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A method for determining a susceptibility to cardlovascular disease In a human
Individual, cornprising determining the presence or absence of at least one 2liele

10

Ing to Cleim 1, whereln the at least one polymorphic marker is

located within the genomic segment with the sequence as set forth in SEQ JO

ND:94,

lalm 1 or Claim 2, whereln the at least one polymorphic
Hum with the COKN2A andfor COKN2B genes,

3. The method according to
15 marker Is In iinkage disequi

4, The method according to any ofthe preceding Claims, wherein the at least one
polymorphic marker s selected froy the markers set (orth in Table 3 and Table

2L

5. The method according to any of the prechding Claims, whereln the at least one
20 palymorphlic marker is selocted frori rs108X1650, rs10116277, rs1333040,
510738607, ts4927574, rs6475608, DIS1878, rs2383207, rs1333045,
r51333046, rsi0757278 and rs1333048.

6. The method ancording to any of the preceding Claimg, whereln the at least one
polymorphic marker is selected from rs1333040, 1s10N6277, 12383207 and

25 rs10757278.

7 The method according to any of the precediag Clalms, whereXy the at least one
polymorphic marker is rs10757278.

8. The method according to any of the preceding Claims, further compising
assessing the frequency of at least one haplotype In the Individual,

30 9. The method of any of the preceding claims, wherein the susceptibliity conferred by
the presence of the at least one alleie or haplotype Is increased suvsceptibili

10. The method according to Claim 9, whereln the presence of allele T in rs133304
allele T ln rs10116277, allele G in rs2383207, gllele G in (310757278, allele X In
DGAS 187G or aliele D in D9S1B14 is indlcative of ingreased susceptibillty to

35 cardiovascular disease.
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The methed according to Claim 9 or 10, wherein the presence of the at ieast one
allele or haplotype Is Indicative of increased susceptibllity with a relative risk {(RR)
or odds ratio (OR) of at east 1,2, .

The method according to Clalm 9 or 10, wherein the presence of the at least one
llele or hapiotype Is Indicative of increased susceptibility with a relative risk (RR)

or\Qdds ratio (OR) of at least 1.3.

The mithod according t¢ any of the claims 1-8, whereln the susceptibility
conferred\by the presence of the at least one aliele or hapiotype Is decreased

particular treatment nodallty for a Cardiovascular disease,

The method according to\Cleim 14, whereln the treatment modality Is a coronary
stenosls method selected figm balicon angloplasty, stenting, cutting bailloon
angloplasty, percutaneous sluminal coronary angioplasty {PTCA), directlonal
coronary atherectomy, rotatlond\ coronary atherectomy, brachytherapy, drug-
eluting stent {DES) Insertion, meta stent insertlon, and corghary artery surgery.

The methad of ¢falm 14, wherein the theatement modality is adminstration of a
therapeutic agent for preventing and/for ameliorating symptoms associated with
the Cardiovascular disease..

A method of identification of a marker for use In\assessing susceptibility to
cardlovascular disease, the method comprising

a. ldentifylng at least one polymorphic marker tn\{nkage disequilibrium with
at least one of the markers within LD Block C09 {&EQ ID NO:94);

. determining the genotype status of & sample of Individuals dlagnosed with,
or having a susceptibility to, cardlovascular disease; an

in the controt sample Is indicative of the at least one polymorphism being use
for assessing susceptibility to cardiovascular disease,

The method according to Claim 17, wherein an increase In frequency of the at
feast one allele in the at {east one polymorphism in individuals dizgnosed with, or
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having a susceptibility to, cardiovascular disease, as compared with the frequency
of the at ieast one allele in the gontrol sample is indicative of the at least one
polymorphism betng useful for assessing increased susceptibility to cardiovascular

disease,

e method acoording to Claim 37 or Claim 18, whereln a decrease in frequency
of Yhe st least one aflele in the at {east one polymorphism in Individuals diagnosed

of the at least one allela in the control sample Is indicative of the at
least one Rolymorphism being useful for assessing decreased susoeptibility to, or
inst, cardivvascular disease,

ding to any of the Claims 17-19, whereln the at least ong
ck CD9 is selected from the markers set forth in Table 10.

The method a
marker within LD

The method according o any of the Claims 17-20, wherein the at least one
marker within LD Block CR9 is setected from the markers set forth in Table 3 and

Toble 21.

