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Perspective of preoperative therapy for pancreatic cancer

Michiaki UNNO, and Fuyuhiko MOTOI*

Key words: Pancreatic cancer, Preoperative therapy

Pancreatic cancer is associated with a poor prognosis and an overall 5—year survival rate of less than
5%. This is a serious issue that was left behind in the 21th century. Recently, an improvement in treat-
ment is being achieved by progress in postoperative adjuvant chemotherapy. However, only 50% of
cases receive adjuvant chemotherapy. To clarify the effectiveness of neoadjuvant chemotherapy. it is
necessary to evaluate all patients of pancreatic cancer intending to undergo surgery by intention—to—
treat analysis. It is possible that neoadjuvant chemotherapy may contribute an improvement in the prog-
nosis as a whole for pancreatic cancer. We now have initiated a phase III randomized controlled trial to
determine the efficacy of neoadjuvant chemotherapy with both gemcitabine and S-1. In the future,
neoadjuvant therapy should be considered as a standard treatment for resectable pancreatic cancer.

* Department of Surgery, Tohoku University Graduate School of Medicine (Miyagi)
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SRM transitions Average of normalized peak area Fold change
Better Poor Pancreatic Noncancerous Poor/ Cancer/
No. ID Protein name [Precursorion (m/z)/ outcome outcome ductal pancreatic €

better noncancer

Product ion (m/2) ] group group adenocarcinoma duct

—Gg¢—

aujjuo,[eoipai Ag pajuasaid

Heds¥102 - £ €589 SlfllLY

Differentially expressed between the poor and better cutcome groups and overexpressed in cancerous tissues

Q13011 ECH1_HUMAN  enoyl CoA hydratase 1 419.2/724.4 7637 15611 11,624 5,232 20 22
P02751 FINC_HUMAN  Fibronectin 963.5/1,177.7 86 280 183 70 33 26
P02792 FRIL.HUMAN  Ferritin light chain 804.4/1,154.6 1869 16,664 9,266 1,798 89 52
P13645 KICIO_HUMAN  Keratin. 691.3/1,068.5 342 5,334 2,838 399 15.6 7.1
- type I cytoskeletal 10 ’ ’ ’
P04264 K2CI_HUMAN  Keratn, 651.9/759.5 2863 12,785 7,824 1,683 45 46
= type I cytoskeletal 1 i ’
QBUX06 OLFM4_HUMAN  Olfactomedin-4 872.4/1,1245 1573 4418 2,996 139 28 215
P54886 P5CS_HUMAN ?‘y;"t‘;:":g’°“““5“’b°"y'a“’ 592.8/874.5 317 733 525 211 23 25
PO5164 PERM_HUMAN  Myeloperoxidase 576.8/854.5 189 1959 1,074 21 104 519
Q15063 POSTN_HUMAN Periostin 7009/1,0746 13362 35,001 24,226 3,576 26 68
P05109 S10A8_HUMAN  Protein S100-A8 411.7/694.4 2532 17,662 10,097 1,131 7.0 89
PO6702  SI0AS_HUMAN  Protein S100-A9 904.0/1,236.6 1189 6333 3,761 388 53 9.7
Q9UJZI STML2_HUMAN Stomatin-like protein 2 838.0/1,319.8 629 5207 2,963 1,472 8.4 20
PO7996 TSPI_LHUMAN  Thrombospondin-1 697.9/1,148.6 1637 5025 3331 968 3.1 34
P11166 GTRI_HUMAN  Glucose transporter member 1 495.8/790.5 4094 1,602 2,893 577 0.4 50
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Z

o~
0o

Qverall survival rate
OO0O0O0O000O
MwWhOOND

0.1 positive (n=45)

0 12 24 36 48 60

Months after surgery

P=0.0435

% 0.5 "%, negative(n=37)
= 0.4 KT
€03
302
0.1 positive (n=50)
0.0
0 12 24 36 48 60

Months after surgery

3, P=0.0056

i 3 negative (n=39)

..
""""" ST SRR ¥ SO

0.1 positive (n=48)

12 24 36 48 60
Months after surgery

D)
1.0
@ 83 g P=0.0408
w O.
ER
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S 03
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Months after surgery

B2 SGREAIEE I B B SEBLAMIC 355 < 1R#0 & > /¢~ 4 ki (ECH1, GTR1, OLFM4, STML2) ®

R Arithi.

