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Fadov =, Z2Hd, 9, oA, o] ul?
e wjd-deg -t FTEA, ohn| et 35

7, Z9 2(flat packs) 5°] ¥3tect. 1 99 tE 1A VHARE
Yo]E, ELISA ZHolE, FH 2 ZgHAd o] Q. 47 AAAE A9 75t e, A&

4 Ald 2E®)S 7Hd 4 9. bl EsHAE,
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JIEEE & E¥, AR T9 58 didE A 98 vgaznEdgaHE VxR o=

174 7]1E(lateral flow assay kit)2] Fe|=Z Aad 4 o). Ex= A8 F8

= (sample pad), A& A7} ZEEH A& FEW =(releasing pad), AlE7} o] 53] 2=

FSo]l dojues AE T(dE Eol UERAERA) e 2EY, 183 F5 3= (absorption

A Atk A7) molaRolHol dWtA o 54 Ackow AEE &pol= ks BHY 9ol
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AT Wl o8 4] GA Holgor PAFE wNde AET & AR = A

of

S #E 24 7

e oft T
Y

ot I o
o mx Jo

45 I

2
o
oo

¢

ot
2

fo]
=
i
o,
it
2

-z
s
ol
o
)

ZetolME o] g8 54 Wike AEE PRI 2L FF WP AHEste] B4 fa4e DS FEW 0g 3
Bopo] BFAE PHOE FAA] FEoRE sgons 39 4 Arh.  E@, Lzng olgd 54 9
el PEe AFF 2SN Am WAL Zeus FEAZ F solmelsH W] EARE FAF
omH FaE 5 ek,

e
gEdolE 7}d) A 5 e 4l 4 o=
S0, TazschutelE nA AXA WET 2 P Rolo FAE PUS ol§sle] HHow T F
aict
31t

7] ZEB= mRNASH Seldom Aged = Sl Ul A g Jfe] V]2 o] o]l RNA Ei=
b @S onjety] e sl glo] 54 mRNAS] EARTE ST ¢ gtk ZRHE Se|anIEE el
A o) I AFd F A vle”, FITC, Zuhd,

M, g DNA EEH, o|F] DNA ZEH, RNA ZTRH G
DIG To2 FAHALY BAM] &9 da 5o #2449 5 3l
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U FFasr AH9-S(PCR), DNA AlE7, RT-PCR, Z#to]® A9 (Nikiforeov et al., Nucl Acids Res 22,
4167-4175, 1994), a7 L Eel= A A (Nickerson et al., Pro Nat Acad Sci USA, 87, 8923-8927,
1990), AP A 5o]4 P(R¥(Rust et al., Nucl Acids Res, 6, 3623-3629, 1993), RNase == HcH(RNase
mismatch cleavage, Myers et al., Science, 230, 1242-1246, 1985), ©+¥7}+ JA] v}&l 3 (single strand
conformation lymorphism, Orita et al., Pro Nat Acad Sci USA, 86, 2766-2770, 1989), SSCP % 3 HZF=
g2 FA B (Lee et al., Mol Cells, 5:668-672, 1995), ¥4 u] A W7]9E(DGGE, Cariello et al.,
Am J Hum Genet, 42, 726-734, 1988), ¥A 1%t A AZvlE 13 (Underhill et al., Genome Res, 7, 996-
1005, 1997), &4k ®vES, DNA 3 5ol Sk, 7] 43t w39 dzs =8 stolBarolAo]d (Maniatis
T. et al., Molecular Cloning, Cold Spring Habor Laboratory, NY, 1982), <$IAlF 3lolBE gltfo]A|o]M
(Jacquemier et al., Bull Cancer, 90:31-8, 2003) % wlo]z R0y o](Macgregor, Expert Rev Mol Diagn
3:185-200, 2003) W Tl AUrt.

