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AT 1

LAMA3(laminin subunit alpha 3; GenBank %d<*(accession) W= : NM_000227, NM_001127717, NM_001127718,
NM_001302996, NM_198129), IFI44(interferon induced protein 44; NM_006417), E2F7(E2F transcription
factor 7; NM_203394), SLC12A2(solute carrier family 12 member 2; NM_001046, NM_001256461) 2
LRIG1(leucine rich repeats and immunoglobulin like domains 1; NM_015541)C.& o]Fo]zl oAl ey
i o] e AR mRNA EE Y] AR dEslele 9ld S SAse AAE X¥gse, AFY

F d=8 24=.

AT 2

LAMA3(laminin subunit alpha 3; GenBank %<*(accession) ®Z: NM_000227, NM_001127717, NM_001127718,
NM_001302996, NM_198129), IFI44(interferon induced protein 44; NM_006417), E2F7(E2F transcription
factor 7; NM_203394), SLC12A2(solute carrier family 12 member 2; NM_001046, NM_001256461) %
LRIGI1(leucine rich repeats and immunoglobulin like domains 1; NM_015541)0. & o]Fo]x oA MElm]=
sh olarel faAlel RV B A7) A dEset vl 428 S4ae AdE gehs, A9

gol 5
wx Anael UE A% 958 248,

A1 = A2gol oA,

i
o,
o
fr
_O|L
rlr
BN
oX,
e

A7) #HAoke 27 Aok (pancreatic adenocarcinoma)?l AS

374

A1F B A2l oA,

7] FAARe] mRNA S SR AlAE frdAke] mRNAY Gr Ao m Ajtehe Al 9 QrElAls Eejo]v
Es ZRB s 5P0R e, 24E.

AT 6
A28l QJoj A,
Chemotherapy), "AFY QW (Radiotherapy) H¥ %3 Ex 2894
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(Targeted Molecular Therapy)Sl A& S o= 3=, ZAE.
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AT 10

LAMA3(laminin subunit alpha 3; GenBank #<*(accession) ¥ : NM_000227, NM_001127717, NM_001127718,
NM_001302996, NM_198129), IFI44(interferon induced protein 44; NM_006417), E2F7(E2F transcription
factor 7; NM_203394), SLC12A2(solute carrier family 12 member 2; NM_001046, NM_001256461) %
LRIGI1(leucine rich repeats and immunoglobulin like domains 1; NM_015541)0. & o]|Fo]x oA MElz]=
sht olgel faAe] RN EE A7) G dEset 9ud $Ee 49t AAS e, A%

A 24E.

A3 11

A10ge] oA,

i
o,
(o
fr
_O|L
rlr
)
)
oo
BN
oX,
e

A7) #HAoke 2% Aok (pancreatic adenocarcinoma)®l AS
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g A ofd TR HFoA o= 1%k Aol 4WA) Fa dlolw, 2019dell= 56,7707 €]
A 2= Abelel 45,75071 9] Algo ] BuFdoh, HAFAgoez o3 Age BE doz A3 Al A 7.2%%
Zhe FiE AAS, 5 d AEE] 9% A A oF T shtolnt. el divkE (> 85%) = #H7ge] &fH]
Aol A whsleE Aol o] 7 M (pancreatic adenocarcinoma; PAC) A= A Al dubzrow
e dAE YERATE. ARHoREE A Ago] 7P adHoln FUd ARE HFEHARE B2l 2067

A8 AR de ARS Aget=d dy 1%
3 A
=

ol 7] R/EE Fa AR (D, Fh FZE W) 2 % ack. e $% 3
FHHom AW ¥ S gtk SR, FU@ A 1&741%— 2 PAC BAES BUAW ARE Be Fol o
g FE e k. mebd, @A 3EsE WYl 442 ues) s A% mdel 7z A

PAC #A}oll A, AAIERNI(gemcitabine)> o473 Bz sfgawiel 7% ofE=E A&HT. 1 %, AAENH
FOLFIRINOX == &y-wlo] ZAgtel wlZ2|eh4l(nab- paclitaxel)e] W&ol 13 EF &9l Ak, e},
F-ite] 2= ol E st ariel] & WhgshA| erorn, A8 Aife o8y ofE U4 2 Held JAqE Tt
stAIZITE. ol H & S T A we o] Aol dojus FF U £AH oAl ofs) AR ET.
PACS] TY FAL Hdx EdWoel F wAHEd =1S I3 ggs AxE 7he] H5AES xFel.

BEAUS J1pel BAG Ausk A, AF A4 BD AT AL BWIAA AL, ol g

PP 2 AT 9ol WALk, AN FHRG D FULH B AR & DA AFE o

Zshn As 44e ¥/ 98 A9 SA4 AavAst 43dez  dA=SC( Enel 1 Med.
T

2016;375(8):717-729). PACIIA %=, oA

AEERIS st e Al=7F oy o
o] oldlE T3l MNE FA A5 AHIsA 4
A4 RS 4 X152 Qe faAlgs F

F oS Eu ARA ool N TF

etk wEkAl, PACOIA S FF o] HA

Mg dart ok, =3, S
3

= KeN
| =
sshelol kAR ARA ode ATHT
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s }12 Jolth. Bsel, BHAT LS

st = HA

A% vheh o], B MRS AR TR A 2 a]%& AR e A% e
g o 458 & Qb ARG G094 A

LAMA3, IFI44, E2F7, SLC12A2 % LRIGlI 3 A AE
g B R G BN wE AL
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27 2REs E¥ete AFY A5 A58 VIEE Alwste As AR g
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AF A5E 2HE R P 2HES TS AILY vz ARedel BF dF 5§ =S AT
A% e BHoR Wt

w3k, B oo [AMA3, IFI44, E2F7, SLC12A2 2 LRIGICE o]F oz oA MElx= s} ojie] #dx1e]
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Ao HE 8
A719F e B AW RAS dAgstr] fste], ¥ w2 LAMA3(laminin subunit alpha 3; GenBank “4<*
(accession) W= : NM_000227, NM_001127717, NM_001127718, NM_001302996, NM_198129), IFI44(interferon
induced protein 44; NM_006417), E2F7(E2F transcription factor 7; NM_203394), SLC12A2(solute carrier
family 12 member 2; NM_001046, NM_001256461) = LRIG1(leucine rich repeats and immunoglobulin like
domains 1; NM_015541) 0.2 o]Folzl oA AE == sl oo f-xke] nRNA B3 A7 Fax7F 338t
= B FES A% AAE 2Fshe, AGY AF A58 2= R A 2SS T¥eE A% A

T dE5E 7IEE ATt

Lk, 2 g2 LAMA3(laminin subunit alpha 3; GenBank “+*(accession) W& : NM_000227, NM_001127717,
NM_001127718, NM_001302996, NM_198129), IFI44(interferon induced protein 44; NM_006417), E2F7(E2F
transcription factor 7; NM_203394), SLC12A2(solute carrier family 12 member 2; NM_001046,
NM_001256461) % LRIGI(leucine rich repeats and immunoglobulin like domains 1; NM_015541) % & o]Foj%l
oA AdElE = skt ool kel mRNA e V] FHAL dsstete 9 FEs S48k AAE 2
hebe, Agde Bx zmeydd tig df 458 24E % A7 2SS Edete AEYY Bx A5

