CQ 5 -2 -2 JRPTEATUIBR N RERE (2R L CHEDE S 41 2 —IRABSEIE I > 2

(HE5E]
JRFTHEATUIBRANBEERE LS A3 0 —IRALFIRIE L LT, 7 A ¥ B U IRRIE AR,
TIIS-1HAFRREM LR SN D (7 b—FA)

[T 2]
CQE—2-UTIRARBHALTWND L 91T, BRI 2L OTIL, ek, kRt ae
e A xg e LTl b TE T, T70b b, RFTETUIBRARES] & im=RREsE B o i &
%5 TS BFE R IR AR B & U CRERERBRI Bk S, £ ORERGERIC L - Tk
MR AR LT IRIEIL, RPTEITOIRR R EEH] & i hREn 5] o [l (2 k3 D A vETR R &
ST b TE T,

ZDO XD e W ARCQ (RFTHEATOIRRAREIEE) (BT 27 v 2D£ <%,
CRE-2-UIRIR INTNAD =, ZIZ T TELRETEREZ ST T, HEDOHLEHY %
S SIN =R B el

1. VIR RERERE GEIREERE 2 &) 1S+ 2 BB L O ET v %
CQE—2-UTFRR SN TV D L DT, UIBRARENSE (ERREBA L 5T) ITkT 251
FHERBRIC L o THEFHARICEE-IAE B 2 VIS ENGE SN TV 2{EERE L A v
X, 7 A& B RIS HANERD | 7 AV X E U+ v n T = T O EIE2) |
S-1HANRIES) . AXVVTIF o AV ) T hUERE., 7vAda T, LRE
U F— s > r AR (FOLFIRINOXSRE) 4) . AV X B VERRIE+F 737 Y
Z X VGERRRIES) O5L YA Th D, 2D D BFOLFIRINOXIRIE & 7 Lo & v L g
WA FT7 37 ) 2 X ANFREIEIC OV T, 2D OF A2 RGEE L7256 THAHRRER A
WIFEREBI O L (JRPTETUBRARAZ & £ /2 Zxt5 e LTEBINL TV D720,
JRFTEITOIBR A REFN R A HERCBI L CHIE = BT VU ARRE LT D, —FH, Ay
2RI RANER, T A2 ORI+ v n F = TR O ERE, S-1HA
B IZ DWW T OFEMARERIZ I, FFTEIT ORI & ImMRIEB G O mE R R L Sh
TEY ., KIA RTA L 20134ERUCE W CILRATE TUIRA BRI - EIRiEE 2 H 15
PR 2 —RAESRIE L LT 23 YA iR ST D,



BIBRARERESE (25t U C3ME S N2 B IAEERER D 5 B | JRFTHEITUIBRARER 0 7 0D piciE
(7 T N—TRET) DE SN TVWDLHDER LIIRT,

INGOREDOHT T, 7 Ay e U HEERE + S-10FREIED RFTEITUIBR R RERNIC 33
W CIEME— BAFRBM A8 BTV D, £ D% OBHRAE TITAEZEITHEL TV
%6) . —Ji. TR (RITETT HERBIEE) (S 23207 2 AERAER, GEST
FRBR3) . JACCRO PC-O17R%MR (%% INAHARER) 7) . GEMSAPRRER (5F ILFHAEER) 8) Z LT/
FTHEATER Y 7 7 N — TR 2 7 v 2 v R + S-10F#E O A FME 2 BREES
% B TIT O AT M Tz, ZORER, 7 A& B R BRIk
B b B e R+ S-1FRRE D N — R (95% 348X ) 130. 708
(0.527-0.951) THEIZRAFTHD L#E SN . KREIHEMITTHY . 2D
PLESIT M T 572012, B 5matnynEThH D,

T B e R A Vv T = 7 SRR O R IR IT AEG] JRETEIT IR R RS &
EMRIEBA]) (ZB W UIEFAHIMIC B W THEEZENR D bven, JRirE TR Re
DH-DIFHTIZ BN TEIMBEFR O ZETIT E A ER BN -T22)

FOLFIRINOXE LIS L OV Ao & B U+ 7 /37 ) & 2 VEEITRTR O L 5 12
S RRBR A BB B D A 2 kPR & U CHEME S L7272, RFTES TR 1S53 2 1A%
BHEIZ TSN EN T RN E DD NCND T A BT A o TlERT A TR
T DIRFRIUE & L THET STV 5, DAE T TEIBRRRERESRE ) (2R L IR
DRDHINTEY , FFTETHEICEAT 2 Z N E 2> TV D, SBOEKT —
Z DEFECHI E MR 22 SI2 X0 | RFTETIER BT HALE DT A WIS LT
SRERH D,

