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Summary of Facts and Submn ssions

2098.D

The appeal s were | odged by the opponents agai nst the

i nterlocutory decision of the opposition division

i ssued on 10 March 1997, by which European Patent

No. 0 218 900, with the title "Osnotic agent for
peritoneal dialysis", was nmaintained in anmended form on
the basis of the first auxiliary request submtted
during the oral proceedings on 15 October 1996.

| ndependent clainms 1 and 10 thereof read as foll ows:

"1. A peritoneal dialysate which conprises as an
osnotically active agent an osnotically effective
anount of a m xture of peptides, the m xture consisting
substantially of peptide having a nol ecul ar wei ght of
about 300 to about 2000 daltons, and an equi val ent

wei ght between about 150 to about 1500, wherein the
peritoneal dialysate is free fromproteolytic enzynes."

"10. A therapeutic conposition conprising a m xture of
pepti des produced by enzymatic hydrolysis of a high
quality protein, the mxture having the foll ow ng
characteristics:

(a) the m xture consists substantially of peptides
havi ng a nol ecul ar wei ght of between 300 to 2000,

(b) the m xture contains no nore than about 5 nole per
cent of free am no acid,

(c) the mxture contains at |east about 50% of
essential am no acids,

(d) the mxture is osnotically effective when added in
sufficient anbunt to a peritoneal dialysate solution,
and

(e) the m xture consists substantially of peptides
havi ng an equi val ent wei ght between about 150 to 1500,
wherein the conposition is free of proteolytic
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enzynes."

Clainms 1 and 10 as maintained thus differed from
claims 1 and 10 as filed and/or as granted by the
addition of the "...free fronfof proteolytic
enzynes..."-feature. Cains 2 to 9 and 11 were the sane
as granted.

The opposition division decided that these clains net
the requirenents of the EPC, in particular those of

Articles 54, 56 and 83 EPC, which had been i nvoked by
t he opponents (appellants) as a ground for opposition.

The Board issued a comruni cation pursuant to

Article 11(2) of the rules of procedure of the boards
of appeal giving the Board's prelimnary, non-binding
opi ni on.

Oral proceedings were held on 25 July 2001.

During the oral proceedings the respondent (patentee)
i ntroduced two auxiliary requests.

Clains 1, 9 and 10 of the first auxiliary request read:

"1l. A peritoneal dialysate which conprises as an
osnotically active agent an osnotically effective
anmount of a m xture of peptides, the m xture consisting
substantially of peptide having a nol ecul ar wei ght of
about 300 to about 2000 daltons, and an equi val ent

wei ght between about 150 to about 1500, wherein the

m xture contains less than 5 nole percent of free am no
acid, wherein the peritoneal dialysate is free from
proteol ytic enzynes."
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"9. Use of a mxture of peptides produced by enzynmatic
hydrol ysis of a high quality protein, the m xture
having the foll owi ng characteristics:

(a) the m xture consists substantially of peptides
havi ng a nol ecul ar wei ght of between 300 to 2000,

(b) the m xture contains no nore than 5 nole percent of
free am no acid,

(c) the mxture contains at |east 50% of essentia

am no aci ds,

(d) the mxture is osnotically effective when added in
sufficient anmount to a peritoneal dialysate solution,
and

(e) the m xture consists substantially of peptides
havi ng an equi val ent wei ght between about 150 to 1, 500
wherein the conposition is free of proteolytic enzynes,
for preparing a peritoneal dialysate conprising said

m xture."

"10. A process for preparing a conposition conprising a
m xture of peptides, the m xture having the foll ow ng
characteristics:

(a) the m xture consists substantially of peptides
havi ng a nol ecul ar wei ght of between 300 to 2000,

(b) the mxture contains no nore than 5 nole percent of
free am no acid,

(c) the mxture contains at |east 50% of essentia

am no aci ds,

(d) the mxture is osnotically active when added in
sufficient anbunt to a peritoneal dialysate solution,
and

(e) the m xture consists substantially of peptides
havi ng an equi val ent wei ght between about 150 to 1500,
wherein the conposition is free of proteol ytic enzynes,
whi ch process conpri ses:

(a) treating a high quality protein in an aqueous
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sol ution under hydrolysing conditions, with at |east
one hydrol ytic enzyne, to produce a peptide-contai ni ng
solution, at |east sone of the peptides having a | ow
nol ecul ar wei ght between about 300 to about 2000,

(b) contacting the peptide containing solution with one
side of a dialysis nenbrane capable of all ow ng
transport of the | ow nol ecul ar wei ght pepti des,

(c) simultaneously contacting the opposite side of the
menbrane with substantially pure water derived froma
reverse osnosis unit, fed by a reservoir, said water
having a sufficiently | ow solute concentration to all ow
transport of the peptides across the nenbrane into the
wat er, and

(d) directing the water and transported solutes to the
reservoir, and

(e) accumul ating the transported peptides in the
reservoir by solute retention of a reverse osnosis
nmenbr ane, and, optionally

(f) repeating steps (a)-(e) by recycling the aqueous
solution and the water until the concentration of the
solution in the reservoir is sufficient to prevent
production of pure water fromthe reverse osnosis
unit."

