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Summary of Facts and Subm ssi ons

0627.D

Eur opean Patent No. 0 324 540 (application

No. 89 300 062.0) was granted on the basis of 10
clainms. The patent relates to a nethod for neasuring
the free fraction of ligands in biological fluids.

Thi s appeal concerns the novelty of the cl ai ned
subj ect-matter under Article 54(3) EPC, in view of
docunent (1),

EP- A-0 303 284.

Caiml of the main request on appeal (claim1l as
mai nt ai ned by the Opposition Division) read as fol |l ows:

"1. A nethod of assaying the free portion of a |ligand
in a biological fluid sanple which al so contains a
portion of the Iigand bound to one or nore natura

bi nders, by the use of a signal reagent which is an
anti body for the ligand and of a differential -binding
| i gand anal ogue which conpetes with the ligand for

bi nding to the anti body, which nethod conprises

i ncubating the sanple with the anal ogue and the

anti body, and observing the extent of binding of the
anti body to the anal ogue, the anti body being a

nonocl onal antibody to the |ligand, and the anal ogue is
bei ng chosen to have a lower affinity than the |Iigand
for binding with the anti body, characterized in that
the binding affinity of the anal ogue with the anti body
is fromO0.01%to 10% of the binding affinity of the
free ligand with the anti body, the portion of said
range from 8% to 10% bei ng di scl ai ned. "
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| V. The subm ssions provided in witing and during the ora
proceedi ngs by the appellant can be summari sed as
fol | ows:

- The disclainmer in claiml "the portion of said
range from 8% to 10% bei ng di scl ai ned" was not
sufficient to establish the novelty under
Article 54(3) EPC of claiml of the patent in suit
over the imunoassay di scl osed by docunent (1)
al so involving a |ligand anal ogue having a cross-
reactivity bel ow 50% of that of the ligand for
bi nding with the anti body.

- Docunent (1) taught the skilled person to use
| i gands anal ogues with cross-reactivities bel ow
50% as a general teaching, wthout any indication
to avoid the range bel ow 8%

- It could be deduced from Figure 1 of document (1)
representing the percentage of B/ B, versus the
concentration of free thyroxine (FT,) that |igand
anal ogues with cross-reactivities of | ess than 8%
woul d not have been discarded by the skilled
person. This was because if one wished to obtain a
curve whose 50% intercept fell within the | ower
part of the physiol ogical range of Figure 1,

i gand anal ogues with a cross-reactivity of |ess
than 8% had of necessity to be used .

V. The subm ssions provided in witing and during the ora
proceedi ngs by the respondent can be summarized as

foll ows:

- Docunment (1) did not teach the skilled person to
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use |ligands anal ogues with cross-reactivities
anywher e bel ow 50%

- An assay for a given free ligand coul d be
optim sed not only by choosing a |igand anal ogue
having a rather |ow cross-reactivity, but also by
adjusting the ratio anal ogue/l abel |l ed anti body.
Therefore, the skilled person would not
necessarily use |igand anal ogues with a cross-
reactivity of less than 8% in order to obtain a
50% intercept falling within the | ower part of the
physi ol ogi cal range of Figure 1 of docunent (1).

- By plotting the figures of the two last r-h
colums of the table on page 9 of docunent (1), no
meani ngf ul extrapol ati on could be nade to | ower FT,
concentrations and/or cross-reactivities.

The appel | ant (opponent) requested that the decision
under appeal be set aside and that the European patent
No. 324 540 be revoked.

The respondent (patentee) requested that the decision
under appeal be set aside and that the patent be
mai nt ai ned on the basis of the follow ng (main
request):

d ai ns: 1to 9 as miintained by the first

i nst ance

Descri ption: Pages 1 to 4, 7 to 9 and 11 to 21 as
granted, pages 5 and 5a as submitted in
the oral proceedings before the first
i nstance and pages 6 and 10 as submtted
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in the oral proceedings before the Board
of Appeal .

Fi gures: Figures 1 to 3 as granted;

alternatively on the basis of Alternate Clains A
submtted on 1 July 1999 (auxiliary request).

