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Summary of Facts and Subm ssi ons

0750. D

Si x opposing parties | odged an appeal against the

deci sion by which the oppositions agai nst the European
patent No. 0 291 194 were rejected. O them three
(appellants IV to VI) were interveners according to
Article 105 EPC. The grounds of opposition were |ack of
novelty and |l ack of inventive step (Article 100(a)
EPC) .

Claiml as granted reads as foll ows:

"An anal ytical test device conprising a hollow casing
(30) constructed of noisture-inpervious solid materi al
and containing a dry porous carrier (10) which

communi cates directly or indirectly with the exterior
of the casing such that a liquid test sanple can be
applied to the porous carrier, the device al so
containing a | abell ed specific binding reagent for an
anal yte which | abell ed specific binding reagent is
freely nobile within the porous carrier when in the
noi st state, and unl abell ed specific binding reagent
for the sane anal yte which unl abelled reagent is
permanently imobilised in a detection zone (14) on the
porous carrier and is therefore not nobile in the noist
state, the relative positioning of the |abelled reagent
and detection zone being such that |liquid sanple
applied to the device can pick up | abelled reagent and
thereafter perneate into the detection zone, the device
i ncorporating neans (32) enabling the extent (if any)
to which the | abelled reagent becones bound in the
detection zone to be observed, characterised in that

the label is a particulate direct |abel."
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Dependent clainms 2 to 22 concerned specific enbodi nents
of the test device, while claim23 related to a nethod

using it.

The foll ow ng docunents, which were di scussed before
the opposition division, are still of relevance for the

appeal s:

(1) EP-A-0 149 168;

(2) WD A- 86/ 04683;

(3) EP-A-0 186 799;

(6) WD A- 86/ 03839.

Appel lants | and VI (opponents 01 and 10) requested an
accel erated prosecution of the case having been sued
for infringenent of the patent.

The respondents (patent proprietors) replied to the
statenents of grounds of the appellants and chal | enged
the adm ssibility of the interventions by appellants IV
to VI (opponents 08 to 10).

The board issued a comunication with a provisiona

opi nion on the issue of the admssibility of the

i nterventions of appellants IV to VI. The conmuni cation
al so indicated the points to be discussed at ora
proceedings. In reply thereto, the respondents filed
six auxiliary requests, and appellants V and VI

submi tted an expert opinion

Oral proceedi ngs took place on 26 and 27 January 2000.
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The respondents withdrew their request that the
i nterventions of appellants IV to VI be considered
I nadm ssi bl e.

On the second day of the proceedings, the respondents
filed a new main request (clains 1 to 22) and auxiliary
requests | and Il in replacenent of all previous
requests, which had been consi dered not all owabl e by

t he board.

Caiml of the main request read as foll ows:

"An anal ytical test device conprising a dry porous
carrier (10), unlabelled specific binding reagent for
an anal yte whi ch unl abell ed reagent is permanently

i mobilised in a detection zone (14) on the porous
carrier and is therefore not nobile in the noist state,
and in the dry state in a zone (12) upstreamfromthe
detection zone a | abell ed specific binding reagent for
t he same anal yte which | abelled specific binding
reagent is freely nobile within the porous carrier when
in the noist state, such that liquid sanple applied to
the device can pick up | abelled reagent and thereafter
perneate into the detection zone, characterised in that

the porous carrier and the | abelled specific binding
reagent are contained within a hollow casing (30)
constructed of noisture-inpervious solid material, the
porous carrier comunicates directly or indirectly with
the exterior of the casing such that liquid test sanple
can be applied to the porous carrier, the casing

i ncorporates neans (32) enabling the extent (if any) to
whi ch the | abell ed reagent becones bound in the
detection zone to be observed, the label is a
particul ate direct |abel, the | abelled reagent is
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contained in a first zone (12) of the dry porous
carrier, and the unlabelled reagent is inmobilised in a
detection zone spatially distinct fromthe first zone,
the two zones being arranged such that |iquid sanple
applied to the porous carrier can perneate via the
first zone into the detection zone."

Dependent clainms 2 to 21 concerned specific enbodi nents
of the test device, while claim22 related to a nethod

using it.

The appel | ants had no objections under Article 123 and
54 EPC agai nst the main request on file. They
essentially objected that the clained subject-nmatter

| acked an inventive step having regard in particular to
t he conbi nati on of the teaching of docunment (6) wth
that of docunents (1), (2) and/or (3).

