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9ete] g W/mw= ¢jete] wrlo B3I HRE AFT3H7] e, ENAT8/CXCL5(epithelial-derived
neutrophil-activating peptide 78/chemokine (C-X-C motif) ligand 5) %+ SDF-1/CXCL12(stromal cell-
derived factor-1/chemokine (C-X-C motif) ligand 12)¢] @& = 23}t nl7o] #A3F Ao},
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2 A dolA, "IIE S $19e] A 2ol o = st = e HARE 7I7E v
s, SA2RE Eed AETH ASE5EH 2 U3y gd B 53 riAY £ES 54T 5 e FeEE
W Agko] ¢lvt. vl sHA =, A RIFQICIENATS/CXCLS, SDF-1/CXCL12, B/ CEAY Eold o g A st B2
S Xgeta glof, ﬂl“7}°1°ﬂ AgE = B 4 AT F e FHd 5 e, Y] S upEhA st
A A (antibody), WEFH (aptamer) 5 ¢ 4 Qo1}, ENA78/CXCL5,SDF-1/CXCL12, 2 /E+= CEAo] Solxow

= Boleb oo AwEA gt

2 oawe xRy EEE AESH A|ZE25E ENA78/CXCL5(epithelial-derived neutrophil-activating
peptide 78/chemokine (C-X-C motif) ligand 5) /%= SDF-1/CXCL12(stromal cell-derived factor—
1/chemokine (C-X-C motif) ligand 12)¢] F+& SAH3 1, AXN xR A5 53 v|ade], 9 A
EE e Wrld #3 AHE AFse WHES AT, o] Yon Y Ak e ] yrle #gk A
HE AT + = vrgd o 238
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)

T R oaye gxzRyE Ryd AEE AJER3E, ENAT8/CXCL5(epithelial-derived neutrophil-
activating peptide 78/chemokine(C-X-C motif) ligand 5), SDF-1/CXCL12(stromal cell-derived factor-
1/chemokine(C-X-C motif) ligand 12), % CEA(carcinoembryonic antigen)® o]Foj% o 2RE AEEE= 3}
ool wiAe] FEs S5A5tn d dxzs AR e vlaste],  9feke] A Hel(distant

,]
) O
metastasis)oll #3 AHE A|Fsl= WHS AFsi).

wek E odlwe ENA78/CXCL5(epithelial-derived neutrophil-activating peptide 78/chemokine(C-X-C motif)
ligand 5)oll Eoldo =2 ZAFst= A B JEHE X348, A9 g = o9 ¥§7] JAd§ 71EE
A &g},

B ogyo] o FA|de] lojd, A7) J]Es= SDF-1/CXCL12(stromal cell-derived factor-1/chemokine(C-X-C
motif) ligand 12)o] Eo]d oz Agst= A = el 2 /= CEA(carcinoembryonic antigen)o] Eo]4
o2 Aste A e JEHE 9 23 4 Q. o] Qdk fte ' e Yo WrE ddd 4
AT wiAC Foldoz Hjlshe= A &

)& mhAE wmete] Ak Aol
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Ak AEAHE FIAL & dE A9y e 2 A9 H7] Ae A% A2 vAE ZEQlsty] $1ste,
Aetne] Y (Yonsei University Health System)S W3 3tz FolAq 3 14%/\]73(gastr01ntest1nal
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endoscopy) # A4 (biopsy) <= ] = 2
Hog FRIATY. FHE EH%X}%OHFH—E Ao HAF UE&s %1‘5501 Adetglon, uxH sS4
of A& 3T, 1AH o2 FFHE FAE TN APl o IS =ol7] sk, v A
A e FHE(THAH ANAD(chronic renal disease), HEZWMZE(1
mellitus) 5), & & AdS v s, O ATHEZH 7]§§°ok(gastromtest1nal stromal tumor,
GIST), WEY ZZ(mucosa—associated lymphoid tissue lymphoma) &) Z&& WHE AL 7]&Ed Yok ek
< B ARE 9 dHo] e IAAES AYste] 2xkHog EREGT. 2aH o ERE XS FolA
A S W FAELS K-ray, (T #, PET 9 59 WA £4& &3] Al #7]|(stage) & &RIst
International Union Against Cancer®] TMN stageol] whe}l #7F3} 1L, olol wet &
THoz9de Hdy dAd wEt v MY aFoz FHRINYG. I L4§]r"§(1ntest1nal
2 o]FYFE UEhlle 5L 2@ (high-risk group), H9atx2% (submucosal layer)el
A Qo] ATy FAAEL F7|9 et (early gastric cancer group, EGC), I{-++%(proper muscle layer) ©]
Aol A fjete] Aty 5L WUt (advanced gastric cancer group, AGC) L2 {3, tiFo(FA
-, normal control group)2.Zi= AAAAQ 9 AHE AV AU G G (simple gastritis)& 7Hd
AAES e st HFAoE Eid FAES ud AX(XR)E #H7] dd Y ANEE AH5
Baeelar, o]F Aol By dd AREE o] &3t WPt

