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ZALTRAP® 25mg/ml concentrate for solution for infusion

HF W I F 50009435
SEREHEH

52 Hm - BBETEI - SOFSTS
i ;G EZZALTRAPFIFOLFIRIS HARE S BEHO R BER N 2 #He (REEBEEnER) - SEEER
HEBEEOE MBS HOEREEE - RELMANEERTERZALTRAP [EF2AE2.2) - BERIESRE5.1)
BRETT SERZZALTRAPARE THLEREBEST aBRELEBETHER - EBELREHEFIESH
ZALTRAPAE [E A 2HE12.2) - BER TEEE5.2) -
BOBEARS - SEZZZIALTRAP/FOLFIRCABRE THENBENSONASHE - EBENEORMET S EEFH
ZALTRAP ° ZALTRAPTEEITIRIZBMFHIpIETERAEEL4H + ZATRAPERR XEFHBEL4SBRT T EHIGE - HUE

SEFMEOTDRSRIL [RALHE(22) EEZRIEFE(S.3)]

1. @RE BB R FH R

AT X E R

$15-fluorouracil ~ leucovorin ~ irinotecan-(FOLFIRI) A4f4& ) » 74 # 4% F 8- oxaliplatin{t 443 i 8 3 &, B AL 345 M A

R

2. AiEmE

2.1 #HRAFRAA

ZALTRAP 4 mg/kgiA FFIR S IE 45 38 + 28 — ik » AR EE F ML/ BF © ZALTRAP 367 & RE-TAAFOLFIRIG & a4 0

ARAT — B BE iy AT 4 BE (L B A AT A (14))

ZALTRAP R FF 8 15 ) & s BALR H AR TR L FIEHIL -

2.2 FlFFALEEE L KRZER

ETFZIHERT » ZALITRAPJEIS 3 :

s RELR B[ LEANEE  EFEREEFEAG)

- BB FIL[RIEAN EiE o HER 2T FEAGD)

c G OBE R HAENEE - EFREEFFG3)

SRR R R EEREEFA(5A)

» Bt B G K 3K 5 o R T R B [ BERGEF FA5.5))

o Bk AR K [ EER L EFAG6)

o BRIt R R R R (TMA) [ #ZR 2 EFH(57)

o TSNS G R SRR (RPLS) [ %7222 % FH(5.10))

ETFFIERT » ZALTRAP IR 1545 3

o« BATRIBNEFHTATE VAT L SRR 2 FFA(5.3)

Bt B AA BT S R YU B S R d A - b B E A4 ZALTRAPHI AR B K A M8 £2 mg/kg [£

BEREEFHBGS) -

F2 RN G R IEF]2g0F o H2U NN EGREE2 QA TP T EHAE o FEGAEE - IAURAPR G5 R H 5] &

Gk ZE24. 05 S b2 gl 0k 0 HZALTRAPE #7148 B 09 BB R AR A F £2 mg/kg [ LFRAZZEFHA(5.7)]

Z #irinotecan ~ 5-fluorouracil (5-FU)sKleucovorin 48 B Feik 35 4 B & B 4 0 B #1877 3«

23 SR ERER

5 A AT J& R A MRt 3k 38 MR, © ZALTRAP S — i » BEZ MR EWER - FRRY 6 - RARBIBLENTHER -
HEARTERBALE N - B NENF TR ERAERRTEE -

B JvifE A H ZALTRAPZ i 7 2 2 B YA 38 Y 30 5 £40.9% AL 409 50 7 SR 5% W) 2) 48 V5 4 5 A B8 70.6-8 mg/mLZ S # R AE -

ERSAHF=—FTEE—(2-c 5T K8 (DEHP) s B K TH (PVO) #iz R X B2 (polyolefin) it -

ZALTRAP) i B 18 i ££.2-8° C (36-46° ) F &9 T B 4. B o IiE R PR T oy REA RS R T E % -

24 BEFK

ZALTRAP & # B 7 7 K& ¥A0.2um g9 polyethersulfoneih JE B 8 - 3£ AAB BN BF e B A IR EL B - AR A TH
(polyvinylidene fluoride (PVDF)) % &4E (nylon) #'H #4 @Ak -

