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Summary of Facts and Subm ssi ons

1159.D

Eur opean patent No. 0 218 639 was granted upon the

Eur opean patent application No. 86 902 225.1, with a
method claim1 and further nmethod clainms 2 to 7
dependent thereon and an apparatus claim8 and further
apparatus clains 9 and 10 dependent thereon.

Upon two notices of opposition, the opposition division
has taken the interlocutory decision of maintaining the
patent in anended form (Article 106(3) EPC). The

deci sion, posted on 5 June 1996, was based on the

pat entee's second auxiliary request consisting of
clains 1 to 7 as granted. Caim1l reads as foll ows:

"The nethod of nenbrane filtration of at |east one
i ghter density conponent from a whol e blood flow
derived froma donor passing adjacent a filtration
menbr ane, conprising the steps of:

mai nt ai ni ng the bl ood derived fromthe donor in a
pH range of 6.8 to 7.2 and m xi ng anti coagul ant with
the bl ood derived fromthe donor in the proportion of
1:6 to 1:25 relative to the whol e bl ood, and

passi ng the bl ood derived fromthe donor with the
m xed anti coagul ant adjacent the filtration nenbrane
while filtering the |ighter density conponent through
t he menbrane”.

Havi ng taken ten citations into consideration, the
opposition division held that the process of claim1l
was novel since none of the cited docunents disclosed a
menbrane filtration process wherein the bl ood derived
fromthe donor is maintained within the pH range of 6.8
to 7. 2.
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Wth respect to the closest prior art teaching, the

di sti ngui shing feature of maintaining the pH range was
accepted as solving the problemof flow rate reduction
encountered in a subpopul ati on of donors during whol e
bl ood filtration. Since the solution could not be
derived fromthe available prior art docunents, the

cl ai med process was al so considered to involve an

I nventive step

The decision further nentioned that the opponents
i ntroduced a new ground of opposition under

Article 100(b) late in the proceedi ngs, which was
t herefore disregarded, pursuant to Article 114(2).

| V. Bot h opponents appeal ed agai nst the decision of the
opposi tion deci sion.

V. Appel l ant | (opponent 1) argued that claim1 of the
patent-in-suit was so broadly defined that it went far
beyond t he probl em addressed by the invention which was
in fact restricted to cyclic plasnmapheresis processes.
This would lead to a contradiction between the problem
to be solved as described and the solution as defined
in claiml.

In addition, he argued that the subject-matter of
claiml was not novel or at |east |acked an inventive
step with regard to any one of the follow ng newy
cited docunents:

D4: Artificial organs 7(4) 443-449 (1983)

D5: Conference paper at 1st International neeting on
Hemapheresis, Dijon, 14 to 17 Novenber 1984

1159.D N
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D6: Transfusion 23(2) 143-147 (1983)

In essence, it was submtted that, since the sane

anti coagul ant (ACD-A) was used in the sane ratio in D4,
D5 and D6, the resulting pH, even where not expressly
di scl osed, would necessarily fall into the clained
range. Furthernore, D5 reveal ed a nean pH value for the
collected plasma at 7.359. In the appellant's view, the
di scl osed pH val ue was practically the sane as the
upper Iimt defined in claim1l when the standard

devi ation fromthe nean pH value as indicated in D5 was
taken into account.

Appel lant 1l (opponent Il) submtted that the

requi renents of Article 83 EPC were not net since
claiml1l was extrenely broad although the description
only disclosed one way of carrying out the invention.

Furthernore, it was asserted that the clai ned processes
| acked novelty with regard to D4. A new docunent was
cited which was to conpl enent the information disclosed
i n D4:

D4A: USP 23 Standard for "Anticoagulant citrate
dextrose sol ution"”

The respondent submitted that none of the avail able
prior art docunents taught or suggested that the pH
range of the whole bl ood should be naintained in the
specific range from6.8 to 7.2 during filtration.
According to the invention, it mght be necessary to
use a nore acidic anticoagulant to achi eve the
relatively low pH than would normally be required to
sinply achi eve an acceptable | evel of anticoagulant in
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nor mal whol e bl ood.

