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Method for the thromboembolic event risk assessment in a
subject, comprising the steps of determining in a sample
isolated from said subject the presence of a group of twelve
polymorphisms as listed in claim 1;

Method thereof for the diagnosis of being developing or
suffering a thromboembolic disease;

Method thereof for identifying a subject in need of
anticoagulant and/or antithrombotic therapy or in need of
prophylactic antithrombotic and/or anticoagulant therapy;
Method thereof for the indication of the need for a
preventive or treatment with an antithrombotic and/or
anticoagulant therapy;

Method of determining the probability of an individual of
presenting a thromboembolism disease or event based on the
presence of 1 to P classical risk factors and all twelve
polymorphisms listed in claim 11, using the mathematical
formula and parameters given in claim 11;

Computer program or computer-readable media containing means
for carrying out said methods.

2. claims: 11, 12(partially)

Method of determining the probability of an individual of
presenting a thromboembolism disease or event based on the
presence of 1 to P classical risk factors and 1 to J
polymorphisms selected from the group Tisted in claim 11
with the exception of all twelve polymorphisms, using the
mathematical formula and parameters given in claim 11;
Computer program or computer-readable media containing means
for carrying out said method.

3. claims: 13-16

Kit comprising reagents for detecting the identity of the
nucleotide selected from the group given in claim 13;

Kit comprising a HairLoop(TM) probe selected from SEQ ID
NO:1-24.
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Continuation of Box II.1

Claims Nos.: 11, 12(partially)

Claim 11, and claim 12 with reference thereto, relate to a mathematical
method of determining the probability of an individual of presenting a
thromboembolism disease or event, and computer implementations thereof.
Said method is defined by the use of a mathematical expression
calculating a probability P of presenting a thrombosis in an individual,
taking account of a linear combination of an unspecified non-variable
related risk beta(0); n unspecified predictor variables x(n); unspecified
cross product terms x(f)x(g), x(h)x(i); and corresponding regression
coefficients which are numerically not specified except for an unclearly
defined regression coefficient of predictor variable x(i) being "1,185
with a range of possible values from 0.200 to 2.500". Claims to a
mathematical method may be patentable if used in a technical process by
some technical means implementing the method, and providing as its result
a certain change in that entity, wherein the technical means might
include a computer comprising suitable hardware or an appropriately
programmed general purpose computer. Contrary to this, the mathematical
method or algorithm in claim 11 is only an abstract concept prescribing
how to operate on the numbers, but no direct technical result is produced
by the method as such. Said method does not process tangible data
representing technical or physical entities and providing a technical
effect of allowing risk prediction of a thromboembolism disease, but
merely presents a mathematical formalism of calculating a probability
from a number of unspecified predictor variables and regression
coefficients. No search is required for subject-matter relating to purely
scientific and mathematical theories (Art. 34(4)(a)(i) PCT and Rule
39.1(i) PCT/Rule 67.1(i) PCT). Therefore claims 11-12 were only searched
partially to the extent that said mathematical expression is implemented
to produce a practical application and has technical character (PCT GL
9.05), i.e. the particular embodiments of the description integrating
classical risk factors and polymorphic markers for thromboembolism
disease as set out in Table 5 (p.32-33).

Continuation of Box II.2

Claims Nos.: 11, 12, 14, 16(all partially)

Claim 11, and claim 12 with reference thereto, refer to an indeterminable
number of possible combinations of an undetermined list of 1 to P
"classical risk factors" in combination with 1 to J polymorphisms
selected from twelve different SNPs. The parameters P and J are not
defined, leading to a lack of clarity (Art. 6 PCT). It is ambiguous and
unclear what subject-matter would fall under the term "classical risk
factors", because the description (tables 1-2 and p.17 par.3-4) speaks of
"conventional risk factors" or "sociodemographic and clinical
characteristics" which may also be considered classical risk factors.
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Furthermore, it is unclear if and how the 1 to P classical risk factors
and the 1 to J polymorphisms enter the provided mathematical expression,
which only refers to "predictor variables" in general but makes no
reference to either classical risk factors or SNPs. The possible
combinations of any combination of twelve genetic markers with an
indeterminable number or arbitrary diagnostic set of classical risk
factors is neither sufficiently disclosed nor supported contrary to the
requirements of Art. 5 and 6 PCT. In fact, the claims contain so many
options that a lack of clarity within the meaning of Art. 6 PCT arises to
such an extent as to render a meaningful search of the claims impossible.
Consequently, a search of claims 11-12 could only be carried out for
those parts of the application which do appear to be clear and which are
sufficiently disclosed and supported, namely the particular embodiments
of the description integrating classical risk factors and polymorphic
markers for thromboembolism disease as set out in Table 5 (p.32-33).
Independent claim 14, and claim 16 dependent thereon, refer to "detecting
the identity of the nucleotide of risk within a nucleic acid sequence
selected from the group of SEQ ID NO:1 to 24", yet without specifying
what risk and which nucleotide this refers to. This extremely broad claim
is unclear and lacks support and disclosure over part of its scope (Art.
5, 6 PCT) to the extent that search of claims 14 and 16 had to be
restricted (Art. 34(4)(ii) PCT and Rule 66.2(a)(i) PCT) to those parts of
the application which are clear and sufficiently disclosed and supported,
namely the particular HairLoop(TM) probe sequences identified on p.28-29
and Table 4.

The applicant's attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.2),
should the problems which led to the Article 17(2) declaration be
overcome.
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