The method according to any'o he Claims 17-21, whereln the at least one
marker within LD Block C09 Is sefd¢ted from rsi333040, rs10316277, rs2383207

and rs10757278.

ple obtalned from a human individual
disease, comprising determining tha
least one polymorphic marker in
jected from the group consisting
d markers In Hinkage

absence of the at feast ong

A meathod of genotyping & nuclelc acid 8
at risk for, or diagnosed with, cardiovascul
presence or absence of at least one aliela of
the sample, whereln the at least one marker is
of the markers set forth in Table 3 and Table 21,
disequtlibrium therewith, and whereln the presence

" aflele of the at least one polymorphic marker Is indicative of a susceptibliity of

cardiovascular disease,

D951870, rs2383207, rs1333045, rs1333046, rs10757278 and rs\333048.

The method acocording to Claim 23 or 24, whereln genotyping comprises
amplifying & segment of 2 pucleic acid that comprises the at least one
polymorphic marker by Polymerase Chain Reaction (PCR}, using a nucleotiNe

The method according to any of the Claims 23 - 25, wherein genotyping Is
performed using a process selacted from allele-specific probe hybridization, allele-
specific primer extension, allele-speclfic amplification, nucleic acid seguencing, 5~
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exonuclease digestion, motecular beacon assay, oligonuciectide Hgation assay,
size analysis, and single-stranded conformation analysis.

‘The method accorgding to Claim 25, wherein the process comprises allele-specific
probe hybridization.

method accordlng to Claim 27, wheratn the process comprises DNA

sequincing.

The met according to any of the Claims 23 ~ 27, ¢comprising:

4)

5)

6)

contactind, coples of the nuclelc acid with a detection oligonucleotide probe and
an enhancelgligonucizotide probe under conditions for specific hybridization
of the oligonudleatide probe with the nucielc acld;

wherein

a) the detection oligohucleotide probe Is from 5-100 nucdeotides in fength and
specifically hybridizes\io a first segment of the nucleic acid whose
nucieotide sequence Is Qjven by SEG ID NO:94;

b) the detectlon cligonucleotidd probe comprises a detectable label at its 3
terminus and & quenching molety at its 5 terminus;

_€) the enhancer oligonucieatide is froxa 5-100 nucleotides in length and is

complementary to a second segment\of the nucleotide sequence that is 5'
relative to the oligonucieotide probe, suh that the enhancer
ollgonucleatide Is located 3’ relative to thé\detectlon ofigonucleotide probe
when both oligonucleotides are hybridized to\the nuclelc acid; and

d) a single base gap exists between the first segmegt and the second
segment, such that when the oligonucleotide probé\and the enhancer
cligonuclactide probe are both hybridized to the nuclsjc acid, a single base
gap exists between the oligonucicotides;

treating the nucleic acid with an endonuclease that will cleave the detectable
label from the 3* terminus of the detection probe to release free detectable
label when the detection probe is hybridlzed to the nucleic acid; an

measuring free detectabls Iabel, wherein the presence of the free detectyble
labe! indicates that the detection probe specifically hybridizes to the first
sagment of the nucdlelc acld, and indtcates the seguence of the pelymorphic
site as the complement of the detection probe.
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A method of assessing an individual for probablilty of response to a therapeutic
agent for preventing and/or amellorating symptoms assoclated with
cardiovascular disease, comprising: determining the presence or absence of at
ieast une allele of at least one polymorphic marker In a nucleic acid sample
obtained from the individual, whereln the at least one polymorphic marker is
lected from the group consisting of the polymorphic markers set forth in ¥able 3

A method of\predicting prognosls of an individuat diagnosed with cardiovascular
disease, the mithod comprising determining the presence or absence of at feast
one aflele of at lexst ane polymorphic marker in a nucleic acld sampie obtained
from the individual \wherein the at least one polymorphic marker is selected from
the group consisting of the polymorphic markers set forth in Tables 3 and 21, and
markers in linkage disegyilibrlum therewith, wherain the presence of the at {east
one allele is indicative of a\worse prognesls of the cardiovascular disease in the
individual.

A meathod of menltoring progress \of treatmnent of an Individua!l undergoing
treatment for cardiovascular diseasd, the method comprising determining the
presence or absence of at least one allele of at least one polymorphic marker (n a
nuclelc acld sample obtained from the nXividual, wherein the at (east one
polymaorphic matker Is selected from the murkers set forth in Tables 3 and 2%, and
markers in linkage disequilibrium therewith, wherein the presence of the at least
one allele is Indicative of the treatment outcoma\of the individual.