et kAt shera Al HdE 2AAES Aedt diE dEse Wy dRiF o R AR
2 ¥gst £ gtk dE £, PR WHgo| 275+ dNTP(deoxynulceotide triphosphate),
4 Tdai(polymerase), F3rlavla 59 o4l 2388 4 dom, A@] 875 = dANIP, A

o
=

FA Al (sequenase) &= X33t = 9t}
2
=

4
N o
e
)

Heplle, B ouwel e Badl SSawA A9s 2YEE J|E Et vholAzoldels Fuz A

dE B9, old FHA= oy & B v FHAA tiste] ol x
RT-PCR 71E, ¥ @] wpA {129 DNA B Ee|ayfEd Qo] =rt 2ag 7as

o3, ¥ W@ AAde] ool BS gAsA APA. W@, H] ANdES ¥ APe dAss dew
2 owyo] Wgo] A olste] YHE A ohrh,

1-1. A8 £3

EAE(DC) R HAFHIACS =38 AdAysiste
A

Y g BAERE 43 A8E F45

tlo

s
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# 1
T Tumor
: ’ . RECIST Size
AR cStage pStage Evaluation Reduzction
Rate (%)

CR1 e I sD a

. CR2 A e FD =30
Chemcre{s&s;?nt Group CR3 1A B an 9
CR4 e A sD 10

CRB e e FD 50
C51 A e FR 3D
Cs2 Ji=1 1A FR 46
C53 1A I FR 50
CsS4 A A PR 88
Chemoresponsive Group €85 e 1A PR 80
{CS) C56 B 1A FR a0
Cs7 e 1A FR 30
Cs8 A A FR 50
Csg A 1=} PR 50

CE10 e A FR 2.7

CR = chemoresistant ; C5 = chemosensitive ; cStage = clinical stage ; pStage = pathologic stage ;
MG= nuclear grade ; ER = estrogen receptor ; PgR = progesterone receptor ; Herd = Her2 receptor,

tD=stable disease; PD=progressive disease; PR=partial response

7] BAERNEH APsRtey del A A uE AFskdT. 7o ghapel] diste] daysigran A& A
w35 St 3F7]e] Adgststay S A $of kel AVIE ArlEW olmAE ol&ste FAS .
¢ A7)e] WEE Axtsle 1y FFolA vbg 7 7] (Responxe Evaluation Criteria in Solid Tumors,
RECIST)ol] w& Az}t that w32 9713}t Therasse et al. (2000) New guidelines to evaluate
the response to treatment in solid tumors. European Organization for Research and Treatment of Cancer,
National Cancer Institute of the United States, National Cancer Institute of Canada. J Nat!l Cancer
Inst 92, 205-216]. @7} A= 471 & 1o 37 yehdida, 2 A3E e 1599 @5 1089 3t
StamiAl Mz} 5] sheta Al AT eR ekl

1-2. 4 N-SFo|aZ2g L £4

AQssray G A U B9 Y ARERE N-Ad FelolzAeeltg Augor Relsud
[Zhang et al. (2003) Identification and quantification of N-linked glycoproteins using hydrazide
chemistry, stable isotope labeling and mass spectrometry. Nat Biotechnol 21, 660-666].

Zyzbe] Alzol thste] 3WH Z 45709 dlolE| 4| E(dataset)oll thale] N-Feto]lma3l 3 ZT2ZHSS
Rk, X 1o Agstetaye] gk wES dFar] 93 g duld Zzado] BAS 93 53H A
Aol AAHel RS vEld =S YeERRAT.

AMAR 7-EEE FEdl EWAF o] A|ZREE s v AHAEZME(FTICR, LTQ-FT, Thermo
Electorn, San Jose, CA)Z ©]&3% N-=Zgo|m a3} Hetol=59] gll-Za LC-MS/MS #4S& E3] Heloj=9
EAS A Min et al. (2007) Ultrahigh-pressure dual online solid phase extraction/capillary
reverse-phase liquid chromatography/tandem mass spectrometry (DO-SPE/cRPLC/MS/MS): a versatile
separation platform for high-throughput and highly sensitive proteomic analyses. Electrophoresis 28,
1012-1021].
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A AMeolzo] EXogRE FUI vl F#~(unique mass classes, UMCs)=
solstoll.  WE o= Ak ~sEZ AV(E DA FA)e Bioworksm A2 Egol(v. 3.28F2, Thermo
Electron)®] ExtractMSn(v. 3; creation date: 2006. 7. 18)2 o]&3&}o] FEFa}daL, MS/MS ZT#AAM A b
o]E}E= SEQUESTE Alg3&te] AAsl7] Ao PE-MMR ®HH o2 ®ASATHShin et al. (2008) Postexperiment
monoisotopic mass filtering and refinement (PE-MMR) of tandem mass spectrometric data increases
accuracy of peptide identification in LC/MS/MS. Mol Cell Proteomics 7, 1124-1134]. PE-MMR AZE o]
Z AFE3Ste] Zhzbe] dlolE M Eo A Hit 7893 UMCs7F &l & tt.

