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4 MMP-1 31 | ILAw
5 MPO 32 | sFSI
6 HGF 33 | IL4
7 TFEF 34 | MIP-1p
8 MMP-9 35 | IL-10
9 MMP-7 36 |SE-ELoF
10 | IP-10 37 | IL-17
11 | SAA 38 | GM-CSF
12 VAT 39 | G-CSF
13 [ IL-5 40 | TGF-u
14 VT 41 | IFN«y
15 | sVCAM-1 2 | 7FIENIALY
16 FORRTF v 43 | VEGF
17 | CRP 44 | IL-7
18 | C~TFF 45 | IL-12 (p40)
19 MMP-3 46 | Sfas
20 | SAP 47 | MIF
21 IL-1ra 48 | IL-1B
22 | IL-15 49 |IL-2
23 | EGF 50 | MIP-1u
24 | IL12 (p70) 51 | A RY
25 | MMP-8 52 | GLP-1
26 | IL-8 53 | sCD40 U
27 | IL-6
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FIGURE 3A FIGURE 3B
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225955 | 150498 | 6661 |1L-17 37.60 13.52 TIORXIFY 3563.76 | 228894 | 6423 |IL-17 46.36 2990 | 6451

[ 124.37 9022 | 7255 |iila 95.36 18532 VIRFY 191.29 13617 | 719 |Ilia 12268 39479 | 321.80
PALY 335.10 37163 | 110.0 | Ny 23.30 928 PAL1* 787.03 38004 | 4944 | IFNy 2831 9.99 3520
SE-E I LTy 60.34 47.58 7885 | G-CSF 23.84 412 SE-EI LF 41.71 45.85 109.94 | G-CSF 29.55 19.35 65.51
SVCAM-L 175331 51304 | 2026 | GM-CSF 28.60 12.57 VCAM:1 1422.20 54856 | 3857 | GM-CSF 33.26 1006 | 3023
SICAM-1 329575 | 157435 | 41.77 | TNFu 452 15.71 SICAM-1 312173 | 144047 | 4614 | TNF-a 7533 35982 | 477.69
MPO, 59273 1503.40 | 253.64 [ MCP-t 4639 29.47 MPO 218838 | 1952.85 | 8924 | McCP 183.83 21001 | 114.29
CRP 835400 | 629294 | 7506 [IL-12(pd0) 24.93 726 CRP 12951.79 | 549037 | 4239 |1L12 (pa0) 26.01 807 31.01
SAA 220271 | 4017.36 | 182.38 | MiP-ta 41,04 2761 SAA 738307 | 668522 | 9055 | MIP-la 53.41 97.52 | 182.57
SAP 2200.71 370.75 2593 I MIP-1§ 21.28 9.86 SAP 1663.82 907.713 54.56 MIP-1p 33.74 81.49 241.55
V7FUT 2204.67 2771.37 12570 _§ VEGF 40.80 11.45 v7F 1441.00 1806.76 125.38 | VEGF 43.93 17.22 39.19
GLP-1 36.21 10246 | 182.27 |IL12 (p70) 7.66 36.69 GLP-{ 130.29 70099 | 53803 | -12p70) 46.82 92.35 197.24
730y (&K 142.47 33944 | 23825 JIL-13 1141 57.04 7Y (&) 33743 102844 | 30479 J1L-13 401.00 520.85
