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[ | 'NM 0080342 | Hs.385634 314667 5 at | TP5ai11 6.4 | 0.27 | 0.3 201 | 0.0004
[ 215671_al 044 | 022 | 0.4 153 | 0.1513
[ [ NM 6044761 | Hs.1915 297487 x_at | FOLHH 0.4 | 0.22 | 022 155 | 0.0358
[ | Nm_017716.1, | Hs.435302 219605, at | ZNF3 014 ] 0.26 | 0.22 188 | 0.0088
NM_017715.1
[ | 'NM 0247352 | Hs.371923 219784 at | MGC15419 014§ 0.22 | 026 137 | 04724
[ ["Nm_025197.1 | Hs.288727 220895 s, at | FLJ11671 014 | 027 170.22 734 | 0.0155
[ Wi 0063851 | Hs.380027 7233041 at | CROCA 0.4 {02 | 0.22 127 | 0.1867
[ WM 0039142 | Hs.417050 205850 at | CONAT 643 ] 0.21 | 0.2 146 | 0.5073
[ I'NM_002640.3, | Hs.368077 706034 at | SERPINBS 013 ] 021 | 0.23 144 | G.0271
o 1M 0026403
L
0
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NM_ 0056222, | Hs.512678 210377 a4t | SAH 043] 026] 03 1.84 | 0.0035

NM_005622.2
NM 0070332 | Hs.40500 773116_al | RER? 043 | 622 | 0.26 18 | 0.0476
NM_015696.2 | Hs.167380 276663 5 _at | ZMYNDID 613 ] 022 0.25 518 T 0.0109
NM 0248831 | Hs.233834 219310 at | C200rf39 f1a | 023 021 215 | 0.0048
NM 0169372 | Hs.371036 S18775 at | MOX4 043 | 026 | 023 201 | 0.1037
NM_0D03299.1 | He.192374 316450 x_at | TRA o1z | 0z2] o0z 122 1 54381
217242 5_at 012 ] 021 | 02 738 | 0,362
NM 0161583 | Hs.104671 220752 ai | LOCBE1146 01z | 627 | 023 16 ] 0.1176
R 0068622 | Hs.144439 221053 ¢_at | TDRKH 0.12 1 024 | G.26 156 1 0.1106
NM_014393.1 | Hs.511992 304226 at | STAUZ G111 621 026 1281 G.024
NM 0002402 | Hs.183109 Z04388_s_at | MAOA 011 ] 0.23 ] 0.28 133 | 0.3663
NM_0019412, | Hs 41680 206032 _at | DSC3 Gi1] 024 G2 152 | 0.1093

NM_001941.2
Hs.134816 206507 at | ZNF305 011 | 024 | 0.21 146 | 0.1793
NM 0177212 | Hs.269592 207063 s al | FLJ20241 041 | 0.20 | 0.24 318 | 0.0002

{5 3728104 | Hs.300622 207240 at | PLXNAZ 011 | 022§ 021 181 | 00418
NM 0016233, | Hs.76364 207625 s at | AIF1 041} 023 ] 021 173 | 0.0957
NM 0016233,

NM 0048472
NM _023037.1 | Hs.300874 514316 at | 13CDNATS 011 025 | 024 538 | 0.0004
215763 at 011 | 027 | 026 181 | 0.1446
NM 0203742 | Hs.296198 218374_5_at | Cllor4 0111 025 | 0.24 1.3 { 0.0548
TNM 0162601 | Hs.27B963 720567 at | ZNFNAAZ 6411 021 | 0.23 242 | B.ozol
221137 _at 0.1 | 0.24 | 0.22 142 | 0.6265

NM_001503.2, | Hs.512001 3062655 at | GPLD1 0.4 | 029 | 021 153 | 03202
NM 0015032 ' ;

I'NM_0008181 | Hs.231829 216657_s_at | GADZ 0.4 1 022 | 0.21 207 | 0.0085
NM_018286.1 | Hs.173233 576230 at | FLJ10870 011 0.25 | 021 273 | 0.0213
NM_ 0143324 | Hs.56482 219772 5 at | SMPX 011 025 | 02 224 | 0.0193
NM_005554.2 | Hs.367762 200125 at | KRT6A D.05 | 0.24 | 0.28 174 | 0.0848
Ni_000268.2, | Hs.902 211002_s_at | NF2 0.09 | 0.26 | 0.23 1.7 | 00358
NM_000268.2, .