I
Hell gk o % 58 71ES At

R, B e LAVA3(laminin subunit alpha 3:; GenBank “H<*(accession) ®&: NM_000227, NM_001127717,
NM_001127718, NM_001302996, NM_198129), IFI44(interferon induced protein 44; NM_006417), E2F7(E2F
transcription factor 7; NM_203394), SLC12A2(solute carrier family 12 member 2; NM_001046,
NM_001256461) % LRIGI(leucine rich repeats and immunoglobulin like domains 1; NM_015541) % & o]Fojxl
oA AEHE S olakel S i EE Y] GAAVE dESet Bl $2e Sht AAE X

i
Fee, AR Avs 2AE 2 P 2YBS THE AL A9E NES AT,

B oayol A dd =z 7] S-S #Ad A (pancreatic adenocarcinoma)d = Uth.
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woume ot PR, 37 Bl 232 SRsks AAE A7 A7 GEses wulde] Soly
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2} 213 89 (Targeted Molecular Therapy)$l #A
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T 28 B Wi wE PACS AlOYAHE FHE AIEA, & 2av= AlY HolHAEMA F 7 f1¥T(High
risk group ® low risk group)d J|EWI} AHEH AEE 2 JA ABRE e @J’PO]F’— = 2bE AlE o]
EAMEoA F 7] 18+e] AA AES(05)S 493 Kaplan-Meier plot Z3E EFH Holt),

T 32 AZ HolgMEM A PAC-5 A2YA 9] Kaplan-Meier AES BAZ247E gl Aoz, & 3a 2 & 3b
= 47 A5 dolHAEN A EF" F Ol 9EFHigh-risk 2 Low-risk)2] A AEE(0S) 2 FAL A=
£ (RFS)ell ™3t Kaplan-Meier plot A& eld Ao|t),

= 45 #HA Aokl Wy dAQl 1B, 11A 2 1IB ¢4 A=) i3k Kaplan-Meier <&
Aoz Z4zh A IB, [IA 2 IIBY BAELS PAC-5 AU wal A8 2 ugdrFo=n
% e AA AEE0S) AFolE Kaplan-Meier BE8 w4 A3z vepdl Aot

rJ

F

T by BHE Agoionn 318t g ols w2 Y A xS did Kaplan-Meier A AEE(0S) #
FAE AAES(RFS) B 23S YEH Holt),

o wx Amawozy WALH A7
Bl Aoz, J

= b S350 thek Kaplan-Meier &S &
T 6a % = 6be AN ARE WY BA &L FATS PACS Al AC w
(High-risk) 2@ AP (Low-risk) &2 E/F3t ol 1§ 1+ 47 A4 YEE0S) 2 FA%
o] & Kaplan-Meier AEE &4 A¥E ekl Zo|t}.

oy
k]
Ho
%

=7 HE AgeYozH B A ARE B HF A FxE] U Kaplan-Meier AEE 4
Uebdl ZloR, & 7a @ ® 7bE BF A AEE PAY A ¢S #xbtS PAC-S ATy A ¢ ulhE)
- (High-risk) 3 A9g"(Low-risk) o= 5 O o 44 AA BAEE0S) B FAY AE
(RFS) =}o]= Kaplan-Meier AE& H4 Ax= veld Ao},

%= 82 PAC-5 AlZZYA 9} KRAS &AW olete] AAAAES LolH ] 913 Kaplan-Meier AES 4 2324, =
8a 3 = 8b& 7474 KRAS Olt*g?ﬂ(KRAS )& ;%7%14 o]¢] EA WO (KRAS-NT)E ZHE FAbatol A PAC-5 A2 A
S % Fe] 4 AA AEE0S) 2 FAE AEE

M
o

9% PAC-5 Ay Ao wpe} FE J LAMA3 2 LRIGl &Axte] wEsls BA ?1 ATEA
9a= %71 7—} AR} o] 52 WHE3 7kl AdPRAZS YEld Aolx, E 9be HFTtol upel PAC-5 FAA

T

ug S AL ek FAEC Y&

2 dgAEe AGY, 2o vRAsiAE A LS Adsta #x1e d$E sdoR o5 £ e
ek R mAE dEelr] AT =" A3, PAC-5+a WR e LAMA3, IFI44, E2F7, SLC12A2
LRIG1S] 57l F3A NES washglom, PAC-5 AlLUA7F A89hS Adstal 7det sk 9 2789t $hatel
A BRE ARQY Fo AFE dF3=d RS A Ent, o rxste] & dgS SAdsISIT.

S rz

By jAHes,

g ve 4 101101]*1” Aas 1 OJEIAIES o]&sto] AE A& AAlsta dd4 duds T4 &
wol] whE PAC-5 AU ATE 8T o F ZHAE yehlE ERiFtowA FaAds HATHATH (A 3
x)

ool ouE AAdelAE, AICC W] AR Alzgel 2% 171 2 27] A7 At $kabell A PAC-5 AL
B A3+ 2 ngTFoR Fo

545 Ase A7 1B7], IIA, 1IB7] A AA AEE] st A
5 7

g A
sHAl sk A Sdsklth(dA e 4 Fx).
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o] gE AAded A=, PACS AlIH A e B g 1he] AudAE 245, B A4
O & PAC-5 AlZYAE ZH7F 38t an, AR S 9 24 B2 A58 (MDA FEge=A 7h7t a19)¥
T 2 AYHTF Aol AR ae] f5-9F PAC-5 Ay e BEAS BEAet. o Ay, 3 ey o
2 AEE W A A PACS AlTIYAH 71 2E EHE T @S el A AEEY g Zolrt
EPS Eelsilar, a9Eet SAtel s B WA eyl wEt dA] AES] Ko Aolrt YERES Bl
shlom, T3 ufEat rpoll A TNT uhel AA] &L g Zol7t v TMIE ¥ ShxlatolA] TS
W2 ke ghatol] Hls) HAl BEE(0S) F FAL AEERES)O] oA B EA veEbd A& s oA
Aldl 5 %)

oo = gE A, iR #A% Mool WA EdWelrt dojub= KRAS FRAbe] et
PAC-5 AUz ¢te] 4adAE BAsIen, I A3 PAC-5 AZYUAE KRAS EdRI0)E ke 35 AYE
T n9gTe® FRPom ) g o] WA AEE0S)] Fefg Aozt = A FRISATHAA
d 6 F=x).

Hoagdol T o AAdel s, 1773 gal JRE o] &35t PACS FdAF D@ #FE DNA HESe] o
o B4 FASATH(AA A 7 FHR).