According to the appellants, the concept of a self-
contai ning test device usable w thout need for

prof essional skill was al ready known from docunent (1).
Thi s docunment described a capillary tube made of gl ass
or synthetic resin (cf page 11, lines 28 to 31), which
had the sanme function of a holl ow casing, said tube
containing a porous solid matrix (cf page 7, lines 15
to 27) which contained the | abelled reagent for binding
the analyte in a first zone where the sanple was
applied, and, in a separate |ocation, a zone wherein
substances for taking up the mgrating |abelled conplex
were i nmobilised (cf pages 9 to 13).

Docunents (2) and (3) described test devices based on
the sane principle of placing in a first zone of a
support a | abell ed reagent capable of binding to the
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anal yte, said reagent being picked up by a liquid
sanple and diffusing into the support through a
separate zone with an i nmobilised conbi nati on partner
after which detection took place.

In all these docunents, the proposed |abelling included
inter alia chronbgeni c substances, in particul ar
enzymes or fluorescent conpounds giving rise to a
colour visible either directly or by light of an

exci ting wavel engt h.

It woul d have been obvious for the skilled person to
use in such systens particulate direct |abels, like
col |l oidal gold, especially in view of docunent (6)

whi ch had shown that such | abels, after having brought
i nto suspension by a liquid sanple, could diffuse into
a porous matrix (cf Exanple X). This denonstration of
the nmobility of particulate |labels within a porous
matri x rendered ineffective the respondents' argunent
that the skilled person woul d have expected the
particul ate | abels to have an anchoring effect.

O herwi se, claim1 had necessarily to contain as an
essential feature the pre-treatnent of the porous
carrier with a glazing material. However, claim1 at

I ssue did not contain the said feature, and thus its
subj ect-matter was obvious fromthe conbination of the
teachings of the prior art, as these invited the
skilled person to use particulate direct |abels as
shown in docunent (6) in the test systens according to
docunents (1), (2) or (3).

VIIl. The respondents argued that none of the quoted prior

art docunents provided a teaching which could be |inked
with the teaching of other prior art docunents so as to

0750. D N
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render obvious the conbination of features which
characterised as a whole the clainmed test device. In
particul ar, none of the citations suggested to the
skilled person that a reagent | abelled with a
particul ate direct | abel could be incorporated in a dry
porous support and that, after being resuspended by an
applied liquid sanple, it would mgrate through the
support to a different zone. Particulate materials
wer e expected to have rather an anchoring function (cf
docunents (1) and (3)). Moreover, docunent (6) did not
suggest that the test sanple should be applied to a
region spatially distinct fromthe test zone, as the
test solution was applied to the test zone of the solid
phase.

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

The respondents requested that the decision under

appeal be set aside and that the patent be maintained
on the basis of clains 1 to 22 of the main request or
any of the auxiliary requests | or IIl, all submtted in
the oral proceedings.

Reasons for the Deci sion

Adm ssibility of the interventions

0750. D

Wil e the opposition/appeal proceedi ngs were pendi ng,
appellants IVto VI filed their interventions within
the prescribed tine [imt of three nonths fromthe date
on which infringenment proceedings were instituted
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against them this being the date on which the wit was
served (cf. eg T 296/93, QJ EPO 1995, 627). Thus, their
i nterventions under Article 105 EPC are adm ssi bl e.

Mai n request: Formal adm ssibility under Article 123 EPC

Novel ty

0750. D

The clains at issue differ fromthe clains as granted
essentially in that claim1 has been refornul ated by

i ntroducing therein the features of granted claim?2
("the labelled reagent is contained in a first zone
(12)...") and by further specifying (i) that the

| abel | ed specific binding reagent for the analyte is
"in the dry state in a zone (12) upstreamfromthe
detection zone", (ii) that "the porous carrier and the
| abel | ed specific binding reagent are contained within
a hollow casing"” and (iii) that the casing (the device
in the granted claim incorporates neans of
observation. The remai ning clains have been renunbered
and their references to the preceding clains
correspondi ngly anended.

The said features are of a restrictive nature and find
support both individually and in their conbination in
the application as filed (cf eg page 3, second
paragraph and Figures 1 to 5). Thus, there are no

obj ections under Article 123(2) and (3) EPC

None of the appellants had any novelty objections
agai nst the clains at issue. Nor does the board have
any objections in this respect. Thus, novelty is
acknow edged.
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| nventive step

0750. D

Docunent (6) is considered to represent the nost
appropriate starting point for the eval uation of
I nventive step

