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Table 1 & 17 M- 3517 % WERTE 582 ) - YIBRIE FIERE 380 M0 0B & iRy
PrRag S0k 3 & b —EpeE)

Fi AT [TioRGEEN P-value
BT e A 397 # (100%) 185 ) (100%)
375 % (94.5%) 171 4 (92.4%) 0.34
2261 (55%) 14 91 (76%)
305 ¥ (76.8%) 164 #1 (88.6%) 0.0003
Fily AT A P-value
bR SR 186 1 (100%) 203 9 (100%)
bk 156 7 (83.9%) 158 # (77.8%) 0.16
I 30 B (16.19%) 45 ) (22.2%)
HH bR 118 # (63.4%) 123 4 (60.6%) 061

F2ATHTENNC & D YIRS R T B E B 23
L, GBS T A, EwHiK
Be, WHERICI D Y v AT -V TRBE
DR - RIS AT AL, Lo M
Y% 2 0DHSFAET B, O B
DELSHTIELWHAEHLMIT L7720, T8
Ky g v 7 MMLHEGRER % 17 9 72D DI 7 —
EWT 5 BT, KA AR R A 4
o7aY ey MFgE (K03 & LT, #iais
FEIZHLYD HLA TV 5 4 17 ik 080 B 4 B
L BlOHAME T ¥ — PREER TV
729 NCCN &4 F3 4 > CHER ik 35 582
BICIE, SRR AR & AT O
EITE SN oz, B TE, Mg
FEHEDT 886% T o 7-DIZx LT, AT T
12 768% &, A REICHTRTIRBERE O W HEI BREEATE
WEWIRERETH -7z (Table ). —75, HIBRELY
BECHMAMCAEEGED Lol HL
FCTHABMEDT v — M TH B0, Wil
R CIP R e o T BT EEMES DH D FEEM 7 &
EIXE AR, HEES CHIRECHRE T R
PMET T AW E L, L LARBYROT
BEEDSH S AL ZRIELTWAEEZ 5.

SEAE, TR RIBI LS O B PR S AN
23, CONKO-001"8 X U JSAP- 012D R4 5,
HEREAROMBLFEREE LTERS L VY
VraRERESETLI L L) 2EEFRR
50%, 5EEFHR 22~24% BRENTVWAE. 86

& JASPAC-01 BRI R, CIBRT] BBIE
BN LTI R 2 T Wi 212 S-S X 2 4B
bt % 6 » AMAT ) & & KL & 2 o
7. JASPAC-01 DF5RIC X 2 &, CoMo 2484
AT 70%, 5 SEAETFHITH 40% &) DT
FENZEHFSIRE S NTWEY, S hIZEeE
FEBIOFTRTIIHKTREL2DITTE RN EZH
LRI NER S0,
BALREEMALE/E T 2001 4F 1 A A5 2013 4E
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(Fig. 1). k% 4B U A A3 4 289 BT b i
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7o, Z RN, 214 B (74.0%) YIBRAMTASIIAT S
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B2, DD B 34 BIAM B E L L & OB
HNC & 0 i B L E AT S e o 7z
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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 recelve 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 necadjuvant 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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IZETE .
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e PR IZHT 28D
— KRR vs BEHEFH
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Satoshi NARA et al : Clinical trials in pancreatic cancer surgery
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2 it AL R o0 3 e BRI

Wi AR 4 WS4 | HEGIEC | Phase | WaHEL MST P

ESPAC-1Y 2004 289 I | 5FU+olinic acid vs T-fifHiM | 20.1vs. 155 | 0.009

CONKO-001# | 2013 | 354 Il | GEM vs F-flij itk 22.8vs.20.2 | 0.01

JSAP-02¥ 2009 118 I GEM vs Flii 22.3vs. 184 1 0.19

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

JASPAC-01% 2013 378 I | GEMvsSd 25vs. NA. | <0.0001

GEM : gemcitabine, MST : 2 7ERI Fhufii ()

3 AL BN IR 0 32 2 R R

PR AN 4 WL | eI ) Phase | HHRE MST Pl
GITSG trial” 1985 43 ~ | CRT+chemo vs observation 20vs. 11 <0.03
ESPAC-1" 2004 | 289 I | CRT (+) vsCRT () 159vs. 17.9 0.05
EROTC trial 408917 2007 120 I | CRT vs observation 156 vs. 12 0.165
EORTC-40013-22012 2010 90 M | GEM—CRTvs GEM 24.3vs. 244 N.A.
RTOG 9704 2011 451 I | GEM+CRT vs 5FU+CRT 20.5vs. 17.1 (Ph) | 0.51
CapRI trial™” 2012 132 I | CDDP, IFNa-2b, SFU+RT vs 5FU 26.5vs. 28.5 0.99

CRT : (b itadisk , chemo @ (L3958, GEM : gemcitabine, IFNa-2b : interferon alfa-2b, Ph : JEUHES#, ,