2. JRPTEATUIBRAS BRI D 25t 5 B MARRER ) b D= BT A

20134 DASCOIZ I8N TR FTHEA T BIBRANREMAESE D 7 2 6 52 & L 7255 AR T do 2 LAP
OTRRBR DFERNF R SNT210) , AR CILRFTETUIBRA R REEE, Yo a2
VIR HANRERE & 7 v ¥ B U+ v u F = TERE O RIERC T v &
LAZEN O AHT T HBOER 21T R17 =—X) | £



D OFEBO 2 hr— LN AFETH > 7B & S DI bFRIENE (20°H) BELqb
FRRRIEREC T U X MZEI D AT 0D R27 =—X) , R27 = — XO{LEERIE F
T B R IERR T IX R1T7 = — X CTH L 4 B IR BAAIR ) I S iz
BRI TR RROBEIER L SN RIT = — X THF LV H E U+ =L 0 F = 7 HiEsi
OERBEN T S - BE T v n F = TEBIEO B3k ST 5, KRB+
FEEMGIE B 1X, R27 = — XITBAT LT B 7 N — 2B D AR ©., AL
EOBEBNEZBRET L TV D23, BIKEHIEE & LT, = n F =7 R o A F NI
D EREZRABE L TS, ZOfR, AR PRI 7 D & B et B
FNGIRRENN3. 620 7 b 2 BRI + =V n F = TR GF R EN L. 90 A T
bV, muF=TEBEOAFBMRICHT 2 EREIRITR O AT, D LAT LR
F = TR G RN R B 2E M CTh -7 (HR=1.19, p=0.09) , X HIZ, =/rF=
TIWIAERFERL LTRE R EORFERNEBEICRES N TWDH L) | Eilim
B TRE~ORFIAHE S KE W,

AR (2013 4FRR) ICF W TITRATEITUIBR R BEER - RIS 4 A 4 2 a2kt
L—UALFRIEE LT, Ay 2 U UERBIEREANGE, 7Ly 2 v U+ v e T
= THERREOFIEHR, /X S-1 HANBRDO 3 LY A V&R (FL—FA) & LA,
2013 4F 12 AR OB REIERS (2 k7~ 2 /b1 & L C FOLFIRINOX JRéi 23 BRI L
SN EESFEAT 2014 7 ADOWETTIX, RFTEITUIBRARREIEm O A Z R e L
THHE S A7z LAP 07 SRBRICK W T, e F =7 EE AT IC 2 EREi)
RBRDO NIRRT Z &G | RFTEITUIRARERERR (o6 L THERE S 2 —RIb 5%
BE LT v B U+ v u F = T HEREE ORI HERE D BERAL LTz, &5
(2. FOLFIRINOX #RIEIFES T1T FHARERAN RIS 2 A7 2 B BE 2 2 Thn Tk
. JRFTEITUIBR AR X 5 = BT v A7 | JRFTHEATOIBR A BB (2% L T
PSR SN D — AL L & L COHERD BERIN L2,

2014 F 12 AICIRBUIBR AR (53 Db BiE & LT a2 v U EiiE+ 7
N YRR VRIENRBING SN Z R S5FE R ARIRSGET 2 T2, AV A E
VHEERHE T R ) B e VHRIE B 11T FRBR DR IREAR & A9 D e s & ik 5
AT TEY | JRPTETUIBRARREIEEIC T 5 =67 v A3 (AEIOBEET T,
JRPTEATUIBR AN REIERR 1T 6r L THERE S 2 —RIbFRIE & L COHEREIN BRI LT, &
7o AT B R A+ S-1 OFRBEIC OV TIE, EILREIR 7 & OBIVER 23 8503
HAREMEL H Y . TOFAMEICOW TS B R MAENKLETH 5,



(AR ~DEE

FOLFIRINOX# (L, 7" Ay & B U+ 7 37 U X 2 VAR REE 26
T 5 R A R GU TR T TR 0 | R T OB R REREE IC x4 5 =
BTV ABRRNT LD AEIOWET CIRRPTETUIBR R RIS 0 L CHERR S D —
TALZZFRIE L L COHERN BRI LTz, Lo L, IE YRR e |26 2 b s &
L CHBEICIRBRINE ST Y . A1%FOLFIRINOXIRIE, 7 AL & © Ui+ T 7 /%37 1)
5 %V OF RRIED RFTEATOBR AR L TH, KV AT, Bakipmike L
THENLT D Z EMEEND,



(5 HICik]

1) Burris HA 3rd, Moore MJ, Andersen J, Green MR, Rothenberg ML, Modiano MR, Cripps
MC, Portenoy RK, Storniol AM, Tarassoff P, Nelson R, Dorr FA, Stephens CD, Von
Hof DD. Improvements in survival and clinical benefit with gemcitabine as
first—line therapy for patients with advanced pancreas cancer: a randomized

trial.J Clin Oncol 1997;15: 2403-13.