AT AR IRARE (IV push &IV bolus) 7 X% -

ZALTRAP- =T o 2L 1 35 4y I8 B4 ] — 12 4% P9 SRAR A ) — ARk IE B 40 3 -

ZALTRAPT £ JA 64 $i M H 4o F ¢

s SRME_FTER=_(2-¢HTK)E (DEHP) R R TH (PVO)

s AHREZ (F) 8= (TOTM) 2R 4DEHPH R R TH (PVC)

« B &% (polypropylene)

« A TH (polyethylene) & MM ERTH (PVC)

« ¥ &8 (polyurethane)

3. HIM AR

ZALTRAP& 7 & @K F *

+ 100 mg/4 mL (25 mg/mL) » R4 B BT -

« 200 mg/8 mL (25 mg/mL) » Bk 4E F B3 T ©

4. B5

Fid

5. BERERER

5.1 Hif

EERIZALTRAPAESIENMEONE - BRBEREHFTRIEAEMEY - 1514 XI5 E 5SS E RS2 ZALTRAP/FOLFIRI

E=EE/ FOLFRGERBAERM/HM (FTE%SHE) IG5 81R38%K19% - E3-4REmEH (BEBRELNL - mMREE

FREBE2HIM) EZALTRAP/FOLFIRI SAEHE K ZRIE]/ FOLFIRGABMEMNZERD BIB3%E 1% « SHEFESIALTRAP BT EE

BESEAHDREMED/ZO (@DEBEEG) 28 -

BEESAEHmAERE SR - BELMAESETERTFIALTRAPAE - IEEFBEHMANLT + ZALTRAPEFLUSZE[E

AZAE2.2)]

52 BREEA

BEEZIALTRAPAFAREER B BETFI SRR UERETIER - GHREEIGELHBMEZEASE (KBE

BB - REEENEREE) Hr BBETEI (FFE%SHR) WRERTEZALTRAPARKES0.8% - ZEEIHERIA0.3% - FE3-4RF 5

EFFLAY R EEITZALTRAPA A B R EI#E R 43 51 7550.8%52.0.2% °

EEEENHBBREFINERREK - EEEBEHRETFARIERE « ZALTRAPEEFLUFEE (R A /HE2.2) -

53 SOBSTS

FEE P » ZALTRAPE B ORA S [EFFESFKFH4(13.2]] - ZALTRAP/FOLFIRGAFHE R H24 (0.3%) EH HIREIR

RE OB A EE - ZEE/ FOLFIRZAREE A FILEE -

ZALTRAPTEETEE U FHn ZE4BEE SR - ZALTRAPEAEFHEREBZEL4EARFHBOT2ASHAEE SRS

oo FREITFG i REIREEIHEZER - )RR - BIZAITRAPEF B OT2 M S RA B/ EFRiE - &

BENEORESTS » ZALTRAPIE T LUSEE (2 F 2 /F8(2.2)

5.4 EERAK

BRIALTRAPEAENSEERSNEERAR  EERANUEEREEERERIFERE - TEBUHXGERESE S

ZALTRAP/FOLFIRGABGEHIREE (AIFIEE -« BRENES « HECHEE - BREEET « IBETE ) ptEmH1.5% (98/611

£)  REE FOLFIREAEE50.5% (38/6058 ) - EREMEREET - ZAUTRAPHMIR A X 5H03% (2&25E) =&

.

.