A) ECH1,B) GTR1,C) OLFM4,D) STML2. ¥ RTOMEHE V7371 BV TRBBNED L D

FHFIZTHARRTH 5 /.

TR LEERR L Tk b, BAIERIT O FER
BEARR AR RMRMET LYY — X2 RELT
W3, ZOEFLOBETFER 7740
MAENLN TS0, SHEICIERIZSH
BHZZDEFLEHWBIENTES. 1,
By h-dilabkcid <, BRRELHEE
REBHL Y AW THKT D L0 5 g
AV b TChD. BHIIZ, 7492 ETHER
& hfalis & R A B HIREKRIE, Tk
=flilleh 6 H HEEHEANELTLEI »
5THA.

2. REBHETFIL VU -XICET 3 MRK-

003 DR R

LU - RIS R R A REREE T L &
) —ZDOH» 5 Notch-1DEBUC KD X9

(k1 & w51

DEFLEBFENBELE. X—F9vY 2%
FWT1 S 7= 0 20L(FRBID R T I- BB
FYORMBMETLAERTS. Zhid
P(EPSLS D), §abbOHEY, @
MRK-003 #% (150 mg/kg % 8 1 [BI# 1% 5),
QGEM# (30 mg/kg 2 H1MEENES), @
MRK-003 + GEM fif FI ¥ (B Al & [ B 12
S T3 EERHEL 7=

MRK-003 Bf i3 (HaABE & HgR LT, 9fD S
% 5§#56% (Panc374 (P<0.05), Panc219(P<0.05),
Panc265 (P<0.001), Panc420 (P<0.01), JHO033
(P<0.01)) THELHEB MR EZED 7= (K
3). Notch-1D RILE & MRK-003 D k&ML
MBI L &4 5 7. MRK-003+ GEM BT
i3, GEMBiA|& L TORED S 5 4Ff44%
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100

75

Tumor growth inhibition (%)

tumor volume) X 100% 1= & H 5 ¥ h 7=,

(Panc198 (P<0.05), Panc219 (P<0.01),
Panc291 (P<0.001), JHO33 (P<0.05)) TH &
LT R % G 7.

Ll &, MRK-003 13 H AT & Pl &b
BAERL, GEMEDOBRATHEDRERT
Zepwy A MR E T VIS S GRS
Gk H7

3. BEMELSINZT T ABIFAN

P EoBE R E S F A, MRK003 0 R
ZHIZB S § 354 v —h — DFERERA
7=.

F9°, MU L o 2 FRIBEE DRV
D FEFFL W E S A SRNAZE fih iy L,
Affymetrix U133 Plus 2.0 gene arrays{Z T ¥
17a7 b4 &7, BohZ8ETRH
F-anb, EROMEEIRE FE
(P<OODIZHIBE 282727V O HK
% B x kol L 2(MRK003 : 692
probes, MRK-003 + GEM : 967 probes). %
O L 72 8H{EZ T %, Ingenuity #3277 <

426 FiE 68 %35

£ BB MRK-003
kR GEM
£ MRK-003+GEM

Panc420 Panc374 Panc219 Panc265 Panci98 JHO33 Panc253 Panc29l Panc215
Patient pancreatic tumors xenografted in mice

E3 O MOIRIEEN B R SRR T 5 0 2 & 1T 5 TR I
Tumor growth inhibition (TG {£TGI= (1- final treated tumor volume/ final control

(g2 & h 51D

{ fi# ¥ (Ingenuity Pathway Analysis : IPA) T
AR ZYICBS B0 L EERL .
MRK-003 £ 4] @ & %2 £ 1, nuclear factor-
kappa B (NF- «x B) ## }% @ up-regulation & ¥
FELTH Y (4A), MRK-003 + GEM fifHiiz
B TiE, B-cellreceptor (BCR) Y 7Lk
Nuclear factor (erythroid-derived 2) -like 2
(NRF2) #2#& 0 up-regulation 7% 552 P 12 [ 3£
LTWBEVLIFERN, ZDIPAH»SEEH
Eh7-(X4B).