ARAZ g5 14-w5 FejaE Al2#e] SEQUEST(v. 3.14) dlolewo]lx HAME T3 Hefol=to] IS
golsta, o #A Axtes ed-tzmo] W (target-decoy method) &2 7}t tH[Elias et al. (2007)
Target—decoy search strategy for increased confidence in large-scale protein identifications by mass
spectrometry. Nat Methods 4, 207-2141.  Z+ Ho|E|A|Eo|A H 1 81.4%] Felol=rt N-Feto|m 23 et
SEERE R

YAz Felol= g HAAe NCs AHE T3] UNCs oJH Y =~ (abundance) & AAFSFATE.

AR 45709 BE dHolEAEANA glE 2699709 Fete] =(93070e] w el ) E Eetes AHR
of Agtsla, e =TglAlo] A (quantile normalization)S o]-&ate] AHFolN HEE w3l Bolstad
et al. (2003) A comparison of normalization methods for high density oligonucleotide array data based
on variance and bias. Bioinformatics 19, 185-193].

npxjuto g2 Hegl 5o WMoz LC/MS A HEE Aabste], Felol= EA(MCs)el &el, A% = HHS
Easte= AukA el gal-Z g A% HA o) HrFetE Tt Mueller et al. (2007) SuperHirn - a novel tool
for high resolution LC-MS-based peptide/protein profiling. Proteomics 7, 3470-3480].

1-3. 8H N-S@o|laxzeFdA Hd AEd o7t Sl= Hetol=o Md

27] 1-2014 BEstal Ar=gs GukstAlZl 2699719 FEol=ES SEa Al Wb AT AtolellA
o|=(differentially expressed peptides, DEPs)E 2Q13}7] 1, 445 Felol=
FEol tiate] oFdF t HF(two-tailed t-test)e} Y= B A HEWilcoxon rank sum test)S EF A
3ttt Proschan, M. P. F. a. M. A. (2010) Wilcoxon-Mann-Whitney or t-test On assumptions for
hypothesis tests and multiple interpretations of decision rules. Statistics Surveys 4, 1-39].

BA 7 ASe AFAS =olv] Hsle, FdHE Felolm= FollA WA 1398719 ZEpolZ A} FHH| e I
Blol=gat 7} APre] #xES] W ARelA ofWHze] 30% ool EAE 7427h9] etel=g A9,
5587019 N-Zelo]lz A3l Melo]= (116719 A4 WA (unique protein))® AZ S AAsHgT).

fo B
off

Tl

WA A7) 27 A AFoA BE oF A& (False Discovery Rates, FDRs) < 0.052 &=3}+= 79719 DEPs&
Aelsl e Storey et al. (2003) St
S A 100, 9440-9445].

=
atistical significance for genomewide studies. Proc Natl Acad Sci U

ttgo g A7) 797019 DEPs FolA, & HIEES 717 2 o]t EHQ 3R] e DEPs(non— redundunt DEPs) &
7472 g Aoe|| o)AV, EE sltel Ado] EFQEA] e DEPsE 717 gl Ao f$stE A E EA
FHA WA A5 F o Fet A Zlo 5= pRNAY HgstE Ao = 5070 DEPs(24