MST - A A R R CFD

5FU -+ folinic acid £ 55 D 4 1738 53 F-fify ML
BRIl U CHIEICBITCH 5 &0y ) Hi5EA
Hoh, FEEaiB iRk B LY
TR ENEY, FO%%, F4VYT
ThHi 7z CONKO-001 BB TIZ, Yoy a ¥
v HANC & B itk ali BRI & - THEH
FATHRA S SEANM S EE 35 Z £ 2UR
EN72?. X BIZESPACO3RRIIZ BT,
5FU + folinic acid ¢ 5T & 7 & v 2 v & 5
FECTRICENEL, POTrLav s s
BHTHEEAPEVE LI RIS T &
Y KT, 74y sy Biigaigh
{LZPEDEEUEAISE L s > T 5. bHE
T Y JSAPO2RRBY DR EZT T r oy 4
Yz & BT RBDIRE 2 YRR & X h T
W7z, 33NEEE B L THEN X 1z i
ALE T v & AL IR (JASPAC-01) D

902

ER2013F I EXN, 2EFIIBOTSI
D7 Ly ZEIIRT BEERTRE N D
En B9 STMHTE AN By L SR ik D P dESE

Lotz 0, BMERZ ETS1AMRY T
ERVIBEICET 40 2 ¢ L5 2 HESE
ENTNBHE,

2) Wi tiB b s (bR
) (%&3)

K [E D gastrointestinal tumor study group
(GITSG) 2R THI & TREE I X4 5 il
BhAb 2 B #5835 (CRT) @ % fii g% L[ 5 >~
S LA & 1Ty, 1985 IS HE SR 3 it
EX Nz, BEEMBUL DR ERS
FolTE & R U T CRT H{LEEIC Kk %
FHREENREED L ENED. T Y
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F4  UIBRTTRE & 7o I3 TSR O3 3 B AT (L e o T A BRI 3R

WEE | WS | O Phase | W% | ek ?ff RO (%) oo |
Palmer®” 2007 50 I R GEMvsGC ' 38vs70 | 75vs75 | 99vs 156 N.A.
Heinrich® 2008 28 il R GC 89 80 26.5 19.1
Motoi* 2013 35 i RorBR GEM+S1 86 74 19.7 N.A.

R: I HENE:, BR: UIPRETHENI SR, GC : Gemcitabine + Cisplatin, MST : A 9Ll (),

N.A. : not available

55 YIRRATHEE 7 W ATHEBERINEI S I B AR S0 00 3 2 PR ke
- e | | Prase | 42 e gﬁ o | et | oo
Talamonti?” 2006 | 20 | I R GEM:+RT 8 9 NA. %
Bvans® 2008 8 | 0 | R GEM+RT 74 8 2.7 34
Varadhachery® | 2008 | 90 | I | R(Ph) | GEMsCisiRT 66 % 174 31
Small"” 08 | 4 | I |RBRUR| GEMsRT | 81 (R),33 (BR) | NA NA NA
LeScodan® | 2009 | 41 | I R SFUCistRT 63 81 94 17
Ohigashi® 2000 | 38 | T [ R(3)  GEMRTLEC 8 9% 32 60
Landry" 2000 | 10 | 1 BR  GEM:RTws 30 66% 194 %3
" GEM:Cis+5FU+RT " 500, 124
Turrini®? 2010 | 34 R Docetaxe+RT 50 100 155 32
Takahashi® 2013 | 28 | I | RBR | GEM«RLIPC '8 (R 54(BR 9 ®, >0® >0 ®
9 (BR)  ~20 (BR)  -30 (BR)

R: CORRFTHENESE, BR: UIERTTRELL AN, UR: CORRRAENE,

Cis : Cisplatin, LPC: #if4RFiisRiba30iy, MST: £ R (A), N.A.: not available

Ph: J%8EES, GC : gemcitabine+cisplatin,

REA B D £ s i3 T Rk B9 12 i % CRT 43T
bhbd E5iI2xb, LG Lok AmE
2T E CRTD FHREEHRARE N Z
&b, itk CRT & XHFT 5 RA N,

—77, GITSG trial ABE, I —w v /3 TYfE
ENZMBCRTIZHET % 7 » & A {LIbieE
BRTIE, FMEM, & 50dLiEiceL
THiHCRT R TV E LW FERITRE
NT g, BIZESPAC1 T, CRT
HEOLATPRAREEmMER LI &
5, I —u o STEfABRE L UTEE
FERMMASEHEL DF AR THTH OV, Hif

RN 68465 - 2014 E6

BCRTOEMEIC >V, B, EIER
avE Y ARH[ER TG

3) fmrfbaagid (R

itz Bh (b 2=k O 4 FF I LR AN R 236
HEhizbiduwa, g%, nEiEo
VR RIAF RO /-0, MithuliBiitEn T &
o, EEPlTE X2 2B WERRS <,
FEHERILH0~70% & HE N TNnB2Y,
D=8, Kynvseii®R s Bia L Civaiaia
WP IRA LN TE 2. HiiETREOREE L
Tk, FEUIRRGICERIZEA TV B
BOMNEGTS % B HOR T X A WHEMER b