C Qe sleje 4 A A A8 PACS
qEdaE B9 1 A% 274 $47 LRIGL 2
22 Qs oA Aol BAE FAAETH FAdon FeAeat AL B
EICOE =3y

71k &2 AAjdlE S & il wWE 5 FAA AIUAE BEsta o) fFaAS FAE 5 Al

oo, B e [AMA3(laminin subunit alpha 3; GenBank 7<*(accession) W& : NM_000227, NM_001127717,
NM_001127718, NM_001302996, NM_198129), IFI44(interferon induced protein 44; NM_006417), E2F7(E2F
transcription factor 7; NM_203394), SLC12A2(solute carrier family 12 member 2; NM_001046,
NM_001256461) % LRIGI(leucine rich repeats and immunoglobulin like domains 1; NM_015541) % & o]Foj%l
Fol AERE sht olel £ EE AV HAATL Eses wMAe e, A4Y AF A58

WA 2AEe AT,

e, B oo [AMA3(laminin subunit alpha 3; GenBank “§+*(accession) ¥3: NM_000227, NM_001127717,
NM_001127718, NM_001302996, NM_198129), IFI44(interferon induced protein 44; NM_006417), E2F7(E2F
transcription factor 7; NM_203394), SLC12A2(solute «carrier family 12 member 2; NM_001046,
NM_001256461) = LRIG1(leucine rich repeats and immunoglobulin like domains 1; NM_015541) % & o]Fojxl
wol A AEEE St ool fAA) mRNA EE Y] fAA7E Esers Bud FE8 el AAE %

Fohs, AL AT A5 2B L PY] 2HRS TPAE AFY AF AZ§ =S AFD,

i

i

e, B oo [AMA3(laminin subunit alpha 3; GenBank “§+*(accession) W3 : NM_000227, NM_001127717,
NM_001127718, NM_001302996, NM_198129), IFI44(interferon induced protein 44; NM_006417), E2F7(E2F
transcription factor 7; NM_203394), SLC12A2(solute carrier family 12 member 2; NM_001046,
NM_001256461) = LRIG1(leucine rich repeats and immunoglobulin like domains 1; NM_015541)C & o]Fojxl
ol AElEE s el A EE A7 SAAL duskeie wude Tgehs, ARde nE ARR

Hell gk % A58 v 24=S AT,

ek, B oo [AMA3(laminin subunit alpha 3; GenBank “§+*(accession) ¥ : NM_000227, NM_001127717,
NM_001127718, NM_001302996, NM_198129), IFI44(interferon induced protein 44; NM_006417), E2F7(E2F
transcription factor 7; NM_203394), SLC12A2(solute carrier family 12 member 2; NM_001046,
NM_001256461) = LRIG1(leucine rich repeats and immunoglobulin like domains 1; NM_015541) % & o]Foj%l
FolA Ausli s} oldel faAS wRNA ER A7) §AAE guAeE dud £28 S A %
goke, AEe] nx Anadel UE oF o%g 4% U ) XYBE THe AU wx Ane

Hell gk o F A58 71ES Agdt.

u

Boago 9lojA | A HAGe vlgF A “#d AU (pancreatic adenocarcinoma)” 24, o]E FH &<
AR FFo] A Ao, AL 90% oS A FTF Ul =2 o]dAdI Y o FE Holx ol

o}
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B odgel s AHgEE ol “olF & WAe] A, AMo] w5 ojnjeh oz, Ay WAE dud
H7hE WaTh, L ool ¥ Agetel AW, Hol, kR A, AF, Eb BAM 4 5L olmsht
A 5 glout, oo A

AE ASAPoZHN 3xte] AE AAo =S F 5 UL
2 o] QlojA, Y] BE XR8P e 8
22 2 W (Targeted Molecular Therapy)¥ 4 & 97

(EGFR) E]ZAl <1xtata s AAA(TKI)S A=ZEld (erlotinib)ol] 9Jaf o]Fojx= ALY = 1oL}, o]d A3z
AL ofyrt,

r

rr

sl

24, A, DNA A2
JH o7 15 WA 30 ¢

Wouel A ALgHE gof, “MEE’ @ 4 Hebdel PelgA b GAIAS AX A S A7 WA
Fu) @71Zele] nRASH Seldom AW 5 ol BN oudch. WA BAAL, Bh, Bt F9A F
2 EASe] Al BA HFE BAY 5 gdor, FAH PHoR tAdsn WEAA A48T 5 ot

2 oA ARgEE &0, “FA” = W oz A A WIAS e AYIEEY #AE xds)
o ©@EE(monoclonal) A ¥ t&E(polyclonal) AE EF Egsu. 3k, A7) A= 7)dEd A
(5 &9, Azts} 7 A E o|FTAFIA(AE EH, 450l A 22 Fddg o] o) Bike 3
HE £33}

2 de e JdF 438 7EE F4 Ul AT & F5 EE L ol tE TR 2AE, &9
T A2 F4E 5 A

e

el e FHiEA, 2 a1 8% fdl A=A AlZolA LAMA3(laminin subunit alpha 3;
GenBank “<(accession) WZ: NM_000227, NM_001127717, NM_001127718, NM_001302996, NM_198129),
IFI44(interferon induced protein 44; NM_006417), E2F7(E2F transcription factor 7; NM_203394),
SLC12A2(solute carrier family 12 member 2; NM_001046, NM_001256461) % LRIG1(leucine rich repeats and
immunoglobulin like domains 1; NM_015541) &= o]Fo]xl stellA Ades= sl ool F32ke] mRNA =
A7) SR ESEE Bud £Ee S4dt wAE ERet ALY AF d5S 9% AuAdTens

Algghet.

weh, B odbge el 3z Fd] AESHA Almo|A LAMA3(laminin subunit alpha 3; GenBank -
(accession) Y& : NM_000227, NM_001127717, NM_001127718, NM_001302996, NM_198129), IFI44(interferon
induced protein 44; NM_006417), E2F7(E2F transcription factor 7; NM_203394), SLC12A2(solute carrier
family 12 member 2; NM_001046, NM_001256461) 2 LRIG1(leucine rich repeats and immunoglobulin like
domains 1; NM_015541) 2.2 o]Folxl oAl Aes]= sl o]kl fxzte] mRNA E= 7] FHz7t s sts)
T 99E 5 SAHe dAE 2Fgete Ay Rx Asayd digh oF o8 93 ArRATUYHS

Algghet.

w ool glojA, Age el dF mi AgUe] e Amay
AZUAPACH)E ol 8aled ol F AFE EEgons d5d & A, ur 744
5709 ATUA FAAE A getel Bl o =
£ VTR oF AFUt FIHRT 5L IAES 57 Y adF¥Eres
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O e B4 @il va feHon dt g 2L AAToR BRA & At
A7) AT A% (PE 7] FEa o) AE, wi 9 xie 27 i WA fAAl g F% 2 FA% 2
A =7 ghe o gy

[58H4)]

i

y= Z(iwi . xi) — 0.037658
n=1

B ool glojA, TAFQ AAdE Ea F2ok 237 7+ BAMoA Ay Ay §4x 7Fedl LAMA3, E2F7

9 [F1449) WS AYFT By ndTolA o A4 HEE e, SLCI12A2 2 LRIGIE AT BEoh 19

] 2

|
ol o s HERE e ST 2 FE)

wowgel ] ALgHEE §ol, CdF o3 AT ARATPE & AF A A9 duH AR A9
EE g mx Anege U@ dF 432 98 2ew AwRg /2R ATs AL ons
oabe) Qareta Wk R 47e A9Hn

wowne) glopa, Al ABEA ARE A% 2% 249 & o, uy ddeAs 20w 5o w4
o nAse] sepnd Tojd MY FF 24e TP, ool AdHE AL b

re
he
T
olo
3
S
z
12
)
N
>
o
o
fol
[
re
he
T
olo
=)
s
Y
S
z
1
>
S
o
o
pll |

el oA -5 (Real-time
PCR), RNase E3Z ¥#2]¥(RNase protection assay; RPA), wlo]aZo{do](microarray), % =¥ EFEH
(northern blotting) &2 o]Fojx Fo2HE AMEsE 13 o4y ¥HS & 5449 -+ ow, nr} npg

e tnsEY AheH BAL Ba 548 5 o, o AdHE A ohdh,

7] mRNAS] HE S Aol dHF F4EA W wet YyerEY AFFE 4 (NanoString nCounter
analysis), T¥ak