KR 3
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e Pepride m Symbal  Protein Dascrption Mo T
test) bl
1 EAALAATNAQNN@GSNFQLEETSEA IO0Z4S  ABSG  aipha-2HS-ghycoprotein BELHE 008 g
1 EVC'QDC*PLLAFLNGDTEV PIOIZHS  Amse  aiphadHS-ghycoprotein imue M8 g
3 LAAFNAQNN@GSNFQLEEISR A mf"m AHSG  aipha-2-HS-lycoprotsn 210997844 "-“U"“" 0.0039
4 KYDRN@SSMEYSTAKG TIOII2  AROB apolipogroren B (ncludmg As(r) iizen) LRsTE MR g
5 KSKPT Y YSTAK G FOOIN2 avom apolipogrotem B (including Az(x) antigen) e
§  KLATAISLSNEFVEGSHN@STVSLITEN TPUOMEZ APOB apolipoproten B (mncluding Agis) antizen) A AN i
7 KFVEGSHN@STVSLTIEN UGS APOB  apclipoproten B (micluding Ag(s) anizen) R AN g
B YEPSAGN@NSLYRD [PU0ISE2  APOH  apolipoprote: H (beta-2-givcoprateia ) e AR el
9 EDSAGN@NSLYRD PHOSEE  APOH  apolipoprotein H (veta-2- gipcoprotein T) 1073.;0?16 "-g“ 00010
¥ EWNVNAPPTFHSEMMYDN@FTLVEVWGE E TR BTD biotimidase amanes MM ooy
I LTPATNHMEGN@VIFTIPANRE e c coenplement componest 3 uRE A onsm
12 TPATNEMEGN@VIFTPANEE Tisa a complement camponent 3 RORE M0 sam
5 PATNHMEGN@VIFIPANEE s a Complement compeaent 3 Tt X amn
T T 0003225 e ::;I)mt componant 44 Qodgers tlood  NOSSIOR 009 gy
TR e m0o0a2s o ;:;:)mm companant 44 Godgers oot IOO2TI0 00 g0y
s RRFEQLELRPVLINVLDKNGLIVSVEVSPVEGLC'LAGGGGLAQQVIVAG  TPOOS2S i complement compament 44 (Rodgers Wood  M0NN 0046 pooo
EToup) 1 4
17 EFEQLELEPVLYNTIDENGLTVSVEVSPVEGLC'LAGGGGLAQQVIVEAGS  BIOpSNIS Sk couplenent compennt 4. Bodges ool sizgqing 04 o
18 EEWDNATTIEC*RL TPOOMSES  compR complementcomponent 4 tinding protein bern h o PO gy
18 ETLFCN@ASKE [PUOI2S8S  c4MPB complementcomponent 4 bindinz protein beta 02000 BB g0
0 EFSYSKN@ETYQLFLSYSSEEK TP o complement component & nmens MB g
U KIVID TYIVIDGSDSIGASNGFTGAK K mmoingsg CFB complement facter B 3057.48800 '”;1“ 0.0120
1 REVIDPSGSMENYIVIDGSISIGASNZFTGAEE HrHRe B complement fctor B apan AR o
B DGASN@VICHNSRW T cFE complement factor H n MBS omss
14 IPC*SQPPQIEHGTINGSSRS kit crH complement factor H PR SR Gaiw
25 YPDN@TTDFQRA TG @ ceraloplasmin (ferowiase) LA 001 ppgs