The method acoerding to any of the Claims 30-32,
polymorphic marker is selected from rs10811650, rsi
rs10738607, rs4977574, rs6475608, D9S1870, rs23832
rs1333046, rs10757276 and rs1333048, and markers in linkage disequilibrium

therewith,

The method of any of the preceding Clalms, further comprising asgessing at least
one blomarker in a sample from the individual,

Tha method of Claim 34, whereln the biomarker Is a cardtac marker or
inflammatory marker.,

The method of Claim 34 or Clalm 35, whereln the at least one blomarker Is
selected from creatin kinase, troponin, glycogen phesphorylase, C-reactive prote
(CRP), serum amyloid A, fibrinagen, Interleukin-6, tissue necrosis factor-alpha,

soluble vascutar cell aghasion molecules (sVCAM), soluble Intervascular adhasion
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molecules (SICAM), E-selectin, matrix metalloprotease type-1, matix
metalioprotease type-2, matrix metalloprotease type-3, matrix metalloprotease
type-9, serum sCD40L, leukotrienes, leukotriene metabotites, Interleukin-6, tissue
necrosis factor-alpha, myeloperoxidase (MPQ), and N-tyrosine.

he methed of Claim 36, whereln the leukotriene Is selected from LTB4, LTCA,
LTR4 and LTE4.

The mithod of any of the preceding cialms, furthar comprising analyzing a sample

The method of any okthe claims 1-5, comprising determining the presence or
absence of at teast one\zllele in at Jeast two polymorphic markers, whareln the
presence of the at least oNg allefe in the at least two pelymorphic markers s
indicative of an increased sugceptibility to cardipvascuiar disease.

The method of any of the preceding Claims, further comprising analyzing non-
genetlc Information to make risk assessment, diagnosis, or prognosis of the
individusal.

The method of Claim 40, wherein the noRggenetic Informatlon is selected from
age, gender, ethnicity, socloeconomic statu, previous disease diagnosis, medical
history of subject, family history of cardlovascylar disease, blochemicat
measurements, and clinical measurements.

The method of any of the Clalms 34 - 41, further coiyprising calculating combined
risk,

in linkage
lue for the linkage

The method according to any of the preceding Claims, wh
disequilibrium Is characterized by & particular numeric cutoff

The method according to Claim 43, wherein whereln dinkage disequiNiprium Is
characterized by a cutoff value for +* of greater than 0.2.

The method according to Claim 43 or Claimn 44, wherein linkage disequilibNum is
characterizet by a cutoff value for r* of greater than 0.5.

The method according to Clelm 42, wherein linkage disequilibrium Is characteriz
by a cuteff value for I* of greater than 0.2 and/for {0°] of preater than 0.8.



10

15

20

25

30

48.

49,

58.

51,

52,

53,

54!

55'

56,

57.

47,

243

The mathod according to any of the preceding Claims, wherein the Cardiovascular
disease s at least one of Myocardial Infarcation, Coronary Artery Disease,
Percutansous Transluminal Coronary Angloplasty (PTCA), Caronary Artery Bypass
Surgery (CABG), Restenosis, Periperal Arterlal Discase, Stroke, Abdominai Aorta
Aneurysm and Intracranial Aneurysm.

Thi method according to Claim 47, wherein the Cardlovascular disease is at least

j!v. kit for assessing susceptibility tiy cardiovascular disease in @ human indlvidual,
the kit comprising reagents for seledtively detecting at ieast one atlele of at least
one polymerphic marker in the genomk of the individual, wherein the polymorphic
marker Is selected from the markers setXprth in Tabies 10, and markers In linkage
disequilibrium therewith, and wherein the presence of the at least one allele (s

indicative of a susceptibifity to cardiovascular\disease.

The Kit of Claim 52, wherein the at ieast one polyRorphic marker is selected from
rsi0B11650, rsi0116277, rs1333040, rs10738607,\54977574, rs6475608,
D25 1870, rs2383207, rs1333045, rs1333046, rs1075X278 and r51332048.

The method kit according te Claim 52 or Claim 53, wherell\ the at least one
polymotphlc marker is selected from rs133304Q, rst011627 A 52383207 and

rs1p757278.

The kit according to Clatmn 55, whereln the at least one polymorphiy marker Is
selected from rs10757278 and markers in linkage disequllibrium thengwith,

The Kit according to any of the Claims 52-55, whereln linkage disequilibrim is
characterized by 2 particular numeric cutoff value for the linkage disequilibfiym
measures I’ andjor 1D'].