At the end of the oral proceedings held on 13 Apri
1999, the appellants (opponents) requested that the
deci si on under appeal be set aside and that the

Eur opean patent No. 0 218 639 be revoked. The
respondent (patentee) requested as nmain request that
the appeal s be dism ssed and as auxiliary requests that
t he deci sion under appeal be set aside and that the
patent be maintained on the basis of one of the sets of
claime 1 to 7 or clains 1 to 6 submtted at the ora
proceedi ngs on 13 April 1999 as Auxiliary Requests I,
Il and 111, respectively, with an opportunity to adapt
the description appropriately.

Reasons for the Deci sion

1

1159.D

The appeal is adm ssible

Mai n Request
Sufficiency of disclosure

Appel lant | has criticised that claim1 is inconsistent
Wi th certain passages of the description. The Board
notes that this objection is based on Article 84 EPC
which is not a ground for opposition under Article 100
EPC. Since the indicated passages and the clains are
part of the patent specification as granted, even if
such inconsi stency shoul d exist, the objection cannot
be taken into consideration at this stage of the
procedure.
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Bot h appel | ants have al so argued that the wording of
claim1 directed to a "nethod of nmenbrane filtration of
at | east one lighter density conponent froma whol e

bl ood fl ow' enconpasses the filtration from whol e bl ood
of conponents other than plasma. It has therefore been
al l eged that since the description does not give a

cl ear teaching for such a process not involving the
filtration of plasma, the requirenents of Article 83
EPC are not nmet. The appel |l ants, however, have not
further substantiated the objection. They have neither
provi ded any evidence that the nature of the conponents
to be filtered would influence the filtration process
as clainmed nor shown that the clained process coul d not
be carried out in sone situations within the anbit of
the claim The Board therefore considers that the
opposition division has correctly exercised their

di scretionary power in disregarding this late filed
ground of opposition.

Novel ty

The appel |l ants have raised the objection that the
process of claim1l [acks novelty with regard to D4, D5
and D6.

D4 is directed to nenbrane plasma separation enpl oyi ng
citrate as anticoagul ant, wherein citrate is added
continuously in aratio of 1 part acid citrate dextrose
ACD-A to 10 parts bl ood derived froma donor (D4,

page 444, |left hand column, |ast paragraph). D5 is a
report on procedures of continuous needl e donor plasma
filtration; the blood drawn fromthe donor is normally
anticoagulated with 1/15 - 1/16 ACD-A. I n D6, nenbrane
pl asma separation is conducted with the anticoagul ant
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ACD- A incorporated into blood in the ratio of 1 part to
9 parts blood (D6, page 145, right hand colum, first
par agr aph).

The appel |l ants have contended that the prior art
processes use the sane type of anticoagul ant (ACD A)
and the disclosed ratios of anticoagulant to blood are
within the range of 1:6 to 1:25 specified in claim1 of
the patent-in-suit. The resulting pH, although not
explicitly indicated in D4 and D6, therefore
necessarily would be within the clainmed range. As a
consequence, the citations are inplicitly novelty-
destroying to the subject-matter of claiml.

The Board agrees with the appellants insofar as the use
of identical anticoagulants in identical anmounts should
result in identical pHvalues of the treated bl ood.
However, it is uncontested that the name of the

anti coagul ant (ACD-A) used in both the prior art and in
the patent-in-suit is not attributed to a conposition
having a specific, well-defined pH value. On the
contrary, as indicated in D4A, the pH of a standard
ACD- A solution may vary within the range of between 4.5
and 5.5. There is no hint in D4, D5 or D6 as to the pH
val ue of the particular ACD A solution used in the
experinment described therein. The appellants, who carry
t he burden of proof, have failed to give evidence or
convi ncing argunents that a pH as specified in claim1l
for the whol e bl ood would ineluctably be obtained with
any ACD- A standard solution, irrespective of its
acidity, as long as it is used in the ratio to blood as
in D4, D5 or D6. Furthernore, the respondent has stated
that there is no specific concentration or acidity
within the range defined in D4A which shoul d be
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consi dered "usual" for a standard ACD-A solution. This
is not contested by the appellants. The Board therefore
consi ders that, when carrying out the process of claim
1, a selection of anticoagulant with an appropriate pH
woul d be necessary in order to deliberately maintain
the pH of the blood within the specified range of 6.8
to 7.2 (see also patent-in-suit, colum 7, lines 40 to
47) .