FFPE AW /=7 u 74 3 4 212k 50k
MREBSIE AT PR ORE &, BRI
figivo 22T LEHOE y 7L 2 —
¥ P MRK-003 D B2 {4 1 B4 5 /3 4
F 7 — 71 — OREERTERITOVTIRSF L 7=,
IS4 F v —H—ORIZIE, BRI SY
VILRYERT B4 A v - —OFHEIZK
WikA B 7 7a—FikEnd b, KRS, M-

< 2014F-3H
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Num ' ?
p38 }AXPK jxf B Ga \7
CHEB ATF-2€: a@&ﬁl £2F1E3) NFAT

4 TPAIZ&B/3ZY x 1 Bt

A) MRK-0038A], B) MRK-003+GEM{iti
MRK-003 ¥ AL SM 3, NF- x BEEFAOupregulation B L Tk 1), MRK003+GEMUFMIZ &\ TIZBCRY 7
F )b & NRF2#285 Dupregulation A &R IR L TL T/,
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1) Takadate T, Onogawa T, Fukuda T et al : Novel
prognostic protein markers of resectable pancreatic
cancer identified by coupled shotgun and targeted
proteomics using formalin-fixed paraffin-embedded
tissues. Int J Cancer 132 : 1368-1382, 2013

2) Mizuma M, Rasheed ZA, Yabuuchi S, et al : The

3

4)

gamma secretase inhibitor MRK-003 attenuates
pancreatic cancer growth in preclinical models. Mol
Cancer Ther 11 : 1999-2009, 2012

Sung JY, Kim GY, Lim SJ et al : Expression of the
GLUT!1 glucose transporter and p53 in carcinomas
of the pancreatobiliary tract. Pathol Res Pract 206 :
24-29, 2010

Ito H, Duxbury M, Zinner MJ et al : Glucose
transporter-1 gene expression is associated with
pancreatic cancer invasiveness and MMP-2 activity.
Surgery 136 : 548-556, 2004

428 RFIAE  68%:3 4 « 2014 23 H

Presented by Medical*Online

—229-



|JrrBaomz)

PR EABR DELIR
i

® R BTN BB B R H M OMW

L R’ R

—

R5|FAEE « B, T, ERIRIAZR, #iEh#tER, RCT

FUHIC

I 2 RRaREIR TS, —ERT
H EFBO P H &R, BRI LOFHFEOIL
LDELENL, ThETIEFVALARL
DEVWEEKRRLTO ZEXPEEETDH - 7=,
&9 GEE, SHERERTITbh L KREK
BERKARBROBRIBE X h, #ETPOBEK
RERLBIMULOOH 5. MW EHARIZEEd
3, BEDEKRBDEREIRDED &5,
RETHLR T BERRBRIC OV TIRRS.

BEOURRRER L ZBELE
BRRE R

1. BREBROER

BROTFHIHFEL BN E L TiITbh 358
R OBIKARIL, bbbhXR1INES
I ETE 5.