A7) g BEHeEe gl dEz BAA Wil mEk dl2~' EE¥ (western blotting), WARA
22 (radioimmunoassay; RIA), Al W9 3k (radioimmunodiffusion), EAMYGEAIH(ELISA), WY

A (flow cytometry), 9339 A H (immunof luorescence), -5~ E|

)
T ol 2

H (immunoprecipitation), A 4
(ouchterlony), BA 174 A1 (complement fixation assay), % @& H(protein chip) & o]Fo|x
S 2RH A5 E 15 o9 WHS B9 SHE & Ao}, old AgEE A2 oyt

T
4L
i

=

#3ho]

B

=
4o

e

A

BomgAEe g A9EAn A9 Ad FF 2404 5o BAHE FAA4E

olo], ¥ wtwol w rlE FElEA, B e [AMA3(laminin subunit alpha 3; GenBank “d<*(accession)
WS NM_000227, NM_001127717, NM_001127718, NM_001302996, NM_198129), IFI44(interferon induced
protein 44; NM_006417), E2F7(E2F transcription factor 7; NM_203394), SLC12A2(solute carrier family 12
member 2; NM_001046, NM_001256461) % LRIG1(leucine rich repeats and immunoglobulin like domains 1;
NILOI5541) 2.2 o] #0j7l ol AuEe s} olabel §4 i 47§07} hashaie wuds 1ge

=, S IADE v 2A=S AT

ek, B oo [AMA3(laminin subunit alpha 3; GenBank “§+*(accession) ¥ : NM_000227, NM_001127717,
NM_001127718, NM_001302996, NM_198129), IFI44(interferon induced protein 44; NM_006417), E2F7(E2F
transcription factor 7; NM_203394), SLC12A2(solute «carrier family 12 member 2; NM_001046,
NM_001256461) = LRIG1(leucine rich repeats and immunoglobulin like domains 1; NM_015541)° & o]Fojxl
wol A AEHE St ool fAAS) mRNA EE AV fAA7E FEsels Bud FE8 el AAE %

=
Shele A 98 A= 2 A7 2AES Edee AFd A8 7EE Al

B ougolA Mgt §o), “UeH(diagnosis)” ol@ We SJvzE B Yo AeE RE Wel AHA W
dshs A ovidth. wEe Wee WY, ¥, 3, 4F, P4 AT Fu, R FYI FF Soloh.
Bowgeld AGe AP, wASAL AP A W oy W YA £F 52 BUsHE Aol

wal, B awe zgol gate] AEEA A 2o A LAMA3(laminin subunit alpha 3; GenBank “d+*(accession)
WS NM_000227, NM_001127717, NM_001127718, NM_001302996, NM_198129), IFI44(interferon induced
protein 44; NM_006417), E2F7(E2F transcription factor 7; NM_203394), SLC12A2(solute carrier family 12
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member 2; NM_001046, NM_001256461) % LRIG1(leucine rich repeats and immunoglobulin like domains 1;
NM_015541) &2 o] Fox] T4 Helse skt oo 342k mRNA v 7] FAx7F dsstste did

L h
22 ZASE WiE Tga AU AR 9T ARATPES AFH.

ubmo] 9lolA, LAMA3, E2F7, IFI44 2 SLCI2A2 5-A%Fe] mRNA Hi= A7) §427} o5 slels chamgde]
o] AANZETY HAH F29 §d FAAe] mRNA e gmide] wEeEun o 22 A4S #AFZY, B

e A Mdes dst 4= gl

oo £ ok 4
I
i
N
ol

e gloj A, LRIGL F32Fe] mRNA B 7] F3dx71 doststs ailde] wdgdo] Giuizxa o #
zA 9 Y F-HA9] mRNA == g@ide] ddpFRY o WG A9 A3, 2o vigdsiAle A A
2 Adg 4 9l

ols}, ¥ Wtgol ols|E F7] Hske] vl S HAA|GE AAST. 2B E7]9] AAdE B Ay S Ho g

A olalst] st ATE= AU B, 7] AAJdol] & 2 o] yY&o] dAE= AL ol

[AA]

AAd 1. AFAE E A

1-1. 8 9 {362 4E dolH

pE A n E = gl dlelH & A= gl YN o] o] el | o] 2~

(http://www.ncbi.nlm.nih.gov/geo/), ArrayExpress (https://www.ebi.ac.uk/arrayexpress/),

ICGC(International Cancer Genome Consortium, https://icgc.org) 2 TCGA(The Cancer Genome Atlas,
https://www.cancer.gov/about-nci/organization/ccg/research/structural-genomics/tcga/) Z5FE QAct. A}
|9 BE HolHAEE AE off 3 ARt digh xte] IAARE ZIFeitE. TCGA HIolBHAES] A%
AR Id doly, Edde], wdst 2 A ArE BExyol Ae 7= gl (http://xena.ucsc.edu/)
o A AATt. TCGA % I1CGCe 2719 RNA-AIEA tlolEHAE: #7F 2174 Ui T¢ 2 & 73 439 T4

gk dolHE F3sitt. PAC =45 7] 18] TCGA 3 ICGCe] 4 AHOA Algd =2 3H4
39 S Ao wel HESS Y (Lloyd, R.V.; Osamura, R.Y.; Klo?ppel, G.n.; Rosai, J.; World Health
Organization.; International Agency for Research on Cancer., WHO classification of tumours of
endocrine organs. 4th edition. ed.; International Agency for Research on Cancer (IARC): Lyon, France,
2017; p 355 pages. , Puleo, F.; Nicolle, R.; Blum, Y.; Cros, J.; Marisa, L.; Demetter, P.;
Quertinmont, E.; Svrcek, M.; Elarouci, N.; lovanna, J.; et al., Stratification of Pancreatic Ductal
Adenocarcinomas Based on Tumor and Microenvironment Features. Gastroenterology 2018, 155, 1999-2013
e3.). vol7l 1Ak @& ulo]ElE= RMA(robust multiarray averaging method) WS AR&3le] A 13}slsdt.
Tk 882 Exlol] Widt 6719 wmlolmZofwo] H 3719] RNA-MEEA] HOHAMEE A ARSI
GSE71729(Agilent-014850 Whole Human Genome Microarray 4x44K G4112F) dHlo]|E€MEx= 1252 #7 A< (PAC)
ghaet 467 AN AT Ze APAE Edets e oF SAEFH gAY fHdA 2 dolHE 238
W, 84 AaUAE sty A Ald HolHAER ogsi3it. T HClHAEES GSE17891(n=27,
Affymetrix Human Genome U133 Plus 2.0 oJdlo]), GSE57495(n=63, Rosetta/Merck Human RSTA Custom
Affymetrix 2.0 wlo]= Zojd o]), GSE62452(n=66, Affymetrix Human Gene 1.0 ST o]#lo]), E-MEXP-2780(n=30,
Affymetrix Human Genome U133 Plus 2.0), E-MTAB-6134(n=288, Affymetrix Human Genome U219 Array),
GSE79668(n=51), 1CGC(n=82) B TCGA(n=150)F o°l&3}itt. T HClHAEAM, tri42] gab= 11B7] B7|
(490/727, 64.7%)° 3NFHFYow, B3] 117/20149 A= 33 QWS w91 (58.2%), 42/187H< 32}
(22.5%) 2 102/139% ] 327} 24 4} A 5(73.4 9)E AT