The Board considers that the above finding is also in
agreenent with the disclosure of D5 which nentions a
mean pH value of 7.359, albeit neasured for the
col l ected plasma and not the whole bl ood. The
appel l ants have argued that, considering the standard
deviation of 0.15, the true pH value of plasma is
practically the sane as the upper limt of 7.2 defined
in claiml. The appellants have in particul ar asserted
that the standard deviation is nore realistically to be
subtracted fromrather than to be added to the nean pH
value and that the indicated pH of the collected plasna
shoul d therefore be read to be from7.359 down to 7.209
but not as high as 7.509. The Board is, however, unable
to share the appellants' interpretation which is not to
be brought into line with the usual definition of a
standard devi ation. Furthernore, even when taking the

| owest value into consideration, the pH value of the
collected plasma is still outside the range as
specified for the blood in claim1. The appellants have
not put forward any reason, |et alone evidence, to
support the view that the standard deviation in D5
shoul d be broadened even further so that the pH val ue
of the collected plasma falls within the range defined
in claiml.
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The appel |l ants have al so submtted that the pH val ue of
the whole blood is in reality |lower than the val ue
nmeasured for plasma. The reason given in this respect
is that carbon di oxi de woul d be produced on the
addi ti on of acidic anticoagulant ACD-A to bl ood. The
car bon di oxi de however would remain dissolved in the

bl ood during the transport to the filtrati on nenbrane
and woul d only be released at the filtration, thereby
raising the pH of the filtrate (plasm). The
extrapol ati on of the pH value of plasna to the pH val ue
of blood is, however, strongly disputed by the
respondent who has contended that a categorical proof
for a relationship between a specific pH of plasna and
the correspondi ng pH of bl ood does not exist.

The Board remarks that the appellants' analysis of the
prior art process according to D5 is based on a theory
whi ch may or may not be correct but it is in no way
verified by facts or evidence. In the present case, any
doubt about the true pH value of the whol e blood prior
to the plasma separation could have been rapidly

di spell ed by a reproduction of the tests described in
D5. The Board considers that the onus is on the

appel lants to prove their point. In the absence of any
evidence to the contrary, the Board therefore concl udes
that the requirenent of maintaining the bl ood derived
fromthe donor in a pHrange of 6.8 to 7.2 as specified
in claiml of the patent-in-suit is not disclosed in
D5.

As a consequence, the process of claiml is new since
the feature of maintaining the blood derived fromthe
donor in the specified pHrange is neither explicitly
nor inplicitly disclosed in D4, D5 and D6, or any of
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the other available prior art docunents.

I nventive step

D5 is considered to be the closest prior art docunent
as it also relates to continuous single-needle

pl asmapheresi s procedures for collecting plasma froma
donor. This is in agreenent with the subm ssions of al
the parties.

The respondent has submitted that the problemto be
solved with regard to D5 is the reaction of blood with
filter during the dwell periods of the cycles, which
woul d significantly reduce the blood flow rate. This
flow reduction is said to occur wwth ca. 10% of the
donor population (colum 1, line 47 to colum 2,

line 28 of the patent-in-suit). The appellants,
however, have queried that any filtration problem
existed in the prior art. A though D5 nentions that in
2% of the cases the procedures have not been conpl eted
because of insufficient blood flow, this disruption of
the filtration is attributed to the fact that sone
donors do not have a sufficient blood flow The
conplications would thus be solely donor specific and
not related to the filtration procedure itself.

The respondent has not chall enged the appell ants' above
interpretation of D5 but has argued that the problem
addressed by the invention has not been recognised in,

| et al one solved by the prior art. In the docunent in
question, a relatively big difference in blood flow,
corresponding to a plasma collection of 500 M within
30 to 45 minutes, is tolerated. Mreover, it is

unpredi ctable as to which donor will cause the problem
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and this is nore likely to happen when the systemis
pushed to limts. In view of this, the Board accepts
that the relevant technical problemcan be seen in the
provi sion of a standard nethod which ensures a high

bl ood flow frompractically all the donors, including
the probl emati ¢ donor subpopul ati on.