NM_016418.4,
NM_181825.1,
NM_181826.1,
NM_181827.1,
NM_181828.1,
NIM_181828.1,
NM_181830.1,
NM_181831.1,
NM_181832.1,
NM_181833.1,
NM_181834.1
NM 0211892 | Hs.365680 313048 x a1 | IGSF4B 0.09 | .22 | 025 142 { 02795
NM 0221121 | Hs.160953 720403 s at | PE3AIP 0.08 | 0.22 | 0.25 2.48 0.0t
NM 0184231 | Hs.24979 521606 5 at | DKFZp76101010 008 | 0.21 | 092 1.62 | 0.0547
NM_005803.4 | He.167700 205167 at | MADHS 0.08 | 0.25 | 0.22 166 | C.0856
NM_000745.2 | Hs.1514 206533 at | CHRNAS 008 | 021 021 148 | 6.13368
TM 001980.2, | Hs.00865 207346 _at | EPIM 0.08 | 0.23 | 0.22 771 | 0.0594
NM_001980.2
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[
[} NM_002399.2, | Hs.362805 207480 s at | MEIS2 08| 0z} o2 121 04323
.| v oo23sez,
NM_020149.2,
[ | NM_170874.2,
(| NMI170675.2,
NM_170676.2,
[ 1 NM 1T0877.2,
NM 1723151
[ 'nm 0044321 | Hs.166100 206427 5 at | ELAVLZ 0.08 | 0.22 1 0.25 3} 0.0028
L I NM 0062032 | Hs.28462 210837 s at | PDE4D G.O8 | 0.22 § 0.22 151 | 81544
L TNR007791.2, | He.355842 714230 at | cDC42 608 | 021 023 1384 | 0.0408
[ | NM 001791.2
. | NM03id562 | Hs.158313 215990 _at | Ci7om1A 008 | 021 023 201 | 0.0104
| NM_0181242 | Hs.368481 710499 at | SECE1A2 0.08 | 021 | 0.2 149 | 0.1369
[ | NM_000G0E.1 | Hs. 237008 219780 at | NPR3 go8 | 021 | 0.2 158 { 0.1612
[ | NB 0024292, | Hs.954057 204575_s_at | MMP19 0.07 | 02 ] 022 204 | 0.0192
NM_002429.2, : :
[ 1 NM_022790.1,
o LM 0227011
NM_002849.2, | Hs.198288 206084 at | PIPRR 0.67 | 0.24 | 023 173 ] 0.1802
[ 1 NM 002849.2 .
[ | NM_000811.1 | Hs.90791 1207182 at | GABRAS 0071 021 | ozad{ 2421 00372
([ NM_0T5894.1 | Hs241421 [ 208008 af | DKFZP4340047 0074 02| 0.25 153 ] 0.1304
[ XM _371B87.1, | Hs.134702 212475_at | KIAAD241 0.07 | 021 | 028 168 | 0.0231
[ 1 XM 3718871 : :
MM 0183412 | He.308045 212949 at | BRRN1 007 | 025 | 0.32 137 | 0.0883
| NM 0020281, | Hs.418138 214702 at | FN1 0.67 | 023 | 0.21] 178 | 0.2234
NN 0020261 ,
[ |"NM 004993.2, | Hs.419766 | 216657 at | MID 007 | bz 02 141 ] 0.2134
| NM 004993.2
: NM 0190862 | Hs.333157 | 220137 al | FLJ20674 0.07 | 0.22§ 0.24 151 0.1801
NM_18165.2, | Hs.173220 221212 % _at | PBi 00T ¥ 0261 025 358 | 0.0075 -
[ NW_018165.2,
1 NM_0183132,
NM 181041.1 -
[ [ NM 0oD2B452 | Hs.154151 207487 at | PTPRM 0.06 | 0.24 | 0.24 1.88 | 0.0664
[ 'NM_ 0006683 | Hs.4 17269613 s_at { ADHIB 0.06 | 0211 0.22 233 | 0.0842
[ {NM 0017972, | Hs.443435 207173 % _at | ChHit 0051 021 024 2431 00033
| .NM po1797.2
: NM 0036282 | Hs.277132 214874_at | PKP4 0.05 ] 02t ] 0.22 136 | 0.3519
: NM 0183422 | Hs.176227 219750 at | FLJ11185 0.05 1 0.21 | 0.23 207 | 0.0622
: NM_0005862 | Hs.BI679 207840 at | L2 0.04 | 02| 0.22 167 | B.2808
: NM 0252101 | Hs.127689 207377 at | 14 0.03 | 0.22 | 0.2 183 | 0.009
: NM 0004113 | Hs.371350 207533_s_at | HLCS 0.03 | 0.2 021 127 | 0.2197
: NM 0180523 | Hs.445081 216501 al | FLJ1030S 003 | 6211 025 162 | 0.0438
: He.512631 220787 _at | { PRO2533 0031 021§ 023 189 1 0.0796
: 227308 x_at 0.03 | 0.22 | .24 132 | 0.4953
: NM_004786.3 | Hs.1568 206140 gt ] LHX2 G.02 | 0.23 ] 0.21 163 | 0.0702
NM_004442.4, | Hs. 125124 211165 _x_at | EPHBZ 0.0z | 0.21 | 0.22 142 | 0.0743
[ ] N D04442.4
[
O
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T -7 (5 -3)

