activity of the therapeutic conpound”

di rectly and unanbi guously derivable fromthe

di sclosure in (1), nor is the feature requiring that
the |iposone conposition "contain an anount of the

| i posone-entrapped therapeutic conpound which is at

| east three tinmes the therapeutically effective
amount”, even when account is taken of matter which is
implicit to a person skilled in the art in addition to
what has been expressly nentioned in (1).

10. 2 Si nce each of the other independent clains 4 (see
"effective at |east 48 hours", "at least three tines
the therapeutically effective anount”), 10 (see "at
| east three tinmes the therapeutically effective
amount"), 17 (see "effective at |east one week", "at
| east ten tines the therapeutically effective anount"),
and 20 (see "at least ten tines the therapeutically
effective anount") contains at | east one feature
corresponding to those nentioned above for claim1l and,
noreover, use clainms 17 and 20 refer to a nedi canent
sui tabl e for subcutaneous adm nistration, as opposed to
the |iposone conposition suitable for intravenous
adm ni stration disclosed in citation (1), the novelty
of all further independent clainms 4, 10, 17 and 20 can
| i kewi se be acknow edged.

10. 3 The novelty of the "conposition clains" 23 to 25 was
never attacked in the opposition and subsequent appea
proceedi ngs. Since none of the citations available to
the board fromthe proceedi ngs before the EPO cal ls

2072.D Y A
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into question the novelty of clains 23 to 25, even if
they are extrenely broad, no further consideration of
this appears to be necessary or appropriate.

The cl osest state of the art, which is citation (2),

di scl oses | i posone conpositions with enhanced
circulation tinme in the bl oodstream for the preparation
of a |iposone-based fornul ati on suitable for

i ntravenous adm nistration of a variety of drugs and

ot her pharnmacol ogically active agents so as to provide
control |l ed sustai ned rel ease of the |i posone-entrapped
drug at physiologically effective levels for up to 1
day (24 hours) or nore (see (2), page 22, lines 25 to
27) and up to 48 hours (see (2), page 23, lines 17 to
20). The therapeutic conpounds used in (2)(see
especially page 23, line 21, to page 25, line 4) are to
a large extent the sane as those referred to in the
patent specification (see especially page 9, lines 21
to 34, and the paragraph bridging pages 9 and 10) as
having in free forma blood half-life of 4 hours or

| ess.

The process for the preparation of the |iposone-based
formulation in (2) involves simlarly the steps of

(i) loading (encapsulating) the desired drug, in an
anount which provides a suitable drug dosage over the
expected delivery time, into |iposonmes conposed of
conventional vesicle-formng |ipids and between 5-20
nol e percent of a vesicle-formng |lipid derivatised
with a glycolipid conponent selected from gangli osi de
GVl (hereinafter referred to as GV-1i posones),

hydr ogenat ed phosphatidylinositol, and sulfatide, ie
sul fate esters of |actocerebroci desnonogal actosyl, and
having a selected nean particle dianmeter in the size
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range between about 0.07 and 0.4 Fm (see (2), see
page 25, lines 5 to 8 and the paragraph bridging
pages 8 and 9), followed by

(ii) converting the |iposone conposition thereby
obtained into a galenic fornmulation (eg a suspension)
suitable for intravenous adm nistration.

Consequently, starting fromthe above discl osure of
citation (2) as representing the cl osest state of the
art, the problemto which the invention set out in
claim1 seeks a solution nay be seen as that of
providing an alternative process for the preparation of
a |liposone-based fornul ation suitable for the

I ntravenous adm ni stration of a therapeutic agent.

Comparison of the process according to claiml, as
outlined in point 8. 3 supra, with the process disclosed
in (2) and referred to in point 11 above establishes
that both processes are substantially identical wth
the sole exception that in the clainmed process "PEG

| i posones" are substituted for "GW-I1i posones” used in
(2) for encapsulating the therapeutic conpound. On the
basis of the disclosure of the invention, the results
given in Exanples 6 to 16 and in the correspondi ng
Figures 7 to 18 of the patent specification and,
noreover, in the absence of any evidence to the
contrary, the board is satisfied that the proposed
substitution of "PEG i posones” for "GW-Ii posones”

pl ausi bly sol ves the problem This nuch was not
contested by the appellant.

At the filing date of the contested patent it was
al ready known that the properties of "GM-1iposones” on
the one hand, and "PEG i posones”, on the other, are
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substantially identical in that both types of |iposones
show a very low rate of uptake by the

reticul oendot helial system (RES). As a consequence of
this, both types of |iposones have two inportant
benefits, as conpared to conventional |iposones, when
used as drug delivery systens. One is a significant

prol ongation in the blood circulation half-life of
"GM- i posones” and "PEG | iposones”, which increases the
phar macoki netic benefits of controlled sl ow sustained
rel ease of the drug fromthe |iposones into the

bl oodstream over an extended period of tinme, and al so
provi des greater opportunity for tissue targeting where
the liver, spleen, and lungs are not involved. The
second benefit is the decreased |iposone |oading of the
RES (see (2): page 8, lines 10 to 18; page 11, lines 3
to 24; page 22, line 17, to page 25, line 11; versus
(3): page, 2, lines 9 to 12; page 4, line 13 fromthe
end, to page 5, end of the first full paragraph; and
(13): abstract at the beginning of page 235; page 235,

I ntroduction; pages 236 to 237, Results and

Di scussi on.)