The sol ution proposed by the invention is to maintain
the pH of the anticoagul ated bl ood within the range of
6.8 to 7. 2.

The respondent has filed experinental data show ng that
t he use of anticoagul ant of sufficient quantity and
sufficiently low starting pH |leads to a narked decrease
in the percentage of donors with whomthe | ow plasma
take problem arises (see patent-in-suit, colum 7,
lines 17 to 47). The allegation that this probl em does
not exist or is not credibly solved in respect of the
separation of conponents other than bl ood plasm, has
not been substantiated. Thus, the Board accepts that it
Is credible that the said filtration problemexists in
the whole anbit of the claimand that it is solved by
the sel ection of pH paraneters for the process as

cl ai med.

The question as to whether the clained solution is
obvious in view of the available prior art is answered
in the negative. The Board considers that, at the
priority date of the patent-in-suit, the genera
teachi ng concerning the use of ACD-A was that it shoul d
be added to blood in sufficient quantity to be
effective as an anticoagulant. There was no hint as to
the significance of its acidity. Fromthe data given in
D5, the Board rather infers that the skilled person did
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not have interest in the resulting pH of the blood to
be filtered and that only the pH of the plasm was
consi dered rel evant since it was returned to the donor,
in which case, it would be abnormal to go to | ower pH
t han needed. On that basis, the nmeasurenment of the
plasma pH nerely reflects the concern for keeping the
pH cl ose to the natural pH value of bl ood which,
according to the parties, is between 7.5 and 7. 35.
Therefore, the Board holds that the skilled person, a
priori, does not have any incentive in |[owering the pH
when carrying out the process of Db.

The appel | ants have argued that the proposed sol ution

i ncludi ng the characterising feature of claim1l is
suggested by D6 which investigates the effect of

anti coagul ants on conpl enent activation by nenbranes.

It has been surmsed that it is this activation by the
surface of the nenbrane which causes bl ood clotting and
thereby a decrease in plasma flow. The results of the
experinents in D6 show that activation by the
filtration nmenbrane occurs in heparinised plasma but is
al nost conpletely inhibited in citrate plasnma at
citrate levels which are conmmonly used to anticoagul ate
bl ood in separators (D6, page 145, right hand col um,
first paragraph). Since it is common know edge that
heparin is slightly al kaline whereas the anti coagul ant
ACD-A is acidic, it has been concluded that D6 teaches
| onering the pH val ue of bl ood for the nenbrane
filtration. This finding would corroborate with the
data in D5 which describe plasmapheresi s conducted
successfully wi thout disruption when the plasna has a
pH of 7.359.
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The fact that ACD-Ais the preferred anticoagulant in
the relevant prior art processes and that its addition
to bl ood has a beneficial effect on the blood
filtration, has never been questioned. However, as is
di scussed above, the Board has not found evidence that
D5 or D6 suggests nmaintaining the blood derived from
the donor at a pHof 7.2 or |less. The Board therefore
considers that the information provided by D5 and D6 in
conbination still fails to give the skilled person any
i ncentive to consider, wthout the benefit of

hi ndsi ght, the possibility of |lowering the blood pHto
7.2 or below. In other words, the Board holds that the
appel | ants have at nost shown that the skilled person
coul d have arrived at the clained solution of the
probl em but not that he would have done so with the
view to solving the present technical problem

D4 does not contain any nore relevant information. This
is not disputed by the appellants. The remaini ng
docunents cited during the opposition proceedings are
even | ess relevant. In particular, all the docunents
concerning the storage of blood deal with the problem
of long term handling of blood. This does not have a

di rect or obvious bearing on the short term process of
bl ood filtration.

As a consequence, the Board has conme to the concl usion
that the subject-matter of claiml1l of the main request
i nvol ves an inventive step. Clains 2 to 7 are dependent
clains relating to specific enbodi nents of that
subject-matter. The patent can therefore be maintained
with these clains. Fromthis, it follows that the
auxiliary requests submtted by the respondent need not
be consi dered.
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O der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r man:

S. Hue R K. Spangenberg
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