TCTGGAAGGCGTGAGCCACTTCTTC
GCTACGAGCGTCTCCTGAAGATGCA
AAACCCCAGACGCCATGAAAGCTGC
TGAAAGCTGCCATGGCCCTGGAGAA
CTCTGTGACTTCCTGGAGACTCACT
GGCTGGGCGAGTATCTCTTCGAAAG
TCGAAAGGCTCACTCTCAAGCACGA
AGCACGACTAAGAGCCTTCTGAGCC
GAGCCCAGCGACTTCTGAAGGGCCC
TCCCTCCAGCCAATAGGCAGCTTTC
GCAGCTTTCTTAACTATCCTAACAA
AGACCGCCTTGTACCGGAAAATGCT
GCAAGGGTGCCTGGTCCATCCCATG
GTGCCTGGTCCATCCCATGGAAGTG
CCATCCCATGGAAGTGGCTGTTTGG
TGTTTGGGGCGACTGCTGTTGCCTT
ACTGAGGCCCTCTAGGAGGAAAGCC
CTGAGGCCCTCTAGGAGGAAAGCCC
GAGGCCCTCTAGGAGGAAAGCCCAG
AGGCCCTCTAGGAGGAAAGCCCAGA
GGCCCTCTAGGAGGAAAGCCCAGAG
GCCCTCTAGGAGGAAAGCCCAGAGG
CCTCTAGGAGGAAAGCCCAGAGGGA
TAGGTCTCCGCCAGGGCTGGCCTCA
AGGGCTGGCCTCAGTTTCTCCT CAA
GGCTGGCCTCAGTTTCTCCTCAACA
AGTTTCTCCTCAACAGGCCTGG GGG
GATCACCAATGCTTGCTTTGAGCCA
GCTTTGAGCCAGCCAACCAGATGGT
AAATGTGACCCTCGCCATGGTAAAT
CCGTGGTGACGTGGTTCCCAAAGAT
ATGTCAATGCTGCCATTGCCACCAT
AGTTTGTGGATTGGT GCCCCACTGG
CTCCCACTGTGGTGCCTGGTGGAGA
GAGAGCTGTGTGCATGCTGAGCAAC
GCCTTTGTTCACTGGTACGTGGGTG
GGCCCGTGAAGATATGGCTGCCCTT
CTAATTATCCATTCCTTTTGGCCCT
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ATGOGCAACAACCTCTCGCTGGGGG
CCGAAGCTCTGUGCATGCGCGCACT
CCCCGCGGACCCAGCATCCCCGCAG
COGOGGACCCAGCATCCCCGCAGCA
CCTGCTCCCGAGGLCCGGCCOGTGA
GGAACCCTGCCTGAGACGCCTCCAT
GAGACGCCTCCATTACCACTGCGCA
ACGCCTCCATTACCACTGCGCAGTG
CCACTGCGCAGTGAGATGAGGGGAC
AGGGGACTCACAGTTGCCAAGAGGG
ACTCACAGTTGCCAAGAGGGGTCTT
CCTCCOCTGGGCCGCTGAGGCCCCG
GTGCTGCCCGAGCACCTCCCCCGLC
GAACTTTGCAGUTGCCCTTCOCTCC
TTTGCAGCTGCCCTTCCCTCCCCGT
AGAATTATTTATTTTCGCCAAAGCA
GGGCTGCGCAAGTACAACTACACGC
GCACTTTCTACGCTCGGGAGCGGCT
TGCAGAGCGACTGGCTGCCTTTTGA
GGCCTCGGGAGGGCAGAAGCTGTCC
TGTCCGAGGACGAGAACCTGGCCTT
ACCTGGCCTTGAACGAGTGCGGGCT
AGCTCCTGTCAGCCATCGAGAAGCT
AAAAGCAGGGTTGGCCTCAGCCCTG
ACCTCTGGAAATACT TGGCTCTGCC
GCCCCATGGGCACGGGAGGGGCGCT
AGCOGTGGAGCTGTGGAATTGGGCC
CAGTATGAATGCTGGGCTCTCCGGA
AGAGGTAGCTGGTGATACCCTGTCC
GGAAGGACTTCCACTTCAACACTTC
GCACGGCCTGAACGCTTCTTAGGCC
TTAGGCCAAGAGACACCATGCGGAG
CATGCGGAGCCTAGTCTGTGATCCT
GACATGGTCCTGAGCTCTGGACGGA
TGTGGCCGGTGTATCAAGGGCGCCC
TTCCAGCAAGCTTCTTGCGCTTCTC
CTGGCACCCTCGACTTTATATAAAA
TGCACTGCGTTTCAAAAACCCACCC