#1 BEOSFRARBEOBKRR

o WiBNREEICET 56D
— s EiBh b it
— Wi EiBh (b3 Bt (CRT)
(£ {b3Rek)
~— iR Bh b SRt ek
~ Wi b3 B EE (CRT)
(£ L3R
— 5 F v F IR
— R B AR
e HFIEHIZT 38D
— WK vs BHEFHT
~ IR vs {LZE Rk L

2. ZhErTiITbh-BEREABRORE

D skt FRE (k2)

FES IR 3 5 ik MBI L FHRE DR
AIEL SR ER TN, TOEREIC
DWTREBRODHEZIATH -7 2000
ERIZAD X O R L ABR L BHEaRR 7 ¥
& L{LILBBRBRMBITbhd &5k o 7.
3~ 93 TIFbhZESPACIRE T,

Satoshi NARA et al : Clinical trials in pancreatic cancer surgery
*ELMNATIR L v 7 —h it FFEREA R [T 104-0045 YURT ek R IX 584 5-1-1)

FFAEME 68 (6) : 901-909, 2014 901
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#2 WMikMELFRED T LBRRE

RRRE A BESF | FEMIE | Phase | ¥Rk MST P

ESPAC-1¥ 2004 289 M | SFU+folinic acid vs F{ffHi#d | 20.1vs.155 | 0.009

CONKO-001? | 2013 354 M | GEMvs F#iBiM 22.8vs.20.2 | 0.01

JSAP-02¢ 2009 | 118 I | GEM vs 4l 223vs.184 | 0.19

ESPAC-3 v2¥ 2010 | 1,088 I | GEM vs 5FU+folinic acid 23.6vs. 23 0.39

JASPAC-01® 2013 378 I |GEMvsSi 25vs. NA. | <0.0001

GEM : gemcitabine, MST: % 7£fifIchseiti(H)

]R3 W2 RIARERO T L ERRS

RN A $BEFE | 2% | Phase | HEk MST P
GITSG trial” 1985 43 — | CRT+chemo vs observation 20vs. 11 <0.03
ESPAC-1V 2004 289 m CRT (+) vsCRT () 159vs. 179 0.05
EROTXC trial 40891® 2007 120 I | CRT vs observation 15.6vs. 12 0.165
EORTC40013-22012'% 2010 90 il GEM —CRT vs GEM 24.3vs.24.4 NA
RTOG 9704® 2011 451 i} GEM+CRT vs 5FU+CRT 20.5vs. 17.1 (Ph) | 0.51
CapRI trial' 2012 132 m CDDP, IFNa-2b, SFU+RT vs 5FU 26.5vs. 28.5 0.99

CRT: {bL ¥k, chemo : {b2£#1E, GEM : gemcitabine, IFNa-2b : interferon alfa-2b, Ph : IGSHERS,

MST: £ 7R RE(A)

5FU + folinic acid #¢ 5-BE D 4 172 F gL
BIHBLTHERIIRETHE LIRS
Boh, BERREILEREOF WL
BTHEBRMIZRENIZD. ZDH, F4YT
fTHbh7/~CONKOOOIIRER T, Yo
v BANC & 3 IR mB bR & > TRB
REFHM S EFML BB TSI LNT
Ehi?., X 5IZESPACO3RRIZH T,
5FU + folinic acid ## 58 & ¥ 4 ¥ 2 ¥ V5
BHTCTRIZENEL, POFLVIE /5
BTEMELAPEVEVLIEREBo AL
M6, BREKTE, 7L 3y NifiktiEh
{LFREDBERRIEL k> T 3. HAE
THJSAPR2RBOYDEREZZITITr4Lv 4
EIC kAWM AEEIRE S ERERE ShT
Wi, BREENSML TEEBE AL
R T v & L LHLBEARJASPACO1) DR

RY2013FIZRELh, 2EFIIBVTSI
DT LY FEVIZHTABEENRENAEZ
ERSY, SIVNHREBLFRED BEE
Llkot=. —#, BHEAZ ETSIAMMT
ERVREIZRT LY S VB EAHER
ENTN59,
2) Wik L ERaRER L ({2
%) (£3)

X [# O gastrointestinal tumor study group
(GITSG) At T T8 THEHEIZ N T 5 itk
B ERGHBRECRD O S HEd kR 7 ~
& LLECERBE 1TV, 1985F ISR H
EEhi. BREMRIZBHELEERS,
Fishe B U TCRTH{LFHkIZL S
FREEDRE2BO L&D, Ty
AVRMZBEBERR S -8 DD, ZOH%, XK
[l C i3 Johns Hopkins A% % Mayo clinic & £

902
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4 UIBRVTRE & 22X ATRESE ARG 0 3 B Al {L 3k o T e BRIK AR

. RO (% MST MST
MisE | W | B | Phase | N® | 2? (%) anm | o
Palmer®? 2007 50 I R GEMvsGC | 38vs70 | 75vs75 | 9.9vs 15.6 N.A.
Heinrich® 2008 28 | R GC 89 80 26.5 19.1
Motoi® 2013 35 I RorBR | GEM+S§1 86 74 19.7 N.A.