Clains 2 to 7 were the sane as in the set of clains
mai nt ai ned by the opposition division (nmain request)
and claim8 corresponding to claim9 of said set of
cl ai ns.

Caiml of the second auxiliary request read:

"1l. A peritoneal dialysate which conprises as an
osnotically active agent an osnotically effective
amount of a m xture of peptides, wherein the peptides
conprise about 1 to 15% by wei ght of the solution , the
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m xture consi sting substantially of peptide having a
nol ecul ar wei ght of about 300 to about 2000 dal tons,
and an equi val ent wei ght between about 150 to about
1500, wherein the m xture contains less than 5 nole
percent of free am no acid, wherein the peritonea

di al ysate is free fromproteolytic enzynes."

Clains 2 to 9 were identical toclains 2 to 7, 9 and 10
of the first auxiliary request.

Anmong the docunents relied on by the parties during the
appeal procedure, the following ones are cited in this
deci si on:

(1) EP-0 270 545

(1.2) Priority docunment of EP-0 270 545

(4) WD 82/ 03987
(5) US-4 339 433
(7) US-4 427 658
(9) WD 82/ 03773

(19) Decl aration of Prof. E. Klein

(20) Handbook of Chem stry, 1972-1973, 5th edition,
ed. R C Wast, The Chem cal Rubber Co., pages
F-79, F-99

(21) Text book of Medi cal Physiol ogy, 1980, 6th
edition, ed. A C CGuyton; WB. Sanders Conpany,
page 49.
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The appel |l ants argued under Article 83 EPC that the
patent in suit did not provide the skilled person with
sufficient information to determ ne the "equival ent

wei ght” of a m xture of peptides obtained from any
protein and that, although the ionisation state of a
peptide | argely depended on the pH of the nmedium this
paraneter was not nentioned in any of the clains.

The appel |l ants objected that the expression "free
fromof proteolytic enzynes" contravened the

requi renents of Article 123(2) EPC, because there was
no basis for it in the application as filed and it was
not considered as a disclainmer over docunment (1), since
it did not neet the requirenents for a disclainer and
did not help to distinguish the patent in suit from
said docunent (1), the proteolytic enzynes of which
could no I onger be considered as "enzynes", as far as
they had been inactivated by heat, the term "enzynes"

I mpl yi ng the existence of a neasurable activity.

After having pointed at all the inprecise terns used in
the clains, such as "conprises", "containing
substantial |l y" and/or "about" susceptible to have an

i nfluence on the assessnent of the scope of the clains,
the appellants objected to the novelty of claim1l of
the main request under Article 54(3) EPC in view of
docunent (1), which was considered as identifying the
same probl em (di sadvant ages of dialysis fluids
cont ai ni ng gl ucose), suggesting the sane sol ution
(peptide hydrolysate of mlk protein) and disclosing
all the features of claim1, except for the expression
"free fromproteolytic enzyne". However, docunent (1)
di scl osed on colum 4, lines 16 to 20 the heat-

I nactivation and the renoval of the enzynes present so
that no proteolytic activity was transferred to the
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peritoneumduring dialysis. This was al so supported by
t he di scl osure of docunent (1.2), ie the priority
docunent of docunent (1), which described on page 3,
lines 18 to 23 the destruction by heat of the

proteol ytic enzynes. This resulting in both cases in

t he di sappearance of the proteolytic activity as
suggested by said expression. On the other hand, this
expressi on was considered as anmounting to nothing el se
than a description of the purity of the peptide m xture
of the patent in suit, which was unable to contribute
to novelty of claim1l according to T 990/96 (QJ EPO
1998, 489). This objection was found to equally apply
to claiml1l of the auxiliary requests. It was al so

I ndi cat ed that endoproteases, such as trypsin and
chynotrypsin, cannot lead to the formation of free

ami no acids, so that the feature referring to the
content of free amino acids in the auxiliary requests
was de facto neaningl ess.

