BESCHWERDEKAMMVERN  BOARDS OF APPEAL OF CHAMBRES DE RECOURS
DES EUROPAI SCHEN THE EUROPEAN PATENT DE L' OFFI CE EUROPEEN
PATENTAMTS OFFI CE DES BREVETS

I nternal distribution code:
(A) [ ] Publication in QJ

(B) [ ] To Chairnmen and Menbers
(O [X] To Chairnen

Case Nunber: T 0422/96 - 3.3.4
Appl i cati on Nunber: 86111928. 7
Publ i cati on Nunber: 0212670

| PC: 01N 33/543

Language of the proceedi ngs: EN

Title of invention:
Met hod for detecting an anal yte noiety by neans of signal
| ocal i zati on

Pat ent ee:
ENZO BI OCHEM | NC

Opponent :
Otho-dinical D agnostics, Inc.

Headwor d:
Met hod for detecting an anal yt e/ ENZO Bl OCCHEM | NC

Rel evant | egal provisions:
EPC Art. 54, 56

Keywor d:

“Main request - novelty (yes): clainmed technical effect not
made available to the public by prior art”

"I nventive step (yes)"

Deci si ons cited:
G 0010/91, G 0001/95, G 0007/95, T 0229/85, T 0099/85

Cat chword

EPA Form 3030 10.93



Européisches European Office européen

0) Patentamt Patent Office des brevets

Beschwerdekammern Boards of Appeal Chambres de recours

Case Nunber: T 0422/96 - 3.3.4

DECI SI1 ON
of the Technical Board of Appeal 3.3.4
of 3 August 2000

Appel | ant : Otho-dinical Diagnostics, Inc.
( Opponent) 100 Indigo Creek Drive
Rochest er

New Yor k 14650 (US)

Representati ve: Mercer, Christopher Paul
Car pnael s & Ransford
43, Bl oonmsbury Square
London WC1A 2RA (GB)

Respondent : ENZO Bl OCHEM | NC.
(Proprietor of the patent) 325 Hudson Street
New York N.Y. 10013 (Us)

Repr esent ati ve: Barth, Renate, Dr
VOSSI US & PARTNER
Postfach 86 07 67
D- 81634 Minchen (DE)

Deci si on under appeal : Deci si on of the Opposition Division of the
Eur opean Patent O fice posted 13 February 1996
rejecting the opposition filed agai nst European
patent No. 0 212 670 pursuant to Article 102(2)
EPC.

Conposition of the Board:

Chai rwonan: U M Kinkel dey
Menber s: R E Gamglia
S. C. Perrynman



- 1- T 0422/ 96

Summary of Facts and Subm ssi ons

3215.D

The appeal |ies against the decision of the opposition

division rejecting the opposition agai nst European
patent No. 0 212 670 (application No. 86 111 928.7)
whi ch was granted on the basis of 12 clains, of which
i ndependent clains 1 and 2 read as foll ows:

"1l. A nethod for detecting the presence of an anal yte

noi ety conprising the steps of:

(a)

(b)

(c)

fixing to a support either a first analyte noiety
or a first anal yte-specific noiety;

form ng a conplex conprising either:

(1) said first analyte noiety and a second
anal yte-specific noiety, or

(2) said first anal yte-specific noiety and a
second anal yte noiety, wherein each of that
sai d second anal yte-specific noiety and said
first analyte-specific noiety has a
signalling noiety capable of generating a
signal either directly or indirectly
attached thereto;

formng either specific or viscous nmediumon said
support, wherein said specific mediumconprises
(1) a solution, (2) a polynmer network, and (3) a
signal precursor, and wherein said viscous nmedi um
conprises (I) a solution, (2) a specific conponent
that inparts the desired viscosity to said viscous
medi um and (3) a signal precursor; and
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generating a signal by neans of said signalling

noi ety.