10

20

30

40



oad

ooad

209018 _s_at

oooooolbl’
[ [ R R R

O

O 0Ooooo
O 0Ooo0ooo
O 0Ooo0ooOoo
O 0Oo0oo0ooao

O

O

[
[
[
[
[
[
[
[
[
[
[
E 210740_s_at
[
[
[
[
[
[
[
[
[
[

O

O
g
g
O
O

O
0
O
O
0

Y Y
O OoO0oooao
O Oo0ooogoao
O Oo0ooogoao
O Oo0ooogoao
O OooO0ooogoao
O Ooo0ooogoao
O Ooo0oooao
O OooOooogoao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O Oooooao
OOoo0ooooo
OOoo0oooaoo
OOoo0oooaoo
OOoo0oooao
OOoo0oooao
O Ooo0oooao
OOoo0oooao

Affymetrix U1333A

OoooI@omOoooooooooogogogoao
Oo0oIoooooooooooogoQgg
OoooIoOooooooooooogodg
OoooOooooooooooogodg

O

O

O

OoooooooogooooOoao

OoOoo0ooooOodg
O

O O

BcH =7
BLF & 5T
BeF 5T
BLF & 5T
BLF & 5T
Bls & 5T
BLF & 5T
BcH =7
BlSE 5T
BcH =7
BcH =7
BcH 58
BcH 58
BcH 58
BcH 58
BcH 58
BLF & 58
BcH 58
BLF & 58
BeF 58
BLF & 58
BLF & 58