Claim10 was objected to under Article 54 EPC in view
of docunent (7), which disclosed all the features of
said claim such as a therapeutic conposition, an
enzymatic hydrol ysis, a nol ecul ar wei ght bel ow 2000
daltons, a renoval of free am no acids, an essentia
am no acids anount of at |east 50% an activity in
osnosi s and an equi val ent wei ght between about 150 and
1500.

The appel lants argued that claim1 of the main request
| acked inventive step (Article 56 EPC) in view of
docunent (9), which was considered as the closest prior
art. Docunent (9) was in the sane technical field, ie
di al ysis, was confronted with the sane technica
problem ie the disadvantages of sugars as osnotic
agents and of the free am no acids. The solution
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suggested by docunent (9) was to at |east partly

repl ace the sugars by am no acids or short-chain
pepti des, reference being made in that context to the
am no aci d/ peptide m xtures already conmonly used in
the nutrition field, and to add insulin to favour the
assimlation of both the glucose and the am no acids
after they had crossed the peritoneal nenbrane. This
reference to nutrition pointed to docunment (7), which
di scl osed all the features of the enbodi nents of the
patent in suit, so that the conbination of the

t eachi ngs of docunents (9) and (7) rendered the
solution of the patent in suit obvious.

Furt hernore, docunent (7), if not regarded by the Board
as novel ty-destroying for claim10 of the main request,
because it did not disclose expressis verbis the
feature "no nore than about 5 nole percent of free

am no acid", destroyed the inventive step of said
claim10 , since it gave the skilled person a
notivation to reduce the concentration of free am no
aci ds.

Caim1ll of the main request was al so consi dered as
deprived of inventive step, since docunent (7)

di scl osed a simlar process, in which reverse osnosis,
a known nethod for concentration, could have been used.

Docunents (4) and (5) were also cited in this context,
since they were also concerned with a dialysis solution
using amno acids or a mxture of peptides.

As far as the auxiliary requests were concerned, the
appel | ants argued that the features introduced were not
suscepti bl e of conferring inventive step, since
docunent (7) drew the attention to the negative effects
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of free am no acids. Docunent (5) was again evoked,
since it only used pol ypeptides or proteins as osnotic
agents and hence taught away fromthe use of free am no
acids. The feature corresponding to the concentration
of the peptides was consi dered as devoid of inportance
for the assessnent of inventive step, since the skilled
person, caught between efficiency and solubility of the
osnotic solution, would have w thout any burden rapidly
determ ned the suitable concentration by "trial -and-
error" experinents.

In view of the Article 83 EPC objection, the respondent
submtted that the "equival ent weight"-feature was
defined in the patent in a way enabling the skilled
person to determne it wthout any burden, as confirned
by docunent (19), which furthernore indicated that an
equi val ent weight as required in the clainms of the
patent in suit was automatically obtained as a
consequence of the nol ecul ar weight of the peptide

m xture enpl oyed.

The pH was not considered as being an inportant factor,
since every mxture of peptides used in peritonea

di al ysis had to have a pH close to neutrality, so that
the pH was no longer a freely variable paraneter of the
process available for adjusting the ionisation state of
the peptides on a case to case basis to nodify the

equi val ent wei ght.

The respondent argued that the expression "free from
proteolytic enzynes" did not contravene the

requi renents of Article 123(2) EPC, because it was
inmplicitly disclosed throughout the whol e application
as filed, since the process described therein using
reverse osnosis did not lead to the presence of
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pol ypepti des with a nol ecul ar wei ght nmuch greater than
2000 dal tons, and thus excluded proteolytic enzynes.
Furthernore, said expression was also to be consi dered
as a disclainmer in view of the disclosure of docunent
(1) in colum 4, lines 16, indicating that the enzynes
were filtered and renoved.

As far as the novelty objection against claim21 under
Article 54(3) EPC was concerned, the respondent stated
t hat about 50% by wei ght of the peptides obtained in
docunent (1) (colum 3, line 65 to colum 4, |ine 15)
did not conply with the nol ecul ar wei ght requirenent of
| ess than about 2000 as disclosed in the patent in
suit. Furthernore, if the peptide m xture was expressed
in nole percent, then 83% of the peptides of docunent
(1) at best were in the range 2-18 am no acids, which
was far fromthe requirenent of the patent in suit.

Novel ty over docunent (1) was al so considered to be

i ntroduced by the expression "free from proteol ytic
enzynmes", because docunent (1) was prior art only for
the di sclosure supported by the priority docunent

(1.2). However, said docunent (1.2) only described the
heat -i nactivati on of the proteolytic enzyne and was
silent about its renoval. The respondent considered, in
this context, that the term"enzyne" did not only apply
to biologically active nol ecul es.