2. A nethod for detecting the presence of an anal yte

noiety in a sanple, wherein said analyte noiety is or

conprises either a signalling noiety or a signal

precursor,

conprising the steps of:

(a) formng either a:

(b)

(c)

(1)

(2)

specific or viscous nediumon a support when
said analyte noiety is or conprises a
signalling noi ety capable of generating a
signal directly or indirectly, wherein said
speci fic medi um conprises (a) a solution

(b) a network, and (c) a signal precursor,
and wherein said viscous nedi um conpri ses
(a) a solution, (b) a specific conmponent,
and (c) a signal precursor, or

i ndi cative or thick nmediumon a support when
said analyte noiety is or conprises a signa
precursor, wherein said indicative nmedi um
conprises (a) a solution, (b) a polyner
network, and (c) a signalling noiety, and
wherein said thick nmediumconprises (a) a
solution, (b) a specific conponent, and (c)
a signalling noiety;

contacting one of said nedia with said anal yte

noi ety; and

generating a signal by neans of said signalling

noi ety."
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Dependent clains 3 to 12 related to specific
enbodi nents of the nmethods of clains 1 and 2.

The foll owi ng docunents are nentioned in this decision:

(1) US-A-3, 966, 897;

(4) US-A-4,381,921;

(6) US- A- 3,654, 090;

(8) WO A-85/02018;

(9) Podlesky T.R et al., Proc. Natl. Acad. Sci. USA
Vol . 75, pages 2035-2039 (1978).

The board issued a conmuni cati on pursuant to

Article 11(2) of the Procedure before the Boards of
Appeal expressing its provisional opinion. In response
t hereto, the respondent filed on 3 July 2000 new cl ai ns
in the formof a new claimrequest, of which clains 1
and 2 read as follows (the anmendnents over granted
claims 1 and 2 are shown by way of deletions and in
bol d) :

"1. A nethod for detecting enhanced detection of the
presence of an analyte noiety by limting the spread of
the signal fromthe point of origin of the signa
conprising the steps of:

(a) fixing to a support either a first analyte noiety
or a first anal yte-specific noiety;

(b) formng a conplex conprising either
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(1) said first analyte noiety and a second
anal yt e-specific noiety, or

(2) said first anal yte-specific noiety and a
second anal yte noiety, wherein each of that
said second anal yte-specific noiety and
said first anal yte-specific noiety has a
signalling noi ety capable of generating a
signal either directly or indirectly
attached thereto;

(c) formng either specific or viscous nediumon said
support, wherein said specific medium conprises
(1) a solution, (2) a polynmer network, and (3) a
signal precursor, and wherein said viscous nmedi um
conprises (I) a solution, (2) a specific conponent
that inparts the desired viscosity to said viscous
medi um and (3) a signal precursor; and

(d) generating a signal by means of said signalling
noi ety.

2. A nethod for deteeting enhanced detection of the
presence of an analyte noiety in a sanple by limting
the spread of the signal fromthe point of origin of
the signal, wherein said analyte noiety is or conprises
either a signalling noiety or a signal precursor,
conprising the steps of:

(a) formng either a:

(1) specific or viscous nediumon a support when
said analyte noiety is or conprises a
signalling noi ety capable of generating a
signal directly or indirectly, wherein said
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speci fic medi um conprises (a) a solution

(b) a network, and (c) a signal precursor,
and wherein said viscous nedi um conpri ses
(a) a solution, (b) a specific conmponent,
and (c) a signal precursor, or

(2) i ndi cative or thick nmediumon a support when
said anal yte noiety is or conprises a signa
precursor, wherein said indicative medi um
conprises (a) a solution, (b) a polyner
network, and (c) a signalling noiety, and
wherein said thick nmediumconprises (a) a
solution, (b) a specific conponent, and (c)
a signalling noiety;

(b) contacting one of said nmedia with said anal yte
noi ety; and

(c) generating a signal by nmeans of said signalling
noi ety."

Wth a letter dated 1 June 2000, the appellant
announced that he woul d not be represented at the
forthcom ng oral proceedings.