The kit according to Claim 56, wherein whereln linkage disequillbrium is
characterized by a cutoff value for r* of greater than 0.2,
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The kit according to Claim 56 or Claim 57, wherein linkage disequilibrium is
characterized by a cutoff value for ! of greater than 0.5,

The method according to Clalm 56, wherein linkage disequtltbrlum is characterized
by a cutoff velue For r* of greater than 0.2 andfor |D'] of greater than 0.8,

The kit according to any of the Claims 52 -~ 59, whereln the reagents comprise at
least\one contiguous ofigonuciazotide that hybridizes to a fragment of the genome
of the dividual comprising the at least one polymorphic marker, a buffer ang a
detectably label.

The kit 2ccordng to any of the Claims $2 - 60, whereln the reagents comprise at
least one pair o\gligonucieotides that hybridize to opposite strands of a genomic
nucleic acid segmaoqt obtained from the subject, whereln each oligonuclectide
primer palr is dés!gn d to selectively amplify & fragment of the genome of the
individual that Includes\one polymorphic marker, and whereln the fragment Is at

least 30 base pailrs in sfz

The kit according to Claim 60'9r 61, whereln the at least ong oligonuclectide is

completely complementary to the genome of the individual,

The kit according to any of the Claimg 60 - 62, whereln the oligonucleotide Is

about 18 to about 50 nucleotiges in length.

The kit according any of the Claims &0 - 63, wherein the o!Igonuc!eotide is 20-30
nucleotides in length,

The Kit ;:ccording to any of the Claims 52 - 64, wkereln the kit comprises;

a. @ detection oligonucleotide probe that !s from\3-10C sucleotides in length;

b. an enhancer ollgonucleotide probe that Is from S-
length; and

¢. an endonuciease enzyme;

whereln the detection oligonucleotide probe specifically hybridizes £ a first
segment of the nucleic acld whose nucteotide sequence Is set forth in REQ ID

NO:94: and

wherein the detection oligonuclectide probe comprises a detectable labet at
terminus and a quenching molety at Its 5° terminus;

whereln the enhancer oligonucleotide (5 from 5-100 nucleotides In length and Is
complementary to a secopd segment of the nucleotide sequence that Is 5 relative
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to the oligonucleotide probe, such that the enhancer oligonucleotide is located 3¢
relative to the detection oligonudciestide probe when both oligonucleatides are
hybridized to the nuclelc acid;

whereln a single base gap exists between the first segment snd the second
egment, such that when the ofigonuciectide probe and the enhancer
oliyonucleotide probe are both hybridized to the nucleic acid, a single base gap
existh between the oligonucieatides: and

whereln Xeating the nucleic acid with the endonuciease will cleave the detectable
{abel from the 3' terminus ¢f the detection probe to release free detectable label
when the detection probe is hybridized to the nuciele acld.

Use of an oligonudlectide probe in the manufacture of a reagent for diagnosing
and/or assessing sudceptibility to cardiovascular disease in a human individual,
wherein the probe hybNdizes to a segment of a nucleic acid whose tucleolide

sequence Is set forth In SEQ ID NO:94, whereln the probe is 15-500 nucieotides in

length,
A computer-readable medium oR which I stored:

a. an identifier for at least one\Qolymorphle marker;

b. an indicator of the frequency of 8t least one allele of sald at least one
polymorphic marker in a piurality of Individuals dlagnosed with
cardiovascular disease; and

c. an indicator of the frequency of the least\one allgle of said at Jeast one
polymorphic markers in a plurality of raferexce individuals;

whareln the at least one polymorphic. marker is selecteY from the polymorphic
markers set forth In Table 10, and polymorphic markers IR Hinkage diseguillbrium
therewith.

The medium according to Clsim 67, whereln the poftymorphic enirker is selected
from re10811650, rs10116277, rs1333040, rs1073B607, rs49775%4, rs6475608,
D951870, rs2383207, rs1333045, rs1333046, rs10757278 and rs1333048, and
markers in linkage disequlibrium therewith,

The medium according to claim 67 or 6B, further comprising Information about the
ancestry of the plurality of individuals,

An apparatus for determining a genetic indicator for cardiovascular disease in a
human Individual, comprising:
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a computer readable memory; and
a routine stored on the computer readable memaory;

whereln the routine is adapted to be executed on a processor to analyze marker

ndfor haplotype Information for at least one human Individual with respect to at
leagt one polymorphic marker selected fram the markers set forth in Table 10, and
madkers in finkage disequilibrium therewith, and generate an cutput based on the
marker\Qr haplotype information, whereln the output comptises a risk measure of
the at iead¢ one marker or haplotype as & genetic Indicator of cardiovascular

disease for the human Individusl.