~

300 9] #AE FollA 242 vl e Tl dEete }AEY N Als 2578 S o] &3t 7] EFeld A8
(initial training dataset)® &&3a, Ywx] 200 ”394 A= "Y NRE 534 HE: AR
(independent validation dataset)@ Z&3Ath. A7) 20089 SAEANE 2T 704, I+ 304, Z7]
ekt 50, Aokt 50 0] ZHz 3k o] ATt

A S w2 AAE FA Alm T AFE FAF &N (Giemsa solution) S ©]&3te] Mg Fo, A=
e slol| 2 Y (Helicobacter pylori)dl A E o] JEA] E2ls),

AAd 2: 27] EFold A& (initial training dataset)

2.1. 19 F3P GA] whE ENA78/CXCL5, SDF-1/CXCL12 ¥ CEAY] EH Wl ¥ &

9Jeke] 28 whAlo] whe} ENA78/CXCL5, SDF-1/CXCL12 2 CEA(carcinoembryonic antigen)e] d% Wl %27} o]
DA Wast=A] gelslr] fsted, ke mAY EH U =5 5743, (EA F%+ Beckman Access CEA
assay RS o] &3le] =AHsFx, A el ENA7T8/CXCL5(epithelial-derived neutrophil-activating
peptide 78/chemokine(C-X-C motif) ligand 5)3} SDF-1/CXCL12(stromal cell-derived factor—1/chemokine (C-
X-C motif) ligand 12)¢] &%=+ MILLIPLEX MAP Human Cytokine/Chemokine KitZ ©]-&3fo] =43}ct. &4
W 522 =437 98te], 71E Yol Z3tEeo] = dE Zeo)E(filter plate)t Zyzre] A(well)ell 4
4 %8 (assay buffer) 200uLE F7Fgh Fo A-2(RT)A 1027F T-5A17 Fol & (vacuum) S o] &3}
AF NS A AAst FHIEINA, FHIE TEH FdolES dF 7]_‘5-01]*1 AT EE EFAF
(standard solution) 25uLE& #H7}etir, AL AlSZES M7 & 25ule 418 $4F&AE H7tsigl.
g Eg A SN (matrix solution)S WIZ Zk(background well) €, JEA|<F 4 Adg A7 do ®
T 25ul® H7FSE Fell, AAld] 19 W or FH|E ARE 25uld AP 7bstdtk. 25uLe] t&
(beads)& ZH7e] el 74k $o] 4° CollA EEW WHEAI71aL, 16417 A=) Whg Az o Zh o ©x31
RE 898 AASt, 24 MASAct. agla Zhzhe] do] HE8 A (detection antibody)E 25ulL% 3 7}s)
I AL 1A %E?_ 51 WAl 3o, Streptavidin-phycoerythrin &9 25uLS Ztzhe] o] F7l2
A7Fstal F7 R AR St ARolA Z5M REEAIZTH whgo] FnE Fo Ao @1 §9S BT A A
AR, AFE Dol ZH2E 150uLe] Al &9 (sheath fluid)S H7bsta 2 4o & v 583 wHeA7
$o] Luninex 100™ ISE o]&3lo] FFES SAIUT. 282l HEFA S o] &3t S4E oz 74zt v
7

