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Ov ZFoMBFEAFICEL VRS RIETHER

Ox  ERoREAEIZEY LA

(RT3 L 7o AR L)

<HELEEDTHNE >

SR LT 6t U CIZAN BB BRI 3 ME — DARIEEIE CTH 2 3, BHIR AR
DRI 70 72 0 25D YRR YR AT RE 72 SE BT 2K DK 40%I2 9 & g EED
Flo, BEmUIBRCTEELTH, TORERHFRET L7120, 5 FEAFRIT
B OIRGI T H R 13% THh 5592,

S LI, REOIBRARE 2 R PTEITH], =R Ad K O % B30 T,
EHALERIE T S VTSR —RIR & 22 5 3 FF Y | stage IVa B8 L O

stage IVb O &/ETF M AUl (MST) (3% 4. 9.7 » A/3.8 » A, 14E
1£3:13 35.9%/6.8% & TH AR THh 5 %%

< A>3 RLfE >

B IE, b THROBEBWEMIEED 1 > T, 20 5FEFRIT 2~3%
EHEESN TR, BAEBUIECH L IZERKEE LN D, P T
CT5EFIIHRIT20FMTELIZ25{FEAHKITHEMLTEY, NAE
BIBET R TIEE S L Ae > TV B2 80% LA LD JERIIL, 2kl T
T TR PTEATIE D A RCE RIS 2 o 728 AT, ARIGRVIE S U BR o
JEE TR B ARWERD i ME— DIRIBIRE TH D AR B ER G & R
DIVTIER] T 30%ATHE ITMTHICOIBRARGE & Z2Wr i, & B ICrimkaiE
DFEEYIRZAT 2 TIEFNZ B W T 2 O R RITE < | 5 FEFRAE
17313 30% A CTd D F Y,

BRI BRABE 72 R T EATIEDN A TITAL R IE B & 2 W I3k 5 O R
BEROELLERIRT 2NN EERMETHSL, LML EGFU+ T RT T
T2+ S RRERIERE vs AT X B U BB R RRIERE & OB TIL S A
VA HEM L RIRIEREN AL TH o720 (MST : 8.6 » A vs13 % H .




p=0.03, 1 4R :32%vs53% ) WTFHICLTH FPEARRTH D HFY,
F7-. BRI Z o T2 EIT N A OB L FRIENT LT, FLUH
B RN E B ER R L fr o> TV S Y, MST 12565 » H Th v =¥V 5
BARRTHD, LEEN-o T, MIGHERBOREEMIL., 7 [EMICERLE
BOHDLEE (BUEWRER) ] YT B2 D,

2. EELoAFRHME
07  BEfFOREENRENIC W
OA1  ERKOERIKRBRIZB W TH M - ZRMENBEAFORIE &
THLNZENLTWS
B KB W TEENEBEICMEST O TEY, BN OER
BEOEWVEZKEZ CHLENICRBIT2HAHERI NG TS LE
oY ()
Ox EROEECHY LN
(EFCRICE L2 AR HL)
<HEEEOTTEHNE >
AV )T Hhy, XV TFITF TrdFnrnry T (5-FU) BIO
LAREYF—rHry 7 (I-LV) O 4 #l %3+ % FOLFIRINOX ik
D UIFRARBEFERR )T 28 AL, WA T S 7z SR A L LRI ER 1
FHFABR (ACCORD 11 #BR) THEM SN *¥3Y | Wk TIXUIBR AR RE 72 s
(2% DR RE IR AL E AT T ST B EEY
FOLFIRINOX &L H A N B3 123t L CH A M & HFfF S iR HL
ZLLTF D 3 DOBLE B LT,

(1) AEOBELS

YIBR AR REE R ek DAEYERIRIE CTH D 7 L v ¥ B U ERE (GEM)
AR VL 2 R RRRE & U 7o MR A L LSS 111 #0305k (ACCORD 11 i)
IZBW T, MST (FOLFIRINOX #£/GEM #% : 11.1 % J1/6.8 » J . P<0.001) .
e AR IR P OB (PFS, 6.4 » A1/3.3 » A, P<0.001) i L UNZEHE
(RR, 31.6%/9.4%, P<0.001) ®OWT HIZHW\TH GEM HAE LTS L
C FOLFIRINOX JIEMN A BTN TV Y,

AERCIL, PR OS2 H T 53K L LT, 5-FU, GEM, 7 47— /L -
AT XTI H ) TLERED TEAAK (S-1), = unF=7
RENDHY ZOHFTH GEM HARIEPIRERRIE LALEAM T b T
2 MNEEO 2 ORGSR IRN 6 » ARELETEX 5D TR
72 T R PUEME RSO O L R RE OB R RA A LN TV D,

o1 FHEER T GEM HiAIRIE A E L < LBl 7 IR IE L BLRE R Tl
FOLFIRINOX JRIED ATV . AARNEREEE OLEFYMERICHT 5T
L2 ENMIFEND,




(2) “EMEOBLEND

ACCORD 11 #BRIZIHB W\ T, GEM Hifl#iL L » FOLFIRINOX L T4
<R bV Grade 3V LD E70 G EFLIT 4 P ERE K (FOLFIRINOX
FE/GEM B : 45.7%/21.0%) . FEEMEAF TP ERIED (5.4%/1.2%) | [/ IsD
JE (9.1%/3.6%) . Tl (12.7%/1.8%) . R MEMIRRE (9.0%/0%) . BiE
(Grade 2) (11.4%/1.2%) T >7=, F7-. HFREEIEIL FOLFIRINOX
BET 16 (0.6%. FEEMELFFERA) . GEM BET 141 (0.6%., LA4)
Tho7%*Y, FOLFIRINOX JRIECRHEEN EHII28EFERIIDH D b
DD, 1RPEBEIE TIX GEM B & 21T TV,
HARNIZHF 3 5 FOLFIRINOX JEIED T — Z TG AL TR WA, KiE
FCB T DIEERREIE L LTRSS EHE L L TWD FOLFOX #iEIC, R L <
AFBIT I TR M0 Mlides TIR < K& L TW% FOLFIRI iEAJFH L7
BRETHY, WY AARNCH T2 ZRMEIIHRE STV D EH00]
F 72, ACCORD 11 i Bk O #E 3 Tid, FOLFIRINOX 1L DA EHFL DI B
RKIZEFTDL0O0, FH-RBmBIEORBUTIA SN TN ARNEED
NSO LD, FOLFIRINOX SEIEIZ R EMEDOB AN D B AR NP
BEICX L CHARRERIBFRIEEE 26N,

(3) EWAHDEREREEDE

FOLFIRINOX SN 59 % £ Tlk, A& O EWNOE BB 8E 72
R L2609~ 5 — IRIB IR OFEHERY R IE 1T GEM HADRIE Th - 72598 L
72 L., ACCORD 11 &R o #5F L U . FOLFIRINOX ¥ 7%(% National
Comprehensive Cancer Network DR A K7 A > (NCCN guideline ;
v.2.2011) IZBW T, 2FREOR VWAFICH L CHES L — KR h T2
U — LI EAT T Dav, BCE TIREEHERRRTE & 7o TV B EES),
ACCORD 11 iBr D5 F2 7> & . FOLFIRINOX #1513 H A A g o 4
fEHIMZ RIBICIER T 2[R H D 2 b, AAMEDREIRFTE S &
ExD,

UEXY, EREEOFHMEOHBEET YT LEE2bND,

<D RfE (EREoAFBEOHERL) >

FHOMEE - IR THD ] > >WT, AV /T hy, X%V
7T F o, It Ty (5-FU) KOV ARKR Y F— R T A
(I-LV) @ 4 #l% 4 % FOLFIRINOX %1% ACCORD 11 B ({4[H)
IZ L VBEFEIRE (Ko Z e HAD & LTS NS ATFEHIITE E
(MST X111 » H vs 6.8 » H) @D SN TR Y *#3Y | k[E NCCN &
A RTA U THRYIRED BIF 2 RTEIT X RS 2 A 2 s ik
FIZRTH77—ARNTA O ESIT (Category 1) 72> TW5bH, L
o T, BEREOAAMEORIIIVICHST DL LB D,
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ROK A [E T ORRBNE (EENFICEET S EFTIC FH)

KIE | lRFE4 (3%4) | Camptosar®
irinotecan hydrochloride injection

(Pharmacia & Upjhon Co Division of Pfizer
Inc.) ¥

e - BhR S E R R ®E

ARANZ R N5 1 s A O 5-7 v A
ny 7N,/ afaRr)rEoffHco—
WIBREWIN T 5, £, 7rtav oy
S — 2D — RIG IR E %\ ST T
U 7 SR T8 M 1 1B 8 S D VB R b TS &
T 5,

ML A= < OF HREE >

BEHEL A

AH L 5-7 47T (5-FU) iAo
aRY» (LV) EofFH

ARANL, 90 7320 F THRIEFHET 22 & (R
WEROMBOEESZR), T XTHOL TR
YT LV EARAER %, £ 5-FU I LV &
E#HELIZEET 5, KANFHEI LD LY
AUTHEMRT2Z L, BIEHRIATHD L
TA U ERL0ITRT,

x10: FAREOREL VAV RKUOHEE

E a
LA | B 125 mg/m? % 90 4y T A &
R—F = 7 (day 1, 8, 15, 22)
5-FU/LV & | LV 20 mg/m? % 7R — 7 A 1E
DT 6 (day 1. 8, 15, 22)
By A 70 | 5 FU 500 mg/m? & R — 5 A ik
(kY17 (day 1. 8, 15, 22)
ey AR EROEE O &
- (mg/m?)
BA 4 A 1 B R 2 B
iiis T & B &
R 125 100 75




