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CLtot(mL/min) 0.45 Dp36 BARANBEIZFOLFIRIED G TAme/keZ RiEFHEITHEIR 5 &
(BRANEE) | EOBHBT ILANILETIR—2OENEEE/ S A—4
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FRT4YAINLICE T HMBTRBERERAZED Cmin(EMT FHBEEBHFRBWNE. ThEh 5.1@7.2) ug/mL BU
9.8(50.9) ug/mL THY.FE 4 YAV LURIIBR—ELLE Tz F-.FE 1 RU 6 YAYIILICETHMBEREER
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a2w DE 2 AL THoONT-WEER aflibercept DS TEE (X, 0.3~4 mg/ke DAETIXEEKRSRICHLNT-
RRBRELEEETHIENL.E 2 YA VL TIEBRICEEIRBIZEET HILARESNI(TED6116), LYUH
WAE (5~7mg/kg) TIX. FE2H AL DBEEERZ aflibercept DS TRETBEEDER (0 1.5~18{Z) ARHONT-,
— A #EE T aflibercept imEIL. MBI MEEHER 1~2 hATERIREICEELz, #BfS aflibercept DS TRE
KUY, REERE (qOW) ICKDEEREILE 3 HAUIEE 5 YAV DRBTEETHEHETFESNIZ(TDC6119), F 1I
#HEXER (ARD6122, ARD6123, ARD6772 K 1f EFC6125) |21+ 5:1E8ER, aflibercept DS TEEILIRE 1 hABICHE
ML, ZDHIBERTEHETTSE—THol-, EAT aflibercept DEFREDLSTEEIZE. &RE 1 nAR
(ARD6122, ARD6123) X[ 2 n A B (ARD6772, EFC6125) [CEIELT-, BEMH PK @#TICEOE BENLGIERR
ANEB3E (POH0265) (28115 4 mg/kg 2w BT 6 mg/kg q3w DFAETOHEEER, aflibercept DERHL (FNFh
AUCSS/AUC0-336 &1 AUCSS/AUC0-504) (&, ZNEN 1.2 R 1.1 THolz. 4 mg/kg q2w TOH TE & IKEEFZEHF
1% 70 B (1680 B EHEE STz, ThIL6 BB D aflibercept I 5HIZIALTEENTHY. WEFZREHL THIZE
ZELINS7REITEERED 81%ZHH LT 5, 6 mg/ke g3w TOEFEIRAERZE R (L 84 H (2016 BE[E) LHfEE SN L=,
Nk 5EIE®D aflibercept H5RIICIHETHELEDTHY. HIEHRER TRICEZELLINSIREFIESEKRED 92%
HETH(EFE 7.8 1),

BEMLTBARAESE (POHNM37)IZ 4 meg/kg & 2w TR ELI-EZDHEER aflbercept D EFFE L
(AUCss/AUC0-336) & 1.2 ThHY. EFRAETIZERRIL 84 H (2016 B LHEESNT=. ChIX TEE D aflibercept
BERIICHE T30 THY ., MEHBRERTHICEZELLINSIEER. EEKRED FSTRE (CtroughSS) M 83%T
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R7-BENCBIOERREICEH (T 5B aflibercept D PK/A5 X —4

Cycle 1 Steady state

AUC,.. Comax Cirough AUCgs Cmaxss Crroughss
(g-day/mL)  (wg/mL) (ug/mL) (ug-day/mL) (ug/mL) (ug/mL)

Typical Non Japanese patient (from the POH0265 final model; CL=1.02 L/day and V1=4.47 L)

4 mg/kg Q2w 218 591 5.33 263 65.6 6.55
6 mg/kg Q3w 365 886 3.45 394 924 3.76

Typical Japanese patient (from the POH0437 final model; CL=0.953 L/day and V1=3.83 L)

4 mg/kg q2w 239 69.0 5.38 281 75.4 6.50

WMENLEE B 67kg. ALB0.769, ALK 0.816, TP 0.866, Cler75.9mUmin . =336 65M (4 mg/kgq2w) RU
504 5%f8 (6 mg/kg q3w)
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21 —— Croughss 4 mgkg q2w eeks
1 - —o— & mg'kg q3w eeks
e Ctroughss 8 mgikg Q3w eeks

0 1 2 3 4 5 6 7 8 g 10 11 12
Time (weeks)

Cminss/Cmin=6.50/5.38=1.21
AUC T ss/AUC T (#][E])= 281/239 = 1.18
= BTAEBBLT—HLTLS



[(REOEICHESEMEBRDOEIL]
<R ETEETOEYEIRE >
Dp37

AFREZATIBBICETH8F NEAT—4. SREARVBBRE)
ARAEEREIZE T 2 BRAEDBEMRST (1,5076) T, 8V rer (BILD | 72X
NRIXVBTII) IR 7=27—¥ (AST) RO79=VT ) V2V AR 7x297—¥