The skilled person seeking in the state of the art a
solution to the problem posed woul d have careful ly
studi ed the disclosure of citation (13). In doing so,
he woul d certainly have | earned with great interest
that the circulation tinme of "PEGIiposones” in the

bl oodstreamis even greater than that of "GW-1i posones”
and that "PEG |iposones" are expressis verbis suggested
in (13) as a particularly favourable alternative to
"GM- i posones” for the sustained drug rel ease and the
targeted drug delivery by |iposones (see page 235,
abstract, lines 4 to 6 and Figure 2).

Fromthe disclosure in the penultinmate paragraph in the



12.3

2072.D

- 19 - T 0004/ 98

| eft-hand col um on page 236 and the data set forth in
Figure 1 of (13) it is noreover readily apparent that
"PEGyl ation" of |iposones does not increase the | eakage
rate of the |iposones’ contents, eg the encapsul ated
drugs, and that, with respect to the release of their
contents due to nechanical instability, "PEGIi posones”
behave in a manner sim/lar to conventional "non-
PEGyl at ed” |i posones and "GW-1i posones”. Thus, the
skill ed person would have |learned fromthis teaching in
(13) that "PEG |iposones" do not have any different or
di sadvant ageous properties that distinguish themfrom
conventional |iposonmes or "GM-Iiposones” as being

unsui tabl e for sustained drug rel ease.

In the absence of the identification of at |east the
ki nd of drug or pharnacologically active agent used and
the di sease to be treated, the insertion in claim1l of
the feature requiring at least three tines the
therapeutically effective anount of the therapeutic
compound to be present in the |iposone formnulation
appears to be alimtation to a nore or |ess
arbitrarily chosen anount of the therapeutic conpound
encapsul ated in the |iposone conposition, which has no
particul arly recogni sabl e technical significance or

rel evance.

The teaching of citation (2) clearly expresses what
appears to be self-evident to a person skilled in the
art nanely that, for appropriate and useful sustained
drug-rel ease via the bl oodstream the |iposone
conposition nust be adm nistered intravenously in an
anmount sufficient to provide a suitable drug dosage
over the expected delivery tine (see page 25, lines 5
to 8). Thereafter, determ nation of the anpbunt required
for a particular drug encapsulated in a |iposone
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conmposition according to the clainmed invention so as to
avoi d rel ease of toxic or intolerable doses and to
ensure a suitable even therapeutic dosage | evel over
the expected or desired delivery period would be a
matter of nmere routine experinentation for the skilled
practitioner and a typical activity for a

phar macol ogi st exercising his professional skills in
drug design.

In case there was neverthel ess any question regarding
the basic capability and useful ness of |iposones for
encapsul ating therapeuti c conpounds at rnuch hi gher
doses than the therapeutically effective anount, this
was |ikew se already known in the state of the art.
Thus, as exanples only, citation (10) discloses in the
par agr aph bridgi ng pages 1583 and 1584 the

adm ni stration of a dose of anphotericin B in |iposone-
encapsul ated form seven tines the nmaxi mumtol erated
dose for the free drug. O her simlar references
include citation (11) which states hal f-way down in the
| eft-hand col utmm on page 944 that the maxi mal tol erated
dose for |iposomal anphotericin B was not achi eved even
if 12 tinmes the maximal tol erated dose of the free drug
was encapsul ated in the |iposones. Furthernore citation
(12) shows in Table 3 on page 5925 that, when a seven
fold i ncreased anount of the anticancer drug
doxor ubi ci n was encapsul ated in |iposones, the toxicity
was not greater than that of the free drug. As has

al ready been nentioned in point 12.2 above, "PEG

| i posones” do not differ fromconventional |iposones or
"GM-| i posones", as far as their capability of drug
encapsul ation, their | eakage rate and nechani ca
stability are concerned.

To sunmari se, the skilled person, knowing from (13) the
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substantially extended lifetine of "PEG|iposones” in
the bl oodstream their |ow | eakage rate and their
nmechani cal stability and from (2) the direct

rel ati onship between the lifetinme of |iposones in the
bl oodstream and the sustai ned rel ease of the |i posone-
entrapped drug at physiologically effective |evels,
woul d reasonably expect the problem posed to be sol uble
by sinply substituting "PEGI|iposones" for "GW-

| i posones” in the known |iposone conpositions, wthout
changi ng any of the other paraneters such as, for
exanpl e, the selected nean particle dianmeter of the

i posones. It was then only necessary to confirm
experinentally that the highly probable result was in
fact obtained. The necessity of experinentally
confirm ng a reasonably expected result does not render
an invention non-obvious.