Deci sion T 990/ 96 (supra) was not considered to apply
here, since it referred to | ow nol ecul ar wei ght organic
nol ecul es and proteolytic enzynes were not to be
considered as "inpurities" of the peptide m xture.

In view of the novelty objection against claim 10 of
the main request, the respondent argued that docunent
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(7) incolum 4, lines 41 to 53 and colum 5, lines 1
to 15 referred to products of high concentration in
free amno acids, which were not conparable with the
"l ess than 5 nole percent"-feature of the claim The
respondent al so drew attention to colum 15, |ines 46
to 55 which denponstrated that the peptides only
represented one group of the products resulting from
the enzymatic hydrolysis, so that the product of
docunent (7) was fully different fromthat of the
patent in suit and woul d probably be harnful to the
patients, if used in dialysis, due to the presence of
hi gh nol ecul ar wei ght pol ypepti des suscepti bl e of

i nduci ng i mmunol ogi cal reactions.

Regardi ng the requirenents of the Article 56 EPC

obj ection, the respondent considered docunent (9) as
the closest prior art and the technical problemto be
sol ved was defined as the inprovenent of the properties
of the dialysis fluid (stability of the osnotic

gradi ent, imunol ogic safety, absence of negative
interaction with the netabolismof the patient). Said
probl em was sol ved in a non-obvi ous nmanner by the
peritoneal dialysate of the patent in suit. Indeed, the
respondent argued that docunent (9) always contai ned

i nsulin, always made reference to free amno acids (a
single reference to short-chain peptides being found in
t he whol e docunent) and was silent on the advant ages of
using a mxture of peptides and mnim zing the
concentration of free am no acids. The fact that
docunent (9) contained insulin denonstrated that its
concern was fully different fromthat of the patent in
suit: the crossing of the peritoneal nenbrane by the
solutes contained in the dialysis fluid was accepted
and insulin was used to avoid netabolic disturbances in
the patient, whereas the patent in suit ained at
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avoi ding that the solutes of the dialysis fluid crossed
the peritoneal nenbrane. No renedy was to be found in
docunent (7) which was concerned with nutrition, ie
with the enteric assimlation of a peptidic hydrolysate
and hence was not to be conmbined with docunent (9).
Furthernore, the peptidic hydrolysate of docunent (7)
cont ai ned hi gh nol ecul ar wei ght conponents (col um 15,
lines 46 to 55), which could have |ead to i mmunol ogi ca
reactions. No renedy could be found in docunent (4),

whi ch did not aimat reducing the content of the free
am no aci ds.

The respondent al so argued that docunent (5) had never
been cited in the appeal procedure up to the ora
proceedi ngs and that it was based on a totally

di fferent concept: the use of polyionic substances

bi ndi ng sodi umions, such as proteins or polypeptides
containing at |least 10 nole percent of aspartic acid or
glutam c acid residues, which cannot diffuse through

t he peritoneal nenbrane.

The appel l ants requested that the decision under appea
be set aside and the patent revoked.

The respondent requested as main request that the
appeal s be dism ssed or as auxiliary requests that the
deci si on under appeal be set aside and that the patent
be mai ntained on the basis of the clains of the 1st or
2nd auxiliary requests respectively, submtted at the
oral proceedings on 25 July 2001.

Reasons for the Deci sion

The clains as nmaintai ned by the opposition division (min

2098.D



- 13 - T 0464/ 97

request)

Article 123(2)(3) EPC

The expression "free fromproteol ytic enzynes"
(claim1l1l) or "free of proteolytic enzynmes" (claim 10)
IS expressis verbis nentioned neither in the
application as filed nor in the patent as granted. The
Board, neverthel ess, considers this expression not as a
di sclainer, but as a restrictive feature having an
inmplicit basis in the application as filed, which
descri bes the renoval of the peptides of the desired
size fromthe reaction nediumvia a reverse osnosis
unit, which has a cut-off value lying far bel ow the
nol ecul ar wei ght of any of the proteol ytic enzynes
listed in said application. Such an arrangenent

unanbi guously indicates to the skilled person that the
physi cal presence of high nol ecul ar wei ght substances,
such as the proteolytic enzynes |listed in the
application, in the final peptide mxture is excluded
and that said peptide mxture is, in that sense, free
from of proteolytic enzynes.

Therefore, the Board is of the opinion that the
requi renents of Article 123(2)(3) EPC are fully net.