X‘E ¥

l
il
n)
=2
i

o] A W =& SAsIGY. 2 2 % 1 2 % 20 e
F 1

Groups Normal High-risk EGC AGC t

p-value
(n) (25) (25) (25) (25)
Serum ENA78 (ng/ml) |1008.9+536.7%* 989.6+605.9 2234.3+1103.9 3065.8+1487.3 <0.001
Serum SDF-1 (ng/ml) 1655.5+729.0 1774.9+£712.7 2762.4+1654.9 4474 .2+2460.5 <0.001
Serum CEA (ng/ml) 2.2+1.7 3.0£2.6 3.0%£3.3 6.1£8.6 0.028

_6_




[0031]

[0032]

[0033]

[0034]

[0035]

[0036]

ZIHSd 10-2016-0053875

1ol veEbt ube} o], ENA78/CXCL5 2 SDF-1/CXCL12¢9) ¥4 W sxe n9d+7tAe 2 577 YehdA
= W, 27191 (EGO) A = oF 20 Ak Frhekar, A9 (AGO) A= oF 3w ol Frhete AE
g2135l% 2™, post-hoc Bonferroni methodE ©]-&38}e] Z+Z+e] p-value”} 0.001 ©]8t=2 AFA U= #LdS &
otk Wk 9ok Wdg wiA R g JE CEAE A9kl vt Bt Zrlets AL gels)
ENA78/CXCL5 2 SDF-1/CXCL129] Ao} Hlwsle] fofdo] e RS et 7] AdEs

&kl
ENA78/CXCL5 9 SDF—l/CXCLlZ—H A4 HA AR = A o & WUt givhrl, 2799w iE s=t
Asl F7kske A4S Bkl A F ol mAL g 271 Avel ALg sbssiths Ae 30T 5 U
331, 5, flokel W& wAlel wet A W Ut g8 sk widel 919k W] kel AR 7hs st
e AE AT 5 UQ E‘r.
#£ 2
Groups Non—cancer groups Cancer groups p—valuei
(n) (50) (50)
Serum ENA78 (ng/ml) 999.3+£566. 5% 2650.0£1362.6 <0.001
Serum SDF-1 (ng/ml) 1715.2+716.0 3618.3+£2248.1 <0.001
Serum CEA (ng/ml) 2.6x2.2 4.6%£6.6 0.051
L3 33 20 yEld wRe} o], ENA7T8/CXCLS ¥ SDF-1/CXCL129] €3 Ul T2t Tl 24 A 28] o]
ol Fbele AL BT, W, 1= 9ok Awe A A A9l HagtolA 2v) Ao F7}
E HAFAAT, Fojdo] v S gleitt. v A9E %5}0% ENA78/CXCL5 2 SDF-1/CXCL12+= 7]1&9]
et kg vAL} vwste] FFE A4S MHAE A DG vAR AR Uhseite A4S g8 5 9
ATt

2.2, ENA78/CXCL5, SDF-1/CXCL12, ¥ CEA9 84 Ul Fx¢o d3%EdE <dAE(clinicopathological
parameters) ¥ F@TA &2l

AE e BAA X (Statistical analysis)S $18Fe, IBM SPSS Statistics 20.03 AF&3lSitr. 5449
BE 32 25 WA 75%9] ¥FHAF(standard deviation) #<S EEsh= Hd#k(mean) o2 YERNSI T, Z+7he]
I8 73S post-hoc Bonferroni method®] % B]E o] 83} one-way ANOVA test *}FHO 2 H| W s}iT).
aE)al Al 219 WHo g SHE ¥4 o Feof YA 2e xS (clinicopathological parameters)}
o] A#AAAE FQlsy] s E Hol& AFIAIG(Pearson's correlation, coefficient, g,)9F Z3ojnt 3

Alg=(Spearman's correlation, coefficient, g)& ©o]&38F 2. 2149 X (tumor location)ol Al

E(antrum)-9ZH-(angle) S 2|3l | middle 9] 19 HE-F3F HES on|3dhY, uppere
99 A9 BE-SF(cardia)S omsttt. ¢ke] A7) (tumor size)E 3cem "IRFY ¢t 3em WA 5eme] ¢F, Scm

e

¢

Z37}e] ¢tom BFEE9om TMN stager 7th International Union Against Cancer®] TMN 5o wjg} H7F3s}h