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n2 12.26 4402 | 358.99 | MMPS 1090.51 1599.16 2 11.66 5.89 5057 | MMP-9 3141.11 261652 | 83.30
Ji-lra 23.11 19.35 23.77 | MMP-13 9.95 3567 M-lra 29.38 9.12 3104 | MMP-13 21.06 189.11 898.16
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TGE-a 3146 8.00 2544 | MMP-7 1004.07 577.62 TGF-¢ 37.56 12.62 33.59 | MMP-7 2070.90 116698 | 5635
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FIGURE 4A
ERZAEOCERICIT 5 KR
ZAF=—H— B2 $D. | RSD. |/SAA~—H— EZ5) Sp. | RSD.
TIORRIF 211617 | 1225.14 | 57.89 | 1117 41.58 12.84 30.88
VYAFY 15801 9509 | 6018 | It-la 83.31 15536 | 186.48
PAL1* 49952 | 438.77 | 8784 | IFNy 26.73 1179 | 4433
SE- &7 LT 75.37 5607 | 7440 | G-CSF 26.24 343 13.00
sVCAM-1 165849 | 44812 | 27.02 | GM-CSF 30.93 4.43 14.32
SICAM:1 352037 [ 1512.81 | 4297 | TNF-u 54,88 1394 | 2540
MPO 1269.64 | 2084.74 | 164.20 | MCP-1 59.33 3947 | 6653
CRP 753214 | 5561.16 | 7383 | IL-12 (pa0) 27.09 6.13 2264
SAA 1773.59 | 3197.93 | 18031 | MiP-1a 50.13 3977 | 7934
SAP 223883 | $55.16 | 24.80 | MIP.1p 26.92 11.02 | 4096
V7Tt 86083 | 1311.22 | 15232 | VEGF 43.79 9.56 | 21.83
GLP-1 54.12 99.58 | 184.01 | 1L-12(p70) 787 1121 | 14241
73V (&) 161.50 | 469.30 | 290.59 | IL-13 21.17 7425 | 27333
C-TFF 4048.15_[ 172503 | 4261 | MMP-2 13215 | 14840 | 112.30
Ed 28745 | 463.63 | 161.29 | MMP-1 18266 | 24224 | 13262
63,98 42.36 | 6621 | MMP-3 7467.26_| 241960 | 3240
13.35 1094 | 8194 |=AFXT 28967 | 25339 | 8748
105.73 15768 | 149.14 J V7T V2 2169.69 | 2831.50 | 130.50
2663 13.82 | 51.90 [1p-10 45258 | 41035 | 90.67
11.04 232 | 21.05 | MMPS 1713.45_| 2162.04 | 12618
24.48 385 | 1571 | MMP13 1407 51.00 | 362.52
10532 | 6005 | 57.05 | PALI" 6622 | 11355 | 17147
1893 1927 | 101.80 | 1-TAC 9289 | 207.98 | 223.91
4344 5712 | 131.50 | MmP-12 1555 3633 | 233.59
17.80 628 | 3526 | HGF 53875 | 84622 | 157.07
TGF-a 3476 7.54__| 2170 | MMP-7 1163.17 | 54769 | 47.09
TIVENIAY 14.96 2.95 19.71 | EGF 48.56 64.54 | 13292
L8 40198 | 91565 | 227.79 |sCD40 YN F | 13986 | 21356 | 152.69
1L-10 14.76 3.07__| 2081 [mmPps 22246 | 44502 | 200.50
IL-15 26,97 376 | 1393