This docunent illustrates a solid phase diffusion assay
performable in the kit formal so by non-technica
personnel (cf page 9, lines 11 to 12 and 17 to 18),
whereby a sanple containing an analyte to be tested is
first mxed with a | abelled bindi ng substance, then
applied to a region of an insoluble support (eg a
nitrocel |l ul ose nenbrane) bearing i mobilised adsorbent
nol ecul es and allowed to diffuse therein. The diffusion
pattern is visualized and neasured. In order to focus
on the point of application of the sanple, the docunent
proposes placing a sheet of plastic or tape with a
small hole on the support. As for the | abelling
substances, the docunent refers to a nunber of
possibilities (cf page 14, line 13 to page 15,

line 23), including dye particles such as coll oi da
gold or silver which are said to allow direct
visualisation of the results (cf passage bridgi ng
pages 14 and 15, and page 29, lines 14 to 17). The
latter enbodinent is exenplified in Exanples I X to
Xill. In Exanple X, in view of a pregnancy test, the
follow ng practical assay format is described: a swab
cont ai ni ng | yophilised gol d-1abelled anti-human

chori oni ¢ gonadotropin (HCG nonocl onal antibodies is
wetted with a sanple of urine suspected to contain HCG
and i medi ately brought into contact with a
nitrocel | ul ose nmenbrane bearing i nmobilised pol ycl ona
anti bodi es agai nst HCG via the opening in the nenbrane
cover and held in place for about 30 seconds. A red
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spot which is said to be obtained at concentrations of
HCG hi gher than 50m U m, indicates a pregnancy. Lower
concentrations are said to produce no visible spot. The
purpose is thus to provide a test systemof the type
"yes/ no".

Starting formthis docunent, the problemto be sol ved
can be defined as the provision of an alternative assay
format for easy use by non-technical personnel.

As a solution, claim1l proposes a test device
conprising a hollow casing which contains a dry porous
carrier which bears in a first zone a specific binding
reagent for an anal yte, said reagent being |abelled
wWth a particulate direct |abel, and, in a detection
zone spatially distinct fromthe first zone, an

unl abel | ed specific binding reagent for the sane
analyte in imobilised form the two zones being
arranged such that |liquid sanple applied to the porous
carrier can pick up the |abelled binding reagent and
perneate via the first zone into the detection zone.
The sai d casing incorporates nmeans enabling the extent
(if any) to which the | abelled reagent becones bound in
the detection zone to be observed. The proposed
solution is thus a self-containing test device
providing to the user a "yes/no" type of answer. The
sai d device puts together elenents which, admttedly,
are known, either individually or in sonme conbi nations,
fromthe prior art.

The relevant questions in relation to inventive step
are what neasures the skilled person, faced with the
stated technical problem would have consi dered
adopting in the light of docunent (6) and other related
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prior art, and whether these would have |ed himor her
to conbine the different elenents so as to obtain a
test device as cl ai ned.

A skilled person can be expected to seek, within the
nor mal desi gn procedures, nodifications or
sinplifications of known devices for the sake of

obtai ning a nore handy or convenient product. Thus, in
the present case, the skilled person, faced with the
stated problem starting fromthe know edge of
docunent (6), would have tried to optimse the assay
arrangenent described therein, eg in view of a
pregnancy test (cf ibid. Exanple X), so as to render it
nore user friendly, sinple and reliable. For this, the
skill ed person would have intervened, for exanple:

- at the level of the covering, as docunent (6)
pointed to the desirability of focusing on the
poi nt of application of the sanple (cf page 14,
first paragraph) and indicated that covering could
be acconplished by alternate neans (cf
Exanple XI11, |ast paragraph); and/or

- at the level of the insoluble support, which had
to be suited for particular needs (cf page 15,
lines 24 to 29) and for which one could envisage
sone form of housing or protection so as to
facilitate handling and/or prevent damages; and/or

- at the level of the neans used for the transfer of
the sanple (eg capillary tube, m cropipet,
m cr obi ol ogi cal | oop or swab; cf page 14, lines 2
to 4 and Exanple X) in order to ensure a reliable
singl e point application and m nimse | osses of
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sanpl e.

Al t hough Exanpl e X of docunent (6) gave to the skilled
person sone indications that a |yophilised (thus, dry)
bi ndi ng reagent |abelled with dye particles such a
col l oi dal gold, when wetted with a sanple of urine,
could be transferred by contact to the nitrocellul ose
menbrane and diffuse therein at sone extent, nothing in
docunent (6) woul d have suggested including the dry

| abel | ed binding reagent directly in a first zone of
the support nenbrane fromwhich it would perneate into
a spatially distinct zone of the sanme for detection.
The enphasis in the docunent is rather on detection at
the place of application (cf Exanple X to XIl), ie in
correspondence of the opening in the covering. The
question thus arises whether such a neasure woul d have
been readily suggested by a related prior art docunent.

In this respect, the appellants nade reference in
particular to docunents (1), (2) or (3), all of which,
intheir view, directed the skilled person's attention
to such an assay format.