Lv 20 20 20

5-FU 500 400 300
VIRV 2 | KA 180 mg/m? % 90 4y T s i ¥
PR * (day 1, 15, 29)
5-FU/LV & | LV 200 mg/m? % 2 W[ C A
DPEH T 6 7 (day 1. 2. 15, 16, 29,
BYA 7 30)

(K¥ 472 | 5-FU 400 mg/m? % R — T Ak
i day 43 | R—3 (day 1, 2, 15, 16, 29, 30))
2B AR) 2

5-FU 600 mg/m? % 22 B i ¢ AL

et #7E (day 1. 2, 15, 16, 29,
30)
HEAERCEREROAE

(mg/m?) 2 EXp s
BAsGA 1 EERE 2 R

& 4 ST
A H 180 150 120
LV 200 200 200
5-FU 400 320 240
Rz
A
5-FU 600 480 360
A3

* FMEER ORE < BHF I 2 BRBEEE LD S 512K 20%
DBEN/LENS LRV, BENEBETEL20D0TH
WiE, BB OERRMLEE R w < IRY ( B A 7 L OB
ERkRET D Z LN TE D,

PR =T A BB R EEEIT D,

< B >

LAY

ARFNL, 1 GE KO3 1 Ak
DOWFTHIZIEBN T 90 2T AR ES
528 (RMEEOMB-OEZ SR, HA
WIED LY A 2R 12 1TRT,

K12 RAEMEEL VAV ROCHEBER

BH1RE#REE"® 125 mg/m? % 90 43 T AW #HE (day
1, 8, 15, 22, =Dtk 2 WRHIKRIR)
FRIEREROCEEROAE®
(mg/m?)
BRtA A B 1 BYREIR 2 BrpE
& &
125 100 75
3 IEHELE" | 350 mg/m? % 90 4> T (3
Wiz 1mE) ©
RIEAERBROCEREROAR®
(mg/m?)
BRfA M & 1 BRRSEL 2 BRI
=N =N
350 300 250

L EBIT, a0 BREOBEMEICE U THRA 150 mg/m? £ T, &
%\ % 25~50 mg/m? i L C R/ 50 mg/m* £ CHELAE TS 2
LRTE D,

P EBIC, e olEOBAEMEICE T T 50 mg/m? i L T RIE
200mgmM* F CHEZESHZ LR TEX S,




TBIERBECE S LD T HILIE. BB DA 0 B B -
BHEY A 7 L DWIRERSET 52 L BTE B,

UGTIAL EHETERE~OKREE
UGT1A1*28 7 L LN R EHAKRTH S =
EMBEIM D BEITIT. ARH % fh D FH & G
A, H5WVITHAICEET 28546, RAIOK
M ELE 1B EEET 5 2 &2 mets
% (FRREHE KL VS DIEZBMR), 72721,
ARBFEFTEORERET & 2 X
(272> TRz | il 2 O EBFE OIREIZ KT
T 5 BEMNIE U T O HEE T % Rt
THZ L,

1%

HR R

ARHFN OB GRI, A MEREL, [ Bk
~NET B E Y MM OFEMRE=42 1
T OEMBHITEN D,

—UGTIAL BT

BE D UGTLIAL DRTE 2 ) iE 9~ 2 i K
HERFHTE S, MAEICEY ., UGTLIAL6/6,
6/7. XX TIT BB TR AZHESTHIENTE
% (BEOHESR),

“®5
—UGTIAL IEHIE T B

UGT1A1*28 7 L /L % AR E AR (UGT1AL
77 BE TR L LTHLoBRE TR, AFIE
GBI R BRI D U A7 3@ e b,

66 1l D B H I AH & A TR G
(350 mg/m® % 3#@IZ 1 [A]) L7-#BR T,
UGT1A1*28 7 L L 3R EHEA KD BHZE TD
grade 4 O &R ERE /D O FEHL =1L 50%, ~T
AR (UGT1AL 6/7 s 74! DHBE T
X 125% Th o7, BWAERT LLOREES
& (UGT1AL 6/6 i1x 7-5) D 3 Tl grade
4 DIFHERA IO b o T,

AFI (180 mg/m?) & AL 5-FUILV % {f A
L7 ToOHFMERBIZKIT S UGT1IAL*28
SR DO E 2 Mt L2 an & 3B (n=250)
T. grade 4 O 4 FERER D DR HL LT,




UGTIA1*28 7 L L BN B AR D B Tl
4.5%, UGT1A1*28 7 L /LN ~T A 1KD
B TIX 5.3%, BFART LLBNREEAK
DEREZETIZTL18% TH -7,

F7-. B 109 FCE L TAA (100~
125 mg/m?) & AR —F 2 5-FU/LV % ff & 5
L 72 o BRCTlid, grade 4 @ 4f FERJEAD O
FHFRIL, UGTIAL*28 7 L L BN EHEAK
DB T 18.2%, UGT1AL*28 7 L /L 73~
TaEAEROBE TIT 11.1%, BAR T LIV
MEREEASEROBE TIL6.8%TH-T,

UGTIAL*28 7 LV NARETHESEKRTH D Z
EMBEM D BFITIET, ARH % fh o FH| & G
M. &2 WITHAICE LT 28546, AFIOH
A EE 1B B ET 5 2 & 2 RET
Lo T2 L, REFEETEORERET N
IR R o TV R WD | il x O EF
DIFFENTKE T D AEMEITIE L TU#Z O H &
EEAERFTHZ L (AL ARLOMER L
DEE : BAMEOHZZH),

HE | BGe4 (¥4) | Campto 20 mg/ml concentrate for solution for
infusion
(Pfizer Limited) %%
2hee - 2R
ML &
fii &
ME | Bot4 (B¥4) | CAMPTO® 20 mg/ml
(PFIZER PHARMA GmbH) #*%
Rhee « B
ML - H&E
ES
{AE | BFe4 (48%4) | IRINOTECAN PFIZER 20 mg/ml, solution a
diluer pour perfusion (1V)
(PFIZER HOLDING FRANCE) #*%
ZhEE « AR
ML - H&E
ES
IIE | 54 (%4) | "CAMPTOSAR® irinotecan hydrochloride

trihydrate for injection 20 mg/mL




(Pfizer Canada Inc.) #*™®

i - DR

ML - H&E

e

ZEIE | lRFE4 (%4) | CAMPTOSAR® injection
(Pfizer Australia Pty Ltd) #*®

RheE - BR

ML - H&E

e
ij;fﬁ WkE  OE OE  ORE mnE D%
B FE 5 MBI E(ITIE NCCN 77‘4’ RJ 4 KRONCCO N SN T,
(oetis 6 o | ERBTIZ, NCCN T A BT A > DBHE - BR. i 5 ONE % 8
EcEgng | L, FETEOMDOT A KT 4 2D Titd L7z,
(2 B9 % KGR
RIS | (BOKRSE 6 73 [E T OFRHER T N A
RIOK 5 [ C 00 B R {8 P N2 (BES0N 72 BEET 5 B A T )
;;;7 L\L K[E | #A4 FF4 | NCCN Guidelines™ Pancreatic Adenocarcinoma
% = [ O 71 >4 Version 2.2011 #%
%gi?%’;% #hie - 2h% | PRINCIPLES OF CHEMOTHERAPY

(E72132he -
DRI D b
% e FIT)

Metastatic/Acceptable chemotherapy combinations
(for patients with good performance status)

- Gemcitabine + erlotinib (category 1)

- FOLFIRINOX (category 1) : & RREDS FLAf 7
JRPTHELT K ONE RIS 2 A 3 2 Bops A 2k
D—WIRHE E LTS LD,

- Gemcitabine + capecitabine (category 2A)

+ Gemcitabine + cisplatin (especially for patients
with possible hereditary cancers) (category 2B)

- Fixed dose rate gemcitabine, docetaxel,
capecitabine (GTX regimen) (category 2B)

+ Gemcitabine + nab-paclitaxel (category 2B)

HiE - HE
(7213 HE -
HAEIZEED H
2 R PT)

HA RT A AR 720 A, BRSO H
BT T oMY,
“Oxaliplatin 85 mg/m? day1 + Irinotecan 180 mg/m?

dayl + Leucovorin 400 mg/m? day1 followed by
5FU 400 mg/m? bolus dayl and 2, 400 mg/m? 46h
continuous infusion, biweekly”

HARKTA
D IR L7

Conroy T, et al. J Clin Oncol. 2010; 28(15 suppl):
4010.%4%)

10




k= NCI-PDQ & TV ASCO # A KT A Zidr#k 722
Lo

- KERBEE - Z¥EFEIZIE TNCCN Drugs &
Biologics Compendium™ %<9 (=4 J 55 o %
&2 FOLFIRINOX JRIED M I TR Y | LIk
BB R T AT R K ONE RIS & A 3 £ e
(2t L CAMERFRRBRIC THRERME IR S LT
L.) LOFEHEND D, EFEMIL Centers for
Medicare & Medicaid services =#2 |2 T {i &8
A LT,