The subm ssions by the appellant can be summari zed as
fol | ows:

Procedural violation

- During the opposition procedure up to the end of
oral proceedings, it had been accepted by the
parties and the Opposition Division that the
obj ective problemto be solved by the patent in
suit vis-a-vis the closest prior art (docunent



- 6 - T 0422/ 96

(1)) was that of "preventing the spread of the
signal". However, in the decision under appeal,

t he opposition division indicated that "preventing
the spread of the signal” was not the objective
problemto be solved and that "whatever the

obj ective problemmay be", it had rather to be

est abl i shed whet her the technical differences

bet ween the cl ai ned net hods and those di scl osed by
docunent (1) were obvious or not. The QOpposition
Division found that these differences were not

obvi ous and rejected the opposition. The decision
under appeal was thus based on new grounds on

whi ch the appell ant was unable to comment,
contrary to the provisions of Article 113(1) EPC.

Questions for Enlarged Board of Appeal

- Inits letter of 13 June 1996, it was requested
that the follow ng questions be referred to the
Enl ar ged Board of Appeal

"I'f an Opposition Division decides to naintain a
patent, in unanended or anended form on the basis
of reasoni ng which was devel oped by the Opposition
Di vision and on which the Qpponent was not given
an opportunity to present evidence or argunents,
on appeal should the matter be referred back to

t he OQpposition Division to allow the Qpponent and
the Patentee the opportunity to present evidence
and argunents relevant to the Opposition

Di vi sion's reasoni ng?"

"I'f an Opposition Division decides to naintain a

patent, in unanended or anended form on the basis
of reasoni ng which was devel oped by the Opposition

3215.D Y A
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Di vision and on which the Qpponent was not given
an opportunity to present evidence or argunents,
to what extent can a Board of Appeal allow the

i ntroduction at the Appeal stage of evidence and
argunents relevant to the Qpposition Division's

reasoni ng?"

Sufficiency of disclosure (Article 83 EPQC)

- The enbodi nent of claim1l was not exenplified.
There was thus no guidance as to howto carry it
out. The second alternative of independent claim?2
did not work since it was likely to produce false
positive results.

Novelty (Article 54 EPC)

- Colum 9, lines 6 to 9 of docunent (1) disclosed
an assay in which a disc of insoluble agarose
beads havi ng gl ucose oxi dase (GOD) coupled thereto
was enbedded in conventional detection strip (ge
of agarose). A sanple containing glucose was
pl aced in a second well and caused to nove to the
bead-containing well. G ucose becane bound to GOD
and oxi di sed to hydrogen peroxide. In the next
step, a leuco dye (the signal precursor) was
caused to mgrate to the bead-containing well,
where it reacted with hydrogen peroxide to produce
a dye (the signal). In this assay there was thus
no diffusion of the signal because of the presence
of the gel of agarose. Therefore, clains 1, 3, 4
and 6 to 12 | acked novelty.

- Claim 2 | acked novelty over docunent (4).
Figure 13 of document (4), in conbination with

3215.D Y A
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colum 32, lines 7 to 55 and the passage begi nni ng
at colum 27, line 46 thereof disclosed an assay
wherein an antigen conprising a signalling noiety
reacted in a viscous nediumw th a signa
precursor, thus generating a signal which remined
| ocal i zed because of the presence of the viscous
medi um

- Clains 1, 3, 4, 6, 7 and 9 to 12 | acked novelty in
vi ew of docunent (8). The i mmunoassays of
Exanpl es 15 and 17 to 21 of this docunent
di sclosed inter alia an anti body coupled to a
per oxi dase used to detect, via antinuclear
anti bodi es, HEP-2 cells attached to a solid
support. After the formation of the conplex, the
slide was dipped in a nmedium conprising the signal
precursor and pol yet hyl ene glycol (PEG, which
formed on the solid support a viscous |layer. The
per oxi dase indirectly caused the formation of a
dye (signal) which was prevented from escapi ng by
sai d viscous |ayer.