R: UIBXWTRENSM, BR: VIBRATRESEAISM, GC: Gemcitabine + Cisplatin, MST: A 7HURH A (A),

N.A. : not available

£5  YIBROTHE & i3 AT RESE R A - 13 B IR A AR 2 1k oD 3 2 BRPR A BR

as% e e | Puase | W@ | e . B I Br
Talamont?” 2006 | 20 | 0 R GEM+RT 85 94 NA %
Evans™ 2008 | 8 | O | R(Ph) GEM+RT 74 89 21 k7!
Varadhachary® | 2008 | 90 | 0 | R(Ph) | GEMsCis+RT 66 96 174 31
Small® 2008 | 4 | 0 [RBRUR|  GEM+RT 81 (R),33 (BR) | NA NA NA.
Le Scodan® 2009 | 41 | I R 5FU+Cis+RT 63 81 94 117
Ohigashi® 2009 | 38 | 0 | R(T3) ; GEMRTLPC 82 96 2 >60
Landry® 2010 | 10 | 0 BR GEM+RT vs 30 66% 194 263
11 GEM+Cis+5FU+RT 18 50% 134
Turrinf” 2000 | 34 R Docetaxel+RT 50 100 155 32
Takahashi® 2013 | 268 | 0 | RBR | GEM:RTLPC |8 (R),5 (BR | 9 (R, | >60 (R} | >0 (R)
| % (BR) 20 (BR) | -30 (BR)

R: UIRRoTAEA%A, BR: VIIRTTREHIRASH, UR: UIBRTREARS, Ph: BRUHAS, GC: gemcitabine+cisplatin,

Cis: Cisplatin, LPC: ffii#fFiesiib sk, MST: 7l ii(A), N.A.:notavailable

SEBIB O %\ HEEY T RBMIZH % CRT 217
bhsL5124b, 1,000 L% A A&
MATECRTOTFHBHFEDRVRENALZ
Enb, HikCRTA# T HRRAHND,
—%, GITSG trial BARE, 3 — v o /3 THEHE
ENAWBCRTIZET 5 7 v & A{LILEER
BRI, FiliEM, » 303 bEiRkicL
THBRCRTHRBATVW R WS BRIFR X
R Tig s, #IZESPAC1 T3, CRT
HROLAPHARSEREARLAEZ LD
5, I3—0ySTRINHMBIREL L TL®
REHMAEELDOEIANEFHTH YD, M

FFREA% 68#:6% - 2014E6 A

#“CRTOAE IOV T, B, EESH
aAVEVHARBOERATOEN,

3) WAL (¥4

ik s LR O FF I ER DR AL
HEh-Lidnix, BERZZ, FHEHD
BESLREHERDZ:D, HikwhiRiEsT&
o, -3Pire X5 2B WERMNEL,
TEEEIL50~70% LWMEEh TS, Z
D7, koEWEEEL BHE L THvEIEE)
BENRA O N T E 7=, WATEROFISR L L
Ti3, WBURFITEEIZEA TV EBR
BOWNERS+ RICEECE 50 8MY S

903
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#&6 T OMOREI T OBKRAR

HEs WEFE | R | Phase | W% MST P{#
Pedrazzoli® | 1998 81 I | #KPD vs ¥ PD 16.7vs 11.1 | 0.65
Yeo'® 2002 163 m A PD vs BIHEPD 20vs21 0.57
Farnell” 2005 | 132 I | #KPDvs BRHEEPD 19vs26 | 032
Nimura'® 2014 101 M | #APDvs EHPD 13.8vs 19.9 | 0.119
Doi® 2008 42 i UIE& vs (L IREHRWETR | 12.1vs 89 | 0.026