_12_
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¥ 3

Yo i e — e FE
st} bl
%  KEN@LTAPGSDSAVFFEQGTTRI rpmolelm cr cenloplhsmin (ferosidase) J'J‘fml "-{:“ D307
17 IIWNYAPSGIDIFTEEN@LTAPGSDSAVFFEGGTTRT HHeI00 = ceraloplasmin (ferraxiass) s M aan
¥ RN@HSC'EPC*QILAVES T 12 coagulation ctor XII (Fla geman factor) LRges MY oum
W RYPHEPEN@STTHPGADLQENFC'RN FHoNs n coagulation: ictoe I (thramibin) TG WE s
30 PHEPENGSTTHPGADLQENFCRN g n coagulation Bctor T (fhranhin) WL W i
31 AKMVSHHN@ITTGATLINEQWLLTTAKN TR 0 haptoglébin WSRO0 g
8 AR Tmosies i e BERT 0 gy
S RN, TOORH gy e SIS 006 gy
3 KAIPQPQN@VISLLGCHTH- mmgzm Y ‘hemopexin 1-"35-:”31 0-2“ 00164
3% TPLTAN@ITES TPUOIS  1GHAY  imwmoglobulin beavy constant alpha 2 BIgHE M8 G
3§ KVFPLSLDSTPQDGNVVVAC*LVQGFFPQEPLSVIWSESGQN@VIARN OIS 1GHAY  immumoplobmlin beavy canstant alpha 2 amaus M gae
YRR UL TSy s ASIL 003 gy
38 ELHINHNN@ITESVGELPES TS LM mcm gl MY
3 VPVPITN@ATIDQIGEW TIOME oRMI  orosomucoid 1 DS MR g
#  IPLC*ANIVPNPITN@ATLDQITGE.W s oma orosammucoid 1 BRAPE I e
41 EIVSN@HSALESLAIPLOAPLET TR FITP  phosphlipid mansfer protein RRam MU gaw
2 RGKEGHFYYN@ISEVEV THOME pirp phospholipid manster proten R - 1 E)
43  KADTHDEIEGLNFN@LTE PI0S517  SERPINA  corpan peptidase inhibitr, clade A, memmber 1 mlae  ME ges
4  KADTHDEIEGLNFN@LTEPEAQIHE PRI ‘:r-:m;ma sarpin pepridase inhibitar, clade A, member 1 zmgmis Dgﬂ 00
45  HDENEGLNFN@ITEPEAQHEGFQELLRT mmo;‘sm m‘l’m serpin peptittase inhibitor, clade A, member 1 3”7-_;’3”5 D-“;'i 00117
%  ELGAC*N@DTLQQLMEVFEF TPHQILT  SEROINCG i peprdase inbibior, clae Cmember 1 10000t DBET g oy
4 EGVISVSQIFHSPDLARDTFVN@ASE T PI0RI8S  SERPNG  opin peptitace inhibiter, clade G,member 1 271738004 O gosm
48  EDTFVN@ASET [PI0IOIES  SERMING  sorpin peptidase inhibiior, clade G, member 1 0000 017 g
%  EN@SDGFDGIPDNVDAALALDAHSY'S rpmallqm VN vitrogertin Zm-ﬁl‘”“ ”-3“ D260
50 YDDGEEKNN@ATVHEQVGGPSLTSDLQAQSE.G e AL 2 e

470 ¥ 2 0 % 39 AEpo|= AN X A2ER1e) FhulnEeelold, #i wA o] ks @ @ ofx
S0 GRS 247 el

271 5070¢] XA ¥ DEPse] MS 2 MS/MS ~#HEgtE Z2AM8E A3} 50709] DEPsS] N-ZEfo]lZ 2 3ts &elsk 4= 9l

Fr=

w3t 3t WAl AT g Abele] A7) 507H¢] DEPse] el xfolZ Feld 4= k. dE B9, &

2at ststawiAl 9174 3zl = 2 by WA A Fxe ZZe Hd ¥3 A=E JeldE AT

oA A <E K.SKPTVSSSMAEFKYDFN@SSMALYSTAK.GE 7}%l o} 2| 2 H|QIB(APOB) 2l DEPs9] o]AE=ZH F#x
H/\

2 AERS e Ao, shetamal Mgkel WHEe] ojwud kel 2w oy F7kuo} W
Ak U Aol Sels] thE e vhehygc,

% 2ct BHSAMAl WA W UM APOB fre 47he] DEPse] AT ofMRl g ehdl Sgmas,
o} 2] E X ZEISIB(APOB) Fehe] 47he] Mepol= wol A SstanAl Awa WgE Aol A oful el 3
o7} A& wAFT A,

EF % 20 SStMAl AT WATO wstel 4 mEe AetolmeA o B oUdsE =
2 samal el APOB FeSl ahe] WElol= mFo ofMu st sstawAl v
A @A Ao Hate] @A FAANLE FAT F ATHP = 1.291x10 ).
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1-4, Se2E3 9 8§ Hize-79d £4

71 1-30ll A A8 E DEPset AlRE Z47te] #d il whet 1F3E AlEsglt. g
At Abele] ZpolE AlZslstar, Z42ke] DEPs7F 7HAlE e HAl Ty yAde
S VIP Zk(variable importance in projection)ell 7]utate] Aitslr] 9ste] B

least square-discriminant analysis, PLS-DA)S ©]&3}%tH Geladi et
regression: a tutorial. Analytica Chimica Acta 185, 1-17].