The apparatus oR\Claim 70, wherein the routine further comprises an Indlcator of
the frequency of atNeast one allele of at least one polymorphlc marker or at least
ona haplotype in a pldgality of Individuals diagnosed with cardiovascular disease,
and an indicater of the frequency of at the least one altele of at jeast one
polymorphic arker or at keast one haplotype in a plurality of reference
Individuals, and whereln a ridk measure is based oft a comparison of the at least
one marker and/or haplotype skatus for the human Indlvidual to the Indicator of
the frequency of the at least one Xyarker andfor haplotype Information for the
plurality of Individuails diagnosed wit cardiovascular disease.

‘The apparetus acoording to Claim 70 or {1, wherein the at Jeat one pofymotphic
marker Is selected from rs10811650, rsi0416277, rs1333040, rs107308607,
rs4977574, rs6475608, D9S1670, rs238320 R, 151333045, 1531333046,
rs10757278 and rs1333048, and markers in (Inkage disequllibrium therewith,

The apparatus or medium according to any of the dlalms 67 ~ 72, wherein linkage
disequillbrium Is characterized by numerical values of\* of at least 0.2 and/or
valses of |D] of at least 0.8,

The apparatus of any of the Clalms 70 - 73, wherein the riskmeasure Is
characterized by an Odds Ratlo (OR) or a Refative Risk (RR}.
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CLAIMS

10.

A method for determining a susceptibility to arterial disease in a human individual,
comprising determining the presence or absence of at least one allele of at least one
polymorphic marker in a nucleic acid sample obtained from the individual or in a
genotype dataset derived from the individual, wherein the at least one polymorphic
marker is selected from the polymorphic markers rs10116277, rs1333040, and
rs2383207, DG9S1870 and D9S1814, and markers in linkage disequilibrium therewith,
and wherein the presence of the at least one allele is indicative of a susceptibility to
the arterial disease, wherein linkage disequilibrium is characterized by a numeric

cutoff value for r* >0.2.

The method according to Claim 1, wherein the at least one polymorphic marker is
selected from the markers set forth in Table 3 and Table 21.

The method according to any of the preceding Claims, wherein the at least one

polymorphic marker is rs10757278.

The method according to Claim 1, further comprising assessing the frequency of at

least one haplotype in the individual.

The method of any of the preceding claims, wherein the susceptibility conferred by the

presence of the at least one allele or haplotype is increased susceptibility.

The method according to Claim 5, wherein the presence of allele T in rs1333040, allele
Tinrsl0116277, allele G in rs2383207, allele G in rs10757278, allele X in DG951870
or allele 0 in D9S1814 is indicative of increased susceptibility to cardiovascular

disease.

The method according to Claim 5 or 6, wherein the presence of the at least one allele
or haplotype is indicative of increased susceptibility with a relative risk (RR) or odds
ratio (OR) of at least 1.2.

The method according to Claim 5 or 6, wherein the presence of the at least one allele
or haplotype is indicative of increased susceptibility with a relative risk (RR) or odds
ratio (OR) of at least 1.3.

The method according to any of the claims 1-4, wherein the susceptibility conferred by

the presence of the at least one allele or haplotype is decreased susceptibility.

The method of any of the preceding Claims, further comprising assessing at least one

biomarker in a sample from the individual.
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The method of Claim 10, wherein the biomarker is a cardiac marker or an

inflammatory marker.

The method of Claim 10 or Claim 11, wherein the at least one biomarker is selected
from creatin kinase, troponin, glycogen phosphorylase, C-reactive protein (CRP),
serum amyloid A, fibrinogen, interleukin-6, tissue necrosis factor-alpha, soluble
vascular cell adhesion molecules (sVCAM), soluble intervascular adhesion molecules
(sICAM), E-selectin, matrix metalloprotease type-1, matrix metalloprotease type-2,
matrix metalloprotease type-3, matrix metalloprotease type-9, serum sCD40L,
leukotrienes, leukotriene metabolites, interleukin-6, tissue necrosis factor-alpha,

myeloperoxidase (MPO), and N-tyrosine.