BlEAIR0.2% (18EBH) -
EBEHIREE ' IAUTRAPEFLUEE [RALAE12.2)] -
5.5 S

ZALTRAP &1 1N553-44K & M EERY RS o ZALTRAPIE #8485 FI R O I & (NYHA) BN BIVER O RIB B B RV ER FRAEES - 288
BEXBERESE T  KBE/FOLARGEEASEHRERENE (EEEALRRARRENRMNEREY - fHEE—FEL
LERYEEMARE ) BILEBIA1.5% + ZALTRAP/FOLFIRLAFAHAIA19% ° ZALTRAP/FOLFIRGAFAEA 12 EH (0.2%) HRFE4RS M
% pg BMEER) © ZALTRAP/FOLFIRGABEH IR F34ME MBHIEE F - BS4%BEN R EFBRERZAENRYAEE

TEZALTRAP GEFEHART - MBEF2IAER—X - sKERAR MBS RAIAR - BHEMEIS T8 E a9k R4 5 i E HIHE
BRI o SBER MR EELEH - BIFEYEEFAZALTRAP - BEEIMEEEH AL - ZALTRAPTEREE ARR A E A
EfKAREE2 mg/hkg - ERELREMER RRBMERERFHE - ZALTRAPETUEE [ZFLAE2.2) -

AnEENERREEHNOROEER  EBEETHFRLERNOCOERRZAL - GINERBDIRERRENDKEORES + B
{iE FIZALTRAPESE/|\iD> » #BHD/DBEH & (NYHA) BNV M 140 RIBRIE A T 1S FIZALTRAPIA R -

5.6 ENfRMmiRI2ZEEH

ZALTRAP AN S EERENERMZRESTH (ATE) B4R FEESETMESRmEE - BOSEENROBE - &
BB U XBEBEEED  ZALTRAP/FOLFIRGA R H IR BN AR M 2R ER S LEH52.6% + REEI/FOLFIRCAEEN S
1.7% ° ZALTRAP/FOLFIRGAEE R R E/FOLFRGAREABIE11E (1.8%) R4BEE (0.7%) HIRFE34ESH -

EEEHRHRMIRIRESRM - ZATRAPHETLUSEE [ F.2F8(2.2)]
5.7 BIRMERESH

EEBHXGERESE R + ZALTRAP/FOLFIREEEE H IR 55 HRF IR M22RES 4 (VIE)(FERFEHIRMZE R E)N

FEBI79% » R EI/FOLFIRCARAERIR7% » B R HEI-4RFIRMIZIZIES4 - ZALTRAP/FOLFIRIEH4E & & F %/ FOLFIRE BRAE

RT3 B 58% K 6% © ZALTRAP/FOLFIRIAFE 48 5 Z2 B3I/ FOLFIRA AR B & H IR AT IR ZAILL 61 59 B B5% R 3.4% - BEEH

IREE LG (MR MIZRESM - ZAITRAPE T LU EE - ZEEFHIREIMNFEEFIRDE - BERERRES FRAMEY -

gg‘fﬁﬁg”“’“’m o ZECEREE MR MAREMIAES - ZALTRAPEFLUEEE - B4 E3RSBENRRESHEZ
BNDESTR

5.8 EARK

ZALTRAP EEEMBEHHBESAR - BRERERORMMNERE (TMA) HLLFES - fEBEXBERESE
i+ ZALTRAP/FOLFIRE FRAEFNZ2 Bl FOLFIRIE AR IR B BRAVEL 6 9 B 5562% B 41% - 553-44R B I PRAYE A SRTEZALTRAP/
FOLFIRGAEHE fn2 RIEI/FOLFIRGABHE D B B8% R 1% [E FR/K /M (6.1)] - ZALTRAP/FOLFIRIAFEAAFIZ BIEI/FOLFIRESFHE 5 Bl
2% (0.5%) ROBBELREFERE - 1222588 SR KBEMBESS B - H34 HIR MR m S mHe -

ZALTRAP AR HARI ] FI AR &S A4 (urine dipstick analysis) BRiEERSRALELETLLE (UPR) REAEHRES LIRS
Bk - ERENRGEARNEBELLE (UPR) X SRASREOREAAR =" ++" (RAE" +" REUL) - SBE
B4\ ERBNEREARE -