Medicare (% FDA 78 % 7 @ indication & #£:(Z |
LLF @ off-labeled indication (2t % {8# & 1
N—=TF5,] LOFLEHLH D,

- Carcinoma of small intestine

+ Non small-cell lung carcinoma (alone or in
combination for the treatment of locally advanced
and/or metastatic stage I11B or IV NSCLC)

Small-cell lung carcinoma, extensive-stage
small-cell lung cancer, first line treatment, in
combination with cisplatin

+ Cervical carcinoma

+ Pancreatic carcinoma

+ Advanced esophageal carcinoma

+ Metastatic gastric carcinoma

+ Primary brain tumor

« Epithelial ovarian cancer of platinum-resistant or
platinum-refractory patients

+ Metastatic breast cancer, refractory
¥ 7=, Local Coverage Article ®H{21%, EEEiChn
AU TOBEISHRREEZESN TN D HORH
%o

+ Malignant glioma of brain, recurrent of
progressive disease

+ Bone cancer-Ewing's sarcoma

+ Metastatic rhabdomyosarcoma

+ Small cell cancer of bladder

A KT A ESMO clinical practice guidelines
g

BIRE « AR

(E7 13508 -
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Pancreatic cancer |ZE #7220 » 7,

T[]

A RTA
g

BIRE « 2R
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Hik - H&
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FAZEIZBEED B
% S T)
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D IR L7
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A

INES|
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Zhie -« ZhF
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fii %
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Jn

A
g

Program in Evidence-Based Care, Cancer Care
Ontario (CCO)
Evidence-Based Series #2-18.

Report Date: June 23, 2011 #*#10

2hee - 2R
(F7213%

HE + Zh R
D& % FLHE
AT)

AV 7T > % T FOLFIRINOX J# 1413,
ECOG Performance Status (PS) 0-1 ™4 & iR HEA
BT BV L E N EEE D 1.5 5 A5 O 1=
PRS2 A3 2 AR B F o3 LT, A
MZIER L QOL #tHET 2 b, —IRIGHR &
LCHERESI N D,
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HiE - HE
(7213 H
% eI

FOLFIRINOX %
- Oxaliplatin: 85 mg/m?, 1V, d1
- Leucovorin: 400 mg/m?, 1V, d1

Db 57 #E | - Irinotecan: 180 mg/m?, IV, d1

i) - Fluorouracil: 400 mg/m?, 1V bolus, d1

- Fluorouracil: 2400 mg/mz, CIV over 46 hours after
bolus dose of fluorouracil

Regimen given biweekly

Conroy T, et al. N Engl J Med. 2011; 364: 1817-25.
-4

A RTA
> DR
X

i %

A RTA
4

ZhEE « AR
(F7213%
HE + Zh R IR
D& % FLHE
AT)

ML - &
(F7xH

% ARic B
D & L L
)

A RTA
> DR
X

i %

M

Rl

3. HENRFITHELENIDRFIILHR - KEFIZHONT
(1) BAEDCHEEAER, EYBEAREICHRDI AR E L TOHRE IR

<LHERDOI R IT1E (RO R IS | BRRE R, STk - (NEF 0@ e H
D LN & >

1) MBI 2 KRR

K E o FE N AMSERT (National Institutes of Health: NIH) @ U.S. National
Library of Medicine ® X #@Wk -+ — % X — X PubMed
(http://www.ncbi.nlm.nih.gov/pubmed) % Tk L 7=,

Fis& 3 : FOLFIRINOX[AIl Fields] AND ("pancreatic neoplasms"[MeSH Terms]

13



OR ("pancreatic"[All Fields] AND "neoplasms”[All Fields]) OR "pancreatic
neoplasms"[All Fields] OR ("pancreatic”[All Fields] AND "cancer"[All Fields]) OR
"pancreatic cancer"[All Fields])

MR A 2011412 A 6 H

MesRimt A ¢ 15 14

MBRAE R D 5 5 2 A FOLFIRINOX IZ B3 2 JF 234 5. 10 ## 2% FOLFIRINOX
ICBEE T S - S E Th oo, REMSCICIE, BEERER LA KT
AVTHHENTWD OS> 5, EfREEBE LRV 3 HEZBMLIEAE 5 #
ZARIE 3. (1) 1ZRT, M- S, BR 10 iz, BEEEICRHES
NTWEZ1LRAZBMLUZ 11 MERES. (2) 12577,

2) HARICEKIT D KA
=HEE Web 2 VT, TRROMERRE - MBAXTHRBLEMRE., AARICEBITS
FOLFIRINOX % L ¥ A » b9 B R R BR k& 13 72 > o 72,

TFOLFIRINOX| 238 £4 5 ik % M,
A : FOLFIRINOX/AL
MEEH 2011412 H 6 H
R RG2S 5

<HFEMZ I T D R AR A >
1) Conroy T, Desseigne F, Ychou M, et al. FOLFIRINOX versus Gemcitabine for
Metastatic Pancreatic Cancer. N Engl J Med. 2011:364:1817-25.%%% (CCO A KF

A L ER0 0 5] S 5 9)

<HBRTHA . FiE>

o REBRTYVA
ek L E, EAER G, 2 BEM B 55 11 AR (ACCORD 11 3
%)
. XBRBF

(LRI ORISR 4 4 5 MR B E
o HIEWEBRE K
B 404 (BELLOMETI]) 5 1N AERBR O B EEBRE KO
FHIL2 s, FEL ASCO M F#  (J Clin Oncol. 2010:28(15S): 4010 *%%)
(213 360 4 LR H Y,
o REGEHIM
2005 4F 12 H ~2009 4 10 H
o IRJERE

14




FOLFIRINOX #E K NP v # B U BE

o IBEHEM
FOLFIRINOX T® 1 RKIGHE
- k- HE

FOLFIRINOX #£ Ti&, A% ¥ U 75 F > 85 mg/m® % 120 4y Tl 5
L. #W\WT, B 2R Y > 400 mg/m? % 120 2y CHME ST 5, uA =
RY v OFGBE 30 %A Y 25 52180 mg/m? 24T LT 90 4 T
SR 5T 5, T0%, 7AFE T T2 400 mgim? EAEBEL, S
51Z 2400mg/m?® % 46 B2 TR E T 5., Chz 2 M 1 1 2 L
PLTHES AR IES, AL X EUBETIE, 1E 1000mg/m? % 30 4> T
RUEEE L, B 1 B2 7 ks L, 8 M BEIXKRIEST S, 2otk
IE. AW LA 7 e LT, 1R % 3 ER RS L, 4 HZIK
KI5,
o  EEEFHEEE (G 1 H)
Tumor response rate (RR) (FOLFIRINOX #f 40 4 1 11 44 CRIINE
TG A 25 1A~ AT)
o RIRFEMIEE (55 11 HH)
Safety
o  FHEFHMIEE (55 11 4H)
Overall survival (OS)
o RIRGFHMIEE (55 11 4H)
Progression-free survival (PFS). Tumor response, Safety, QOL

<HEH >
o fRATRI SRR E K
% 1 FH : FOLFIRINOX #f 44 44, 7L Z B 44 24 DFEF 88 4
B A (ITT) : FOLFIRINOX B 171 4, A v X E U B 171 4 OFf
3424 (BB INMOWREZET),
o #RERENE S (551N AH)
ERBREY A2 FRIORT (EEBEROLLERF OENS T,
ECOGPS DA =7 730 Xi% 1 DEF L, FOLFIRINOX #£ T 99.4% (170
£) ROV LU HEURET100% (1714) Thotz, MEAT » FOff
=1L, FOLFIRINOX #£T 15.8% (27 44) KONF LAV # B U RHET 12.9%
(224%) ThoT=,
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Table 1. Demographic and Baseline Characteristics of Patients
in the Intention-to-Treat Population.”

FOLFIRINOX Gemcitabine

Characteristic (N=171) (N=171)
Age —yr

Median 61 61

Range 25-76 34-75
Sex— no. (%)

Male 106 (62.0) 105 (61.4)

Femnale 65 (38.0) 66 (38.6)
ECOG performance status score — no. (%)

0 64 (37.4) 66 (38.6)

1L 106 (61.9) 105 (61.4)

2 1(0.6) 0
Pancreatic tumor location — no. (%)

Head 67 (39.2) 63 (36.8)

Body 53 (31.0) 58 (33.9)

Tail 45 (26.3) 45 (26.3)

Multicentric 6(3.5) 5(2.9)
Biliary stent — no. (%)

Yes 27 (15.8) 2723(0219)

No 144 (84.2) 149 (87.1)

FEFHLEE (5 11 48)
RR |Z. FOLFIRINOX T 31.8% (14/444). 7 LA X B FET 11.3%
(5/44 4) T& o7=, FOLFIRINOX T Il BT REMEZ 7= L 7=,
FEFHEEE (55 11 48)

AW R REIL, AL Z U 6.8 4 Ak LT FOLFIRINOX
111 % A Y — N (95% 1E3EX[#[CI]) 1% 0.57(0.45, 0.73) (P<0.001)
Td 7=, 0S ® Kaplan-Meier #hi#t % T (A) 12577,

AIREHmIE H (58 1)