(ALT) 12, BMHT 7V _NAET N R—=FDI VT I/ ACEB Lo, £, M
ETNVHYERAZ7 7 #—¥ (ALK) i@ 8% (ALK #° ULN (GE#§{LMR) ©3.244%LA
L] CRRZ VT 7 AN129%MMT 5 L #E S, LiL, IFEEORER OERET 7
VRAET b R=FDI7 VT I 7RA{ITNTNRNLHEY RKERENRZLNT, T7 U0
T b R=FDO7IVTI7 /R HTHHMEORLBIBD LN (RW-2) , 2,
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S2F 0@ T—%
<BMIHESALK: TV AHVRAZ 7y #—Y AT : 7 I7=VT I ) I AR729—Y AST:. T ANRTIX M
TI) b A7=29—¥ BILL: 8Ly, CV: EHEK

<A XETOHEZRLEORERSICONT>
EEZL

<BHEEIETEEICBIT2EYENRE >
Dp38

HRBELZETIBEEBICESTHRN NEAT—4. SREAEDBERE) ©

ARAERHBREICBT 2BREAXDBERF (1,6076) 055, BEOWEE (2 L7 F
=7 Y7 %A (CLer) : 50~80mL/%y) 5496] (36%) . PHEOWE® (CLcr :
30mL/4r EA L, 50mL/4y A i) 9641 (6%) KRUF, MEOFME (CLcer : <30mL/4y) 561
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WT, BYRT 4 v Z7EURETVERWTRFENE, TOFRR, BREENEZTRTOPK RFTA—%
EEMEE DR, WNTE 1| 4 7 MZEBITH AUCx: K URH AUCY L HfLE O TERERARR
BENED O, BEEOHMICHEY, SMETHOLORBRY X7 BZH{NT5Z LN ™REN, £
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SCRRAFAT > — b

7% X4 : Addition of Aflibercept to Fluorouracil, Leucovorin, and Irinotecan Improves
Survival in a Phase III Randomized Trial in Patients With Metastatic Colorectal
Cancer Previously Treated With an Oxaliplatin-Based Regimen. J Clin Oncol
30:3499-3506.
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Introduction
1. WFIFEEBHIDOZEHN D DD, Y ON ONA Introduction B

WD FATER DI ANBLE AN S TWHRN D,
B ENT-CEROER. BIHTOmXOTEE LI HNEICEA M
35 5078 & LR

@ The purpose of this prospective multinational, randomized, double-blind,
parallel-arm, phase III study was to evaluate the efficacy and safety of the
combination of aflibercept plus FOLFIRI versus placebo plus FOLFIRI in
patients with mCRC, following disease progression while on or after
completion of treatment with an oxaliplatin-based regimen
Introduction O [R S A

s OX N—AD LT A AT 0 (FOLFIRLIGHIED220) 2 WIRK LRES TV D,

* OX N—R D L P& X FOLFOX, CapeOX, SOX 23k & 72 225, SN TIE S—1 OWIEA 2N L 2 EfET % & FOLFOX, CapeOX
WEETHLEBLLND,

- FOLFIRT & DffH 2 384R L 72 #%HED 720,

* KRAS BF AU 72 72 556 DL EGFR HUA DR HR & OBESENAN % OFLHIT R0,
Bevacizumab (% 1st line T IFL(IRI, 5FU, LV) ffH FC. 2nd line TiX FOLFOX fFf F CAGFHIBIEE S RENTWD LR~ T
B, BN HEITRVH OO, 2nd line T FOLFIRI ff F T Aflibercept DH M A MREET 2 HidTIE 2 R Lz o 720
RER D ERRFHI A 2012 - Th o 7272 b, BUEAR SN TV D EEHA] (BT EGFR frikre &) 1ZKRB SN TW e o 7 mRetidd v,