FIGURE 4B FIGURE 4C
Bl 5 RO BRI I B MM i i B2 oKD R BT 5 RE L~
A Aw—H— EZ7] SD. | ReD. |PAa<—a—] %8 SD. RSD. AL A — EZZ] SD. |RSD |NAA<—h— | ¥ $D. | RSD.
TIRFIFY 4041.07 | 245696 | 60.80 m17 45.15 20.95 46.40 TORXIF 2944.64 | 1614.58 | 5483 |17 4339 | 2149 | 4953
VIRFY 165.14 10434 | 6318 | Nl 101.95 454.84 446.12 33229 | 41668 | 12540 [ I 1a 164.86 | 441.25 | 267.64
PALJA 680.06 28174 | 4143 | IFNy 29.47 10.86 36.86 PAI1* 84192 | 266.60 | 31.67 | IFN-y 27.88 603 | 2164
SE-2 7 LFL 39.28 2476 | 63.02 | G-CSE 28.03 7.27 25.95 SE- %7 LFV 3685 | 2526 | 6856 | G-CSF 21.06 435 | 2067
SVCAM-1 1486.20 580.24 39.04 | GM-CSF 33.4 6.80 20.61 SVCAM-1 2435.16 | 97117 | 39.88 | GM-CSF 28.29 5.43 19.20
SICAM-1 3129.94 138846 | 4436 | TNF-o 113.63 639.16 562.50 sICAM-1 3084.39 | 1425.90 | 4623 | TNF-e 43.88 891 20.30
MPO 223600 | 2021.46] 9041 | MCP-1 17520 224.24 127.99 MPO 4056.85 | 240672 | 5932 | MCP-1 337.96 | 112634 | 33328
CRP 12373.56_ | 6171.04 | 49.87 | 1112 (p40) 2563 9.73 375 CRP 11504.22 | 614846 | 53.45 | IL-12 (p10) 23.53 549
SAA 640743 | 675626 | 10544 | MIP-1a 67.31 169.37 25161 SAA 3764.05 | 380832 | 101.18 | MIP-1a 4770 | 29.11
SAP 1610.90 91277 | 5666 | MIP-1B 41.90 143.28 341.9] SAP 221683 | 576.86 | 26.02 | MIP-1B 2211 6.60
VIF L 183607 | 2086.83 | 113.66 | VEGF 4174 11.81 28.30 V7T 4148.56 | 3054.11 | 7362 | VEGF 4046 | 969
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TGF-a 3697 1235 | 3342 | mmp7 2122.99 111485 52.51 TGF-a 32.08 1594 | 4969 § MMP-7 5174 | 46220 | 8938
TIIINIAY 15.30 482 3148 | EGF 422.32 483.79 114.56 7IIILNA S 15.25 285 | 1870 L EGF 40507 | 35797 | 8837
L8 126.83 168.86 | 133.13 | scpand A k] 9965 26162 26255 -8 70424 | 171895 | 244.09 [ sCD40 Y W | 21358 | 31295 | 146.52
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FIGURE SA FIGURE 5B
[ R BHOERICH T 5 MR PO MR OHERITI I B HEHRE L~
Siw—F— | 75 | sp |Rsp. Jodiv2—_ | ¥% | sp | Rsb. s ] SD. | RSD |"Adc—F— | %85 SD. | RSD.
TVRXIFY | 237501 167713 | 7062 | IL-17 3468 | 1333 38.44 ijﬂ;i’/j/ 32308.09 211268 | 63.86 | 1117 45.963 3363.3945 271.03
> 9939 | 7812 | 7860 | Il-e 104.49 | 205.17 | 19636 e 0324 | 14753 | 72.59 |Tl-la 132.63 4. 7547
213.37 [ 25421 [119.14 P 1PNy 2078 | 573 27.58 PALIY 837.56 | 42188 |} 50.37 | IFN-y 2778 955 | 34.39
SE-27 U7 | 4928 | 3675 | 74.57 | G-CSF 2205 | 368 | 1668 SE- ¥ LTy 4279 | 5296 | 12379 | G-CSF 3021 | 2290 | 7583
SVCAM-1 1822.54 | 548.47 | 3009 | GM-CSF 2691 | 1597 | 59.33 sVCAM:1 139231 | 53293 | 3828 § GM-CSF 3337 | 128 | 3381
SICAM:1 312849 | 1607.19 | 51.37 | TNF-a 3513 | 1103 | 3138 ;I;:’M"l ;;:‘;;‘; ::gz"’ ;;2‘; n";”;"‘l : 15377'6923 11013'?3 ]3&‘;
MPO 9540 | 396.70 | 41585 | MCPA1 3683 | 1240 | 33.66 - 2 2 = - : :
CRP 894758 | 670043 | 74.89 | 112 (p40) 2335 | 764 32.74 g‘: 173556:'77: :z;:g ;f‘;; ;lﬁ;llﬂiﬂl i‘;»:)g 273-19’; ;;;z
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International application Ma.