PFS O Rfli%, # L s Z B8 3.3 » HIZx L T FOLFIRINOX #f 6.4
B A, ~NYP— Kk (95% Cl) (% 0.47 (0.37,0.59) (P<0.001) T®» »7=,
PFS @ Kaplan-Meier fi#t % T (B) 2R 7,

A Overall Survival B Progression-free Survival
100+ P — . 100+ - ;
Hazard ratio, 0.57 (95% Cl, 0.45-0.73) Hazard ratio, 0.47 (95% CI, 0.37-0.59)
P<0.001 by stratified log-rank test P=0.001
754 75
g 3
-
g 50 FOLFIRINGX = 5o
£ = FOLFIRINOX
-3 =
2 [
a a
254 3
Gemcitabine
Gemcitabine
Q T T T T T T T T T T T T T T 0 T L T T L T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 3 9 12 15 18 21 24 27 30 33 36
Months Months
No. at Risk Neo. at Risk
Gemcitabine 171 134 89 48 28 14 7 ¢ 3 3 2 2 2 2 1 Gemgcitabine 171 88 26 B 5 2 0 0 0 0 0 0 0
FOLFIRINGX 171 146 116 81 62 34 20 13 & 5 3 2 2 2 12 FOLFIRINOGX 171 121 85 42 17 7 4 1 1 0 0 0 V]

RR (. FOLFIRINOX #£ T 31.6% (54/171 4 ). 7 L X E U #ET 9.4%
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(16/171 44) Th o7z,

Grade 3 X L4 D E7oFHEFEL % TRIZRT,FOLFIRINOX HEIZ I\ T,
TRBRIK L BEME N H DA EFR THE Lo BB L, R BRI JE
14 Tholz, IRBRIK L BEHEMENH D Grade 3 UL LD FEFESG (T
DRFET 5% EFEBL) 13, aF BRI E . 782V aF BRI E | /B
DE. A, . EM. TR, KRE==—8a/NF— ALT EH. KO
EE%EET%OKO;ﬂ%®$T&Av5HVﬁk%ﬁbf
FOLFIRINOX # CHREICHBEI G N m o - DIL, P EREDE, FEEL
PEGF BRI E . IR E . TR, R =2 —ae NTF—Tho T,

JRE AT FOBOIALTEILS AN D HEE&ﬁ% EARER TIER D b
Mol
Table 3. Most Common Grade 3 or 4 Adverse Events Occurring in More Than
5% of Patients in the Safety Population.*
FOLFIRINOX Gemcitabine
Event (N=171) (N=171) P Value
no. of patients/total no. (%)

Hematologic
Neutropenia 75/164 (45.7)  35/167 (21.0)  <0.001
Febrile neutropenia 9/166 (5.4) 2/169 (1.2) 0.03
Thrombocytopenia 15/165 (9.1) 6/168 (3.6) 0.04
Anemia 13/166 (7.8)  10/168 (6.0) NS

Nonhematologic
Fatigue 39/165 (23.6)  30/169 (17.8) NS
Vomiting 24/166 (14.5)  14/169 (8.3) NS
Diarrhea 21/165 (12.7)  3/169 (1.8) <0.001
Sensory neuropathy 15/166 (9.0) 0/169 <0.001
Elevated level of alanine 12/165 (7.3) 35/168 (20.8) <0.001

aminotransferase

Thromboembolism 11/166 (6.6) 7/169 (4.1) NS

* Events listed are those that occurred in more than 5% of patients in either

group. NS denotes not significant.

EORTC quality-of-life core questionnaire (QLQ-C30, version 3.0) % F\»
72 QOL f#Hr Tix. 6 » H @H#,,\ TH LY AE UL LT
FOLFIRINOX #£ C QOL D& T 23 IZ#E STV e, N — R (95%
Cl) 1% 0.47 (0.30,0.70) (P<0.001) “CE(?)OKO

2 ) Conroy T, Desseigne F, Ychou M, et al. Randomized phase 11l trial comparing
FOLFIRINOX versus gemcitabine as first-line treatment for metastatic pancreatic
adenocarcinoma: Preplanned interim analysis results of the PRODIGE 4/ACCORD 11
trial [abstract]. J Clin Oncol. 2010;28(15S): 4010.*%® (NCCN # A K A %%
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D 5| SCHkE 5 243)

30 Conroy T & @ 3C#k (N Engl J Med. 2011; 364: 1817-25 *%™) D & AiiC
2010 £ ® ASCO Annual Meeting TH 3 S L7255 I AEFRER (558 MR ) 0)%
NHEOEBEDFEETE ThD, sHITAKT 5,

3) M. Ychou, F. Desseigne, R. Guimbaud, et al. Randomized phase 11 trial comparing
folfirinox (5FU/leucovorin [LV], irinotecan [I] and oxaliplatin [O]) vs gemcitabine (G)
as first-line treatment for metastatic pancreatic adenocarcinoma (MPA). First results of
the ACCORD 11 trial. J Clin Oncol. 2007:25(18S): 4516."%® (NCCN HA K7 A
HEO D] Sk 5 242)

50 Conroy T 5 @ ik (N Engl J Med. 2011; 364: 1817-25 *¥%) m #4511
2007 4= ASCO Annual Meeting THF I 723 I FHRER (EBMEERE) OF
NHOMEDODFEEERE TH D, FMITAKT S,

4 ) Conroy T, Paillot B, Francois E, et al. Irinotecan Plus Oxaliplatin and
Leucovorin-Modulated Fluorouracil in Advanced Pancreatic Cancer—A Groupe
Tumeurs Digestives of the Fédération Nationale des Centres de Lutte Contre le Cancer
Study .J Clin Oncol. 2005;23(6):1228-36."*% (NCCN # A K F A v *%% p 5| X
WA 5 241 KON CCO HA KT 4 510 o5 F CiHkE = 8)

52 Conroy T & @ %5 11/111 #8585k (N_Engl J Med. 2011; 364: 1817-25 *%* ] Clin
Oncol. 2010;28(15S): 4010 *¥® ] Clin Oncol. 2007:25(18S): 4516 “*) @Iz %
i S iz, EITHEORSE (RETEIT X B ME) 238 e LTHEBINTZE 1
HRBRTH 5,

<HEBRTV A, HE>

. REBRTA
SHERIER . 5 1A
. G

BIBRABE O JR T AT SU TR PR e ;B
- HIEERE K

46 4
o BRI

2000 4 6 H ~2002 4 6 H
o JRWEHE

FOLFIRINOX #¥ Hijh
 JRKHEM
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FOLFIRINOX T® 1 RIBHE
Mk - HE
FEY U 7T F 85 mgim® & 120 4y THEHE LG L, KT 1%, A
U /7% 180 mg/m® % 90 4y TG T 5, T Dk, v =R Y 2 400
mg/m? % 120 4> CTHAE#EE L, 741 7 F5 20 400 mg/m? % A
L. & 5122400 mg/m? % 46 BT TR T 5, Thx 1 ¥ 172
JELT2HMIEITHYIRT,
F ZEEAm E H
RR
Bl Am 2
Duration of response and stabilization, Time to progression, OS
Z Ot O FEAGTE B
Safety., QOL

<HEH >

N YIPSE I R
46 4

o HKERE Y R

ThAWREY RE FTRICTT (FEEREOLTERT OE LT,
WHOPS D2 a7 %, 46 L EEMN0 XX 1 LB ETIRED BUVWES
ThHol-,

Table 1. Characteristics of Treated Patients
No. of
Patients %
Sex
Male 30 65
Female 16 36
Age, years
Median 56
Range 40-69
WHQ performance status
0 12 26
1 34 74
Disease stage
Stage Ill/IVa 1 24
Stage IVb 35 76
Prior surgery
None A5 50
Curative resection 2 4
Explorative laparotomy 2 20
Palliative surgery 12 26
F= R A B H
RR 1% 26% (12/46 £4) T o7z,
IR R AT TE H

Duration of response ® 1 fE 1% 9.3 » H, PFS O H e fiix 82 » A, &
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ALFHIRE T fEIX 102 5 H TH o7, 0S @ Kaplan-Meier fi# % F X2
NI

1.001
0.90¢
0.801 N =46
T Median survival = 10.2 months (95% CI, 8.1 to 14.4)
= 0.70¢4
= Censored =6
@ 060+ 1-year survival % =43
© 2-year survival % = 24
=
B 0.501
£
S 0.404
(&}
0.30 1
0.20 1
0.10
0 6 12 18 24 30 36 42 48
Time (months)

Fig 1. Overall survival in all treated patients.

RBRREBEMERN D I FEFRTHE LEBEFIIRBO Lo Tz,
MiE % @ toxicity 28 & K< AL B4, 24 4 (52%) DO #ERFT 728 Grade 3 X
L4 DFFERBDIEZRIL LTz, 24 (4%) OHERFE 7Y Grade 4 DIEEL
PEAFFERCAE 2 F8 B U 7o, FEMLIE R @ toxicity D 5 b, APtz 23 5T
FZRBL LT BRE 1T 4 4 Tholz, IBBRIEK L BEEMENH D Grade 3 X
I% 4 @ toxicity DFEM A2 FTERIZRT,

20




Table 4. Main Grade 3 to 4 Toxicities Related to Study Treatment
Per Patient Per Cycle
(N = 46) (N = 356)
Grade 3 Grade 4 Grade 3 Grade 4
Toxicity No. % No. % No. % No. %
Hematologic toxicities
Neutropenia 16 35 8 17 54 15 24 7
Febrile neutropenia — — 2 4 — — 2 1
Anemia 5 11 & 7 7 2 z 1
Thrombocytopenia 2 4 1 2 2 1 1 =0F
Main nonhematologic
toxicities
Diarrhea 7 15 1 2 N 3 1 <05
Nausea 9 20 — — 9 3 — _
Vomiting 8 17 — — 9 3 — —
Asthenia 9 20 1 2 16 4 1 <05
Peripheral neuropathy 7 15 NA NA 10 3 — —
Alopecia”
No. 9 NA
% 20 NA
*Grade 2.