HA HE HAAS-EE B8 AAE7] A gsta Al ke Uidw AlolodlA Wl Ao xfolrb gl
= Felol=(differentially expressed peptides, DEPs)¢} F# &z 4 7o %z 2 AEF Ho|g A EA

ZFol7F = mRNA H e Ao Z}ol7) 9= WA (differentially expressed proteins,

AHA HNEE= & Aol Al ZAEADC) WA HHE mRNAC] g3t 2d *

Ao A FHAFHA(AC) WA HAE nRNAo of-&3te 1 1, AdA MEs et 2204 =AE
9 =22 (D0HC) AT A DEPse] WA ol elw vlula AEE fourer

mRNAo tf-&-3t= L Apololtt. Ay HWA AEE Asgsistafe] gk 14y 2
7o o @ AEL FAAATL AFS BT Hsted T

zyzte] "lo|HAE A W& Ho] Zol7l = AR (differentially expressed genes, DEGs) ¥ & HL
o ztol7} Y= T (differentially expressed proteins, DEPs)E w}sF t-7 o4 FDR < 0.05¢1 A}
XPRESS H](ratio) » 1.5 H+= XPRESS H] < 0.06791 A z}7F s},

LS L= )

%= 3ol A7) B3 dolEAESE $ Aol 1-3914 e DEpso] ZelxE® AE S| EW (heatmap) >
2 Jehdoh. A7) E 394 ARE o2%o) wse B ubgo)x] Ml 50719 DEPse} 4 /o] zA &
AEZF HolHAENAM A& wd Ao ZPOV} A= FAADEGs) Atelol M Te¥E FHA Ee duds

bl slow ) shbe] el EHa=o] DEPs7F de A-p-oll= shubnt yERi AT

gk = 32 A7) 50709] DEPse] I s el o] BEAS ZASHY] $13ked, DEPse] Amol dist AlSH Sel~
E]3}(hierarchical clustering)3t Zolt}. = 39 Ze|2E3 Ad= DEPsol 5709 Z#|2E7F A48+, 2
T 2928 2, 4 2 59 MY SE2HE UM SE2H 1 2 3o H|gte A WA oZRE §
oS EEstede] 838 HoFa .

TS E 32 FAH(EE AB)oE /e FHAEVF EA8t, 5 WY BEE e A g AR 1-5]8 *
shala, 49 o] ststawiAl UzkAl FAHCS 1-419F 678 3pste Al WA 3 HCS 1015 xFetes Ao=
SH2=HE 9 4 dok. ol [ [eke] e Ao dHNSE YERAY. I™d BoldAR 4789 g
SWHA N 34 S 2~E([CS 1415 UHA] ststa Al 91zd 3} S 2~EI[CS 5-10112 237 gsha
HA W8 g F212F[CR 1-5]9F 9I== 29 (dendrogram)©] FAFSAE. o] # & FAM S steta Al Wzt
4 A 29 2~FHI[CS 1-4]¢F st Al WA A Fe12E[CR 1-5] AtelolA] DEPsS SE&2~8 1 % 39 ¢d
e o] fFAley] wiEot

upelA] 7] Eelav® Ay DEPse] Sul4E 2, 4 R 5% FE e WA Wik Sxtet Ul EAte] AolE A
Het=de] F88S JEhdn.

A7) FEHE dmEe WA DEPse FEAH 2, 4 % 5o EdEE Aow, HA 4AA E(complement
component 4A, C4A), H.A 94%(complement component 9, C9), A&=ZZE~W(ceruloplasmin, CP), A==
MAMejdlo]= AsfA|, Zw|o]= C, WH 1(serpin peptidase inhibitor, clade C, member 1, SERPINC1), t}S2
2 DEPs9] Z8 2~ 1 ¥ 3¢ ¥3H= Ao 31904} XIl(coagulation factor XII, F12), wvlo]QEUHol=
(biotinidase, BTD) % Q2K 3o|= 1(orosomucoid 1, ORM1)o]iT}.

shstaal Mgy Ssh Uiy B8 TEsts dol QlolAl A7) 1304 e 50709) DEPse] TiA 7o
S8 WA slol WaslT.  olF Aaiel, FE ALASUE LHE T QU rse] VR 22y
s 39l