1-2. AF F3dA4 2 Al2UA AL

% AFPE dSFsr] A FHA AlTYAE GSE7T1729 AlE dlolHAIEE o]l &ste] wrEsgith. WA,
19,7497 FAAE FAte] 20% mellA Aol log2 Ao Ad] grom oSt dgo®, %
(n=46) 7 PAC 2] (n=125) AfolollA Aoz WA= FAAHDEG) S At % 5ol4 FHAE E8
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Ak, Loz v Hog HAE(10003])E 474 pwk(p < 0.001) 2 FDR(false discovery rate <0.1)%
TAoE HdE FHAE dg Ae=xE AAS . ol%F, R HAF do|HAES FHsA A M
AE FHAA FoatA ¥ FHAAE AYsGTh. volrt dF d5E 3, ATIUA FHAE AE HF
& dolHAES F8 FALLE &8st 2 T gt oF AF
(prognostic index; PI)E AASIATE. oAF A4 ()& 7] 80 &) Axt=EY, wi 2 xie 441 W
A Al digk T 2 32 4d 27 4 vl

[5-54]

y= ) (iwi-xi)—0.037658

n=1

RE §HAe] % ke tS3 v wLAMA3; 0.306929, wE2F7; 0.118701, wIFI44; 0.263742, wSLC12A2;
-0.4137 % wLRIGI; -0.190012. ¥, o5 A9 FF 4] -0.060239E 7]Fo 2 st FAES 271 AF
To7 BFIUT. dF AF7E TR e x5 uyddtel wiAs, AYITe T4 @ v
155 712 @2 PSS, oOF f3xke] dl=Z 3 (dendrogram)> Z#~EHH darelFel dig 7
B AH&ste] RO SIEW 7S AR&ste] A/dskqlTh.

:

i ot 1
>~l

e 2

1-3. dF 5 FHR AlaUAY HF
FHA AlaYAL fFaEd HES 2 HolHAIES o838t Fasitt. Aeld HelHAERTYH 92 f4
2 g dolElE g AX F3F 2E s 7

stal A5 AAE a9 ASstslr] fs Sds A5 ?:_}_LE]ZOE sHE W ¢%7] (Compound covariate
predictor; CCP)E o]&aF3itt. A4S LOOCV(Leave-One—Out Cross-Validation) &<t AR ¥ +HF H&

% F3) 24,

—|—’

22 2709 YL oR BFS &
alo] 279] Y Atole] AE YHEES Hrletrh. L3 o
ol-g3te] MEI FHE EHYH oF QAAE HURE v FAA AIUA, T

o2 o] g3t,

o Kaplan-Meier A& ®4S =33}, 7}01—2%]?}(){) o ogg-3 7
ar
(¢}

o we 919 3N

°]-8-3
]% =i} Boin/‘I ].zJ E/\.]o

ol X oX r\°¥'
5

o Een
=
KeN
=
ks

1-4. YEYT € JzAG A= 24

NetworkAnalyst 3.0 2&ZQl Z=Zadd], wWe 24 2 FHdz 4@ dolge Al=g =3 A4S 93
718k ¥ B4 ZPZolt}; (https://www.networkanalyst.ca/). NetworkAnalyst 3.0& @%o}od ol 2 -t

Mo =

A A28 (PP WEYIAE AWAI S KEGG pathway enrichment #2412 Salslsdtl. PPI HIEYa #4&
AgA FA @7 STRING dlo]Elo]2 v11.0(https://string-db.org/)S Fa S AT, 5\5?& KEGG
pathway enrichment #4& F83te] ¥d AJIYAHY Fx7F A=A F2E 9etslgitt. 2E enrichment
Aol tiete] 2AF p < 0.059] FE FF Aow FERT.

1-5. fr&z =4 o3 DNA wWEs 24

Az 2do oigk DNA wWdst zZEsids A4S TCGA DNA wWest dlo]8  (Illumina Infinium
HumanMethylation450 %5 )E o] &3to] =333 t)t. CpG F9(CpGs)/de] DNA W'} Bzhe wWEst 2 wjmyg
st HFAR AlelS] A= v &S o] &ste] WEs) o FAHAE UEEth. 6ol wWEs) ghel digk JA =
TE R AT A =4 Aole] AB = Bruer = Buoma > 0.12] M Frow HAASG, AR > 0.12 #v
g3ty Fo2 AHosa AR < -0.12 Avdstd F= AASUG. 29 F-d2 L@z DNA HE3}t Ale]e]
AL FojE FAASF(DE BASIT. A EA 2 0.1 <] r | < 0.4, F FFAFAA; 0.4 <] r | <
0.7, T A&AA; r =280.7<| r | < 0.9, 4% FALAZ JeERNALE.

y

?
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1-6. SAEY

A2 &d bolE A EES BRB-Array Tools W& 4.6 (https://brb.nci.nih.gov/BRB-ArrayTools/)< A}-&3}4
B35, & e Eﬁ]-‘ﬂr@“‘_’ R language environment(http://www.r-project.org) 2 SPSS(Statistical
Package for Social Sciences) AZEo](MA 25, SPSS Inc, Chicago, IL, USA)E o]&s F3s9r. &
FAA EAA, p gte]l 0.05 HIRFY A 9o Felgk Aoz 1H3elrt.

AA 2. F AF FAA AlTA ] E=

A A (PAC) BAE AfET 2 nPToR BRHeE B BERQAAE wHaEdl] fete], AE AHe}
R 2l 22 ad"s ARG, AlE dolEAER GSE717298 AREERGIT. FAA AU AE

| flal HaE A F4Le = 1o EFERSAER ZEAEIGIT. Bop FAAeR ) WA fHA AES A
E(intensity)E HEYFo2ZHN 2 6547 FHAE =EFsGit. oz, A4 A4 4 AUE k] DEG &
& el o BE fFAAE BERSta(edasg 2404 p < 0.001) FYF 5olH 1,149709 FAAE FF
stk olojA, AV FAHAES o]fsle AE FEHoRA HA WES(0S) Ik LASSO(least absolute
shrinkage and selection operator) 3|7 % *% AAEFRFTE. 1 A3, LAMA3, E2F7, IFI144, SLC12A2, LRIGI,
DUOXA1 2 RBM1¢] o% fFZAe] MEANERZ =ZHch. 28v), DUOXAl BdFT SxE HNY o=
k7] fls 5HAA A5 oS H}om‘#ﬂiﬂi ZHg-5h A ekokom, RBML frddxke] 2 dlolE= oF HAF
deolHAE ez EA8HA ekt wheha, PAC #xbe] 0S¢} ##E HF G2z Bd ATy H A )
DUOXAL 2 RBMI S-AAF2 wjA|a}ich. gﬂragfu o2 5e Ab7] LAMA3, IFI44, E2F7, SLC12A2 % LRIGL
57 FAARE T o mdlz SYsiglon] | o2 PAC-5 AUkl WHalglth. tolrt PAC-5 AL A
23t 57 fAAbe] B wElS AR Ay, & 2a0] YERd vk} o] AT nYgdels F e
2 2B 2 YERgth, dolrk, PACS Al A A 5719 FArt FS-5olHom HHE=XE Eels] 6,
A v akel PAC e Aol thate] 570 F-dAEe] mRNA HEREES Hubsdv. 2 Ay, 47 FA#
= LAMA3, E2F7, IFI44 ¥ SLC12A29] 23453 AAF AR PACAA o %A vebstl. o] ks, LRIGL
mRNATE A4 #AgRTE PACA & dE RS s, T 27 B4 oA], LAMA3, E2F7 2 IF144¢]
mRNAE A gt B u9gare] FFoA o Wol wdE whd, thE F H3AQ SLC12A2 2 LRIGLS] Hd &
AET ®rh nPTolA o v 2dE ez veiwc. 7b a2 AN Fd@ze] dig oF AxE
PAC-5 AlZLUA el 7]Z3te] ARSI, & 2a9] F¢] d|aEafdA & = A vkek o] FAELS o A
Tl & AE T weEt A9 (n=63) B 1YY (n=73) ITFoE EREJCH, E ufHo] oF
AgE g2 FolA e ARG foE A EA YErstt.