2) Moore MJ, Goldstein D, Hamm J, Figer A, Hecht JR, Gallinger S, Au HJ, Murawa
P, Walde D, Wolff RA, Campos D, Lim R, Ding K, Clark G, Voskoglou—-Nomikos T,

Ptasynski M, Parulekar W; National Cancer Institute of Canada Clinical Trials
Group. Erlotinib plus gemcitabine compared with gemcitabine alone in patients with
advanced pancreatic cancer: a phase Il trial of the National Cancer Institute of

Canada Clinical Trials Group. J Clin Oncol. 2007;25:1960-6.

3) UenoH, IokaT, Ikeda M, Ohkawa S, Yanagimoto H, Boku N, Fukutomi A, Sugimori
K, Baba H, Yamao K, Shimamura T, Sho M, Kitano M, Cheng AL, Mizumoto K, Chen JS,
Furuse J, Funakoshi A, Hatori T, Yamaguchi T, Egawa S, Sato A, Ohashi Y, OkusakaT,
Tanaka M. Randomized phase Il study of gemcitabine plus S—1 (GS) versus S—1 versus
gemcitabine (GEM) in unresectable advanced pancreatic cancer (PC) in Japan and

Taiwan: GEST study. J Clin Oncol, 2013; 31:1640-8.

4) Conroy T, Desseigne F, Ychou M, Bouché 0, Guimbaud R, Bécouarn Y, Adenis A,
Raoul JL, Gourgou—-Bourgade S, de la Fouchardiére C, Bennouna J, Bachet ]B,
Khemissa—Akouz F, Péré—Vergé D, Delbaldo C, Assenat E, Chauffert B, Michel P,
Montoto—Grillot C, Ducreux M; Groupe Tumeurs Digestives of Unicancer; PRODIGE
Intergroup. FOLFIRINOX versus Gemcitabine for Metastatic Pancreatic Cancer. N Engl
J Med. 2011; 364: 1817-25.

5) Von Hoff DD, Ervin T, Arena FP, Chiorean EG, Infante J, Moore M, Seay T, Tjulandin
SA, Ma WW, Saleh MN, Harris M, Reni M, Dowden S, Laheru D, Bahary N, Ramanathan
RK, Tabernero J, Hidalgo M, Goldstein D, Van Cutsem E, Wei X, Iglesias J, Renschler

MF. Increased survival in



pancreatic cancer with nab—paclitaxel plus gemcitabine. N Engl J Med 2013 ; 369 :
1691-1703.

6) Fukutomi A, Okusaka T, Sugimori K, Ueno H, Toka T, Ohkawa S, Boku N, Yamao K,
Mizumoto K, Furuse J, Funakoshi A, Hatori T, Yamaguchi T, Egawa S, Sato A, Ohashi
Y, Cheng A, Tanaka M. Updated results of the GEST study: Randomized phase Il study
of gemcitabine plus S—1 (GS) versus S-1 versus gemcitabine (GEM) in unresectable
advanced pancreatic cancer in Japan and Taiwan. J Clin Oncol 2012 30, (suppl;

abstract 4035).

7) OzakaM, Matsumura Y, Ishii H, Omuro Y, Itoi T, Mouri H, Hanada K, Kimura Y,
Maetani I, Okabe Y, Tani M, Ikeda T, Hijioka S, Watanabe R, Ohoka S, Hirose Y,
Suyama M, Egawa N, Sofuni A, Ikari T, Nakajima T.Randomized phase II study of
gemcitabine and S—1 combination versus gemcitabine alone in the treatment of
unresectable advancedpancreatic cancer (Japan Clinical Cancer Research

Organization PC-01 study). Cancer Chemother Pharmacol. 2012 69: 1197-1204.

8) Nakai Y, Isayama H, Sasaki T, Sasahira N, Tsujino T, Toda N, Kogure H, Matsubara
S, ItoY, Togawa O, Arizumi T, Hirano K, Tada M, Omata M, Koike K. A multicentre
randomised phase 11 trial of gemcitabine alone vs gemcitabine and S—1 combination
therapy in advanced pancreatic cancer: GEMSAP study. Br J Cancer 2012; 106:
1934-1939.

