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B GO:0006810 : transport [32056 gene products) products]
B G0:0015837 : amine transport {1637 gene products] @ B GO:0015803 : branched-chain aliphatic amino acid
ma : amino acid t [1272 gene transport [133 gene products]
products] @ ® G0:0015879 : carnitine transport [27 gene products]
@ B GO:0015849 : organic acid transport [1835 gene products] @ B G0:0015881 : creatine transport [3 gene products)
@ B GO:0046942 : carboxylic acid transport [1811 gene 8 B G0:0042940 : D-amino acid transport [26 gene products]
products] ® B GO:0006860 : extracellutar amino acid transport [1 gene
@8 : amino acid t [1272 gene p 1 product]

@ B GO:0015884 : folic acid transport [15 gene products]

B B G0:0031460 : glycine betaine transport [3 gene products]
"8 GO0:0015807 : L-amino acid transport [150 gene products]
& GO:0051956 : negative regulation of aminc acid transport
{7 gene products]

B B G0:0015804 : neutral amino acid transport [169 gene
products] :

B G0:0015822 : ornithine transport {21 gene products]

@ G0:0051957 : positive regulation of amino acid transport
{9 gene products]

B G0:0051955 : regulation of amino acid transport [22 gene
products]

1 B GO:0000101 : sulfur amino acid transport [36 gene
products]

@ ©@ G0:0034487 : vacuolar amino acid transport [13 gene
products] .
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HESTMEL. Function

[SLC36A4
SLCTAS] solute carrier f
SLC1A3] solute carrier f:
BLE7ATsolute carier family 7,

Rt (DNA clone MGC:48630 )

5 9, nRth (cDNA clone MEC:24085 )
3. oA (N clone MC:41861 )
e (cONE clore MEC:20026 )
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k p<0.05 kK p<0.01
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HsSYWBOL
GABARAPL2
| 6.9 |
L 25 | 1.8 | 1.7 [ 52
MAPTLC3B 6.2 | 50
INF668 | 4.2 | 3.3 | 3.3 | 4.9
SAFB2 | 4.1 28 [ 25 | 47
LGIN | 23 [ 2.3 | 20 | 3.3
| AiFX [ 58 | 24 [ 20
CACYBP | 4.7 | 3.4 | 2.4 | 2.6
PIPSK2B (5.0 | 29 | 20 | 2.6
PONA | 2.2 | 2.0 [T270 7] 25
| RBWS4 | 39 | 2.0 [ 2.4
Clorf63 | 6.6 | 3.3 | 2.1 2.4
JSRPT_ | 6.1 [ 39 [ 1.9 | 2.4
KLET [ 38 [ 23 [ 20 [ 2.3
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Clusterl

GolD Pvalue ExpCount Count Size Term

GO:0006865 0013 1.373 4 4 gamino acid transport

GO:0015849 0013 18733 4 4 organic acid transport

G0:0051606 0.040 1.030 3 3 detection of stimulus

GO:0005886 0011 217495 30 B3 plasma membrane

GO:0005275 0013 1364 4 RS S
transporter activity

GO.0015179 0013 1,384 g g B
transmembrane transporter

Cluster?

GolD Pvalue ExpCount Count Size Term

GO0044262 0004 1299 B pEesiErenmelyeiG
metabolic process

GO:0006954 0006 1845 6 12 inflammatory response

G0O:0006629 0014 2273 5] 14 lipid metabolic process

GO:0009605 0029 2598 6 16 response to external

G0:0008202 0032 0812 3 5 steroid metabolic process

G0:0044425 0019 20808 28 129 membrane part

GO:0016021 0023 18226 25 113 integral to membrane

Cluster3

GolD Pvaluse ExpCount Count Size Term

GO0006310 02 1% 4 4 DNA recombination

GO:0006413 0012 1343 4 4 translational initiation

GO:0032774 0031 10745 16 32 RNA biosynthetic process

G0:0008350 0036 11.753 17 35 transcription

GO000Rs40 0027 4235 8 13 ribosome

GO:0003877 0003 15258 24 48 DNA binding

GO0003723 0006 5093 13 22 RNA binding

Clusterd

GolD Pvalue ExpCount Count Size Term

GO0000184 0026 0.325 g iEedEEEgmecty
nonsense—mediated decay

GO:0006401 0026 0.325 2 2 RMNA catabolic process

5.00

4.50
4.00

3.50

3.00

2.50

2.00

1.50

1.00

0.50

0.00

* *

serum-18

Full | 20-135 ‘ 64-135 Full

‘ 20-135 ‘ 64-135

serum-19

% p<0.01 vs Full constructs of IL5

2012.5.24



(26) JP W02012/067165 Al 2012.5.24

Ooo0o0oao
ASO(FAZE4 BARIFE L fE) IHD (R BIARFE 1L 4E)
(n=60) (n=20)
3.00 3.00
2.50 2.50
2.00 - “ 2.00
1.50 - 1.50 -
1.00 - 1.00
0.50 - 0.50 -+
0.00 000 -
C 20-135 C 20-135
e p<0.01 vs control
goooO0oano
Serum IL5 Concentration
8.00
7.00 =
6.00
Oserum IL5 [HD
5.00
i Oserum IL5 (C)
4.00 %—
8 0 EMean IHD
3.00 c -
< B Mean C
2.00 S
1.00 g
o
~ ** p<0.01
O D C