- Docunent (9) disclosed on page 2035, right hand
colum, an assay for the acetyl choline receptor
wherein cells were fixed to a support and caused
to react with | abelled bungarotoxin ('%°1-BTX). A
| ayer containing gelatin and silver halide was
then forned. %51 generated a signal (the silver
hal i de was turned into silver), the spreading of
whi ch was prevented by gelatin. Cains 1 and 7
were thus not novel over document (9).

| nventive step (Article 56 EPC)

- The problemto be solved vis-a-vis docunent (1)

3215.D Y A
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was that of adapting the assay of Exanple 1 of
docunent (1) to the use of an enzyne |abel instead
of a radioactive label. It was obvious to repl ace
a conpetitive assay involving a radi oactive | abel
(Exanmple 1) with a sandw ch assay invol ving an
enzynme | abel of the type disclosed in docunent (6)
for arriving at the clainmed subject-matter.

- The cl ai ned net hods did not achi eve any advant age
or unexpected technical effect over the prior art,
the nore so as the Exanples in the patent in suit
were not relevant to claiml.

The subm ssions by the respondent in support of the
clainms of the new claimrequest can be summari zed as
fol | ows:

Procedural violation

- The deci si on under appeal was based on grounds on
whi ch the parties concerned had an opportunity to
present their comrents.

Sufficiency of disclosure (Article 83 EPQC)

- It was not possible to base the appeal on
Article 83 EPC since this ground had not been
i nvoked in the notice of opposition.

Novelty (Article 54 EPC)

- OMng to the limtation introduced in clains 1 and
2 of the new main request (see paragraph Il
supra), the clains were novel vis-a-vis docunents
(1), (4), (8) and (9) since none of them discl osed
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a nethod for the enhanced detection of the
presence of an analyte nmoiety by limting the
spread of the signal fromthe point of origin of
t he signal

| nventive step (Article 56 EPC)

- Docunents (1) and (8) were silent about the
probl em of the spread of the signal fromthe point
of origin of the signal, |et alone about how to
solve it.

- Since the problemof limting the spread of the
signal fromthe point of origin of the signal to
enhance detection of anal ytes had never been
perceived in the prior art, the conventional
probl em sol uti on approach failed in the present
case since the fornulation itself of the problem
contributed to the inventive step.

The appel | ant (opponent) requested that the decision
under appeal be set aside, that the appeal fee be

rei nbursed and that European patent No. 0 212 670 be
revoked, or else that the matter be remtted to the
first instance for further prosecution or else that the
questions set out in the letter of 13 June 1996 be
referred to the Enlarged Board of Appeal.

The respondent (patentee) requested that the decision
under appeal be set aside that the patent be maintained
on the basis of the set of clains filed 3 July 2000.

Reasons for the Decision

3215.D
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The appeal is adm ssible

Procedural violation (Article 113(1) EPC)
Questions to Enl arged Board of Appeal

3215.D

The deci sion under appeal anal yses the differences

per cei ved between the invention as clainmed and the
prior art cited by the appellant, and identifies
features which are novel. The appellant during the
opposi tion proceedi ngs had the opportunity to coment
on the differences it perceived between the clainms and
the cited prior art.

The deci sion under appeal then goes on to conclude that
the skilled person would not be led to nodify the prior
art to arrive at something falling under the clains.
There appears to be no standard probl enf sol ution

anal ysis in the decision, but such an analysis is not a
requi renent of the EPC.

The deci sion seens adequately reasoned for the purpose
of Rule 68 EPC. There is no requirenent in the EPC that
parties be given prelimnary information as to the
reasoning that an instance intends to rely on.