The method of Claim 12, wherein the leukotriene is selected from LTB4, LTC4, LTD4
and LTE4.

The method of any of the preceding claims, further comprising analyzing a sample
comprising genomic DNA from a human individual or a genotype dataset derived from
a human individual for the presence or absence of at least one at-risk allele of at least
one at-risk variant for cardiovascular disease not in linkage disequilibrium with any

one of the markers set forth in Table 10.

The method of claim 1, comprising determining the presence or absence of at least
one allele in at least two polymorphic markers, wherein the presence of the at least
one allele in the at least two polymorphic markers is indicative of an increased

susceptibility to cardiovascular disease.

The method of any of the preceding Claims, further comprising analyzing non-genetic

information to make risk assessment, diagnosis, or prognosis of the individual.

The method of Claim 16, wherein the non-genetic information is selected from age,
gender, ethnicity, socioeconomic status, previous disease diagnosis, medical history of
subject, family history of cardiovascular disease, biochemical measurements, and

clinical measurements.
The method of any of the Claims 10-17, further comprising calculating combined risk.

The method according to Claim 1 wherein linkage disequilibrium is characterized by a

cutoff value for r* of greater than 0.5.

The method according to Claim 18, wherein linkage disequilibrium is characterized by

a cutoff value for r? of greater than 0.2 and/or |D’| of greater than 0.8.
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The method according to any of the preceding Claims, wherein the Arterial disease is
at least one of Myocardial Infarcation, Coronary Artery Disease, Percutaneous
Transluminal Coronary Angioplasty (PTCA), Coronary Artery Bypass Surgery (CABG),
Restenosis, Periperal Arterial Disease, Stroke, Abdominal Aorta Aneurysm and

Intracranial Aneurysm.

The method according to Claim 21, wherein the Arterial disease is at least one of
Myocardial Infarction, Coronary Artery Disease, Restenosis, Intracranial Aneurysm and

Abdominal Aorta Aneurysm.

The method according to Claim 20, wherein the Stroke is Large Artery Atherosclerotic
Stroke or Cardiogenic Stroke.

The method according to Claim 21 or 22, wherein Myocardial Infarction is an early

onset Myocardial Infarction.

The method according to Claim 24, wherein the Cardiovascular Disease is Myocardial
Infarction and/or Coronary Artery Disease with an early onset before age 50 for males
and 60 for females.

Use of an oligonucleotide probe in the manufacture of a reagent for diagnosing and/or
assessing susceptibility to arterial disease in a human individual, wherein the probe
hybridizes to a segment of a nucleic acid whose nucleotide sequence is set forth in
SEQ ID NO:94 that comprises at least one polymorphic site selected from the group
consisting of rs10116277, rs1333040, D9S51870, rs2383207, and D9S51814, and
markers in linkage disequilibrium therewith, wherein the probe is 15-500 nucleotides
in length, wherein linkage disequilibrium is characterized by a numeric cutoff value for
r’ >0.2.

An apparatus for determining a genetic indicator for arterial disease in a human

individual, comprising:
a computer readable memory; and
a routine stored on the computer readable memory;

wherein the routine is adapted to be executed on a processor to analyze marker
and/or haplotype information for at least one human individual with respect to at least
one polymorphic marker selected from the group consisting of rs10116277,
rs1333040, D9S1870, rs2383207, and D9S1814, and markers in linkage
disequilibrium therewith wherein linkage disequilibrium is characterized by a numeric

cutoff value for r* >0.2, and generate an output based on the marker or haplotype
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information, wherein the output comprises a risk measure of the at least one marker

or haplotype as a genetic indicator of arterial disease for the human individual.

The apparatus of Claim 27, wherein the routine further comprises an indicator of the
frequency of at least one allele of at least one polymorphic marker or at least one
haplotype in a plurality of individuals diagnosed with arterial disease, and an indicator
of the frequency of the at least one allele of at least one polymorphic marker or at
least one haplotype in a plurality of reference individuals, and wherein a risk measure
is based on a comparison of the at least one marker and/or haplotype status for the
human individual to the indicator of the frequency of the at least one marker and/or
haplotype information for the plurality of individuals diagnosed with cardiovascular

disease.

The apparatus according to claim 27 or 28, wherein linkage disequilibrium is
characterized by numerical values of r? of at least 0.2 and/or values of |D’| of at least
0.8.

The apparatus of any of the Claims 27 - 29, wherein the risk measure is characterized
by an Odds Ratio (OR) or a Relative Risk (RR).




