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The appeal filed with your letter of o},oq,,oo '7 07 .09 .00 against the decision of the Examining

Division of the European Patent Office of 23_ ()1_ 00 has been referred to the

Technical Board of Appeal 334

The reference number of the appeal file is T0749/00-334

You are asked to quote that reference in any further communication submitted on this appeal and to

address such communication to Directorate General 3 (Appeals) of the European Patent Office in

Munich.
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In the following the Grounds of the Appeal dated April 7, 2000, are set out:

In their Decision dated January 28, 2000, the Examining Division stated that the

Auxiliary Request did not meet the requirements of the EPC due to lack of inventive

step.

Applicant disagrees for the following reasons:

1. KNOWLEDGE OF THE PERSON SKILLED IN THE ART AT THE PRIORITY

DATE

The present invention has been filed some time ago, i.e. its priority date is in the

year 1983. It concerns a field wherein the knowledge has increased immensely

in the meantime. In such a case it is especially important to differentiate
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between what was really known at that time and what may be interpreted into

the teaching of the prior art by hindsight on the basis of the present knowledge.

CASE LAW

When asserting inventive step certain standards have to be appliedrbased on

decisions of the Technical Boards of Appeal. According to T2/83 ("Simethicone

Tablet/RIDER") the question is not whether the skilled ggfl have done

something, i.e. could have applied a known teaching, but whether he mglg

have applied the teaching in expectation of some improvement or advantage. It

is further stated that a patentable subject matter may exist in spite of the fact

that the claimed solution is retrospectively trivial and in itself obvious. A similar

statement is made in T60/89 ("Fusion Proteins/HARVARD") where the key

question raised is whether it was obvious for a skilled person to try the idea

outlined with a reasonable expectation of success.

PROBLEM AND SOLUTION OF THE PRESENT INVENTION

If one takes document D1 as the closest prior art, the problem to be solved is

the provision of a method for detecting a polynucleotide sequence which allows

the quantitative determination (page 21, lines 18 to 21) and which consequently

permits easy automation and instrumentation of the detection of a signal

associated with the presence and/or quantity of the target polynucleotide

sequence.

The solution provided by the invention is a method for detecting a

polynucleotide sequence by performing the steps as described whereby a

quantifiable signal is generated upon hybridization of the probe with the
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sequence. The signal provides means to quantify the target polynucleotide by

the techniques indicated in claim 1, especially photometric techniques.

Specific embodiments are contained in the dependent claims.

The further independent claims are based on the same principle.

The method claimed is not made obvious by the prior document D1 because

the combination of fixing a polynucleotide sequence, which is non-radioactively

labelled, to a substrate with a quantifiable detection system, e.g. an ELISA, is

not suggested.

At the priority date of the present application quantitative detection methods

using quantifiable signals, such as enzyme—linked immunosorbent assays

(ELISA) were well known and had been around for years. But these detection

methods involved a labelling of an antibody, enzyme or other protein and were

typically only used for the detection of antigens and/or antibodies.

V\fith respect to the field of nucleic acid detection, quantitative detection

techniques involving signals such as ELISA were n_ot available in the early

1980s. Nucleic acids were detected primarily by means of Southern and

Northern blotting and other in situ hybridization (see e_g. the disclosure in D1) or

immunoprecipitation techniques, The present patent application taught the

industry for the first time how to use quantitative detection techniques typically

used in the antigenlantibody detection field for nucleic acid detection. The

characteristics of nucleic acids would have discouraged and even would have

predicted away from the application of colorimetic assays for the detection of

nucleic acids in the claimed method. In ELISA detection based systems for

antigen/antibody one merely had to deal with ligand-receptor specificity and the

non-specific binding of the protein to the support. On the other hand, if

June 7, 2000
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colorimetic determination of nucleic acids were to be used, several problems

may occur, i.e.

it would require a higher capacity of the matrix for the nucleic acid which is a

linear molecule (ligands and proteins are three—dimensional);

- it would require immo_bi_|izat_ion in,a_si_ngle-stranded form, thus necessitating,

nucleic acid melting and re-hybridization; and

- besides the desired specific binding, there can be more non-specific

interactions, e.g. between protein and nucleic acid, protein and matrix,

nucleic acid and matrix and ligand and nucleic acid.

At the time the present invention was made, one could not have conceived that

these interactions could be effectively dealt with and that the claimed method

would provide the desired result.

3.2.3 Vlfith regard to the feature "quantifiable", it was argued by the Examining

Division that according to D1 the probe can be enzymatically or fluorescently

labelled whereby both kinds of labels give rise to a quantifiable signal and that

the signal is quantifiable, independent of whether it is actually quantified or not.

Although this may be theoretically the case, it is a fact that in D1 the signal gas

not been used for guantification.

The focus of D1 is on insoluble coloured precipitates and direct light

microscopic visualization which elements are opposed to and actually teach

away from the present invention and the notion of a guantifiable signal.

D1 is limited to in situ hybridization which can only be practised in the context of

well-defined morphology against which a localized signal must be produced

and interpreted. When performing in situ hybridization, the technician or

researcher is looking under the microscope and observing form or morphology

as well as signalling events within the context of any such form or morphology.
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