Article 83 EPC

2098.D

The feature "equivalent weight” is defined in the
application as filed on page 7 (colum 12, lines 28 to
32) as the expression of the nolecular weight relative
to the charge (val ence) of the peptides. Both can be
determ ned wi thout any burden by the skilled person.
Confirmation of this can be found in the declaration of
Prof. E. Klein (cf. docunent (19)), uncontested by the
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appel | ants, which indicates how the skilled person,
using the osnolality and the peptide concentration, ie
two easily neasurable paraneters, is well able to
determ ne the equival ent weight. Reference is nmade in
docunent (19) to textbooks, such as docunents (20) and
(21), for the definition of "val ence", "equival ent

wei ght" and "osnolality".

The requirenments of Article 83 EPC are thus nmet by the
patent in suit.

Article 54(3) EPC

3.1

3.2

2098.D

As already stated above (cf. point 1), it is beyond any
doubt that the patent in suit describes a dialysis
fluid, in which high nol ecul ar weight nol ecul es, such
as the proteolytic enzynes listed in the application as
filed, are not present.

Docunent (1) can only be novelty-destroying as far as
its teachings are supported by the priority docunent
(1.2). The latter describes a dialysis fluid for

conti nuous anbul atory peritoneal dialysis (CAPD) based
on the use, as an osnotic agent, of a m xture of
peptides containing 2-10 am no acid residues on average
resulting froman enzymc hydrolysis of ml|k protein,
such as sodi um casei nate, wi th endoproteases, such as
trypsin. At the end of the process, the protease is
heat-inactivated in order to avoid a transfer of the
proteolytic activity to the peritoneum (page 3,

lines 18 to 24). There is no explicit disclosure in
docunent (1.2) of a renoval of the heat-inactivated
protease. This feature has only been introduced
expressis verbis in docunent (1)(page 3, colum 4,
lines 16 to 20).
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Can this feature be nevertheless inplicitly found in
the discl osure of docunent (1.2)? The Board considers
that this question nust be answered negatively. The
reason therefor is that the purpose of the heat-

i nactivation in docunent (1.2), ie the avoi dance of a
transfer of the proteolytic activity to the peritoneum
is already fully achieved by the heat-inactivation and
does not require any renoval of the heat-inactivated
pr ot ease.

Does this "free fromproteolytic enzynes"-feature only
relate to active enzynes, as suggested by the
appel l ants, since inactivated enzynes can no | onger be
consi dered as "enzynes"? In other words, does the term
"enzynme" necessarily inply the existence of a

bi ol ogi cal activity? This question nust be answered
negatively, because the skilled person will use the
name "enzyne" to characterize a nol ecule known as such
even if said nolecule is, in that particular nonent,

i nactive. This inplies that an enzyne is not only
defined by reference to its biological activity, but
also in relation to other paraneters, such as its am no
aci d sequence, for instance. Therefore, the said
feature should not be understood as sinply neaning the
di sappearance of the proteolytic activity, but nuch
nore as i nplying the physical absence of said (active
or inactive) proteolytic enzynes.

This "free fromproteolytic enzynes"-feature is of

I mportance in the context of CAPD, since it ains at
avoi di ng potential immunol ogical risks due to the
presence of epitopes on the proteolytic enzynes whet her
in active or in inactive form It has to be kept in
mnd that, in first approximtion, the antigenicity of
a proteinis related to its length, since the
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probability of the presence of an (sequential and/or
spatial) epitope increases with the length of the
protein. Furthernore, CAPD is a repetitive procedure,
in which the presence of an epitope repetitively
presented to the i mmune system of a CAPD patient may

| ead to rather del eterious consequences for said
patient. Also in this context, this "free from
proteolytic enzynes"-feature cannot even be consi dered
as being inplicitly disclosed in docunent (1.2), since
sai d docunent (1.2) has apparently not recognized this
probl em as shown by the fact that it is absolutely
silent about it.

It can thus be concluded that the priority docunent
(1.2) neither explicitly nor inplicitly discloses or
suggests the renoval of the heat-inactivated enzynes
and docunent (1), as far as it enjoys the priority of
docunent (1.2), differs fromthe patent in suit in the
absence of a renoval of the proteolytic enzynes and
cannot be considered as novelty-destroying within the
meani ng of Article 54(3) EPC.