Ao, 183 overall stage: AA o] @AE I, 11, 111, 2 V2 73 2oz [ A= e 27 &

A, Ve 9o 27 dAS gujdlit}. T-stageo] WE % T2 33k Ayt= & 39, N—stageoﬂ 2 3

A TEE g3 23 E 49, M-stageo| WE dF =5 913 Ayl= X 5, overall staged] wE o
B FE 1% Ade £ 60 YEhen, AudAE ER1g A i 7ol YEhA

X 3

Groups Tla T1b T2 T3 T4 o

(34) (16) 17) (15) (18) va

lu

.

e

ENA78 1974.3+1083.5 2356.9+1368.3 2824.3+2012.0 2912.2+1291.5 3002.6+1451.7 | 0.

(ng/uml) 036
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SDF-1 2627.011626.7 2716.7+1674.4 2645.3+1883.7 3710.0%£2490.4 3558.2+2329.1 | 0.
(ng/mL) if
CEA 2.8+3.1 1.9+£2.0 3.7+5.6 4.0%£6.9 5.1£5.9 0.
(ng/uml) 34
6
F 4
Groups NO N1 N2 N3 p—valueJr
(n) (70) (8) (5) a7
ENA78 (ng/mL) 2278.6+1389.4 2531.1%+1484.7 2856.6+1630.6 3326.3+1467.1 0.057
SDF-1 (ng/mL) 2592.9+1624.2 2761.3+1764.6 3786.9+1798.1 4407.3+2749.3 0.005
CEA (ng/mL) 3.1%4.6 4.1%6.1 1.5+0.4 4.845.2 0.467
5
Groups MO t
p-value
(n) (84) (16)
ENA78 (ng/mL) 2291.3%£1358.1 3632.0+1463.8 0.001
SDF-1 (ng/mL) 2548.8+1641.1 5209.5+2125.8 <0.001
£ 6
Groups Ia Ib I1 ITI v o
(50) 9 (13) (11) 7 va
lu
e
t
ENA78 2149.7+1085.0 2904.0%£2103.3 2410.7%£1755.0 2108.4%+1231.8 3672.4+1401.1 <
(ng/mL) 0.
00
1
SDF-1 2437.1£1700.0 2768.8+2075.7 2735.7+1204.3 2915.3+1515.8 4884.9+2402.6 <
(ng/ul) 0.
00
1
CEA 2.4%£2.5 2.1%£1.1 2.9£3.2 1.8£0.8 8.5£8.8 0.
(ng/mL) 01
8
Z7
ENA78/CXCL5 SDF-1/CXCL12 CEA

Clinicopathological characteristics

gs (p-value)

gs (p-value)

gs (p-value)

Sex(Male:Female)

-0.169 (0.098)

-0.008 (0.938)

-0.010 (0.921)

Age(years)+

0.058 (0.575)

0.187 (0.066)

0.072 (0.486)

H.pylori infection(-/+)

-0.014 (0.893)

0.041 (0.687)

-0.133 (0.186)

Histology (Well:Mod:Poorly:Signet-ring)

-0.011(0.922)

0.159 (0.269)

0.147 (0.309)

Tumor location(LowerIMiddle:Upper)Jr

0.117 (0.420)

0.222 (0.124)

0.064 (0.660)

Size of tumor(< 3 cm; 3-5 cm and > 5 cm):c

0.186 (0.238)

0.044 (0.783)

0.200 (0.204)




[0041]

[0042]

[0043]

[0044]

[0045]

[0046]

ZIHSd 10-2016-0053875

T-stage (T1a:T1b:T2:13:T4)" 0.280 (0.049) 0.232 (0.105) 0.106 (0.462)
N-stage (NO:N1:N2:N3)' 0.271 (0.057)" [0.304 (0.032) 0.093 (0.520)
Distant Metastasis (MO:M1)' 0.461 (0.001) 0.532 (<0.001) 0.303 (0.032)

Overall stage (I:II:I11:1V) 0.367 (0.009)  [0.334 (0.018) 0.175(0.224)