Moffitt & (GSE71729 AL tlolHAE) o] PAC #x}e] ol & o&5E& 3 F 7M1 553 39 §38< A
otglE=d], ©] % 'basal-like subtype' 'classical subtype' BT} © U
Moffitt 7<) 3k9l H3-& PACAIA iz 2@ e 9 =x3hs AxA>
5 AlaYAel A LAVA3 FdA= &k9 73 A fFHaAES SFEHA
subtype' ¥ #&o] ATk, wEbA, PAC-5 AU &} Moffitt &7 Fe] ##4E O

Ag AAGAT. ol AF(x) BAS ol&F Ay BA|A, PAC-5 AlTUA] o3 PFEE Noffitt ¥
o o3t AapAZE de Ao yeigt. £33 A dHolHAENA AAFTY nYFE e AES Ao
& 7= ASS7] 98l Kaplan-Meier A<E 34 £4& o] &319tt. 2 43, = 2be]l Yepd ulep ol
Kaplan-Meier %2 A9ET 2 uAolA 22 A BEE09)Y b kol 27. 47045 13. 77142 79

@ ol ¥ Aols el AL e rH(p=8.37E-04)

AAld 3. AF colHAMEAA PAC-5S] AE A B ddH A E4

Bgoz, AN TE AF dSde AnE FAHoR AFHI A, B dPAEe 549 vhola
zojelo] Ei 37lol RNA AAA HOlEAENA PACS AAe] §EAS AFAAT. LOOCV F% CCPAA

A9e AH ISs] AP Sol4st WPEE 242} 0.8395h 0.905% vhehdeh, E3 % 3a0] LERd vhs}

2ol PAC-5 AlYAE HEE FE AF HolHAMEdA IAAE AP © nHAPToZ FsHA EF/IS
om AR MEL F7F 7ol 7z 30.4 2 17.77/0€ 2 XolE JERNA 2 (p=1.88E-07), & 3bollA B 4 9=
nie} Fo] AF dolHAEA FAY AEE(RFS)S 43 A3 T3 ol AT nddtolA 2zt

_13_
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17.5 2 155702 YEeEbtH(p=0.046). ©=°] Kaplan-Meier &% ¥4 Z3} vlo]aZojzo] dHoEHAE
RNA-AJ A o] M Eo A F28F o5 xlo]Z HATHOSe] thate] ZHzt p=4.87E-03 2 p=6.94E-07).

3lbe] 95 HolE A EQ GSE62452E % 79 dHolE 9 AS o]Fe FUI 13 A oMo A4z
g dolEHE Efstal At (n=61). ¥ WHAES PAC-5 AR T Soldor THEHEA oFE wr) &
A3 HF37] flske], PAC A9 7 9ol ddets A 2AH o5 T 2A Y U fdAe
mRNA HE FEE U, 1 A AlE dHolHAMECNA S Ao FAFSHAl, LAMA3, E2F7, IFI44 4
SLC12A29] W 52 1A s ZZ oA Rt} PACIIA o =A YElgken, LRIGL mRNAE Q1S A1t} PAC
A d HEE AL gt T 2F 7] BAJlA, LAMA3, E2F7 2 IFI449] mRNAE A dws Bl 19
T x4 3} b | SLC12A2 2 LRIGIS Yoy o @ 3oz BdEdn. =3
P I GF AF e g F o HE FoaA =& AL FAssn.

o7k & @i AEe AlY HolHAEA AE ARk gk PAC-5 AU A 9] o5 ol 5o HedS AL

Wk =2 37 B85 AAsodvk. 2 A3 PACS Ay Ao frold dhs AATHR 1.781, 95 % Cl
p=0.018). 18]t} A& HolgAEd= olaHeaa Exo] ¢19l7] wiEo], PAC-5 Al1U ¢

?lﬂﬂéﬁél%%%4 v e 5 k. ol PAC-5 AlZUAY dFE A2 o3 FHky =rpRow H|

wetz] o, WHE A volHAEES o]&sto] W B v 2 IARAS AAst. 1 A9, st

7] % 1ol uebd wie} Fo] @3 (Univariate) A4, #eEled 53, 424 5

AJCC ®W7] ©A 2 PAC-5 AU 7F HEshd 53 42 A|9etal o]lS9] #u e sl vws] A A=ed &

A% AuBAI Y= a% ilfﬂé}oﬂr:} =3 frold FHPEIF PACS AIUAE ol &dte] TP

(Multivariate) A& 2 1A .

A o] 3l PAC-57}F oA ]%ﬁﬂ°ﬁiﬂﬂ%LﬁMHfﬁ%Qﬂaﬁq.

!

_1

>
ng
2
(o]
o
z
o
i)
rlr
Ju)
T
i

[¢]

=
% A7), Bxd Ao,

721
Variables 0S
Univariate Multivariate
HR 95% CI pvalue HR 95% CI pvalue
Age
<65 (referent) 1
>65 1.316| 0.997-1.738 0.053
Gender
Female (referent) 1
Male 0.898| 0.735-1.097 0.292
Family history
No (referent) 1
Yes 0.862| 0.476-1.560 0.624
Race
Black (referent) 1
Other 1.246| 0.544-2.856 0.614
Pancreatitis
No (referent) 1
Yes 1.033| 0.491-2.173 0.931
Diabetes
No (referent) 1
Yes 0.817] 0.542-1.230 0.332
Grade
Gl (referent) 1 1
G2 1.363| 1.047-1.773 0.021| 1.324| 1.005-1.744 0.046
G3 2.270] 1.706-3.022| 1.89E-08| 1.924| 1.410-2.627| 3.72E-05
G4 1.634| 0.515-5.182 0.405| 2.399| 0.746-7.718 0.142
T
T1 (referent) 1 1
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12 2.010] 1.018-3.970]  0.044] 2.309] 1.015-5.524]  0.046
T3 2.434] 1.295-4.574]  0.006| 2.778| 1.199-6.438]  0.017
" 2.966| 1.168-7.534]  0.022 5.418] 0.643-45.63]  0.120
2
N
NO (referent) 1 1
N1 1.938| 1.504-2.496| 3.08E-07| 2.021| 1.466-2.787| 1.76E-05
AJCC Staging
1 (referent) 1 1
2 1.611| 1.140-2.277 0.007] 0.676| 0.342-1.338 0.261
3 2.173] 1.215-3.888 0.009] 0.420( 0.025-7.122 0.548
4 2.735| 1.346-5.555 0.005| 0.590( 0.130-2.675 0.494
PAC-5
Low (referent) 1 1
High 1.599| 1.333-1.895| 2.41E-07| 1.349| 1.080-1.685 0.008