Docunent (1) describes capillary tubes containing
matrix material which contains a | abell ed reagent that
binds to an analyte froma liquid sanple with which the
tubes are put in contact. The thus fornmed conpl ex noves
by capillarity upwards to a region bearing in

i mobi | i sed form an uptaki ng substance for the sane
anal yte, where the resulting | abelled conplex is

vi sual i sed and neasured. The recomended | abels are
radi oactive isotopes, enzynes or fluorescent conpounds,
no i ndications being given about the possible use of a
particul ate direct label. Areference to particulate
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material, inter alia gold, is nade only when
illustrating the possible candidates as solid matrix
material (cf page 7, lines 15 to 34).

Docunent (2) describes a clinical test device in the
formof tube, strip, pad etc. where a biological liquid
containing an analyte to be determned is contacted
sequentially with specific enzyme-| abell ed reagents,

Wi th enzyne-| abel | ed reagents i mobilised on the solid
support and with chronogeni c substrates capabl e of
produci ng an evi denci ng reaction. The device can be
subdi vided into zones such that the liquid flow ng up
or down the support will react first with the non-

i mobi |i sed | abell ed reagents, and then pass to the
zone(s) with the imuobilised reagents and chronbgenic
substrates, where the colour for quantitative and/or
gualitative determ nation devel ops (cf eg Figures 6a
and 6b), the arrangenent of the |atter zone(s) being
dependent upon the type of assay (conpetition or

sandwi ch). Also this docunent does not provide any
suggestion in the direction of using a label in the
formof a particulate direct |abel.

Docunent (3) is concerned with a diagnostic strip
wherein a | abell ed agent dissolves in the applied
sanpl e and binds to the analyte to be detected. The
formed conpl ex noves to the detection zone where

anot her binding reagent for the sane analyte is

i mobi | i sed. Anong various known | abel s, enzynes
requiring chronogeni c substrate systens or substrate
systens which produce fluorescence or chem | um nescence
are said to be preferred. Also here there is no nention
of the possible use of a particulate direct |abel. A
reference to a dispersion of particles is nade only in
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relation to fixing conponents within the solid phase
zone (cf page 9, |ast paragraph).

In the board's judgenent, the skilled person woul d not
have readily envi saged conbi ning any of the test
systens according to docunents (1), (2) or (3) with a
particul ate direct |abel as used in the assay formt
according to docunent (6) because all said systens
relied on the use of soluble |abelled reagents expected
to be freely nobile within solid supports, including
particul ate solid supports. In spite of docunent (6)
showi ng the transfer of colloid particles-Iabelled
reagents taken up by a urine sanple froma swab when
this is applied to an area of a nitrocellul ose matri x,
the skilled person would still not have expected them
to be sufficiently nobile between two spatially

di stinct zones within solid supports |ike those of
docunents (1), (2) and (3). Although docunent (6)
refers in Exanple X to sone diffusion of the gold-

| abel |l ed conplex into the nitrocellul ose nenbrane, this
is clearly limted to the area of application as shown
by the further indication eg in Exanples XI to X II
that in order to enhance diffusion additional neasures
have to be taken such as negative or positive pressure
or hydrophilic material.

For the sane reasons, the skilled person would al so not
have readily contenpl ated nodi fying the assay format
exenplified in docunent (6) according to the node
offered by the test systens of docunents (1), (2) and
(3), eg by creating on the insoluble matrix a first
zone containing the | abelled binding reagent wherefrom
the formed conplex would have mgrated to a spatially
di stinct zone of the sanme matrix for detection by use
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of an i mmobilised binding reagent.

Apart fromthe above considerations, which are already
i ndicative of an inventive step, the clainmed assay
device is characterised by a nunber of additiona
features, which, although individually or in sone

conbi nati ons known fromthe prior art, are not found or
suggested as a whole in any of the cited prior art
docunents.

No need is seen by the board to introduce in claiml,
as further mandatory feature, a pre-treatnent with a
gl azing material (this being in the present set a
feature of a dependent claim as there is no evidence
on file that the clained test device does not work

wi t hout such a pre-treatnent.

In summary, for the reasons given above, the subject-
matter of the claim1, and thus that of dependent
clains 2 to 21 and of claim 22, which concerns its use,
i nvol ves an inventive step.
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O der

For these reasons it is decided that:

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

2. The case is remtted to the first instance with the
order to maintain the patent on the basis of the
respondent’'s nmain request, submtted in the ora
proceedi ngs, and a description to be adapted thereto.

The Registrar: The Chai r person:

A. Townend U. Ki nkel dey
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