N
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6 T OMMONEE IR O R SR

W WSAE | JEGIEL | Phase | i MST Pl
Pedrazzoli® | 1998 81 M| A PD s #24EPD 16.7vs 11.1 | 0.65
Yeo 2002 | 163 I | 0k PD vs FEHEPD 20vs21 | 0.57
Farnell'¥ 2005 132 il LA PD vs {EHEPD 19 vs 26 0.32
Nimura® 2014 101 m Yk PD vs BEEPD 13.8vs 19.9 | 0.119
Do 2008 42 1 Wik vs fLAF RO BRI | 12.1vs 89 | 0.026

MST: AEAFRITh et D, PD - IR i)

5 Z &, Jair O E R XD ROEIER
A XA H S 2, WA E
17U C & IR 4 2 REMN 4 5 Fili % [0
MBI ENTEBRIEAEERHT OIS,
LA L, B U COROE Ly
Dishrotziz®, ENREE LTE, RISH
N5 CRT % i 5 huath % 7> - 7= J4E,
FLYRE Y VAT TF U REUH, r oy
A ¥ v & SUOFRIEE, mFOLFIRINOX 7% &,
ZHEIGIH T, &b EORBATHImER ST
E B{LHFFHEL D AV BREE L, W DOhrD
o9 DGR O RER A ME SN T 5. Lo L
mmﬁﬁﬁﬁ@ﬁm&kﬁﬁéwm&ltr
YA, WEEBLSRTHAN.

4) #iiCRT (25)

i i CRT (= B4 % B PR AR 0O W (2 5
K100 T OH THHREOE DB IFLAL
THO, FINAHREBEOKER T EAWE SN
TW g, fiiETCRT % 52 U A= R DR &
LT, FMEATER L kT 5 &, UIRREE

DY VSEERBHEAME <, ROVIERENAE N
ZERBITONTED, BT 2K
SR OIRTH B Z A HFE A TN
5. F7=, WETENRICUIRT = 22 R RR
&, FEAHMAPRER07 A LD D
AL, AMITIZ60H ALLE & Fie TR
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WNZ U,
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ANOBRPNIIAT E B V) ITHT 2 Filiimm e
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5, iR EREZRDTE, T4THT
TV XN T 59,

LA L, BATETEE IS 5 NIRRT
B L L, AR dfEid 15
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auluO,[esIpaN Aq pejussald

§ £7 BT ORBERER B
MR (7 IREAE) | BEBRID TRBR | Phase | HBAUNE TEHE | BEBEK
JSAP-04 UMIN000004410 il Ope—GS (6m) vs GEM (6m) 0S 300
JASPACO4 - il S1+4RT vs GS— Ope 2 . PFS 100
Prep-02/JSAP-05 UMIN000009634 I/M |GS (6w)—Ope—S1 (24w) vs Ope—S1 (24w) ik, 0S 360
PACS1 UMINO000012634 R il Ope—S1 (6w) vsS1 (12w) 24E08 240
ACOSOG-Z5041 NCT00733746 R (Ph) I Erlotinib+GEM — Ope — Erlotinib+GEM 2 5%— 0S 123
| RTOGO0848/EORTC-40084-22084 | NCT01013649 R Ope — GEM =Erlotinib— &= CRT oS 952
NLG0405 (Immunotherapy) | NCT01072981 R i Ope — Immunotherapy+GEM +RT vs Ope =~ GEM * 0Ss 722
= : RT
%E Nab-paclitaxel+GEM NCT01964430 R 1] Ope — nab-PTX+GEM vs GEM DES 800
2 Preoperative CRT NCT00335543 R il GC+RT (6w)— Ope vs Ope — GEM (24w) 0S 254
g‘% ESPAC4 ISRCTN96397434 R il Ope— GEM+Cap (24w) vs Ope—GEM (24w) oS 1,080
d}ﬂ CONKO-005 DRKS00000247 R (RO) m Ope ~ GEM-+erlotinib vs Ope—GEM (24w) RFS 436
% NEOPAC NCT01314027 R il GEM+Oxaliplatin (8w)— Ope~GEM (6m) vs Ope—GEM (6m) PFS 310
i“\‘ Prodige 24/Accord 24 NCT01526135 R i} Ope—mFOLFIRINOX (24w) vs Ope—GEM (24w) DFS 490
= PREOPANC EUCTR2012-003181-40 | Rand BR m GEM+RT— Ope— GEM (16w) vs Ope— GEM (24w) (0N 244
NEOPA NCT01900327 R GEM+RT— Ope — GEM vs Ope —~ GEM 308 410
NEONAX NCT02047513 R I nah-PTX+GEM — Ope — nab-PTX+GEM vs Ope — GEM+nab- DFS 162
PTX
Z DAl % H-0509-513-157 NCT00679913 it extended vs standard PD 0S 216
Adj GEM vs Adj GEM+RT | NCT00994721 i Ope— GEM vs Ope — GEM+RT RES 265
NCT01458717 BR I/ | GEM+RT— Ope— GEM vs Ope— GEM+RT— GEM 2808 116

| NeoCRT for BR

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
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