¥ 3 YA F 7 yERd npel Zo] g3 W ENA78/CXCL5, SDF-1/CXCL12 % CEAC] T&Zi+ AHE, o], ddg=x
Wy stolmY 7Y T BT A gl AS Fskith. ENAT8/CXCLSS] EA J] sEE o] FHoeR
9 AEE YEME T stageet €94 Hol& YeRE M stageet EAHS AFBA7 v AS 1330,
A overallstage®te F2 AAFAAE Yehile A& FAsHITh. SDF-1/CXCL129] 84 o #5129
Agel=, 824 dolE Yeld= N-stage, 924 Hol& YEI= M stage, 992 overallstagedt d#TAE
THAE AL Fad 4 UG, A7) Z3E 53Fe], ENATS/CXCLHE Yoo Ad nlAR AL&3A TM stage 2
Ae] @A T2 ot £ g7] wZe olF Fst, 4o T WAE G F don, 4] WY dAE
Eato] A9 dF A5, A5 2F G955, AR BHY 24 T A #AHE gdd ARE AT ¢ 3
s S el 4= QUdvh. TE, ENA78/CXCL53F SDF-1/CXCL12E A AF&3hA N stageo] ©@HA 3lw 7}
2 7Fs3tr] wEel TMN stage, 91¢tel @Al 5 9¢te] BII(F&A AR)E o + dvke e AT F 9
Ak, g, 7129 AY A wpAR] CEAS A Sole 94 HolE UEdlE M-stageote] ATTARNS VERY
= A& F35to], CEAE 99 B o5& golsts A vpARZE AME 7FeslATr, ®B7]eh #3d JRE A
Fot7lo e AstA &2 A AT = AT

2.3. ENA78/CXCL59} SDF-1/CXCL129] A& mlAZEA Y 7teA &<l

ENA78/CXCL5S} SDF-1/CXCL127F 7]12¢] $19F whg mAQl CEASH Hlmste] QAehg ml7 A ALE 7b58x] shel
37] 91ste], AAle] 2,100 A& e o838kl IBM SPSS Statistics 20.02 Ztk 7AFe] ASE=E Yeh
£ W E(sensitivity) B So]l%(specificity)E YHEWE A 22 54 Fd(receiver operating
characteristic(ROC) curves)(Pattern Recognition Letters (2006) 27(8): 861-874)& 1&]aL, A7] FA1Ak
z2t BEA gMomRE IMo] WA (area under the curves, AUC)S AHESte] Zhzhe] mpA ol gk A A S H]
3Rk, Cut-off point% Aol AR wbE dAdetE o]Y=2A 2~ I (binary logistic regression)ell Al
gx2 BEst o F5S ouditl, Wi, ZrlHow ZAAE 3R “(Logistic regression)< Al 3t
e vk L 53 mp 9 XJ‘%} AL E 44 SAsG. 1 A9 = 1 9 1 8ol YERATH

% 1o yEld nwieb o] ENA78/CXCL5S] AUC k2 0.90(95% CI, 0.84-0.96), SDF-1/CXCL12% 0.75(95% CI,

0.65-0.85)0]a1, 7]&] 91 Hekg whA<Ql CEAT0.52(95% CI, 0.41-0.64)%0 A& s, 47 AnE

0}0# W T (sensitivity) ¥ 5o|l%(specificity)7} 7F8 =4 vEh+= ENA78/CXCL5®] Xt A 3HAdo] 7}

b Al RS geE 9)\‘212E1 719 At g wpAQl CEASE vluaiA & e GeAdES A
A=Y -

4 & 9 Ans 99 A e,

X 8
Marker panel Cut-off pointJr Sensitivityi Specificity
ENA78/CXCL5 0.45 78.0% 80.0%
SDF-1/CXCL12 0.40 70.0% 64.0%
CEA 0.46 54.0% 40.0%
ENA78/CXCL5+SDF-1/CXCL12 0.58 78.0% 90.0%
ENA78/CXCL5+CEA 0.45 78.0% 80.0%
SDF-1/CXCL12+CEA 0.40 70.0% 64.0%
ENA78/CXCL5+SDF-1/CXCL12+CEA 0.58 78.0% 90.0%

w3 F 8o vpehk wpel o], ENAT8/CXCL5S WIZHES} Solkr} 747h 78.0%, 80.0%0.2 Xtk Qo] 713
=& AR AS Elsiglon, 53 viAR AR A9-ol ZENAT8/CXCL5 3 SDF-1/CXCL12E @7 AR8shd, 5
oJEg 90.0971A F7AZ F = A RISt W, (EAE I AMgste ASolE WES Solkd
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A 2polE HolR U= AL ﬁﬂék‘;iq.%ﬂ AIE F3te], ENA78/CXCL5F SDF-1/CXCL12& 7|9 919 X
npART A A3Agdo] dAFEdon, T e mAE 53 AFEE Aol I AFAHE o AL F