Kol
[Chong et al. (2005) Performance of

some variable selection methods when multicollinearity is present. Chemometr Intell Lab 78, 103-112].
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[0086]

[0087]

[0088]

[0089]
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stebaial Rz @AkE Sl

% bt 5070€] DEPsS] VIPGHE WEAEo® AU Aow, VIPgel Arks AL sStawA Wy Bas
04 Bae] PRl Aelwst e A% ovjan,

w2k VIP Fte] 18 d+ AHSG(alpha-2-HS-glycoprotein), APOB(apolipoprotein B), BID(biotinidase),
C3(complement  component  3),  C4A(complement  component  4A),  C9(complement  component  9),
CP(ceruloplasmin), HPX(hemopexin), ORMI(orosomucoid 1), PLTP(phospholipid transfer protein),
SERPINAI(serpin peptidase inhibitor, clade A (alpha-1 antiproteinase, antitrypsin), member 1),
SERPING1(serpin peptidase inhibitor, clade G (Cl inhibitor), member 1, (angioedema, hereditary)) =
VIN(vitronectin) & 13%<] @¥AS A=),

1-5. fj2¥ B3 =3 Wy zpo] P

71 1-40llA A8 e 135 G spsta Al g skxkel wl

Hol A4 NEE FPIUG. A
¥ 4
Tumor
Patirt cStege’ | pStage’  |clauation|Reducon
Rate (%)
CR1 TIA A FD -29.8
) CR2 A 1A S0 13
Chem U!‘EI%S';‘E}I'IT. Group CR3 A e sD 6.7
CR4 A mic sD 175
CR5 mA i@ sD 21.1
C51 IIIE 1B PR 37.8
cs2 =3 PR 389
C53 IV A, PR 431
Chemaoresponsive Group Cs4 118 1A PR 46.4
(CS) Cs5 if:} r PR 46.7
cs6 1B | FR 70
cs7 1A A PR 875
G538 1118 FCR PR 100
CR = chemoresistant | CS = chemoseansitive ;| cStage = clinical stage | pStage = pathologic stage |
MG= nuclear grade ;| ER = estrogen receptor | PgR = progesterone receptor | Her2 = HerZ receptor.
SD=stable disease, PD=progressive dizesse; PR=partial response,
7] FAEREE Agsgaen do I ARE AFST. @ ARdA w2 sEE EAskE 639 ¢
wAS AAs] ste] tE 38k A4 LC Z¥ (Human 6, Agilent, Santa Clara, CA)E ©]83}e] Hlo] o mlA
TR o] HaEe IS = F e dHASS AASUT. o] #AgellA SERPINALE AAEAT. B2
grye Yo dMAs FEE FA F, SDS-PAGER wuldS ¥elslal PVDF #EeHld A& A
WEEAL 56 GG ALdA 1 A Begskn, 14 FAE ARG, oA 2 AR F 52
04 AsA el 2-53 23 AR AeolA 1A WA T, NEE PEIAYG. 13 FARE 47 15
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oA AHF SERPINALIES A3+ 12 F¢] dwae] 14 A4S o] &3},

A7) 12 29 vz ZoA oA WA BAe "z x} Alolo] vl wa o] xlo]Z e AL
AHSG, APOB, €3, €9, CP % ORM1 & 6ZFo|3it}.

% 5% AHSG, APOB, C3, C9, CP E ORM1 Z}Ztofl oldt s}stawiAl wizkA shxlo} A A} Alole] v Zol&
g8l Bghs olgsle] Feld XA, (3, €9, CP Z APOB 4%F°] vl steta Wil wztA szt
WA gzt Alolol AAZE 2pol7F YAL(P<0.05), AHSG(P=0.0797) 2 ORM1(P=0.0534)ollA = <7kl zpolut &
A3t

371 A= LC-MS/MS dlolelol A Eelst wtd zpolo} AXsl= oz, 53] 659 ©HA FolA AHSG, €3,
C9 2 CP 4F2 3stawiAl WA é_‘rx}g‘r WA #xle] el f-2]dk DEPse] Fel2E2, 4 2 59 3719 F&
2Elol| &3h= BolqdTt.