MST: 7R hS4E(A), PD: IR+ —1ERAY)

32 &, REATOREEGEDNHRIZ KD ROTIER
frambxesuEEns s L, UkReE
TFLTLRUBRY 3 EMICHT 32 Fihi+ME
BETHRIENTEAZILEE D ITEN S,
L2, BBIoR L THROE LEFRFRES
Plshr o778, WEGEE LU, &R
N3 CRT#EHT HMER1BH - /. HF,
FhyBEVEVYRATIFRBA, Yoy
2 ¥ & S1{#H#RE%E, mFOLFIRINOX %« &,
ERIGEAT, BV EARESRARET
% B{LFEREL VA VY BRBIBL, WLOHhD
BIHRBROGRERVBEESh TS, L2,
b RO IEICET 3 HEA T
v AR, WEEBLA TV,

4) #ATCRT (3&5)

MBI CRTIZ B ¥ 2 BIRRBR OB IS HEF
HI100BLUTOFIHRREDEDMNIFELAL
Thhn, FIHERBROBERIVFLEHEZh
Twiw, MFCRTEZR I EFMOREL
LT, FRikFEMELRTSE, UREER
DY Y IHEBEHIEL, ROVBRENFV
ZENBITohTED, BRTICHT 5 HidTHK
HREHONRTHII I LBEFEATH
3. /-, HATRERICUIRTE ERICER
3L, £FMAEPREHI0HFALLEDED
MNEL, EIZIB60N AU ELEYD TREF
EWRELH 5. Zhizi, HEICRTIZE S
BIRMROAL ST, HIEHTE B HRlE

FAPIZ TP RABHIAERSN & W BIEFIRIR 4
TALHELTWERLEX OIS, EEHER
THHHRMENREL OFAE S v ¥4kt
BRARBOGRBHETOEVWERMETE, 20
BT AIEF VAL RANE LR
WAV,

5) % D DT BHEUS O BER A% (% 6)

TR 13 3 BEE - —1ERA YIBR D ¥6
AMEICET 3BRABRL LT, ThET4
207 VX ALEERENBEZA TS
A, VWTRIZBOTEIEAREIC & 5 FRE
HWRIIBY S hh o729, —F, ik
IELAO THRCHERD IS, BAFHICE
WTHRBIZHMT A Z W REhEZED
59, Blff, SMARGHMEREHIT, EE
ASMAIELS ROVIEREZ A E 21565k
¥, HERIhTWAWS, BHEFRICENT
i3, EAFHTEEL, HHEQOLARBEFIC
BR=-h3, BREOKVLWEREZTV, HES
JHICHBNRE S BAT 5 Z LICERSAENI N
5k51Chk-7.

% 7=, UICC X7 — ¥ CT3H NS DRSS
#HT 50 ERER £ Rl LW UIRTTRERE
(k& &2~6cm, _LH5REARBYIR i eIk
ANDBBHRBAEELWICHNT S FHEMRE
CRTD 7 v & LR TR, FHDS
NEBICTFHRBET, 2EULEGEEIER
ERTEBIILIrZO AL IOZER
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b, HREARNERELYZD TS, TATHT
NIV HEIRR Eh T 59,

LA L, RAETREIC T 5 ARIETE
BT FEE EL, EFEMTbgEIZ15
AU EED#ES H 59, —F, BEH%E
HREBERAE <, FHHMIC X 3 B
HA#ETHHZLEHAATHHDOT, SH%I3Y
BRizfbzeitlh, BU@EE = R & < HAS
DY EFOEROBEE A ZTEIHACT
KBLFPHEh3.