EORTC quality-of-life core questionnaire (QLQ-C30, version 3.0) % F\»
7= global QOL A = 7%, 18.8% D #BR#H T 10 R A > FLL REAL L7223,
37T5%DHEERE T 10 A A > ML EdE LT,

5) Ychou M, Conroy T, Seitz JF, et al. An open phase | study assessing the feasibility
of the triple combination: oxaliplatin plus irinotecan plus leucovorin/ 5-fluorouracil
every 2 weeks in patients with advanced solid tumors. Ann Oncol. 2003;14(3):481-9.
#8 (NCCN A R A > @5 HSCHkE 5 240)

FOLFIRINOX D HHEFRED - DRBME TH 5,

<HEBRT WA FHik>
o HEBRTHA
sk LE ., FEEM. IEMIERIL, HEEE. 5 | AR
o XGEHE
BIBR AR BE DR MEE T B . XTI METR IR IS A h O AT TR

Ve DR B
o BRI
1998 4 4  ~2000 4 1 H
- HBY

BB DN AVBEIZB TS 5-FUe A aR ) CEEHAEEHFHT S
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FTXYVTITF AV )T A ORKMHAE (MTD) & H#E4EH & % ik

ET 5
 JRKHEM
FOLFIRINOX T® 2 IRIGIE
« Mk H&

aR—h1:AXV U TFTF % 120 THIEHTE L, KT 1HRE#%.
AV )T H %904 THRBEIET S, TD%, vuA 2R Y 2 400 mg/m?
% 120 4 T L, 704 v 7 5 20 400 mg/m? % 20E 7 & OF 600
mg/m?® % 22 BEI 0 TR ET 5, OB HICe A 2R v T AF
ny 7 NERCHEAETKREET S, UEEz 1A 27048 LT 2HM
T LI IRT, AREICBNT, LFO 8 ERET, XU TFTF
EAV )T OREHEMEITWHERA &2 HEST 5, XV T I F
/AU /71 :60/90, 60/120, 85/120, 85/150, 85/180. 85/200. 85/220
J % 85/240 mg/m?,

AR—h2: XV TFITF AV )T Ear— 1 THREL
HERAY: c R TCEE®%, v 3R YU 2 400 mg/m? % 120 4y C A ER
BT 5, i T7 A4 w7520 400mgim? 22 3EIEL, &5
2400 mg/m?® % 46 Wi CHRiktET 5, 2k 1 A 27 0L T2
W Z LTy kT,

o FEAmIEH
MTD. RR (JEE 1 X IE Al fE /e g BR g D 2)

<HEH >
o fRATRI SRR E K
414 (akr—h1:34%4, aFR—F2:74)
o HKEBRE Y R
FREBREYE wE TRICTRT (FEHEROLCERP ORN OB,
WHO PS DA = 71X, #) 80%D#ERE TO XLl Tho7o (BgERET
% 0~2), RBERIZRKEE ARG EZ (11 4), WOTHE (6 4). 8
B (54) DIETH -7,
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Table 1. Patient characteristics at study entry

Characteristic No. of patients Percent
No. included 42 -

No. treated 41 -
Sex, male/female 2417 5941
Age. median (range) 56 (32-73) -

WHO performance status

0 12 29
I 21 3l
2 8 20

Prior treatment

Surgery 31 T6
Chemotherapy 32 T8
Median no. of lines (range) 1 {0-6) -
Radiotherapy 13 32
Site of primary umor
Colorectal 11 27
Pancreas 6 15
Gastric 3 12
Esophagus 3 7
Cholangiocarcinoma 3 7
Kidney 3 7
Breast 2 5
Lung 2 5
Unknown primary site 2
Others* 4 10

o AHlIE A
BT DT IR b Rino Tz,

aR— k1T MTDIEAXHY FF5F 2 /AU 5 %> 85/220 mg/m®

ToH Y., DLT IFHEDIHPERBDETH 72 (FR),

L7=28»> T,

85/200 mg/m® NHESE B & e B3, A G ETIE 30%% EES Y1 2L
THWE (U 7 H 3 MiEs% O toxicity 1IZ & ¥ 16%D WA 7 L Tl &)
DITHOIN TV Z &b, 85/180 mg/m? 78 & IREE & M DO H & it

b HEEEZ BT,

Table 3. Dose escalation for determination of maximum-tolerated dose (first cohort)

Dose level, oxaliplatin/ No. of patients No. of eycles No. of patients with at least one dose-limiting toxicity at the first cycle
irinotecan (mg/m-)

GO/90 3 22 -

G0F120 4 45 —

85/120 2 5 -

85/150 343 48 2 (diarrhea grade 3, grade 4)°

85/180 543 45 2 (neutropenia grade 4 =7 days, febrile neutropenia with diarrhea grade 4)
85/200 6 25 2 (neutropenia grade 4 =7 days, stomatitis grade 4)

85/220 5 36 2 (neutropenia grade 4 =7 days, febrile neutropenia grade 4)°

*Patients included after determination of maximum-tolerated dose.
"Two dose-limiting toxicities among the first four patients included at this dose level.

aR— k2 TR AR O FEF G4 R E 72 toxicity O HIE B MK

-7 (F3R),
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Table 4. Main grade 3/4 toxicities: wotal and by dose levels (values are no. of patients/cycles)

Daose level, oxaliplatin/ Total no. of Neutropenia Diarrhea Nausea/vomiting Asthenia Peripheral neuropathy
irinotecan (mg/m°) patients (cycles) Grade 3/4 With febrile neatropenia (grade 3/4) (grade 3/4) (grade 3/4) [gr.ac.lc 3, [spc'c:l_ﬁc
N N - oxaliplatin Lévi scale)]
or neutropenia =7 days

First cohort (fixed
regimen for LVSFU2)

60/90 3422) 2(9%) - - - - 2(32%)
60/120 4{45) 4(29%) - - - - -
85/120 2(5) 2 (40%) - - - 1 (20%) 1 (40%)
85/150 6 (48) 5 (28%) 3(6%) 4 (8%) 2(6%) 5(10%) 40(31%)
85/180 8(45) T(27%) 2 (4%) 2(4%) 4 (9%) 3(T%) I (9%)
85200 6 (25) 4 (36%) 1 {4%) 1 (4%) - 3(28%) 2(12%)
85220 5(36) 5(25%) 2(8%) 2(11%) 3(17%) 4(22%) 2(22%)

Second cohort [fixed simplified T(51) 3 (10%) 1(2%) 2i4%) 1(2%) 1 (4%) 3(31%)
LV5FU scheme (85/180)]

Total 41277) 32(23%) O (4%) 11 (5%) 10 (5%) 17 (9%) 15 (20%)

LV5SFU2, full-dose leucovorin (LV) and 5-fluorouracil (5-FU) regimen on days 1 and 2, every 2 weeks; LVSFU, simplified LV and 5-FU regimen

UL EX Y., wHBITO FOLFIRINOX @ik - &L, A% %V 77 F
V/%U/%ﬁy%swmmmmﬁfmﬁﬁ& A =R Y > 400 mg/m?
Z 120 A CHAEMEEIE L. T T T LA e v T 2L 400 mgim? & AR R
L. & 5122400 mg/m® % 46 Wi[E 25 CHREfEERIET 2 kL LTz,

34 4 DOFIAG AT HE/2 W BRE D 5 B CRN 34 (M 14, KGR 244).
PRN84 (K34, IHEm 24, BE LA, BB 14, BE14)
Tholz (F#), RRIZ32% (11/344) TH-o1=,

Table 5. Antitumor activity by dose level (values are no. of patients)

Response (n=34) Initial planned dose level, oxaliplatinfirinotecan (mg/m?) Second cohort Total
60/90 600120 85/120 85/150 B5/180 85/200 85/220

Complete response 1 1 - - - - | - 3

Partial response - I - | 1 2 1 2 8

Stable disease 1 2 - 3 3 1 I 2 13*

Progressive disease 1 - 1 1 2 2 | 2 10

‘Including four minor responses.