Article 113(1) EPC requires only that decisions be
based on grounds, here |ack of inventive step, and

evi dence on which the parties had an opportunity to
comment. This opportunity to comment on the ground of

i nventive step, and the docunents relied on in relation
thereto, was afforded the appellant. No substanti al
procedural violation is seen here such as would justify
remttal of the case to the first instance to allow the
parties to submt further argunents or evidence to the
Qpposition Division. The lawis clear on this point,
and the board sees no cause to refer the first question
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suggested by the appellant, or any other on this point,
to the Enl arged Board of Appeal.

It is the usual practice of the Boards of Appeal to
exercise their discretion under Article 114(2) EPC
whet her or not to allow into the proceedi ngs docunents
not submitted in due tine (that is during the nine
nmont h opposition period) in favour of allow ng such
docunents, and argunents based thereon, into the
proceedi ngs when these docunents have been subm tted
with the statenment of grounds of appeal in answer to
comments appearing in the decision under appeal. In
accordance with this usual practice, the board has here
allowed into the proceedi ngs docunents (8) and (9)

whi ch the appellant wished to rely on. No question on
this, such as that suggested by the appellant, need be
referred to the Enl arged Board of Appeal for the

pur pose of resolving the issues in this case.

Article 123(2)(3) EPC

Clains 1 and 2 of the new main request differ from
granted clains 1 and 2 by the insertion of the wording
"enhanced detection of" and "by limting the spread of
the signal fromthe point of origin of the signal". A
basis therefor is to be found on page 1, lines 8 to 14
of the application as filed. Moreover, since the
clainms, unlike the granted clains, now include the
additional feature according to which the spread of the
signal fromthe point of origin of the signal should be
prevented, they are also nore limted in scope than the
granted ones, so that the requirenents of

Article 123(2)(3) EPC are fulfilled.

Sufficiency of disclosure (Article 83 EPC) and novelty

3215.D
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(Article 54 EPC)

The only ground of opposition was |ack of inventive
step. No other ground was introduced during the

opposi tion proceedi ngs. Wile the decision under appeal
and the comuni cation by the board di scuss novelty,
they do so with a viewto identifying the features of

t he i ndependent clains not disclosed in the prior art
relied on by the appellant, and not because the issue
of lack of novelty had been introduced into the

pr oceedi ngs.

I n accordance with decisions G 10/91 (QJ EPO 1993,

420), G 1/95 (QJ EPO 1996, 615) and G 7/95 (QJ EPO
1996, 275), a new ground of appeal, such as here |ack
of novelty or insufficiency, can only be discussed on
appeal with the consent of the patentee. This has not
been given. Thus insufficiency cannot be discussed on
appeal, and the allegation that sone clains |ack
novelty may be considered only in the context of
deci di ng upon the ground of lack of inventive step (see
deci si on G7/95).

| nventive step (Article 56 EPC)

3215.D

Expressed sinply, steps (a), (b) and (d) of claim1l and
steps (b) and (c) of claim2 under consideration relate
to known net hods for perform ng (inmuno)assays. Both
clainms conprise the further technical feature that the
detection of the presence of an anal yte noi ety nust be
enhanced by limting the spread of the signal fromthe
point of origin of the signal by formng a viscous
medi um on the support or with the aid of equival ent
measures (see step (c) of claim1 and step (a) of
claim?2). The clains at issue thus require that a
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techni cal effect be achieved (enhanced detection of the
presence of an analyte noiety in a sanple) by
preventing the spread of the signal in (inmuno)assays.
It has thus to be established whether any of docunents
(1), (4), (8) or (9) discloses the nethods of clains 1
and 2 at issue.