AAd 4. 17] 9 27] PAC BApo A PAC-5 AlaYA 9 84 HF

>

i oo

AJCC W7] AA A2¥le PACOIA 71 dE] AAHE oS muloltl. T1eul AJCC ¥ 7)< oﬂ?‘”* 7HA =
A1 gHAIZE lowm, ofo] o3| IB, IIA % IIB A} AE&L sdstA vepdrt. waebA, -y
PAC-5 AlZ1H A7 5 HolHAEAA 17] &= 27]9] 35S 2719 99 1522 At —Ere?‘f‘ T
2 zA e, A dolHAEE 171(n=66, 9%) % 27](n=621, 85. 4%) A= HES ARE TI3Y.
AAE, dEAEe AJCC 7] Ad Alade] A&l wetel Y] 1A, 1B, IIA % 1IBY] A& #dsp
ERetA Eohs Zéigﬂﬂﬁq.%a,qﬁlB%IMQK@Mrmwrﬁgliﬂgwpﬁ}ﬂﬂ%

S ATH(p=0.297). ol whall, = 4o o] PAC-5 AlZ1Y A= IB7] E= 1IA7] 35 A AEE
ol tiste] AT 4 ﬂ%%i@_i o oMl —Er%é}% &% GA8HATH A 1B 79~ p=0.047, ©A IIA¢]
A9 p=0.043). W3, I1IB7] &2 94 2719 YPFoz HEshA EFEATH(p=8.61E-05). whd A 1A
A= PAC-5 A1y Ad o8 F A9 Yo Fo3A BFEA £33 tH(p=0.109).

)

¥ it

AAle) 5. PAC-5 A|lZYA9 HE X834 7o AaAFA B4

5-1. &3 Q% (Chemotherapy)

RAAER (Gemcitabine)ol 7]4¥Fe B2 318t @S A PAC &= § X+ QwWow AFHN Yo, gy A
F9] PAC #xl= glst a¥ X g & gl grof oFE Ay do|rt M&HETE, AR, A #elgy
AH = GSE79668 E TCGA RNA-AJE7Y dlolE] MECA] 818k 9 X5 EHsgitt. TGCA HolEMES A4
A= E

Bz 318 ale e ARk YERTH(n=100) . GSE79668 rﬂ°1 HAES] 45, sk ey o]

& 7k 1" EelA PACS AL

% U, = 5ol UEbdl whe} el PAC-S A

%X}(n 117)E 2 A *giﬁ(os)oﬂ oiste] 2719 k4] e R fos)
e

FolaAl BReAE 2o

X
Sh
4
of
oL
38
o
s
o
Tl
=)
=)
o
&
=
g
4n
2
i3
0::
%
=5}
i’Z
2
5 f
S
X
rr

2
il

5-2. BARA 89 (Radiotherapy)

B A @S PACE X 837] Y3 B4 eow AF olgdrt. ey Sjol Al WA X8 Ego
Ao s s =4 AX7) k. webd, Bz AR A FEo] digk w53 PAC-5 Al el o
S ZAbeRE. 1 A3 GSE79668 E TCGA RNA-AI A AT HolEHAIENA WAl 2 zall& @iﬂ*ﬁ%g
alA e 54 2738 BAFIATH(p=4.81E-03), F-AHE A= gt Fost a7+= §IAH(p=0.631).
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wol7k PAC-5 AU A E AR 8N il e sy 7Jr7Jr L]
frEek PACH AU A o] #age F48kgle. 2 A3, = 6acl o
WAbd ajell mel Al gl Folgk Aozt vv] WA e
o A ek th(p=2. 82E- 04) AT FAIA = AR 8o
th(p=0.832). olell Wl = 6bolA B & Sl uheh o] 19i3
FAE AEERES) O Fog Aol vEhubA] ol

FeE RAAAE
A AR AEEO] Fol5H
of Frol@ e MAA ek

_‘:’3_

oM WA @l o3t

5-3. 3 Ex} X F 2 (Targeted molecular therapy)
A A AEQH(ND S el Aadg 425 FEste T 99d s AdAToZN I8 A83tes A
A MA 2EH i 1z} =& (EGFR) E]ZA1 Q12k3}

[e]
3 Azegoz AGHAH. PAC ARA, Aud w3 4%
"k AAA(TKI)S d=ZEd(erlotinib) FDAo <]3] %O o ®2 =
NA-seq A% HIOJEJHEA TMTo| thdt wkg-3} PAC-5 AU 9] QB4 ZAbstaAl &k, WA TNT
RS BAbE TNTE WA ¢ 3hxtel] vls)] dAAdE (05) LR
AL FsA 052 - p=8.53E-04, RFS2] 7% p=0.018).

=3
(e}
[*p)
=
=]

Ltol7} PAC-5 ALY A S THTOl E%@ 24 27 n9da 2 AT SRl INT #-5-9F PAC-5 Al A
of #AARS B4, 1 A 9 7holl UERA wRe} o] w91t Sxfol A= TMTOl uwhe} dA] A=
Foll frelg #olzk v IS %3 :@x} AN TMNTE WA e Zhxtol s A AE&(0S) B FAL AE
£ ((RFS)o] folatA o =A eEbTH0Se] A9 p=1.10E-08, RFSS] Z$- p=1.25E-03). ol whal, AT
Al INT 5ol wel A5 Axfe] fofg Aol7p vebhx] ehkrh(0Se] - p=0.172, RFS9] 5
p=0.832).

AAle] 6. KRAS AYejo} PAC-5 Al A ote] AraAdA #A4

AL of FFe WAFHASt TF Al K] EARolo oJsf FLErk. PACA 7P WIWEHAl &
Ao 7} dojibi= KA = KRASE(SF 95%), GSE79668 2 TCGA RNA-A| @ dlo|E A E0] A KRAS Edwo]s &
T A T Aol 82.4%9014 BEEATE. Tt KRAS AHl AAE AA AEE L FAL AESE BT
tiel PAC ghate] ol 52 Aol Fogtk Afo]E HolA] BTt

Uob7h, KRAS Eqdwio] ek PAC-5 Almryziete] FapAS B4 A}, &= 8acl vEbdl wheh o] PACS
AU A= KRAS oA (KRAS-ID & 2= @xw-s A A X%’ gl e s el v40}7ﬂ

BFetAE 28k 0h(p=0.218), KRAS o] A (KRAS-MT) S

T AeS AT (p=9.19E-04). 12t} FAIE AEE(RFS)©
Zejell #AIQLO] PAC-5 AU A7 BAE F T or fFolsA &
3, KRAS JEl7F PAC-5 AU Aol o8 7 fjgwow BFE @S5
2 Hrlet7] 98] KRAS el B3t shxbatol Al PAC-5 ALY A e 7] %3
o3 A 9H FEaivt.

I
ot

AA 7, PAC5 AlaYA fARES] dES 3= DNA g3}l 4

A FHA 2Ho] Fas wWAYFe|th. DNA w"Esrl PAC5 fHAbe] 2d

7}6}71 ﬁoﬁ + 41} W FE A7) FAAEY Cp6 591 (CpG)AFe] DNA v 3}
TF L AT g 27 Afelo] AR =
Bruor = Bromar > 0.19] o2 AoEUa AB < -0.12& A
HEsl Ho2 Edeh. 9 faxk ddz DNA wEd) Afole] AwAdE Foj=o) A (r)ol 98 AA
HAok. F 71E (r > 0.4 9 p < 0.05)° UHFHHAS W, H&H
9a0l YR wpe} o] F3+ AEO r e 2t LAMA3 ¥ LRIGL #3
Aol thek DNA wje3le] s EW-S = 9bell vERAIT. Zu B}% Frd Ak
AR A ekgkt.