9) Nakai Y, Okusaka T, Ikari T, Isayama H, Furuse J, Ishii H, Imai S, Okamura S,
Hamada C. Analysis of prognostic factors in locally advanced and metastatic

pancreatic cancer treated with gemcitabine or gemcitabine and S—1 chemotherapy
using individual patient data from three randomized studies. J Clin Oncol 32,2014

(suppl 3; abstr 223)

10) Hammel P, Huguet F, Laethem, D JV, et al. Comparison of chemoradiotherapy (CRT)
and chemotherapy (CT) in patients with a locally advanced pancreatic cancer (LAPC)
controlled after 4 months of gemcitabine with or without erlotinib: Final results
of the international phase IMLAP 07 study. J Clin Oncol 31, 2013 (suppl; abstr
LBA4003)



11) Heinemann V, Quietzsch D, Gieseler F, Gonnermann M, Schénekis H, Rost A,
Neuhaus H, Haag C, Clemens M, Heinrich B, Vehling—Kaiser U, Fuchs M, Fleckenstein
D, Gesierich W, Uthgenannt D, Einsele H, Holstege A, Hinke A, Schalhorn A,
Wilkowski R. Randomized phase Il trial of gemcitabine plus cisplatin compared with

gemcitabine alone in advanced pancreatic cancer. J Clin Oncol. 2006; 24: 3946-52.

12) Louvet C, Labianca R, Hammel P, Lledo G, Zampino MG, André T, Zaniboni A,
Ducreux M, Aitini E, Taieb J, Faroux R, Lepere C, de Gramont A; GERCOR; GISCAD.
Gemcitabine in combination with oxaliplatin compared with gemcitabine alone in
locally advanced or metastatic pancreatic cancer: results of a GERCOR and GISCAD

phase Il trial. J Clin Oncol. 2005; 23: 3509-16.

13) Rocha Lima CM, Green MR, Rotche R, Miller WH Jr, Jeffrey GM, Cisar LA, Morganti
A, Orlando N, Gruia G, Miller LL. Irinotecan plus gemcitabine results in no
survival advantage compared with gemcitabine monotherapy in patients with locally

advanced or metastatic pancreatic cancer despite increased tumor response rate.

J Clin Oncol. 2004; 22: 3776-83.

14) Van Cutsem E, van de Velde H, Karasek P, Oettle H, Vervenne WL, Szawlowski
A, Schoffski P, Post S, Verslype C, Neumann H, Safran H, Humblet Y, Perez Ruixo
J, Ma Y, Von Hoff D. Phase Il trial of gemcitabine plus tipifarnib compared with
gemcitabine plus placebo in advanced pancreatic cancer. J Clin Oncol. 2004;

22:1430-8.

15) Bramhall SR, Schulz J, Nemunaitis J, Brown PD, Baillet M, and Buckels JAC.
A double-blind placebo—controlled, randomised study comparing gemcitabine and
marimastat with gemcitabine and placebo as first line therapy in patients with

advanced pancreatic cancer. Br J Cancer. 2002; 87: 161-7.

16) Kindler HL, Ioka T, Richel DJ, Bennouna J, Létourneau R, Okusaka T, Funakoshi
A, Furuse J, Park YS, Ohkawa S, Springett GM, Wasan HS, Trask PC, Bycott P, Ricart

AD, Kim S, Van Cutsem E. Axitinib plus gemcitabine versus placebo plus gemcitabine



in patients with advanced pancreatic adenocarcinoma: a double-blind randomised

phase 3 study. Lancet Oncol. 2011; 12: 256-62.



F1 UIBRARERENR (263 2 S MAHRABR T 36 1T 2 R EAT IS O D RpiAR (7 7 v—7
fiEdT)

WEH s i ASK BEEK RIS NP — K9 PIE

s il 5 %CI

Ueno3) 2012  GEM S-1 66 68 12.75 13.8 0.84(0.57-1. NA
A 12)

Ueno3) 2012  GEM GEM+S-1 66 68 12.7H 15.9  0.67(0.46-0. NA
A 99)

Heinemannll) GEM GEM+3i % 20 20 10.4H5 10.3 NA NA

2006 TIF A

Louvet12) GEM GEM+A4 % 47 50 10.37 10.3 NA NA

2005 AR S AN H

Rocha GEM GEM+- U 24 27 11.7H 9.8H NA NA

Limal3) 2004 /T 4>

Van GEM GEM+7 ¢ 80 82 264FH 335H NA 0.2

Cutseml4) V7=

2004

Bramhall5) GEM GEM+~ U 32 36 290H 266H  1.13(0.66 -  0.67

2002 ~AH  k 1.94)

Moore5) 2007 GEM GEM+=/L 71 67 NA NA 0.94(0.63 - NA

nF=" 1. 39)
Kindler16) GEM GEM+7 % 73 77 10.6/ 9.5H NA NA

2011 VF=T