Article 54 EPC

2098.D

Docunent (7) describes the total enzymatic hydrolysis
of whey protein with proteolytic enzynes for use in
nutrition or intensive care nedicine (colum 11,

lines 43 to 63) using an enzyne reactor, in which a
menbr ane separates the reaction mxture fromthe

pepti des obtained (colum 11, lines 10 to 15,

colum 10, lines 21 to 28, colum 13, lines 6 to 15).
The peptide m xture contains no residual protein and at
| east 50% of the peptides contain 2 to 5 ami no acids
(colum 6, lines 23 to 28). In a preferred enbodi nent
the hydrol ysate contains 70 to 90% nitrogen in the form
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of peptides having a nunber of am no acids |ess than 10
(colum 6, lines 28 to 32). The anpunt of free am no
acids is nentioned in three different places in
docunent (7) and is said to be "10-15% (colum 6,

line 66), "less than 15% (claiml) and "l ess than 10%
(colum 16, lines 35 to 37). The fact that these val ues
are not so precisely defined and are not in so close
agreenent with each other suggests that the free am no
acid content is not considered as an inportant feature
in docunent (7) and is, in all events, definitively

hi gher than the value nentioned in the patent in suit.
Thus, docunent (7) does not disclose feature (b) of
claim 10 at issue, which, in consequence, fulfils the
requi renments of Article 54 EPC

Article 56 EPC

5.2

2098.D

The Board considers docunent (4) as the closest prior
art.

Docunent (4) is, as the patent in suit, concerned with
CAPD (page 1, lines 3 to 7) and the drawbacks of

gl ucose on the netabolismof the CAPD-patients. In
order to get rid of these disadvantages, it replaces
gl ucose by glycerol (page 3, lines 7 to 16). As a
positive "side-effect”, the use of glycerol, by
allowing a sterilisation of the dialysis fluid at
neutral pH nekes the use of an am no acid source
possi bl e. Said am no acid source, being used for both
nutrition and osnotic purposes (page 5, lines 6 to 17),
Is defined as a protein hydrol ysate containing
(poly)peptides (page 5, lines 22 to 25) and reference
is made to the hydrol ysates currently avail able as
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parenteral solutions (page 7, lines 8 to 12). The am no
acid source material may substitute for a portion of
the glycerol to raise the osnolarity of the peritonea
dialysis fluid (page 6, lines 6 to 13).

Docunent (4) is, in the opinion of the Board, nore
suitable as the closest prior art than docunent (9)
relied upon by the appellants and the respondent, which
al so proposes the use of short-chain polypeptides in
peritoneal dialysis fluids, because it has already
solved the first problemencountered in the field of
CAPD, nanely the use of glucose. It thus avoids the

di sadvant ages of the presence of glucose in the
sterilization of the dialysis fluid and in the
interaction with the patient's netabolism

In the light of the teachings of docunent (4), the
technical problemto be solved may be defined as the
provision of an alternative dialysis fluid allow ng a
stable, long-lasting osnotic gradient as required by
CAPD.

As a solution, claiml1l of the patent in suit proposes a
peritoneal dialysate defined by reference to the
osnotically active agent which is a m xture of peptides
havi ng sone specific features. The other ingredients of
the dialysate are not defined in claim1l and, because
of the use of the term"conprises”, the peritonea

di al ysate of claim1 may al so contai n other undefined
conponents, such as insulin, for instance, as |long as
their contribution to the osnotic pressure is
insignificant. Exanple 4 of the patent in suit
denonstrates that said dialysis fluid solves the

techni cal probl em nenti oned above (cf. point 5.4). The
osnotically active agent of claiml is characterized by
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and differs fromthat of docunent (4) by the follow ng
features:

(a) m xture of peptides of nolecular weight from about
300 to about 2000 daltons,

(b) equival ent wei ght between about 150 to about 1500,

(c) free fromproteol ytic enzynes.

The rel evant question in view of the assessnent of

i nventive step is whether the skilled person would have
arrived in an obvious manner at an osnotically active
agent exhibiting these features follow ng the teachings
of docunent (4) considered alone or in conbination with
other prior art docunments and/or the common genera
know edge.

The first aspect of this question concerns the feature
"m xture of peptides of nolecular weight from about 300
to about 2000 daltons". Wuld the skilled person have
readily considered in view of the prior art the use of
such peptides to nake a stable and | ong-lasting osnotic
gradi ent ?

As nentioned above (cf. point 5.2), docunent (4)

al ready uses a so-called "am no acid source material"
which is defined inter alia as "protein hydrol ysates”
(page 5, lines 6 to 11) containing (poly)peptides (page
5, lines 22 to 25), and nekes reference (page 7,

lines 8 to 12) to the protein hydrol ysates used in the
field of parenteral nutrition. This reference provides
the skilled person with a direct link to docunent (7),
which is in the field of nutrition (colum 11, lines 43
to 63) and descri bes an enzymatic hydrol ysate of whey
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protein (as in the patent in suit) using proteolytic
enzynes capable of sinmulating the proteic digestion