=4 =
GEl Atole] HadAE E4
4

a Lo oa
ﬁi
10
[
>,

x
Kt

0
kS
>
o)
V
rlo
1)
2
i}
ot

rN r[o
o
lo
%
po
lo

_16_



[0122]

[0123]

[0125]

ZIHSd 10-2021-0054917

AA 8, PACS5 AlaUxs}l AdEd guld-duld 528 yEF] Fel

PAC-5 A7} o]J®A PAC R3] 7|d& $= YE=AE FAFE7] f8te], B WERES NetworkAnalyst 2

o]-&3] PPI A5 HAskqlct. 1 A3}, 0ol vheRdl mps} o] PAC-5 fFHAHES o &3dto] T ES e
W= 53719 =g @ 3he] A4S P% L}EM—; 5170¢] ol &4o = 3709 PPI HEY A7 A=A, =
g, F7HH o2 PACS FAAtel e agste @A) vl F4E 9] 918 KEG A2 L& s3I
T3, PAC-5 Ay A e 27 Ak LRIGL 2 SLC12A2% EGFR E]Z4] 1Akslas o AlAl Aol #wd
FRAAEY AAQRH o R ATELEE AL FHelskitt.

47 QA% B oage] Age dAE A Rolu, ¥ wgo] &ahe sl&Ror] B9 A4S A A= B
el J1EH Aol B4A 54E WA @uA e PAL FHm 44 WYl Asse A
oG A Aotk THBR olgel A /ET WA ES BWE AA A Aol TP o] opd A

Training set of GES71729

Univariate test, stringent cut off
(two-fold changes, <20% of patients)

2,654 genes

DEG analysis, stringent cut off
(p<0.001, FDR<0.1)

[

[ Normal tissue ] Tumor tissue
Genes over-expressed Genes over-expressed in
in normal tissue (469 genes) tumor tissue (680 genes)

\ J
i

[Cox proportional hazard analysis (1,149 genes)]

Genes correlated with OS events and months

1. univariate test, p<0.001

2. significant OS difference by gene expression.
3. available in the validation datasets.

[ PAC-5 gene signature ]
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EH2a
P TN 11 A
os :
moc (I R VA PAc-s=h?;:;:?si
: os | Survival
’ ! || LAMA3 M Decease
41 : [ Classical
I ‘ | | E2F7 e a Baassail-‘l:iie
—I I . l IF144
— I I I | I SLC12A2 u
- ‘H I | I | ILRIG1 4 20 2 4
. H Column Z-Score
g 2
21
S o
g
E'1
-2
Low-risk group High-risk group
EWHD
Training dataset
1.0+
0.8 H ol
2 0.6 'L LLL
: N 1
for] &
o 04 711 L
0.2 —\_\-\_‘_‘
|
0.04 P=8.37E-04
0 10 20 30 40 50 60
OS (Months)
Number of risk
Low 63 42 27 15 8 5 0
High 62 33 1 6 4 1 0
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Validation datasets

Probability

™~ \‘\
\\’n
0.2 o™

0.0 P=1.88E-07

I 1

0 20 40 60 80 100 120 140

OS (Months)

Number of risk
Low 396 214 83 31 15 7 3 1
High 361 128 37 16 9 6 1 1
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E3p
Validation datasets
1.0
0.8 -
\
\
g 064 |
Z
P
a 04- .\M‘H
\‘_“ﬁ T
0.2 ", - 0
Y
0.0 P=0.046
0 20 40 60 80 100 120
RFS (Months)
Number of risk

Low 235 68 35 17 10 6 3
High 212 50 23 13 8 5
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k1
N2
N

Stage IB

Probability

0.24
0.0 P=0.047
0 20 40 60 80 100 120
OS (Months)
Number of risk
Low 19 14 6 3 3 1 1
High 28 9 3 2 0 0 0
Stage lIA
1.0*».\
T\\L
0.8- ! \
|
Zoos |
K [
2 1
& 0.4 1_1
0.2+
0.0 P=0.043
0 20 40 60 80 100 120 140
0OS (Months)
Number of risk

Low 75 50 25 10 4 2 2 1
High 56 23 8 4 3 2 1 1

Stage IIB
2z
3
'§ ] \
& 0.4 \
e,
0.2 S N
0.0 P=B.61E-05

OS (Months)

Number of risk
Low 251 124 39 16 7
High 239 79 22 9 5

& s

0 20 40 60 80 100 120

oo
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EH5
Chemotherapy Chemotherapy
1.0+ 1.0
v
0.8 ‘.\ 0.8 o
zoos| | Z 06- L|1
3 3 L
g B! 3 L
= 0.4 = 0.4
a a
L L -
0.2 0.2
0.0 P=0.022 0.0 p=0.087
S T T T T T T
0 20 40 60 80 100 0 20 40 60 80 100
OS (Months) RFS (Months)
Number of risk Number of risk
Low 64 28 10 3 1 1 Low 48 13 4 1 0 0
High 53 20 | 3 1 1 High 40 13 5 1 0 0
ED6a
High-risk Low-risk
1.0 1.0
1
0! =
0.8 \\ 0.8+
1
kl L
Z 06 1‘1 ‘ Z 06 ‘
3 3
] \ © ]
2 ; 2 1
[=] o
& 0.4 k,‘ & 0.4- L
e
|
0.2 A 0.2+ -
L
0.0-| P=2.82E-04 0.0 P=0.832
0 20 40 60 80 100 0 20 40 60 80 100
OS (Months) OS (Months)
Number of risk Number of risk
YES 17 9 3 2 1 1 YES 25 1" 2 0 0 0
NO 56 13 3 1 0 0 NO 53 19 8 2 1 0
EH6b
High-risk Low-risk
1.0 ™
b
|
0.8 |
z z o6 %
a o
© o
S ]
& & 04-
0.2 0.2
0.04 P=0.444 0.04 P=0.838
0 10 20 30 40 50 60 0 20 40 60
RFS (Months) RFS (Months)
Number of risk Number of risk
YES 13 10 5 2 1 : ] 1 YES 18 6 1 0
NO 44 44 21 7 3 3 1 NO 43 9 4 1



EH7a
High-risk
1.0+
1L_L
0.8 l LHj
1 4
2 061 |
8 1
2
°
£ L
.ll
0.2 lL
0.0 P=1.1E-08 1
T T T T T T
0 10 20 30 40 50 60 70
OS (Months)
Number of risk
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NO 26 9 0 0 0 0 0 0
EH7
High-risk
1.0—‘!—\_‘_|
0.8 4 \H L‘T
z oe{ | L‘w
Z :
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& 0.4 7
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0 10 20 30 40 50 60
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Low-risk
1.0
0.8
Z 06 |
8 1
©
S
a 04-
0.2
0.0 - p=0.172
T T T
0 20 40 60
OS (Months)
Number of risk
YES 60 22 L] 2
NO 1 2 1 0
Low-risk
Z
K
©
S
& 04-
0.2
0.0 P=0.832
[} 20 40 60
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Number of risk
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1.0 \\
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2 06 |\
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i e
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a 04 \ Yy
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| e —
0.0 p=9.19E-04
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Low risk group

ZIHSd 10-2021-0054917

High risk group

LAMA3

LRIG1
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