24/ BRI R BB K2 gk BZ 6 » ZALTRAPEEF45E » BWASI24/\ENRECHLEL M2 gf5TBET
ZALTRAP » ZEEHERIIENRE » BIZALTRAPAL A E SR EE R4/ \FHNREQHIHE/NA2 ghit + HZALTRAPHIEISEX A
B E 2 mg/kg - EREHRBREGREROBEMMERE - BIZALTRAPEFLUEEE (EFZH2(2.2)]

5.9 REHiEE MERiEAAE B HE I B M ERE D 2 G E

JEZZALTRAP 4RSI IRME P MBRRA Z HHRAE (B B0MERE o i BRI A R 8 oh M B RGPS | BRI )
MBERRES - HEBUEXIBEBBESET + ZALTRAP/FOLFIRIAEHE K L B EI/FOLFIRIA R IR 553-448 78 stk B M BRGRL
A RERILEBIS BIB37% R 30% [2 TR E(6.1)] ° ZALTRAP/FOLFIRIA B HMZ BT/ FOLFIRIA AR {H IR £3-48 B shitknE ch it
B MERF A AERILE B B B4% K2 2% o 53-45RFE i i B i BR > BT 5| A9 R SL/ B E 7Y ZALTRAP/FOLFIRA AR 48 Fn Ze LI/
FOLFIRGABHERY R E RS BIR1.5% K 1.2% °

BENP2MIRETER QMR BAEE LR B8R ZALTRAP S4B0GE HARA AR EBME M LB A - ZALTRAP/FOLFIRI JARRIESE]
WE ik o i BRE EI>1.5 x 10°/L7 BEHREE -

5.10 BEBRAR7K

BEEZZALTRAP/FOLFIRI ABREREBEMRNRLERE - TEBUXIZEREBE T + ZALTRAP/FOLFIRIA EHE R R EHE/
FOLFIRIA BRAE 3R 55 3-4 4R MRS Y LE (5193 B 55 19% 52 8% ° ZALTRAP/FOLFIRIA 5% 4870 22 i/ FOLFIRIA R HH 35 25 3- 43R R 7K AU EE
Bl 3Bl R4% R 1% B T REE6.1)] - Fh>658MBE R EBBHLLAISRER<6SHRE[ZEFEALEHB.5)] - TREEE
EHESAERERR

5.11 ALE A O EREEIRE (RPLS)

37954 F RZALTRAPEE BE AL ZALTRAPS 1L BUARBIIEE T + H0.5%BE HIF LY &I o EREEREE (RPIS) (Xig
Z R RIS ER e E B REE (R B (PRES) ) -

A MA O E RS EE (RPLS) LEEBKIEER (MRI) REIZZE  25EHRT I HERN S ERESEERY -
ZALTRAPFEFLAMEEE - MRAELBETHEMEAEREESET  EEEREF EERACRELRUE (EFLAE
2.2)] -

5.12 Fa]{EAR BRI TR A

ZALTRAP 2—1EE5RATR * T E S IRIRARYIRE - ZALTRAPT ] (LR BRI IRBE PO X HHAZE -

5.13 BEEE

EEBUXBERESBE D  ZALTRAP/FOLFIRIA B HH B Z2 B BI/FOLFIRIAHE L 18 BR = B 5 = FERY LE 51 5 B £0.3% & 0.5% ©

ARYHRBNRENSE - BRGEREND  ARIEETFREBIELE  BERANTERBHRE

6 TRXME

LTHBREFRRESEERRAESNE iS5 EITER -

o il [BAEAEEE - BEREEEE5.1)]

« BIRETT [RIEAEE  EERIEFHB.2)]

 BOBERB (RIEXNESE  BERIEFHEG.3)]

- EERHK [BEEREEFHEG.4)]