whi ch occurs in vivo in the human body (colum 6,

lines 32 to 42). Such a proteolytic hydrolysis leads to
a mxture of peptides containing 2 to 5 am no acids or,
in a preferred enbodi nent, having a nunber of am no
acids less than 10 (colum 6, lines 23 to 33).
Furthernore, the process described in docunent (7) uses
an enzyne reactor in which the peptides produced are
separated fromthe reaction m xture (whey protein and
proteol ytic enzyne) by filtration on a nmenbrane with a
cut-of f capacity of 2,000. This inplies that peptides
havi ng a nol ecul ar weight up to 2,000 are present in
said peptide mxture. This is exactly the upper limt
of nol ecul ar wei ght nentioned in claim1. The
respondent argued that the cut-off value of a nenbrane
only neans that 90% of the nol ecul es have a nol ecul ar
wei ght | ess than or equal to said cut-off value and
hence 10% have a hi gher nol ecul ar wei ght. However,
claim1l at issue does not consider the value "2,000
daltons" to be a strict limt, since it also uses the
adverb "about", thus inplying that sone of the peptides
present in the m xture may have a nol ecul ar wei ght

hi gher than this value. Therefore, the nol ecul ar wei ght
range nentioned in claiml at issue corresponds to the
pepti des described in and obtai ned by the process of
docunent (7).

Furthernore, the osnotic pressure of a peptide strongly
decreases as its nol ecul ar wei ght increases. Since
claim1, as already nentioned above (cf. point 5.5),
does not precisely define the ingredients of the
dialysis fluid other than the osnotically active ones,
hi gh nol ecul ar wei ght pepti des nay even be conprised as
i ngredients of the clained dialysis fluid, as |long as
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they do not contribute to the osnotic pressure.

According to the respondent, Figure 5 of docunent (7)
denonstrates that the conposition described thereinis
unsui tabl e for peritoneal dialysis and woul d be harnful
to the patient, since two of its three constituent
groups (colum 15, lines 38 to 55) correspond to high
nol ecul ar wei ght nol ecul es, susceptible to induce

i mmune responses in a dialysis patient. Indeed, whereas
the third constituent group of Figure 5 corresponds to
the peptides, the second group appears to be serum

al bumn and the first group seens to have an even

hi gher nol ecul ar wei ght. However, docunment (7) does not
refer in Figure 5 to the final conposition, ie the

m xture of peptides which has gone through the
ultrafiltrati on nenbrane, but to the reaction mxture
present in the enzyne reactor after a three hour

di gestion. Therefore, as far as the conposition of the
final peptide mxture is concerned, Figure 5is
meani ngl ess. Figures 9 and 10 should be taken into
consideration therefor, since Figure 9 shows the result
of a total enzymatic hydrolysis and Figure 10 the
result of the use of ultrafiltration nenbrane, ie the
final product. It is concluded fromFigure 9 that al
the peptides obtai ned have a nol ecul ar wei ght | ess than
2,000 daltons (columm 16, lines 32 to 35). The
respondent's msinterpretation of this aspect of
docunment (7) is obvious in view of the statenent in
colum 11, lines 11 to 13, where the accent is put on
the fact that the hydrolysis should be conducted unti l
enzymati ¢ hydrol ysates are obtai ned which contain no
detectabl e proteins. This condition is obviously not
nmet by the second and third constituent groups of

Fi gure 5.
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In view of the teachings of docunment (7) and of the
cut-of f value of the nenbrane used, it can be concl uded
that the peptides obtained in said docunent are within
t he nol ecul ar range defined in the patent in suit.
Therefore, docunent (4) in conbination with docunent

(7) leads in a straightforward manner to the use of a
peptide m xture of a nol ecul ar weight fromabout 300 to
about 2000 daltons, obtained by proteolytic digestion
of whey protein.

The requi renent for an "equival ent weight" as nentioned
inclaiml is, according to docunent (19), which is a
decl aration made by the inventor hinself, automatically
nmet as a consequence of the nol ecul ar wei ght of the
pepti de m xture enployed in the dialysate solution of
the patent in suit. Therefore, the requirenent of the
"equi val ent weight"-feature nust be considered as net
as soon as the requirenent for the nol ecul ar wei ght has
been fulfilled (see above, points 5.6 and 5.7).