(pg/ml)  1.89+0.20 4.04+0.44



27) JP W02012/067165 Al 2012.5.24

00000

RIHAE D 2 S EEERFEHLRROCH—T) ERE - RE

A [cut off v FPF TPF B
1.25 0 0.7625
1.24 0 0.7625
1.23 0.1 0.775 L
1.22 0.1 0.7875 ’
1.21 0.1 0.8125 0.9
1.2 0.1 0.8125
119 0.1 0.8125 w | o8
1.18 0.3 0.825 2 |
1.17 0.4 0.825 s
1.16 0.4 0.85 G |06
1.15 0.4 0.85 5]
1.14 04 08625 g%
1.13 0.4 0.875 = g [-
1.12 0.5 0.875 =
1.11 05 0.8875 S |03
11 05 0.8875 =
1.09 05 0.8875 v 02
108 0.5 | 08875 = | o1 AUC=0.7971%0.0267
1.07 0.6 0.9125
1.06 0.7 0.9125 0 ———
1.05 0.7 09125 0 01 02 03 04 05 06 07 08 09 1
1.04 0.7 0.9125
1.03 0.7 0.9375 False Positive Fraction (FPF)
1.02 0.7 0.95
1.01 0.9 0.9625
1.00 1 0.9625
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A. CLASSIFICATION OF SUBJECT MATTER
GOIN33/53(2006.01}1,

GRINZ1/64(2006.01)1,

According to Intemational Patent Classification (TPC) or to both national classification and IPC

GOIN33/543(2006.01) 1

B. FIELDS SEARCHED

GO1N33/53, GOIN21/64, GUIN33/543
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claims
& US 2008/0153115 Al & US 201070311088 Al
& EP 2047263 A & WO 2008/013914 A2

A JP 200%-503529 A (¥Biotech Inc.}), 1-8
29 January 2009 (22.01.2009), {(partial)
claims
& US 200%/0123415 Al & EP 1915620 A
& EP 2216653 Al & WO 2007/015128 Al

S JP 2008-501636 A (Athera Biotechnologies aB.), 1-8
24 January 2008 (24.01.2008), (partial)
claims
& US 2007/0286868 Al & EP 1735349 A
& WO 20057100405 A2

Further documents are listed in the continuation of Box C.

I:I See patent family annex.

* Special categories of cited documents:

“A"  document defining the peneral state of the art which ia not considered
to be of particular relevance

“E" earlier application or patent but published on or after the intemational
filing date

“L"  document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

“Q” document referring to an oral disclosure, use, exhibition or other means

“P"  document published prior to the international filing date but later than
the priority date claimed

later document published after the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

“&" document member of the same patent family
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= BINDER,C.J. et al., The role of natural 1-8
antibodies in atherogenesis, J.Lipid Res., (partizl)
2005, Vol.46, No.7, p.1353-1363

A Masato NOSE et al., ™Nanchisei Kekkan'en ni 1-8
Kansuru Chosa Kenkyu Musaibo Tanpakushitsu (partial)

Goseikei ni yoru Jike Kotail no Screening-ho to
Kanben na ELISA-ho no Kakuritsu”, Nanchisei
Kekkan’en ni Kansuru Chosa Kenkyu Heisei 19
Nendo Sokatsu Buntan Kenkyu Hokokusho, 2008,

pages 53 to 56

Form PCT/ASA/210 (contimuation of second sheet) (July 200%)
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Thig international search report hag not been established in respect of certain ¢laims under Article 17(2)(a) for the following reasons:

L |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2 D Claims Nos.:
because they relate to parts of the intemational application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be cartied cut, specifically:

3 D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

Claims 1-8: The invention of claim 1 relates to a method for examining
arteriosclercsis and a kit therefor. B2As the following documents 1-3 show,
however, it has been publicly known to examine artericsclerosis by detecting
an autoantibedy. Thus, the aforesaid matter cannot be considered as a special
technical feature. Inclaiml, 23 different proteins arepresented. Although
these proteins are classified into twc groups, i.e., (1) a group consisting
cf proteins relating to cytokines, and (2) a group consisting of prcteins
relating to amino acid transporters, these proteins are a mass of procteins
including not only cytckines per se but also various proteins. Therefore,
it does not appear that these proteins are closely (continued to extra sheet)

L I:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2 |:| As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees,

3. I:l As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
The international search was made in relation tec IL-5 in the inventions

of claims 1-8.

Remark on Protest |:| The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee,

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:I No protest accompanied the payment of additional search fees.
Form PCT/ASA/210 (continmation of first sheet (2)) (July 2009)
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Continuation ¢f Box No.ITI of continuation of first sheet (2)

similar to one another, e.g., belonging to the same family. Accordingly,
claim 1 has 23 invention groups that have special technical features
relating respectively toc 23 different proteins. Claims %-24: The
inventicn of claim 9 relates to a method for analyzing a protein, said
protein participating in an autoimmune disease, and, therefore, does
not have a technical feature relating te "a methed for examining
arteriosclerosis™ comprising a specific protein.

Thus, it is considered that the present application has 24 invention
grours.

Document 1: JP 2009-544%71 A
Document 2: JP 2009-503522 A
Document 3: JP 2008-50163¢ A

Form PCTASA/210 (gxtra sheet)  Fuly 2009)
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