Reasons for the Deci sion

1. The appeal is adm ssible

Mai n request

2. The appel | ant neither objected under Article 100(c)
with regard to the clains of the main request, nor
obj ected at the opposition or appeal stage that the
clainms of this request |acked an inventive step. The
board al so sees no valid reasons to question the
conclusions arrived at by the opposition division as
regards these clains insofar as Article 123(2)(3) and
56 EPC are concerned, so that the only issue |left at
t he appeal stage, regarding the nmain request, is
whet her or not the clains thereof are novel under
Article 54(3) EPC

Novelty (Article 54(3) EPC)
3. Docunent (1) is state of the art by virtue of the
provisions of Article 54(3) EPC. It discloses an

I mmunoassay for assaying the free portion of a |ligand
in a biological fluid sanple which also contains a
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portion of the Iigand bound to natural binders, said

I mmunoassay involving a differential binding |igand
anal ogue, ie an anal ogue that binds nuch |ess strongly
to the | abelled anti body than does the ligand itself.
Claim1 of docunent (1) states that the cross-
reactivity of the |abelled antibody with the anal ogue
(hereafter: the cross-reactivity) should be | ess than
50%

4. Caim1l under consideration relates to the sane
I mmunoassay as docunent (1), however, it is stated
therein that the cross-reactivity should be "... from
0.01%to 10% the portion of said range from8%to 10%
bei ng disclained." (see Section Il supra). Thus, by
virtue of the disclainer, the stated range of cross-
reactivity reduces oneself to from0.01%to | ess than

8% (the latter boundary val ue bei ng excl uded).

5. Docunent (1) discloses expressis verbis preferred
ranges of cross-reactivity (from8 to 25% see claim?2
and page 4, line 9 and less than 30% (9.5 to 28%: see
page 9, line 41). A table on page 9 conprises further
explicit disclosure of cross-reactivity values (310%
36% 28% 13.5% and 9.9% . In conclusion, docunent (1)
does not explicitly disclose any cross-reactivity val ue
falling wwthin the range of 0.01 to | ess than 8% st ated
inclaiml of the patent in suit. However, there is
nuneri cal overlap between the said range (0.01 to |ess
than 8% and the one taught by docunent (1) (less than
50%9. In case of overlap of nunerical ranges of a
par aneter between a claimand a prior art docunment, it
has to be established whether or not the skilled person
woul d seriously contenpl ate applying the technica
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teaching of the prior art docunent in the range of
overl ap (see decision T 0666/89, QJ EPO 1993, 495) in
the present case, in the range of cross-reactivity
bel ow 8%

There is a table on page 9 of docunent (1), whose two
last r-h colums correlate five different cross-
reactivities (310% 36% 28% 13.5% and 9.9% wth five
correspondi ng 50% i ntercept val ues expressed in pg/n
(70, 40, 17, 16 and 15). The latter five values can

al so be deduced fromFigure 1 of this docunent, where
the thick horizontal line (the line of 50%i ntercept)
cuts the five curves labelled "1 to 5" and relating
each to one of the five cross-reactivities listed in
the table on page 9. Each curve shows the variation of
the relative signal (% B/ By versus the concentration of
FT, expressed in pg/m. It is stated under the table of
page 9 that any curve% B/ B, versus pg/m FT, has to
cross the line of 50%intercept within the dark
vertical stripe of Figure 1, nanely within the norna
physi ol ogi cal range of FT, of 8 to 20 pg/m, where the
sl ope is maxi mum (point of inflection) and hence the
sensitivity of the assay, too.

The appel |l ant maintains that the skilled person w shing
to obtain a curve whose 50% intercept falls within the
| ower part of the physiological range of Figure 1, has
of necessity to nake T, anal ogues with a cross-
reactivity of less than 8% This is because it is
possible to extrapolate and arrive at cross-
reactivities below 8% by drawing a straight |ine

t hrough the five points derived fromthe last r-h
colums of the table on page 9 of docunment (1) (Pl =
(70, 310%, P2= (40, 36%; P3 = (17, 28%; P4 = (16,
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13.59% and P5 = (15, 9.9%) plotted on a graph 50%
i ntercept vs. cross-reactivity.

8. However, the board observes that if one plots the five
points P1 to P5 above on a graph, they are not co-
linear. A straight |line, which would possibly allow an
extrapol ati on according to the appellant's subm ssion,
can be drawn there only if one or nore of the points P1
to P5 are discarded. By doing that, one obtains rather
a bundle of straight lines instead of a single |line of
extrapol ati on. Considering one of these lines to be
nore plausible than the others, is nere guessworKk.

G ven this situation of uncertainty, one cannot draw
t he concl usion that docunent (1) directly and
unanbi guously di scl oses the cl ai med subject-nmatter.

9. This shows that the skilled person would not seriously
contenplate to work in the range of cross-reactivity
bel ow 8% and thus it nust be concluded that the
subject-matter of claim1 and dependent clains 2 to 9
of the main request also fulfil the requirenents of
novelty (Article 54(3) EPC). In view of this, no need
arises for the board to consider the auxiliary request.

O der

For these reasons it is decided that:

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

2. The case is remitted to the first instance with the
order to nmaintain the patent in accordance with the
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respondent’'s main request.

The Regi strar: The Chai r wonman:

A. Townend U. Ki nkel dey
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