< ElzfK jéﬁua%nﬁ:%ﬁ%>
FRECFEHEH O & B0 . HARICEK T 2 EIKRRBREEIL 0> T,

(2) Peer-reviewed journal D#&FL, A & « 7 U > 2R EDHREIRIL

1) Assaf E, Verlinde-Carvalho M, Delbaldo C, et al. 5-Fluorouracil/Leucovorin
Combined with Irinotecan and Oxaliplatin (FOLFIRINOX) as Second-Line
Chemotherapy in Patients with Metastatic Pancreatic Adenocarcinoma. Oncology.
2011;80:301-6.% %1

2003 4 1 H 7% 2009 4% 11 H o #Iff #1112 FOLFIRINOX & iE % fifT S A7z 27
FHUZKRET D L b e AT T ¢ TN ORE R, BB 2R T 5 TGS
BT, FOLFIRINOX L X FEIMEZ /R L (a2 Fr—/L%E . 63%, &4
PR - 85 » H), ABEMITFHFRHMHENTH -7 (772 L., 56%D EFH
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T Grade 3 XX 4 OIFPERBADIENRBD HT2), KLU A XM R O —
Wi L0155,

2 ) Tada M, Nakai Y, Sasaki T, et al. Recent progress and limitations of chemotherapy
for pancreatic and biliary tract cancers. World J Clin Oncol. 2011;2:158-63.% %'

0O FERBROFE R LV . FOLFIRINOX SEVE ISR ICRB W T, AL
ZEVHEANCH LAEERAGYBOREEZ R LI LAV X E U EE TR0
DIEEIETH D, NN DIRIED B U ERFE 2 FOLFIRINOX W& VE DA &
L0 ED,

3) Oberstein PE, Saif MW. First-line treatment for advanced pancreatic cancer.
Highlights from the “2011 ASCO Gastrointestinal Cancers Symposium” . San
Francisco, CA, USA. January 20-22, 2011. J Pancreas. 2011;12:96-100.* %%

201046 H ™ ASCO T# & & 7= ACCORD 11 @ 1 [l % T 1% . FOLFIRINOX
X7 Ly z el bl U CHENE A B R OV A7 W A il 2 & LTz
D EMENIRVL T & 205 FOLFIRINOX RIRICE D XX 7 4 v RGN D EBHE
EREETLOMNENS D, Fi-. KET 2010 4 8 AlIZFE I /-iH& T, PS 1
DU IR 2 % 2 TRIRIZ I T, FOLFIRINOX JEIEN i T & v 7= FE D E|
AL 18%TH - 7=,

4) André T, Wislez M, Goncalves A, et al. Following communications made at
American Society of Clinical Oncology 2010, what will change our practice? The
point of view of the editorial board of Bulletin du Cancer. Bull Cancer.
2010;97:1551-62. %%

MR (2B W T 7 AV & BV RIED B FOLFIRINOX JEIE~RET 5 2
LN 0S HekET D,

(EENSOMETH) 77V ABOXTHY ., HEFETTZHI LTS
Abstract 7> 5 ¥ L 7=,

5) Saif MW, Chabot J. Metastatic pancreatic cancer -is FOLFIRINOX the new
standard? Nat Rev Clin Oncol. 2011;8:452-3.%%

FOLFIRINOX 7 A v & vy & LT, #atH R O ERIICHE BICEMBH T
ERLTEME—DFHL YA THD, 2720, BHERmnzd, EFIRENE
T, M B Y LB AENER R EEEAE I LT, WBRES TIERHINTEE L
BREE T T, ARRIBRBERBEICR VD, i, BmBE R 2/3 1ZHEEEE R
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(Z ODBRFTHERT » MEHOIAL, IFHERBUEDIRETIHERD U R
INBHD) THLHZEDPHAOLINTWVWDN, AR TOREKIT39%E D2 b
CHEETONERD L, 7 LT Z v BANCAIS O EF IR LTl FOLFOX
R FOLFIRI # £ T = TH D,

6) Conroy T, Gavoille C, Adenis A. Metastatic pancreatic cancer: old drugs, new
paradigms. Curr Opin Oncol. 2011;23(4):390-5.%%®

FOLFIRINOX |ZIRBEAS B\ B3 (ECOG PS 0-1) IZxfL, FAavZ e Lt
L C toxicity 23082 o 72 b OO ALFHIE T RAEA 6.8 » H D 111 5 A
FER LTz, (BEND O i) FOLFIRINOX O | A0, 45 11 A0, K OV 1111
FHFER DR FED D BTV D,

7 ) Trouilloud I, Dubreuil O, Boussaha T, et al. Medical treatment of pancreatic
cancer: New hopes after 10 years of gemcitabine. Clin Res Hepatol Gastroenterol.
2011;35:364-74.%%7

HFARAVEAECEHWEFiAZ DL Y A L FOLFIRINOX O 15 %k (24 171
], MEEEEAFHR, B2%R) ok s FTRITRT,

Table 3 Main randomised trials assessing gemcitabine in association with other chemotherapy in advanced PC.

Primary endpoint N Locally Treatment 0s PFS RR
advanced (%) Regimen
Herrmann et al., 2007 [24] 0s 319 20 Gem-Cap 8.4 4.3 10
GEM-C 7.2 3.9 7.8
Cunningham et al., 2009 [27] 0s 533 29 Gem- 7.1 5.3* 19.1*
CapGEM-C
6.2 3.8 12.4
Colucci et al., 2002 [29] Clinical benefit 107 42 Gem-Cis 7 4,9* 26.4*
GEM-C 4.9 1.8 9.2
Colucci et al., 2010 [30] 0s 400 16 Gem-Cis 7.2 3.8 12.9
GEM-C 8.3 3.9 10.1
Heinemann et al., 2006 [31] 0s 195 20 Gem-Cis 7/ i 10.2
GEM-M 6 Eh 8.2
Louvet et al., 2005 [32] 0s 326 30 GEMOX 9 5.8* 26.8*
GEM-C 7.1 3.7 17.3
Poplin et al., 2009 [18] 0s 832 10 GEMOX 5.7 2.7 9
GEM-FDR 6.2 35 19
GEM-C 4.9 2.6 6
Rocha Lima et al., 2004 [33] 0s 360 15 IRINOGEM 6.3 3.5 16.1*
GEM-C 6.6 3.0 4.4
Conroy et al., 2010 [50] 0s 336 0 FOLFIRINOX 10.5* 6.4* 27.6*
GEM-C 6.9 3.4 10.9
* P<0.05.

ACCORD 11 @ H [l k#& A 5. FOLFIRINOX X PEE R (IE# /e mig eV
LBV LUV TEREREORWEE) O—RIERE LT AT X e LT
A, eEFE, EEEAFYN, ZYROFTATUITBNT, FAvFE
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VEEBREL, —J. Grade 3 XX 4 OEMDOFEHLN FOLFIRINOX THEIZS
ot (MEEMEIX G-CSFIck o TEBAGETH-T7),

8) Kim R. FOLFIRINOX: a new standard treatment for advanced pancreatic cancer?
Lancet Oncol. 2011;12(1):8-9.%*®

FOLFIRINOX |Z, 7" Ay & v v &g L CHEITHOE BE O 2EF IR O
THLLEHIC, 1 EATERNEN S ERRIROGENERICET S, —
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Table 2. Dose and schedule of treatment in the PRODIGE 4/ACCORD 11 trial.

ARM DOSE/SCHEDULE

FOLFIRINOX Oxaliplatin: 85 mg/m®, IV, d1

Leucovarin: 400 mg/m?, IV, d1

Irinotecan: 180 mg/m?, IV, d1

Fluorouracil: 400 mg;’mi, IV bolus, di

Fluorouracil: 2400 mg/m®, CIV over 46 hours after bolus dose of fluorouracil
Rogimen given biweokly

Gemcitabine Gemcitabine: 1000 mg/m”, IV weekly x 7, | woek rest, then weekly 3qdw

Planned duration of chemotherapy in both arms was & months.

Abbreviations: IV=intravenously; w=week(s).

<HRIZBFLHTA RTAFE>
1) BEERZIRTA R 74 2009 K. H AR BEEZETA N7 14 &
AIZBES fw. SRR Y
FOLFIRINOX JEIEIZ DWW TE#HKIT 2 0o 72,

Iy

(5) EENEITHR D AFTOREKRER BN OCERMEHEE (EFE (1) B
M) lzonT

1) ARIIZIB W TIX, FOLFIRINOX £ T D R s R i |1 L S v T Zgn
N, AV Ty (RBRAKS LS« CPT-11) HAI TOKRBREE N H®E S h
TWHDT, LD EBYFRHET S,

(E P B 11 FE G PR 38R )

WM AT D A2 k% L L, CPT-11 OHEE 2 4 FEFHEE & L
BNER Ve & ad %, BB E1Z CPT-11100 mg/m* % 1 H 1 (5], 138
MMM T 3|, SFEFIRNES L, 2 8KRETS, 2had1a—xL LT,
G IEFEEICEAR L W R Y 2 — R 20 RT3 ZhaskkFE A — 7 R
Fh S iz, BB : 2001.8.29~2003.6.23

FEFAMGEE - [ B AEBEFZSEE N AL FREEE R E LR Ik
LGN RO MAAERN R B LR RLE L=, £ & LT [Response
Evaluation Criteria in Solid Tumors (RECIST) | D E:¥EIZHE - 7= 314 & £ L 7=,

A hPEREmE S 37 5] (RECIST ZEMEFHAMIERF] 29 1) @ 9 b, FEFEANHE H
ZOWTIiE, BMBEFSO KL XD R 27.0% (1037 #
95% Cl1:13.8-44.1% ) . RECIST X % 2 K 5 ZE %) & 27.6% (8/29 #i .
95% Cl1:12.7-47.2%) T& - 7=,