The absence of proteolytic enzynes in the peptide

m xture is an inportant concern of docunent (7) which
is nmentioned in several parts of this docunent. In
colum 6, lines 1 to 16, for instance, the enzyne
reactor is described as using an ultrafiltration

menbr ane, which retains the enzyne in solution in the
reactor as well as the proteinaceous substrate so that
only the products of the hydrolysis, the peptides, are
elimnated as they are forned. Further, one of the
requi renents of the nenbranes is defined in colum 10,
lines 21 to 25 as a particular efficiency in retaining
the enzyne. Therefore, it is beyond any doubt that the
final conposition of docunent (7) is free from any
proteol ytic enzyne.
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5.11 The Board is thus of the opinion that the skilled
person woul d have readily arrived at the solution
proposed in claim1l of the main request by conbining
the teachings of docunments (4) and (7) and consi ders
for this reason that claim1l of the main request does
not fulfil the requirenents of Article 56 EPC

First auxiliary request

6. Nei t her the appellants nor the Board have rai sed fornal
obj ections under Articles 84, 123(2) and 123(3) EPC
against the first auxiliary request.

Article 54(3) EPC

7. The sane conclusions as for claim1l of the nmain request
(points 3.1 to 3.6) equally apply to claim1 of the
first auxiliary request, since it also nentions the
"free fromproteolytic enzynes"-feature.

Article 54 EPC.

8. The objection raised against claim210 of the main
request in view of docunent (7) could equally apply for
claim9 of the first auxiliary request, since the
expression "for preparing a peritoneal dialysate
conprising said mxture" has no limting character on
the scope of said claim However, as for claim 10 of
the main request (cf. point 4), novelty has to be
acknow edged, because of the feature (b) limting the
amount of the free amno acids to a value less than 5
nol e percent.

Article 56 EPC.

2098.D Y A
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Claim1 of the first auxiliary request differs fromits
counterpart of the main request by the addition of the
feature "...wherein the m xture contains less than 5
nol e percent of free amno acid.". This feature is per
se not disclosed in docunent (7). However, docunent (7)
points to the negative effects of high concentrations
of free amno acids in colum 4 (lines 41 to 53) and
colum 5 (lines 7 to 19) on human patients. Further, in
three different |ocations (colum 6, |ines 66 to 68;
colum 16, lines 35 to 37 and claim1) it defines the
upper Iimt of the free amno acids anount, which is in
the worst case 15% This teaching would have pronpted
the skilled person to avoid high contents of free am no
aci ds.

Mor eover, this teaching concerns a conposition used in
nutrition and the requirenents that such a conposition
must fulfil for such an use. The skilled person is,
however, aware of the well-known considerations of
physics on dialysis and the particular requirenents of
the peritoneal dialysis, which are slightly different
fromthose of the nutrition field. |Indeed, free amno
aci ds, because of their | ow nolecul ar weight cross the
nmenbrane very rapidly and are not suitable for the

mai nt enance of a stable and | ong-Ilasting osnotic

gradi ent as required by CAPD. Thus, also for this
reason, the skilled person would be pronpted to bring
the content of the free amno acids to a |evel as | ow
as possi bl e.

The Board hence considers that the introduction of this
feature relating to the content of free am no acids
cannot contribute to the inventive step of claim1 of
the first auxiliary request in view of the disclosure
of docunent (4) considered together with docunent (7).
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Second auxiliary request

10. Nei t her the Board nor the appellants have raised
objections in view of Articles 84, 123(2) and/or 123(3)
EPC agai nst the second auxiliary request.

Article 54 EPC.

11. The sanme conclusions (cf. points 3.1 to 3.6, 4, 7 and
8) as those reached for the main request and the first
auxiliary request apply to the clains of the second
auxiliary request, since the features justifying the
acknow edgenent of novelty over the prior art are again
present in the clains of the second auxiliary request.

Article 56 EPC.

12. Caim1l of the second auxiliary request differs from
its counterpart of the first auxiliary request by the

addition of the feature "...wherein the peptides
conprises about 1 to 15% by weight of the solution.".
Docunent (4) states on page 7, lines 13 to 20 that a 4%
am no acid solution nmay be used. Docunent (4) goes
further by stating that a 1% amno acid solution wl|l
generate an osnotic force of 84 nOsm |, so that if only
am no acids would be used in the exanples of docunent
(4), then their concentration would range from 3. 3%
(Exanple 1) to 7.2% (Exanple 3). However, the skilled
man woul d al so have expected to use nore concentrated

m xtures of peptides, since docunent (7) draws

(colum 5, lines 19 to 24) the attention to the fact
that the osnolality (ie in a first approximtion, the
osnotic efficiency) of peptides is |less than that of
free am no acids. The range of peptide concentrations
di sclosed in claim1 of the second auxiliary request

2098.D Y A
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thus corresponds to what the prior art suggested and/ or
the skilled person expected. Therefore, this feature
cannot confer any inventive step to claim1 of the
second auxiliary request over the disclosure of
docunent (4) conbined with that of docunent (7).

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:
U. Bul t mann L. Galligan

2098.D