3. BEETPREVUERRRED

ey 3y

ZZEEEIZ 2R T bh TV 3RO
NERARBEOBEKRSRD > 5, HEEHEEK
H20% LI ET, phase I, I /I, MicHY
TH5EDE65HULESH 7. ZhemoB
FuBDOEETIIRT.

1) Wi LEREI D\ T OBERRER

Witk HELEMRERICB L T, BORTIiE#
BIRTHBEY LA VBEIINLT, ¥4
VAV ANRVAY Y, TAUFT, £
7=iinab-ss 2 ) 2 F L LD, 55
) (2 mFOLFIRINOX D 45 %k % R EE 4 5 /-
Wiz, WFhi BHEB SN 450 ALl ED X
BES v ¥ A LRABRDETPTH . AHT
3, YLAL 2 VHME T AL 2+ S
BF IR % LR 9 B JSAP-04 DREFIPE 8% 53§
TIZRTULTE D, ZOER¥EFLA TV S,

2) #Hi%CRTIZ DWW T DA

BIE, 7204, h+4, 3—uyiD%
MEaEtE T, BEEHEEHBED
RTOGO848 il E h T\ 5. ZDRETIZ,
FFMBEEREII DWW TTr Ay s ¥ VB
LAY+ I OF = THRAEEED S
v L{EBSITDN, RHIBERGERI L
#IZ, ROBRELLTHRV2E V(7
X 5FU) + GHRIGROBR/IZ KB 5V ¥ 4

ftiegsrrbhs. ZORBRIZLDHE
CRTOREBIZOVWTOBRBIZRENDOL
DEMFBEEIh TS,

3) WAL REIC DWW T DOBEKR AR
hrmadR e LT, ZRIFRLFIEOR I
AT ABKABRS MR THEITHTH
5. %<, BREAT 5 UBRAGEREIC
LTHMMSRENZL Y AV B EIZLT
0, FOLFIRINOX, ¥ 4 # ¥V +nab-/*¥
INVELEL, AV EE Y+ LOF T
EEDLY X VYHHVWLERTWS.
KITIE, HELEBOLHERE TR
R ANR L L TITbOh A GESTRRIZE
W, EEAFHEICZELTL, Yav 4
VMBI T 37 60 2 Y &SRR
B (GSHEE) DB NI S h - Z L%,
BERESEEEDEOCRETEEICB VT
3, YA HAL L TGSI|EKED
SERIZHT BN - FHA0.67 (95%1548
X[ :046~0.99) LBHFIEL >N L %
i A, UREEISEE R E L, TG
Ze UGB o3 5 iiiaiia s (GS#tER) (R
BEH)OBEBHEEIRIETSSEBHEAE
FN/NMEF v & 4L H 8 R B (Prep02/
JSAP-05) 732012412 FbE & /-, GSIREEE
T, Y424 1,00mg/m%E1, 8
HBE#5, S180mg/m %% 1~15HAIR,
JBEE1-LLLT2a -T2,
VT3 7aba—nick-Tw5, ik
Btk & LT3, JASPACOIYDER AP
A, REH, NREFLSICSIHMREL4
I—-217H. HEEHEBHERIIOAT,
017FEKIZT A0 —TF 9 T2ETTBFPE
ThH3. VR4 FEFMEB L LAFEIH
BAITTIBT L, RE, 24FHE2E
EFHHEE & LS IESF0EFEFTHA
TWwWa. Zhickb, fral{LginEoa It

HTAERE 68%:6%5 + 201456 A 905
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—-GEe—

auluQ,eoIpaN Aq pajussald

- 59889 L

H 9+:¥108

IEH R A A

Z Ol

IR (& I AR | BIRID se | WIIAE | | TEAE | B
| JsApo4 UMINO00004410 | R I | Ope—GS (6m) vs GEM (6m) 0S | 300
/| JASPACO4 - R I | S1+RT vs GS—Ope 24EPFS | 100
| Prep-02/JSAP-05 UMIN000009634 R I/M | GS (6w)—Ope—+S1 (24w) vs Ope—S1 (24w) s, 08 360
1 PACS1 UMIN000012634 R 1 Ope—S1 (6w) vsS1 (12w) 24F.08 240
ACOS0G-Z5041 NCT00733746 R (Ph) I Erlotinib+GEM — Ope — Erlotinib+GEM 2408 123
RTOGO848/EORTC-40084-22084 | NCT01013649 R m Ope — GEM = Erlotinib — &=CRT 0s 952
NLG0405 (Immunotherapy) | NCT01072981 R il Ope ~ Immunotherapy+GEM®=RT vs Ope—GEM % 0Ss 722