= [}
e A HAT 5 ATh,

AAd 3: 5Y3F HZF A E(independent validation dataset)

30 [

3.1. 99 A3 @A wE ENA78/CXCL5, SDF-1/CXCL12 & CEAS ¥H W ¥x &<l

%7) Edold AzERE HA% dnEe] PAEE xoly] Astel, HYH PF AT Fdstgch. A
2.1 FL3k v o g ENA78/CXCL5, SDF-1/CXCL12 % CEASl € U 5% § =43 G, o1 A3 #E 99 o
EF ST

F9
Groups Normal High-risk EGC AGC T
p-value

(n) (70) (30) (50) (50)
Serum ENA78 1125.5+521.2% 1092.3+609.4 2133.6+1146.9 2878.0%£1635.5 <0.001
(ng/ml)
Serum SDF-1 1928.0+1094.6 2169.6+1144.6 2587.8+1595.7 3361.3%£2244.0 <0.001
(ng/ml)
Serum CEA 2.0x1.5 3.3+2.6 2.4%x2.7 5.1+£7.4 0.005
(ng/ml)
Groups Non—cancer groups Cancer groups p-valuei
(n) (100) (100)
Serum ENA78 1115.5+546.2% 2505.8+1454.3 <0.001
(ng/ml)
Serum SDF-1 2000.4+1109.6 2974 .5+1975.8 <0.001
(ng/ml)
Serum CEA 2.4%+1.9 3.8x5.7 0.025
(ng/ml)
F9ol uEhd ulel o], %7) Edold Akl 58 ENA7S/CXCL5SF SDF-1/CXCL12E EF o Ak FollA

A el AbgTbssithE AS @ 4 Aok £, ENA78/CXCL59F SDF-
1/CXCL12%= 199 ‘5}74]7P APt =5 g | serb Sheke, 51838, ENA78/CKCLSE Aol = S7F

s Holx Fupar, 27|l ] of 2uf Ao TUhE RoFRERE fghe] 27] el AR T d v
A AL FAT F AUAT. T, 719 Ak WSS vl BAE JPFAGTAAT I W =7 STk
A& Fskdeh. wheba] ENA78/CXCLS i SDF-1/CXCL12E ol&3td %7] 91¢s zdsh=g) 9,101/\1 7129] n}
7ek Hlaste] xeke] AeAdS FIAA vk AE AT 5 ASdH

3.2. [ENA78/CXCL5, SDF-1/CXCL12, ¥ CEA9] €A W == dA3HIATH <AAE(clinicopathological
parameters) ¥ F@TA &2l

ENA78/CXCL5 X+ SDF-1/CXCL129] &34 U] = A Elers AdxEte] AAAAE Fsr] 9o, T

& AAA G (Pearson's correlation, coefflcient, g,) 9 2dojnt A AS=(Spearman's correlation,

coefficient, g5 ©]&3IATh. Y2l $IA(tumor location)olA] lowerv AAH-(antrum)-YZ+H-(angle) S 9
13k | middled 919 3H9l F-E-F3F Fids ovlst, uppers $19] A9 FE-Ei(cardia) S oM gt ¢
9] =7](tumor size): 3cm "]WFS] 9k, 3em WA 5eme] ¢, Sem RF}eo] ko g RFIFow  TMN stager 7th
International Union Against Cancer® TMN &l weg} EFakch. 28]al overall stagets DA oo &HA
51, 11, 111, ¥ V& 73 oz [ dAE A9 7] @A, Ve ¢ 27 dAE oujsd, a3
AL B3 A= E 109 HERAATE.