- EBRICIIAT LA BIR YL T FOLFOX IR 21T > T, R LEBAFE LML ANDO L TN D,




Method

2. AT VA L ORENH D0, BT EETe, Y ON ONA Introduction
(1)
SUB MM, AT ETAT S R, BT AL I —RF L)L, Randomization and Treatment
JaAF— 8= BERE, Wi, EEARET 7 R, Sk LATH~
(activercontrolled) , MEALE %R, £ HEsx =
Results 217 H ~
@ The purpose of this prospective multinational, randomized, 176 centers in 28 countries
double-blind, parallel-arm, phase III study—~
@ Eligible patients were randomly assigned, 1:1, to receive aﬂlbercept plus
FOLFIRI (aflibercept arm) or placebo plus FOLFIRI (control arm) using a
centralized interactive voice response system
3. BIFOWHIEEICOWT, MAANEYE (inclusion criteria) X° | AY OON CONA Patient 1 1T H ~
FRobHHE (exclusion criteria) DFCHEMH D D,
CARERIC RO EN STV
BRAMEHE T D) DY, X2 OBRIMIFERITHER b O, W,
- BRI (OX Lo A Y) 0%l
@ Eligible patients were at least 18 years old;~ 7 — VECeHEBEORHIEIX AV,
cWERRERENH D 2 & =B
HUEL LT
@ Prior bevacizumab was permitted, but not prior irinotecan. A RIS EN TS
4 RV A DAY TN
@ Pregnant and breast-feeding women were excluded. BT 2B (HE %O R,
UDP-7 V7 v USSR Ol
fa¥2Mn L) OEmICET SR
iz,
4. HBIAREE 72D X 9 RFtM 2SO AN QREST v ba—1) LAY ON ONA Randomization and Treatment

DWW T DOFREMBH B 0>,

L. HE, AL, 77 8RE, a7 T4 T7 AR, PFHE, &
FLEoOBFR, EFERR R EERTH DL, BRI E LS 9 2T
W), wash-out HIFNTE ) 2>, 7 — ¥ OUEE & OJIE 7 IEIZ OV T
BTN

BT « () EBOL, WA, [EAC 1
F— S - (I X B - - -
TH—

EHERE, WEEOEDOE—)
—ZINEDZ A T HEE

@ Eligible patients were randomly assigned, 1:1, to receive
aflibercept plus FOLFIRI (aflibercept arm) or placebo plus
FOLFIRI (control arm) using a centralized interactive voice
response system based on a permuted-block randomization,
stratified according to prior therapy with bevacizumab (yes or no),
and ECOG PS (0, 1, or 2).

@ Patients received 4 mg/ke of aflibercept or placebo (intravenously
[IV]), according to treatment assignment, over 1 hour on day 1
every 2 weeks, followed immediately by the FOLFIRI regimen
(irinotecan 180 mg/m2 IV over 90 minutes, with leucovorin 400
mg/m2 IV over 2 hours, followed by FU 400 mg/m2 bolus and FU
2400 mg/m2 continuous infusion over 46 hours).~
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@ The primary end point of this study was overall survival (OS),
defined as the time interval from randomization to death from any
cause.
@ PFS was a secondary efficacy end point, defined as the interval
from randomization to the first observation of disease progression
(according to independent review committee review) or death from
any cause. Additional secondary end points included objective
response (complete response and partial response) and
treatment-emergent adverse events and laboratory abnormalities.
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@ an Eastern Cooperative Oncology Group (ECOG) performance « PS Oit#iEH DM, Staging D
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., BRI, FRNCEHRE L2k E o B gfEm, mifl v - Maf®d Risk 73] 12DV TAILH
BEICOWTOREE ST, TIHEER L TV,
(FPEEERHIIE TR
@1t was deter- mined that 863 events were required to detect, with I RED OS X 11 » A,
90% power, a 20% risk reduction in the aflibercept arm relative to RRR20% & 435 &
the control arm,~ aflibercept £ OS 1% 13.75 » A
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@ —relative to the control arm, using a log-rank test at an overall two-sided
significance level of .0499, taking into account stopping boundaries for two
interim analyses.
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@ The purpose of this prospective multinational, randomized,
double-blind, parallel-arm, phase III study was to evaluate—~

®Response was assessed according to RECIST (Response
Evaluation Criteria In Solid Tumors, version 1.0)23 by a third party
(independent review committee), blinded to patient treatment.
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@ Time-to-event parameters were estimated using Kaplan-Meier
analysis. Primary comparisons between treatment groups were
performed using stratified log-rank tests~

@ The hazard ratio and CI estimates in the primary and subgroup
analyses were provided using a Cox proportional hazards model.
Response rate was compared between arms using a
Cochran-Mantel-Haenszel test.
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@ All final analyses were conducted by Sanofi personnel.
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Results
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®Between November 2007 and March 2010, 1,401 patients were 2007/11~2010/3




screened in 176 centers in 28 countries, with 1,226 patients randomly
assigned to receive,~ RESULTS Patients

@®In the aflibercept arm, patients received a median of nine cycles
overall (21.4 weeks),~

®patients in the control arm received a median of eight cycles overall
(18.1 week),~
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Prespecified subgroup analyses based on stratification factors (prior bevacizumab status and ECOG
PS) indicated a treatment effect for each subgroup that exhibited a consistent trend, with aflibercept
improving OS without significant interaction effects (Fig 3A).
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Discussion
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@ Aflibercept plus FOLFIRI may provide a new therapeutic option for
the treatment of mCRC in patients previously treated with
oxaliplatin.
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