The appel |l ant argues in essence that for the nethods
di scl osed in docunents (1), (4), (8) or (9) the
technical effect, nanely the "limtation of the spread
of the signal fromthe point of origin" of the signal
woul d automatically take place in the course of their
being carried out by a skilled person, having regard to
the fact that all these (imuno)assays involve a |ayer
of agarose gel (document (1)), gelatine (docunents (4)
and (9)), or a viscous solution containing PEG
(docunent (8)), which [imt the spread of the signa
fromthe point of origin of the signal

The board, however, was persuaded during oral
proceedi ngs that even assum ng that docunments (1), (4),
(8) or (9) convey to the skilled person the parti al
technical effect stated in clains 1 and 2 at issue that
a viscous nediumor a gel limts the spread of the
signal fromthe point of origin of the signal, a

di scl osure of the clained direct correlation between
this partial effect and the enhanced detection of

anal ytes in (inmuno)assays is to be found nowhere in

t hese docunents. Therefore, it nust be concl uded that
no prior art document nekes available to the public

nmet hods of enhanci ng detection of analytes in

(1 muno) assays by limting the spread of the signal
fromthe point of origin of the signal. The subject-
matter of clains 1 and 2 and dependent clainms 3 to 12
is thus not anticipated by these docunents.
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The technical contribution nmade by the subject-matter
of clainms 1 and 2 vis-a-vis the conventi onal
"precipitable or soluble" assays referred to on page 1
lines 5 to 14 of the patent in suit, is the enhanced
detection of analytes in performng (inmuno)assays.

Achi eving this advantageous technical effect thus
corresponds to the technical problemthe patent in suit
purports to solve. It is solved by carrying out

(i mmuno) assays according to the nethods of independent
claims 1 and 2 at issue conprising a step of limting
the spread of the signal fromthe point of origin of
the signal by formng a viscous nediumon the support
or through equival ent neasures (see step (c) of claiml
and step (a) of claim?2). The experinental results
listed in eg Table Il of the patent in suit show
enhanced visualization as a blue fluorescence (see

page 10, line 51) of the signal in enzyne assays

i nvol ving an agarose | ayer preventing the spread of the
signal fromthe point of origin of the signal
(experiments D, E, F) vis-a-vis enzyme assays invol ving
no such agarose | ayer (experinents A, B, C. The board
is thus satisfied that the technical problemthe patent
in suit purports to achi eve has been sol ved.

Defining the technical problemsolved by the patent in
suit as "the prevention of the signal from spreading
fromthe point of origin of the signal" as argued
before the Qpposition Division would already contain a
pointer to the solution or would partially anticipate
the solution, contrary to the rationale energing form
decisions T 229/85 (Q EPO 1987, 237) and T 99/85 (QJ
EPO 1987, 413).

The board al so disagrees to the appellant's contention
that the problemto be solved by the patent in suit is



15.

3215.D

- 16 - T 0422/ 96

t hat of adapting the assay of Exanple 1 of docunent (1)
to the use of an enzyne | abel instead of a radi oactive
| abel , because this approach does not take into account
t he objective technical progress made in the subject-
matter of clains 1 and 2 (see paragraph 12 supra).
There is no guarantee that soneone, unaware of the

sol ution now cl ai mred, woul d make such an adaptation in
such a way as to ensure enhanced detection of an
analyte by limting the spread fromthe point of origin
of the signal

As to whether or not the nmethods of clains 1 and 2 at

i ssue follow in an obvious manner fromthe prior art,
it should be noted that none of the docunments before

t he board even relates to the probl em of enhanci ng
detection of analytes in (inmuno)assays, |et alone
suggests a correl ati on between enhanced detection of
anal ytes in (inmuno)assays and limtation of the spread
of the signal fromthe point of origin of the signal.
Therefore, the nethod of neither independent claim1 or
2 can be derived in an obvious way fromthe cited prior
art. This also applies for clains 3 to 12 dependent on
one or the other of claims 1 and 2. Accordingly the
requirenents of Article 56 EPC are satisfied by the

cl ai ms now put forward.
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For these reasons it is decided that:

1. The deci sion under appeal is set aside.

2. The requests of the appellant for reinbursenent of the
appeal fee and for referral of questions to the
Enl arged Board of Appeal are refused.

3. The matter is remtted to the first instance with the
order to maintain the patent on the basis of the set of
clainms filed 3 July 2000.

The Regi strar: The Chai rwonman:

U. Bul t mann U M Kinkel dey
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