¥ 10
Clinicopathological ENA78/CXCL5 SDF-1/CXCL12 CEA
characteristics gs (p-value) gs (p-value) gs (p-value)
Sex (Male:Female) -0.048 (0.501) -0.020 (0.776) -0.046 (0.522)

_10_
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Age (years)+

0.058 (0.419)

0.088 (0.218)

0.087 (0.224)

H.pylori infection(-/+)

0.045 (0.523)

0.049 (0.487)

-0.014 (0.848)

Histology
(Well:Mod:Poorly:Signet—
ring)

0.016 (0.876)

0.066 (0.518)

0.101 (0.156)

Tumor location

(LowerlMiddlelUpper)Jr

0.015 (0.883)

0.090 (0.374)

0.157 (0.120)

Size of tumor (< 3 cm;

3-5 cm and > 5 cm)i

0.051 (0.647)

-0.061 (0.584)

0.293 (0.007)

T-stage
(Tla:T1b:T2:T3:14) "

0.231 (0.021)

0.191 (0.058)"

0.197 (0.093)"

N-stage (NO:N1:N2:N3)'

0.181 (0.073)"

0.220 (0.029)

0.107 (0.292)

Distant Metastasis

Mo:M1)

0.357 (<0.001)

0.425 (<0.001)

0.264 (0.008)

Overall stage

(T:11:111:1V)

0.315 (0.001)

0.248 (0.013)

0.188 (0.062)"

2]

PN
F a9

o] (T-stage),

ore] W71 A

UEpd mel 3ol %7] Edfeld Amet fARE AdE YEhe
A7 Aol (M stage),

& Slom SPDF-1/CXCL129l ¥4 W =
(M stage), &< E&Zﬂ(overall stage) o} AFFAE A= RS
Abo]3kA] ENA78/CXCL59F SDF-1/CXCL12+=

RE=

bikel =

=9
3)o) 3k
s}

=

= =

“

3.3. ENA78/CXCL59} SDF-1/CXCL12¢] H kg wlA =AY 7454 el

2 ROC curve % AUCE
%= 20] YEeRS i} Zof,

ENA78/CXCL59] AUCE0.82(95% CI,

= 20 YERAAT.

=
T
Ea=

[e]
e

okl A (overall
73 9-oll+=,

stage) e} =2
Hrd Hol(N-stage),

glatolr}. ENA78/CXCL59] &

CEEEER!
97 Aol

ARG, 71 ARE Fakol, CEA%k=

EL

ENA78/CXCL5%} SDF-1/CXCL129] 919t A& npARA 9 7l5AS 13dt7] ¢35k,
AEsIiT. o A3

0.76-0.87),SDF-1/CXCL12+= 0.63(95% CI,

| AHE 7hed vkl

Ae As

Ao 2,337 BU3 Wy o

0.55-

0.71), CEAE 0.52(95% CI, 0.43-0.60)%1 A& A3l o, o]& F3kof ENA7T8/CXCL5®F SDF-1/CXCL12E 71&
of Y Ak vAR AREE AL 9= CEA B} Jek Aol 4 AL 3eld 4= A
w3, FrlHer 2A2H 3 A2 (Logistic regression)S Al&Ete] @l mpz @ B3l nmpre ok ASHA
S SASRY. o Ages ¥ 110 e
11
Marker panel Cut-off point ' Sensitivity' Specificity
ENA78/CXCL5 0.43 71.0% 75.0%
SDF-1/CXCL12 0.46 56.0% 59.0%
CEA 0.47 54.0% 46.0%
ENA78/CXCL5+SDF-1/CXCL12 0.44 71.0% 76.0%
ENA78/CXCL5+CEA 0.46 71.0% 75.0%
SDF-1/CXCL12+CEA 0.46 56.0% 64.0%
ENA78/CXCL5+SDF-1/CXCL12+CEA 0.47 71.0% 76.0%

1] el whe} 7o),

o=} 76%7F &

:i o o tu

2 o FAA 71 me
2E

Ssle | ENA78/CXCL5$F SDF-1/CXCL12E

ENA78/CXCL5<]

8.