(40)

GGCGGAAACGGCTGT CTGATGGCCC
GGCTGATGCCTGGGCAGTGGGAGCC
GAGCCATCGCCTATGAAATCTTOGG
AGCOGCAGUTACCAAGAGGCTCAGC
CTACCTGCACTGCCCGAGTCAGTGC
TCAGTGCCTCCAGACGTGAGACAGT
TCTGCCCGAGTAGCCGCAAATGTGC
AATGTGCTTCATCTAAGCCTCT GGG
CCAACAATCGGCCGCCACTTTGTTG
ATGCTCTTTCTGGCT AACCTGGAGT
GATGTCCCTGCATGGAGCTGGT GAA
CCCATCACCTTGGCAGCAAAGCACT
TGCTGGGTGAGAGGCATCAGCCCCC
ATCAGCCCCCACAAGTATGTTTTIG
AAGTGCTGAGTGTCCCGAGAGAGGC
CAGCTGGGCTGCAGGATGCCCACTT
CCATCAGAACTGCCCGGCTTTTTTG
ACTGAGGACCCAACAACTAACCACG
CACGACTTGAGTTTTGAACCCCGAT
ATTAATGTCTGTACGTCACCTTTCC
AACAGGAAAGOGTGGCTGGCCTCTT
TCTTGCACTGCTTTGTCTCCAAAAT
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2, m Claims Nos.:
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see FURTHER INFORMATION sheet PCT/ISA/210

3 D Claims Nos.:
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Box Il Observations whers unity of inventlon is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventiona in this intemational epplication, as follows:

see additional sheet
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searchable claims.
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resiricled to the invantion first menlloned In the dajms; It is covered by clalms Nos.:

1-9,14,18,22,29-36,37-39,41,42,44,47 ,51,56-58,60-62,78,82-84(part 1ally)
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International Application No. PGT/EF2004 /011651

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 21

Continuation of Box II.2

Claims Nos.:
13,15,16,19,20,23,24,26,40,43,45,48,49,52 ,53,55,59,63-77,79-81,87,88

The claims of the present application refer to Tables 6 (160 entries), 7
(8 entries}, 9 {19 entries), 10 (15 entries) and 11 (15 entries) whereby
"at Teast one gene” or "one or more peptide" or "at Teast two to eight
sequences” etc. from one or more tables are claimed (see, for example,
claims 1, 6, 7, 10, 14, 27, 40, 59 etc.).

The entries of Tables 7, 9 and 10 are subgroups of sequences of those
sequences listed in Table 6 (description, pages 40, 45 and 46). The
entries in Table 11, however, have been obtained by a different method
agd are not a subgroup of any of the other tables (description, Example
4.

In view of the high number of entries in each table, an extremely large
number of possible combinations is claimed. In fact, the claims contain
50 many options that a lack of clarity and conciseness within the
meaning of Article 6 PCT arises to such an extent as to render a
meaningful search over the whole scope of the claims impossible. The
search has thus been carried out for those parts of the application
which do appear to be clear and concise, namely the individual nucieic
acid/peptides referred to in any of the sald tables and to those
specific combinations whereby ALL eniries of a single table are claimed
{e.g. claims 21, 25, 27 etc.). Consequently, claims referring to "at
Teast two of ..." or a "plurality of ..." have not been searched (claims
15, 19, 20, 23, 24, 26, 45, 48, 49, 52, B3, BB, 66, €9, 72, 74). Also,
claims referring to "at least one member" of Table X "and/or at least
one member™ of Table Y have been searched to the extent as they refer te
a combination with "or" and not with regard to the combination with
"and", provided that the tables combined are selected from Tables 6, 7,
9 and 10. A combination of eiements of table 11 with an element of any
other table has not been searched.

It is to note that the present application appears not to disclose
preferred combinations between any of the tables on which to which a
meaningful search could have been limitad.

The Applicant is to note that shoutd he pay additional search fees for
further inventions, than the above objections may alsoc be raised in
relation to these further inventions.