RT
Nab-paclitaxel+GEM NCT01964430 R it Ope — nab-PTX+GEM vs GEM DIS 800
Preoperative CRT NCT00335543 R 1 GC+RT (6w)—+Ope vs Ope—GEM (24w) 0s 254
ESPAC4 ISRCTN96397434 R il Ope— GEM+Cap (24w) vs Ope—+GEM (24w) (O 1,080
CONKO-005 DREKS00000247 R (RO) | Ope — GEM=+erlotinib vs Ope—GEM (24w) RES 436
NEOPAC NCT01314027 R m GEM+Oxaliplatin (8w)—Ope-+GEM (6m) vs Ope—~GEM (6m) PFS 310
Prodige 24/Accord 24 NCT01526135 R i} Ope—mFOLFIRINOX (24w) vs Ope—GEM (24w) DFS 490
PREOPANC EUCTR2012-003181-40 | R and BR it GEM+RT— Ope—GEM (16w) vs Ope—GEM (24w) s 244
NEOPA NCT01900327 R n GEM+RT— Ope — GEM vs Ope — GEM 3108 410
NEONAX NCT02047513 R I nab-PTX+GEM - Ope —* nab-PTX+GEM vs Ope— GEM+nab- | DFS 162
PTX

H-0509-513-157 NCT00679913 R i1 extended vs standard PD 0s 216
Adj GEM vs Adj GEM+RT | NCT00994721 R i} Ope — GEM vs Ope — GEM+RT RFS 265
NeoCRT for BR NCT01458717 BR /M | GEM+RT—Ope—GEM vs Ope — GEM+RT— GEM 2408 116

Adj: adjuvant, CRT: chemoradiation, R: resectable, BR: borderline resectable, Ope: operation, RT: radiation, Ph: pancreas head

GS: gemcitabine+S1, GEM: gemcitabine, PTX: paclitaxel, Cap: capecitabine, PD: pancreaticoduodenectomy, w: week, m: month



CETAF T ANnBohB DL
MFehTuna.

4) WEICRTIZ DWW T DEEKRRER

3—u .y 3T, YIBRTTRERRIBIC NS 3,
WAl CRT & FoiskiTili e #hBh LMk &
7 v & L bR B (NCT00335543) 21T h
h, TTIZ24ZOEMBHEMET LED
Ly, BRITKRRETHS. -, @
T3, UIKRTREBIFRERICH LT, Hial
CRT &, #Hi#CRTE D 1/ M LLRALR
M2011E L DRk Eh, BEREFER16/HT
BREEGEhTH 5. Tofth, H/-%CRTH
WL VX OBNHERFES, 74 IRPHE
FROCBREREN TS, ZTOHRICI,
BB EHTARBERNTr 6 2 VKR
 LE2ATHHMERSDRERL 2L DO
HER OB & FBHEA OIL 2 JERE &
N TV FOLFIRINOX % & & D A3 ik <
Ty,

5) & DMDREESEL RO EER AR
BRE T, 2005 6, REEA T iEI5E)
RRoOXRE L IHEEENRE LT, HXF
WMEBHEFNERKT S 7 v & A {LIERER
(NCT00679913) A frbh T\ 5 28, R

FRETHB.
D)

RO
LTS

PR EBMEREICI OV T, WD
POKFBEBONHERRTCHEDMEV TS Hh, B
ELET 2N/ ohTHE,. —F, BE
WRIARICET 25, BMERICHBITAH
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