) 7}
e ved=
371 @ﬂ%%
7

=

R

=5 A
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o
i

S 3lo)s
s AN 5 glde

3.4.ENA78/CXCL5, SDF-1/CXCL12, ¥ CEAS 9ZAHo| Atg ntA=ZA Y 7HeA el

AAd 3.25 F3lo], ENA78/CXCL5, SDF-1/CXCL12 % CEA7} &5 97 Hol(M stage)et HH3 AAAA7} 2
CoAS SRR A Ade HA 9AH0] ARE AR MAZ AE ABA FAG] Ak,
AA ) 2,37 FAF WO RIC curve W AUCE A&, EH, FAHow zAxE 3784 (Logistic

regression)o Aldste] o wiA @ 53t wiA o Ad LS A7 SAG. 1 A3E £ 3 2 % 129
YER AT
% 3o YERd wRe} o], ENA78/CXCL5S] AUCE 0.78(95% CI, 0.68-0.88), SDF-1/CXCL12% 0.83(95% CI, 0.73-

0.94), CEAx 0.71(95% CI, 0.54-0.87)¢1 Z1& 2Ristalom, A7l A3E Fshe], ENAT8/CXCLS, SDF—
1/CXCL12, Bt CEA= R 91¢ke] 9174 o] oF-5 Hdsh=t] AHS Zhesithe AS ld &+ A%, 59,

SDF-1/CXCL12E 7H =& e A4S dehlisdt
F 12
Marker panel’ Cut-off point ' Sensitivity' SpeCiyfiCit
ENA78/CXCL5 0.13 75.0% 61.4%
SDF-1/CXCL12 0.15 75.0% 75.9%
CEA 0.47 68.8% 57.8%
ENA78/CXCL5+SDF-1/CXCL12 0.13 75.0% 78.3%
ENA78/CXCL5+CEA 0.13 75.0% 77.0%
SDF-1/CXCL12+CEA 0.22 75.0% 83.1%
ENA78/CXCL5+SDF-1/CXCL12+CEA 0.20 75.0% 92.8%

TS, 3 120 el wpe} o], ENA78/CXCL5, SDF-1/CXCL12 ¥ CEA EF ©d wlAZA 9] dZA o] o
5 Adsk=d AR Thsstte AS gRlalon, 5 nrl R Ab&ske A folls Solkvt - 7}0} of, ¢t
A= H% Y g Advs AS gelelnr. A7) A3E Fsho], ENA78/CXCL5, SDF-1/CXCL12 B/H+= CEA
E A9 A npAR AREEH A0 o] AHE 53 ¢ QvkE S g0 ATt

471 AFES E3he], ENAT8/CXCLS9F SDF-1/CXCL12vw= ©d mhARA 71&9] 99 2e-g whAQl CEA9F H]as}
o 4<% A3slA 27 U Ads=d AL s}ssh uk olyd), ENA7S/CXCL5SF SDF-1/CXCL12S W dtalo]
53 AR AFRSlE AES Fdstedl ojA AEAEE o A £ ke AS #3eld ¢ ek, =g
ENA78/CXCL5 = SDF-1/CXCL12S ¢t Awg nlAZ A183H AE zlo], o], o] A vhA, oo =7
1:4 kU= 1;}_0]:6]_ xqi §JE‘6L /\ 0101 Ho]—o] tﬂ7](;< zsg D}-ﬁl)g
g 4 Ay, 3, ENA78/CXCL5, SDF-1/CXCL12 2 (FAE =% A 21)

2, 47 vAES 9Y BE 5% AR AE dAde] q4FRE Addd 9t

_12_



k1
N2

1
(g

Sensitivity

Sensitivity

1
107 e
sanasal
-d
08 1 >
— ENATS§/CXCLS
06 1 = = = SDF-1/CXCL12
-------- CEA
Referenceline
04 7
ol W P2 Markers ENATS SDF-1  CEA
AUC 0.90 0.76 0.52
U.U T T T T T
0.0 02 04 0.6 038 10
1-Specificity
2
10 5
08 -
— ENATE/CKCLS
06 - — — = SDF-1/CXCL12
-------- CEA
— Referenceline
0.4
0.2 4 4
Markers ENATS SDF-1 CEA
ATC 0.582 0.63 0.52
Un ) T T 1 I T
0.0 0.2 04 0.6 0.8 1.0

1-Specificity
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Sensitivity

1.0 7

08 4

0.0

ENA7S8/CXCLS

= = = SDF-1/CXCL12

— Referenceline

Markers

ENATS

SDF-1 CEA

AUC

0.78
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0.6
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