AA 2: A3 {oF FxpoA At ad g AR S AF

271 A 19] 1-504 A3 dup-2-HS-F2fo] 2 Z 8| ¢l (alpha-2-HS-glycoprotein, AHSG), oFEXZH| 2l
B(apolipoprotein B, APOB), XA 34 %(complement component 3, C3), ®.A| 9 ﬂ*(complement component 9,
C9), ME=ZZZ2"(ceruloplasmin, CP) % &ii%iolc 1(orosomucoid 1, ORM1) & 6F<9 ¥ wlolon}

£ o]&3le], PLS-DA Rl 3] 7] 1-59] 139 <] et 3AEe] diste] **635}@}9-‘?3 of gk AFHES
oS3kl

T 68 6% AYH uylo]omA %3S o]#3F PLS-DA A¥E Ykl Aow, Iidde steteA A s
2h, A EE gstaA nAAd #FxE depde, dade 2F 5otk AR FFEALVL, Lv2) ¥
PLS &%k ZdollA Adeold A4 ¢4 (decision function)E o]&38te], AA ol sl Fol A5 FHFA
& EAEte] AR W HEE AltEith.

shupe] A A7 (CR5-11) o] sFstamAl wizkat d9do] x3dE AL AQstas, YA BE AasE Z2F
el oste] Feta Al WA A WA BRE AEs] dEFsa, ol E 7o UEhd A Zo] s1E
SHA N Fxpet WA FA) Atolof] WES w1 Ao ApolE YERTH(p=1.0699e-017)

9 et & 8e W A5 e

z=9
Ed]
Sample set (n=15) Alignment of Identified Peptides (UMCs)
DC + AC resistant DC + AC sensitive 2699 aligned peptides
n=5 n=10 T
b i
Triplicate glycopeptide capturing Selection of Differentially Expressed Peptides
! T-test & Wilkcoxon rank sum test — 79 peptides (FDR=<0.05)
i

LC-MS/MS (FT-LTQ)
Identification of Peptide Features (MS1 data)

Proteins more than two non-redundant peptides

Integration of mMRNA & protecmic data from tissues

Identification of Unique Mass Classes (UMCs)

1
50 differentially expressed peptides

Mass correction and DTA fittering (PE-MMR) l
Peptide Identification (MS2 data) Selection of biomarker candidates for validation
Peptide identification (SEQUEST) VIP values from PLS-DA
Evaluation of peptide idenliﬁ;aiion results (Target-Decoy) l

Testing of Selected Potential Biomarkers

Western blotting of selected potential biomakers in
Integration of peptide search results into UMC information independent samples (n=13; CS=8 & CR=5)

Peptide Quantification

d |
Calculation of UMC abundances PLS-DA & Survival analysis
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EH4D
Protein |Peptides
2 s T AAFNAGNN@GSNFOLEEISR A
K AALAAFNAQNN@GSNFOLEEISR A
18 APOB K FVEGSHN@STVSLTTK N
18 | B1D K WNVNAPPTFHSEMMYDN@FTLVPVWGK E
P ATNHMEGN@VTFTIPANR E
14 c3 T PATNHMAGN@VTFTIPANR E
s L TPATNHMEGN@VTFTIPANR E
R R FEQLELRPVLYNYLDKN@LTVSVHVSPVEGLC LAGGGGLAGQVLVPAGSAR P
are R RFEQLELRPVLYNYLDKN@| TVSVHVSPVEGLC'L AGGGGLAQQVI VPAGSAR P
= s, - cy R FSYSKN@ETYQLFLSYSSK K
1 P [ WHYAPSGIDIF TKEN@LTAPGSDSAVFFEQGTIR |
08 Y PDN@TTDFQR A
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o PLIP R GKEGHFYYN@ISEVK V
SERPINA1 H DEILEGLNFN@LTEIPEAQIHEGFQELLR T
02 SERPING! _|RDTFUN@ASR T
VTN ¥ DDGEEKNN@ATVHEQUGGPSLTSDLOAGSK G
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Eds

AHSG c3 CcP

1 P=0.0797 35 | P=0.0039 # ﬁ P=0.0080

2.4 D _ .
20| & E 25 3 =

=

1.6 l
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