Claims 75-77,79-81 refers to methods of treatment comprising an "agent"
and the use of the said "agent" for the preparation of a medicament.
The agent refered to in the said claims is defined by the result to be
achieved, such as a particular activity on a particular gene, without
providing, however, any structural features of the agent as such. The
description, moreover, appears not to disciose a single example of an
agent. The subject-matter of the said claims 75-81 is therefore not
defined by technical features and is therefore so unclear {(Art 6 PCT)
that no meaningful search can be carried out.

In conclusien, the Tollowing claims were included into the non-unity
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objection:

fully or partiy:
1-12,14,17,18,21,22,25,27-39,41,42,44,46,47 ,60,51 54, 56-58, 60-62,78,82-85

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 matiter which has
not been searched. This 1s the case irrespective of whether or not the
claims are amended Tollowing recelpt of the search report or during any
Chapier II precedurs. 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 EP0 (see EPO Guideline C-VI, 8.5),
should the problems which Ted to the Article 17(2)} declaration be
ovarcome.
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

Inventions 1-160: claims
%—9,14318,22,29—36,37—39,41,42,44,47,51,56—58,60—62,78,82—84
fully

Method Tor identifying or predicting the predisposition of
caronary artery disease (CAD) in a subject, for monitoring a
subject identified as having CAD, for screening candidate
agents for use in a treatment of CAD, for treating a subject
stffering from CAD, the use of a substance for the
preparation of a medicament For CAD and kits for some of the
above methods, comprising determining the level of gene
expression of the 1./2./3. ... 159./160. gene selected from
table 6, 7, 9 or 10 (the genes referred to in tables 7, 9 or
10 are subsets of those in table 6).

Invention 161: claims 17,29-36,46 (fully);
1-6,9,37,39,41,42,44(partly)

Methods for identifying or predicting coronary artery
disease (CAD) in a subject, for monitoring a subject
identified as having CAD, for monitoring progression of CAD,
for screening for agents for use in the treatment of CAD,
for treating subjects having CAD, use of agents for the
preparation of medicaments for treating CAD and kits for the
above methods comprising determining the Tevel of all genes
defined in Table 7.

Invention 162: claims 21,29-36,50{Ffully);
1-5,7,9,18,38,39,41,42,47(part1y)

Methods for monitoring coronary artery disease (CAD) in a
subject, for screening candidate agents for use in a
treatment of CAD, for treating a subject suffering from CAD,
the use of a substance for the preparation of a medicament
for CAD and kits for some of the above methods, comprising
determining the level of gene expression of all genes of
Table 9.

Invention 163: claims 25,29-36,54(partly};
1-5,8,9,22,38,39,41,42,51(ful 1y)

Methods for monitoring coronary artery disease (CAD) in a
subject, for screening candidate agents for use in a
treatment of CAD, for treating a subject suffering from CAD,
the use of a substance for the preparation of a medicament
for CAD and kits for some of the above methods, comprising
determining the Tevel of gene expression of at least one of
all genes of Table 10.
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Inventions 164-183: claims 10-12,28,29-36,85,86(fully)

Method for identifying or predicting the predisposition of
coronary artery disease (CAD) in a subject, for monitoring a
subject identified as having CAD, for screening candidate
agents for use in a treatment of CAD, for treating a subject
suffering from CAD, the use of a substance for the
preparation of a medicament for CAD and kits for some of the
above methods, comprising determining the level of protein
expression of the 1./2./3. ... 19. protein of table 11.

Invention: 184: claims 27,28,29-36(fully); 10-12(partly)

Method for identifying or predicting the predisposition of
coronary artery disease (CAD) in a subject, for monitoring a
subject identified as having CAD, for screening candidate
agents for use in a treatment of CAD, for treating a subject
suffering from CAD, the use of a substance for the
preparation of a medicament for CAD and kits for some of the
above methods, comprising determining the level of protein
expression of ali proteins of table 11.
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