PCT/US2010/027243

INTERNATIONAL SEARCH REPORT

A,

CLASSIFICATION OF SUBJECT MATTER

CI20 1/68(2006.01)i, CIZN 15/12(2006.01)i GOIN 33/53(2006.01)i

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

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by elassification symbols)
C12Q 1/68, C12N 5/08, GO1N 33/574

Documentation searched other than minimum documentation to the extent that such documerits are included in the fields searched

Korean utility models and applications for vlility medels
Japanese utility models and applications for utility medels

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
NCBI PubMed, eKOMPASS (KIPO internal), "lung cancer, biomarker, expression profile, ete.”

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*® Citation of deeument, with indication, where appropriate, of the relevant passages Relevant to claim Ne.

X W0 2008/063413 A2 (Source Precision Medicine INC., US) 29 May 2008 30,32,34,35,37,39
- gee the whole document, especially Claims 1, 5, 6 ; Abstract. 41,42

A 31,38

X US 2003/0104499 Al (Pressman et al., US) 05 Jun 2003 30,32,34,35,37,39
- see the whole document, especially Claims 1, 4, 14, 19; Abstract. 41,42

A 31,38

X lizasa T et al. "Elevated levels of circulating plasma matrix 30,32,34,35,37,39
metalloproteinase 9 in non—small cell lung cancer patients” 41,42
Clin Cancer Res, Vol. b, No. 1, Pages 149-53, Jamuary 1999

A - see the whole document, especially Abstract: Figures 1, 2: Table 1. 31,38

X U5 2006/0084125 Al (Segal E.A., US) 20 Apr 2008 30,32,34,35,37,39
- see the whole document, especially Claims 32-35; Abstract. 41,42

A 41,38

A Ma et al., "Alteration in gene expression profile and biclogical behavior 30-32,34,35,3739
in human lung cancer cell line NL8980 by nm23-H1 gene silencing” 41,42
Bicchem Biophys Res Commun, VYol. 371, No. 3, ppd25-430, 25 Apr 2008
- gee the whole document .

|:| Further documents are listed in the continuation of Box C.

ﬁ See patent family annex.

* Special cateperies of cited documents:
"A"  dooument defining the general state of the art which is net considered
10 be of particular relevance

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

"L"  document which may throw doubts on priotity claim(s) o which iz
ciled to establish the publication dats of citation or other
special reason (as specified)

"0"  document refemring 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

"T" later docnment 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

"X" 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 particnlar relevance;, the claimed invention cannot be

considered to involve an inventive step when the document is

combined with one or mors other such documents such cornbination
being obvious 1o a persen skilled in the art

"&"  dooument member of the same patent family
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Date of the actual completion of the international search
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Date of mailing of the international search report

Name and mailing address of the ISA/KR

Korean Intellectual Property Office
Government Complex-Dagjeon, 132 Sconsa-ro, Seo-
gu, Daejecn 302-701, Republic of Korea

Facﬁmilc No. 82-42-472-7140

07 JANUARY 2011 (07.01.2011)

Authonzed officer

Lee, Jun Hyuk
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Telephone No.
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Box No. II  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.. 1-29
because they relate to subject matier not requited to be searched by this Authority, namely:
Claims 1-29 are direeted fo a method of physiological characlerization in a subject, which fall into the category of diagnostic
methods practised on the human body [Article 17(2)(a)(i), Rule 39.1(iv) PCT]

2. Claims Nos.: 36,4647
because they relate to parts of the international application that do not comply with the preseribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

1) Claims 46 and 47 are so unclear and indefinite that no meaningful search could be made because theses claims are drafted in
reference to multiple dependent claims such as claims 12-19, 33, 40 and 43-45 (3ee the category Box No. II-3 below).
2) Claim 36 refers to itself, failing to comply with Article 6 PCT.

3. [X] Claims Nos.: 12-19,33.40,43-45
because they are dependent claims and are not drafled in accordance with the second and thitd sentences of Rule 6.4(a)-

Box No. [I1 Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

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

1. D As all required addtional search fees were timely paid by the applicant, this infernational search report covers all searchable
claims.

2. I:l As all searchable claims could be scarched without effort justifying an additicnal fee, this Authority did not invite payment
of any additional fee.

3. |:| 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 te the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest I:l The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.
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.
|:| No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (eontinuation of first sheet (2)) (July 200%)



(103) JP 2012-520469 A 2012.9.6

INTERNATIONAL SEARCH REPORT International application No.
Information on patr,nt fa.rmly members PCT/USZ"IU/027243
Patent document Publication Patent family Publication
cited in search report date member(s) date
WO 2008-063413 A2 29.05.2008 GA 2669600 A1 29.05.2008
EP 2087140 A2 12,08, 2008
US 2010-184034 A1 22.07.2010
WO 2008-063413 A2 29.056.2008
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