LRV HOUWNT, BRERE 40 Bl 5 B FAS FRAGIIZL 37 1 TH 0 | L VEMHT
BRABIE 2o Te, AEFRIIEMIZED G0, Grade 3 L EDOFEFERIX
81.1% (30/37 f3) IZF8 LT, 10%LL EOJEFNCIEEL L 7 Grade 3 UL EDFA
EELIX, BRI 40.5%, L 40.5%, 4F P ERIED 29.7%., H I ERIEA 27.0%,

32



fH 4 21.6%, U > /REKI/) 18.9%  ALT L5 18.9%. . AST L5 16.2%. F#i 13.5%,
Ji Y% 13.5%, M ft- 10.8% ., ~F 7 = £ 4> 10.8%. 7 F U 7 AKX F 10.8%.y-GTP
FH108%TH - 7=,

FEC (PRBEAE) 28 LB biv, ETICE LA EFRIZFEEFIZBNT
DA 5 (RERFMAE, SR A, BB ek, RERE 2
NEEEEfERE (DIC) 233 BTz,

(6) Efto (1) 726 (5) ZHERBADZLEMEIZHONT

<HEERE - R IOV T>

FEAE CIIAFR ORI AR STV D 5-FU, GEM, S-1 Z D RhHE « 2 s [
B ThHZ Enb, BEBEHRIT B L ShTns,

(EEDER)

ACCORD 11 i BRDFER NG . RHREN R4 (PS0 LN, /ATEIT &
DML FRIERIGE O EZRIEEE 2 A3 2 Mk 2k 7 5 FOLFIRINOX #iED A %)
MIZHGNTHY ., ZOREE2ZITT NCCN A KT A4 %% 2B\ T
FOLFIRINOX #%V£1% Category L IZALE D IT B TW5D, 2EB, RITTOEBE R
ERHTOMEBEEZSRLE LEEHE I HRBROBENS L, BAORE T
Q1% DEMENBO LN TWD, LIER- T, KAIDOEEE - DR L LT, o
UREAl L OPFRREZ AR IS, TR 2R ETHZLIIRHELEERD,

<BEYLEME - HERIZOWT >

PWHECE, BUEMAE - HEL LT, A%V IV 7 I9F KPRV ARKRY F—
FEROTNFw T OFRIRNEf i 515 E OFRICBWT, 4V 2T
R KT & LT, @A, BRAIC 1 B 1A, 180 mg/m® & s ERE L, A/
< EDBL2WEMKRETD, hExr 17—t LT, 55280 KT, vk, BF
DORREICEIVEERET S5, LT 5d,

T HE-HEBEOBREDOZGYEICOWTIE, L TO L) It Tuna,

[ACCORD 11 # 5% Ti%. FOLFIRINOX & (U /5 % > 180mg/m?, F
# 1 75 F > 85mg/m?. LV 400mg/m?. bolus 5-FU 400mg/m?, 5 ##1: 5-FU
2400mg/m?, 2 #fE) OFATEN KRR S 72k, FOLFIRINOX i I1ZBETE
IEPRIE L R L CRIBARAEFHIMOIER 2758 L72%9Y, ABICBWTHR—O
BRIEEITT 522 & T, {RIEMEEZ RS UETZHAEERH D,

— 57T FOLFIRINOX LI HANICK L CIIHID TOPFHELETH D Z &
ND | DEERLEEEOBLEND ORIV v, L L5, ACCORD
11 REROFE R B, Y2 GORIRDRGB B S 21T\ BEITIS U TR,
REZE D RE 21T 21X FOLFIRINOX BIEN+ B RFRETH H = & 13k
NLTW5, E£72, FOLFIRINOX BiEIX, Kk CIIARERERIE L L TR TY
JE <} LT b FOLFOX #iEIZ, R U< Kighs CHEERE & L TALS F &
LTW5 FOLFIRI JEELADFR LTl IETH L, Wb BARANDRE - H

33




R I T A AAMERHER I N TWNA T OEED A L EHE - HEO
FOLFIRINOX J&VEIZ H AR NI K L TH RO AR ENIFF SN D,
DLEXy, s mAE - HECHERATAIZ L ixmYtE2 5,

(EEDER)

FEAECHHEIN TS LBV, FOLFIRINOX LI, ACCORDI11 &l ©
EWESIMERRENTEY , AFBICBWTHIEEREL KX WE\ETE L6
PER S B3, — 5T Grade 3 PL_E DI HERBUDIESE N 7 L 2 v v BRIEIC
HARTHEBEICRET 22 biEMINTWD, A TOAY) )T ofE

BlICkSE, ERNOKBHHZEZ 5 HE (180 mg/im*) TOLFH VU 75 F
VELOOFRBREEYS CHARANCHEHA T 5213, AOFREIEICB T S HAAN
TOREMITHSL SN TN 2RI, Zettmce +o il T 2 0%
N5,

BAE, ENTHEITHOREZ %5 & 3% FOLFIRINOX JEiEDRER & L T,
YUV N ARRENFEfE T OF N AEEER (JapicCTI-111465, 1V /7 1 > O H &IX
180 mg/m?® L HEH) . K& O UMIN R R B & %> 2 7 & (UMIN-CTR) (8 &
e, BRET S RPABRHBEIC X5 BARANDOZ SR A B2 B & &
%% 1 FAEABR (UMINO000005808., U / 5 71 > d &% 125 mg/m?) % #Es8 L
TW5,

UbEXy, ST o RSO THES &R U - A2 ENICHHTET
B2 EDREEIZONTIE, BIEEITHTOA Y )T ORERRERD 250
AR IZ B 1T D AR %@Eﬁ#a%ﬁﬁi&)tifﬂ Wrd~x L& 25,

(%)

FRAEIZHH I N TVD L I IZ, BARANTOAFA 180 mg/m?® # 51k 0> 72 4k

ZAHEiT 5 LTk, BEToReNT -2 b2 B L b, KR CEREIRE
ELTIARLS ERLTWD FOLFIRIEE (AU 2Ty /5-FU/ A 2Rl )

T HARANCBT A HREEEZRET H7200F | HRBENMTOILTEY .,
®k K T o starting dose & [7]— @ 180 mg/m? 33k E S 4L, AFRIZIB T D AR MEN
RENTVA BRI 2 FOLFIRINOX 1L & Al — D 3K % A A bt 5
FOLFOXIRI JEIE T, #AT KRG Z xS & LZENE | FHRBRRIThh TR,
AV T T 150~160 mg/m?, A X4V FFF > 85 mg/m? BNHW BT & D
WENH BRI 2L, R0 EEZ LT, WERAEZIR LTS
FOLFIRINOX JE{E T H A L RIAE - HETHARAANOREMENHIHFTE D L%
TEHEWVENR,

<G RN E Sz > W\ T >
geAdE ¢, TACCORD 11 3Bk TiX. FOLFIRINOX #&i%: 7Y GEM HAIRE LT
xF L CKIEL _iﬁ/ﬂ;ﬁ%‘ﬁ%@ﬁfé ZEMRENEEY, — )T, Grade 3 UL I

34




DMK BEECTHEEERFORFTER L EME TAHALNTL, ZOBRELZIT,
FOLFIRINOX JEEZ AT 3 2 BRICIX@E ) 72 BF BRI L BB ENLETH D
ZEBRINTND,

NCCN guidelines™ (2 5\ Tl &R EED B W PIENAEF 5T+ 2 HEL5E 7 L
— KRBT IV —1ITALER T DK TIFEEARED 1S ST p*®
5)

AFINZ BN TIE, ALFRIE OGS & 72 5 Stage IVa/lV OFEREE D H 5 el
EEIRENETZN TV D BEFEITIT GEM X° S-1 O BLAIER £ F 721X GEM+S-1 §f A
FRIEDR AT SN TV DR, ZOIRERRITEEO RN H 5, WEEFOF T
LREHGREORWVWEFICE, LVAFHHMAEEET D2 EDRMFTE S
FOLFIRINOX JEVEN R — BN & 72 D AR H D, | LRI N TV D,

(EEoER)

1) NCCN A KFF A > Tlk. FOLFIRINOX (%4 A % £ LA U category 1
IZALE ST BTV D, BRES TiX, PS 2B in B (2% L Tk, 4%
DIEHETGIE (55 —BIRIE) LR 5T+ ndH 5,

2) AT, BIE, BAANTORZEMEZMRIET 5725, FOLFIRINOX D% 11
FERBR (v 7 v B AR R OB IR TS R R IRPE) DS EITHR TH Y . KBRS R
NS B TR S T, CPT-11 180 mg/m?® O AR MIZ SO W T iR+ 5 LB &
HEEZD,

L EEXY | BUE, JRIEEDNR O 12 B OI5HIZH VT, FOLFIRINOX OF
RAYEIXHIFEC&E 208, BRIRMIALE ST 20Tk, T o BREkGE (FFiz &
BYE) DEONTZRECIHMMTRETHDHEEX D,

4. BT _RERBOMBELE F 0 HER

<FEREH>
Rz L,

< Ae 2 RUR >

HIICRBREZ BT ANE IR W EX S, 270, WAMNIEBIT S
ACCORD 11 3% TiX FOLFIRINOX 1L ® Grade 3 LL D =722 HEFR D F L
LT BRI IE 45.7%., JEEVE I TP BRIV E 5.4%., L/ E 9.1%., T
F12.7%., R =2—aXF—0.0%t 2> TEY, FAU X EUVHEARELY
FPER E N L 2R3 R T H AR AICE T D FOLFIRINOX JEiED T — 2 73
Bo TN &b, 5%, BUEEITHOY 7 0 M AR K OB IR T SR P
B I 99 e 28 FE 0 L T U %S FOLFIRINOX D45 1 FHERBR S R A B £ 2. HAANIZ
BITLENE - ZEMLTHRTLILENHDEE XD,

5. %5

35



Kriz7p L,

6. 2% k&

< BEEFEIZFLHE O SCHR >

HAL) AT =L KAty bOTDORE Y Y — X DR A il
M. PRI ¢ —JLFLk; 2005.