It follows fromthe foregoing that the subject-matter
of claim1l does not involve an inventive step contrary
to the requirenents of Article 52(1) in conjunction
with Article 56 EPC. Since a decision can only be taken
on each request as a whole, there is no need to | ook
into the patentability of the other clains.

The appel | ant sought rei nbursenent of the appeal fee on
the basis of either or both of two alleged substantia
procedural violations (referred to in the grounds of
appeal as "abuses of procedure").

First, the appellant clainmed it was not given tinme to
consi der the anended description subnmtted by the
respondent at the end of the first instance ora
proceedings. It says, as appears to be commobn ground,
that those oral proceedings continued late into the
eveni ng, although the witten decision records that
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both parties wished to finish the case at those ora
proceedi ngs (page 20, paragraph 11), and that the

opposition division was wong to say t he opponent
Is neither obliged to comment nor is he obliged to
agree or disagree with the description”. The appel | ant
observes that this coment conceals the fact that the
description may affect subsequent interpretation of the

clainms by the board or a national court.

However, these argunents overl ook the procedure which
in practice neans that the appellant was not

di sadvant aged. When the opposition division, as in this
case, maintains a patent in anended form it waits
until the interlocutory decision becones final before
witing to the patent proprietor seeking his form
approval to the anendnents (Rule 58(4) EPC) for the
sinple reason that during the period referred to in
Article 108 EPC the proprietor or opponent nmay appea
(Article 106(3)EPC). Such an interlocutory decision is
delivered in all cases where a European patent is

mai ntai ned in anmended form even if the opponent has
approved the text comruni cated by the opposition

di vi sion or has not commented on it (see Part D,
Chapter VI, 6.2.2 of the Guidelines for Exam nation in
t he European Patent O fice). If the opponent appeals,
hi s di sapproval of the first instance decision is self-
evi dent and any comments from hi mon the anended
description would be academ c. Further, an appeal by
either party has the effect of suspending the decision
under appeal (Article 106(1) EPC). Moreover, for the
very reason advanced by the appellant, an opponent is
unlikely to indicate his agreenent to an anended
description since this could be held against himin
subsequent proceedi ngs. Accordingly, the board cannot
see that any procedural violation took place in this
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r espect .

Second, the appellant clains it was an "abuse of
procedure” for the opposition division not to give
reasons in its witten decision on the objections to
the second auxiliary request under Article 84 raised by
the appellant during the oral proceedings. That such
obj ections were argued is clear from paragraphs 14 and
15 of the mnutes of the oral proceedings which al so
record that the opposition division did not accept
them The board, as appears from paragraph 6 above,
does not necessarily share that view However, since
Article 84 EPC cannot itself be a ground for
opposition, the opposition division may well have
consi dered such reference in the mnutes to the fact
Article 84 EPC was nentioned and a reasoned treatnment
inits witten decision of each ground of opposition
argued before it sufficient. The board is al so
satisfied that the decision and m nutes give an
adequat e account of both the argunments raised by the
parties and the |ine of reasoning adopted by the
opposition division in arriving at its deci sion.

Whet her those reasons were convincing - and, as to the
Article 84 EPC argunents, no reasons woul d have been
likely to convince the appellant - is another matter
whi ch has nothing to do with a substantial procedura
violation (see T 75/91 of 11 January 1993, not
published in Q) EPO, Reasons, paragraph 7).

Accordingly, the board finds neither of the alleged
substanti al procedural violations to be established.
Further, even if either or both such violations were
proven to the board's satisfaction, reinbursenent of
the appeal fee would not appear to be equitable (as
Rul e 67 EPC requires) since the appellant would in any
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event have had to appeal in order to obtain a reversa
of the first instance decision on the other issues, no
fewer than seven in nunber, the subject of this appea
(see the Notice of Appeal and the G ounds of Appeal
pages 2 to 4, paragraphs D.1 to D.7), none of which is
al l eged to be the subject of any procedura
irregularity. While cases could be inmagined in which a
procedural violation in relation to just one issue was
so serious that reinbursenent would be appropriate, in
such cases the board would usually remt the case to
the first instance with the effect that the whole
deci si on under appeal would be overruled. In cases such
as the present it would not be equitable for the

appel lant to have a "fee-free" appeal on issues dealt
With quite properly at first instance and on which the
appel  ant had no choice but to appeal.

Or der

For these reasons it is decided that:

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

2. The European patent No. 0 496 813 is revoked.

3. The request for reinbursenent of the appeal fee is
ref used.

The Regi strar: The Chai r man:
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