PIEE-2) HOARERIRIES F2 fm. EARMESS Y CLINICAL ONCOLOGY. ¥ &b
4L, 2003. p. 707-16.

#21-3) Conroy T, Desseigne F, Ychou M, et al. Randomized phase 11 trial comparing
FOLFIRINOX versus gemcitabine as first-line treatment for metastatic
pancreatic adenocarcinoma: Preplanned interim analysis results of the
PRODIGE 4/ACCORD 11 trial. J Clin Oncol. 2010;28(15 suppl): 4010.

BY.4) Conroy T, Desseigne F, Ychou M, et al. FOLFIRINOX versus Gemcitabine
for Metastatic Pancreatic Cancer. N Engl J Med. 2011;364:1817-25.

ZEA.5) Pancreatic Adenocarcinoma. Ver. 2.2011. NCCN Clinical Practice
Guidelines in Oncology (NCCN Guidelines TM).

FLE-6) BLFARMLICEE S S BENRRZ IR T A N T A 2 2009 4B RR. B ASBENR 7 2
Welgiiz e A B 7 4 WETZ A=, &R R 2009.

2 21-7) Shimizu T, Satoh T, Tamura K, et al. Oxaliplatin/fluorouracil/leucovorin
(FOLFOX4 and modified FOLFOXG®6) in patients with refractory or advanced
colorectal cancer: post-approval Japanese population experience. Int J Clin
Oncol. 2007;12:218-23.

#94-8) Fuse N, Doi T, Ohtsu A, et al. Safety of irinotecan and infusional
fluorouracil/leucovorin (FOLFIRI) in Japan: a retrospective review of 48
patients with metastatic colorectal cancer. Int J Clin Oncol. 2008;13:144-9.

#9.9) NCCN Drugs & Biologics Compendium™. National Comprehensive Cancer
Network.[Internet]. Available from:
http://www.nccn.org/professionals/drug_compendium/content/contents.asp

F%-10) Evidence-Based Series #2-18. The use of FOLFIRINOX as first-line
treatment for metastatic pancreatic adenocarcinoma. Program in
Evidence-Based Care, Cancer Care Ontario (CCO); 2011.

2 94-11) Assaf E, Verlinde-Carvalho M, Delbaldo C, et al. 5-Fluorouracil/Leucovorin
Combined with Irinotecan and Oxaliplatin (FOLFIRINOX) as Second-Line
Chemotherapy in Patients with Metastatic Pancreatic Adenocarcinoma.
Oncology. 2011;80:301-6.

BH-12) Tada M, Nakai Y, Sasaki T, et al. Recent progress and limitations of
chemotherapy for pancreatic and biliary tract cancers. World J Clin Oncol.
2011;2:158-63.

B 4-13) Oberstein PE, Saif MW. First-line treatment for advanced pancreatic cancer.

36



Highlights from the “2011 ASCO Gastrointestinal Cancers Symposium”. San
Francisco, CA, USA. J Pancreas (Online) 2011;12:96-100.

Z24-14) André T, Wislez M, Goncalves A, et al.; comité de rédaction du Bulletin du
Cancer. Following communications made at American Society of Clinical
Oncology 2010, what will change our practice? The point of view of the
editorial board of Bulletin du Cancer. Bull Cancer. 2010; 97: 1551-62.

#91-15) Saif MW, Chabot J. Metastatic pancreatic cancer -is FOLFIRINOX the new
standard? Nat Rev Clin Oncol. 2011;8:452-3.

PE-16) http://www.uptodate.com/index

BY-17) Palliative Care — Core Skills and Clinical Competencies. Second Edition.
Emanuel LL, Livrach SL. editors. Elsevier; 2011. p. 421-34.

F%9-18) National Cancer Institute May 17, 2011 Vol 8/ Num 10.
http://www.cancer.gov/ncicancerbulletin/051711/

HE-19) 28 A DiftEl 2009,2010 4 MEITE N 28 A FE iR B .
http://ganjoho.jp/public/statistics/index.html

SEE-20) Ka W, Bafd, mEfME, M BRI %2 AT (1950-2000) .
A EFEEFE—HRE - BT - T1% —2004. &5 H K, 2004. p. 1-95.

<ARFEDNVEN U 72 3Lk >

{>%-1) What's New in Oncology AR v v v LA R 1K, 1ERERE
55, BRITURESL, WMMLE], M. #W. R ILAL; 2009. p. 295-313.

1{=3-2) Centers for Medicare & Medicaid Services. [Internet]. Available from:
https://www.cms.gov/medicare-coverage-database/overview-and-quick-searc
h.aspx

1=3£-3) M. Ychou, F. Desseigne, R. Guimbaud, et al. Randomized phase Il trial
comparing folfirinox (5FU/leucovorin [LV], irinotecan [I] and oxaliplatin
[O]) vs gemcitabine (G) as first-line treatment for metastatic pancreatic
adenocarcinoma (MPA). First results of the ACCORD 11 trial. J Clin Oncol.
2007;25(18S): 4516.

{=3-4) Conroy T, Paillot B, Francois E, et al. Irinotecan Plus Oxaliplatin and
Leucovorin-Modulated Fluorouracil in Advanced Pancreatic Cancer — A
GroupeTumeurs Digestives of the Fédération Nationale des Centres de Lutte
Contre le Cancer Study .J Clin Oncol. 2005;23(6):1228-36.

{=2-5) Ychou M, Conroy T, Seitz JF, Gourgou S et al.An open phase | study
assessing the feasibility of the triple combination: oxaliplatin plus irinotecan
plus leucovorin/ 5-fluorouracil every 2 weeks in patients with advanced solid
tumors. Ann Oncol. 2003;14(3):481-9.

1=2-6) Conroy T, Gavoille C, Adenis A. Metastatic pancreatic cancer: old drugs, new
paradigms. Curr Opin Oncol. 2011;23(4):390-5.

1=3£-7) Trouilloud I, Dubreuil O, Boussaha T, et al. Medical treatment of pancreatic

37




cancer: New hopes after 10 years of gemcitabine. Clin Res Hepatol
Gastroenterol. 2011;35:364-74.

1=3£-8) Kim R. FOLFIRINOX: a new standard treatment for advanced pancreatic
cancer? Lancet Oncol. 2011;12(1):8-9.

=2-9) Shi S, Yao W, Xu J, et al. Combinational Therapy: New Hope for Pancreatic
Cancer? Cancer Lett. 2011 Dec 1. [Epub ahead of print]

{=3-10) Vaccaro V, Sperduti I, Milella M. FOLFIRINOX versus gemcitabine for
metastatic pancreatic cancer. N Engl J Med. 2011;365(8):768-9; author reply
769.

1=3£-11) Saif MW. Pancreatic cancer: is this bleak landscape finally changing?
Highlights from the '43rd ASCO Annual Meeting'. Chicago, IL, USA. June
1-5, 2007. J Pancreas. 2007;8(4):365-73.

1=2£-12) Devita, Hellman & Rosenberg's Cancer: Principles & Practice of Oncology
8th edition. 2008. p. 961-89.

©2-13) HARNES 2 MR, BT IRIES F—2 AFMFRIEEMEO oI, ML
;2007 p. 443-50.

®¥-14) PAREL YTV b~==a TV, B 5. BN AMEL > ¥ —NFE
LYT v M. E5ERE 2010. p. 114-31.

13-15) WTHE, SFHF2, HEMD% GIBRANRE - £ 28 KIG ¥ (2 X4 2 M1 ElG
¥ FOLFIRI RIE DR - OGS, A AR T2
2005;40(2):486.

3%-16) [LHES, ARENE, BHLZEL. B - BRANGEEZ 2R L L
72 5-FU/Nl-m A @R Y v &EfeA Y 2 7 0 PR RFYE (FOLFIRI) O
PR 1 AERER. B A IR 5256, 2005;40(2):324.

1=3£-17) Sunakawa Y, Fujita K, Ichikawa W, et al. Efficacy of first-line FOLFOXIRI
in Japanese patients with advanced colorectal cancer. F 7 i 7 5 52 4>
2011; Abstract 02-093.

<A IRAS SCE >

N3C-1) KRE OB CE

N3C-2) wE OB CE
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perfusion (1V))

W-5) IE O AT cE ("CAMPTOSAR® irinotecan hydrochloride trihydrate for
injection 20 mg/mL)

W3-6) N DA CE (CAMPTOSAR® injection)

Camptosar® irinotecan hydrochloride injection)

Campto 20 mg/ml concentrate for solution for infusion)
CAMPTO® 20 mg/ml)

IRINOTECAN PFIZER 20 mg/ml solution a diluer pour
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