- BmER [ZEZREEFIES.5)]

- BARMIRES G [ZEZR L EFIE(5.6)]

« BIRNERERYG [EEERIEFHEG5.7)

cBAR [EEEREEEEG5.8)

o RE Tk i BRGR A AE R RE R M ER R 2 B [ &SR A EFIH5.9)]

- B RRK[ZEEZR EEFH5.10)]

- RIS R B EE R (RPLS) [EEBZ R EEEHE5.11)]

6.1 ERPRAABEZATER

HAREFRAEEETENRA T ETH2ENBERETR + ALREE—EERERRENT RRERRS—EERFREERN

TRRERELE - FARZLRT DR ERELHEENERRLRT

ZALTRAP fif FAFOLFIRI FYR2 M EEE—IEREH - B 5 - KEEYERREEEMAEPETETE - SRBERm21eEEE

SZHAENEBEXRERESE (H581)  BEUALEHIREHEZZALTRAP 4 mg/kg (6118%E ) SHREHE (605857F

B) & 2R (—EAH) UEIREE—X - BEREZZALTRAP/FOLFIRIE Z2 R/ FOLFIRE BRAYRHA h A1 815 BB ER

HA R 8{EEHE -

BERZTABRRE (FTE%MH - R4 %>20%) 1EZALTRAP/FOLFIRI GAEEANBERRE (MEZ2E2%) @ 815 (KB4x

ERAYA AT ) BMEREAE « BB - e mikEAE - BER - BEREBE (AST) 80 - QX - &S - /)R

g:v)ﬁ « BROEESIBES (ALT) #H0 - SMmER - EEREE - RETE  Ram - 5 - T - mFNBREENnRERS (R
1) o

E3 AR CHERARKME (25%) TEZALTRAP/FOLFIRI GABEMNBERRE (MEZER22%) 88 (KBERERNSEE

51) R mMEREAE - R - S0 - AmEREAE - OEX - FE - ERRRERES (RFR1) -

EEHZALTRAP/FOLFIREE B> 1% B E XA CENRE RTRRERE - T5H//ERE - B BF - vk - S0E - Otk - &

IRMARBESE - EhitankEIEREAR

ZALTRAPFHBEFHEE AEIEMLLHIR17% - REEREBE ETEH 2R EALEHI 5% - ZALTRAP/FOLFIRATRRAE K 2R El/
FOLFIRGABHEEE R ARBIIER7R L LE R BI5 T 60%K43% °

B ZSAEHAR + ZALTRAP/FOLFIRCAER R>5% (FIESH ) BEFHRNEERTREERERGEEEEERSCESEH
ZRIEI/FOLFIRAE B 2% LA L& » FFPIRERT -

®1- BRPEENTREERRBEERHRER

SR EI/FOLFIRI ZALTRAP/FOLFIRI
(605%) (6118)

FERRBESLE FES® £3-45% FhE %k E3-41k
= (%)
[FEIEET - ToES
PR E R 6% 0.8% 9% 0.8%
5% B R S

BB AME 72% 12% 78% 16%

RE chid (1 M BRRLAME 57% 30% 67% 37%

/A FE 35% 2% 48% 3%
KRB REEXH

EREREE 24% 2% 32% 3%

Bk 3% 1% 9% 4%
WERES

SEfE 9% 0.3% 22% 2%
mEESR

= mE 1% 1.5% 41% 19%
0% ~ B R R SRR S

it Vil 7% 0 28% 0.2%

BEEH 3% 0 25% 0.5%

e oy R 8 9% 0.8% 12% 0.8%

OMEERE 3% 0 8% 0.2%

pid Vi 2% 0 6% 0
BhREES

[ii=h ] 57% 8% 69% 19%

OfE% 33% 5% 50% 13%

IS 24% 2% 27% 4%

LEEERS 8% 1% 11% 1%

e 2% 0 6% 0

BHisHim 2% 0.5% 5% 0.7%

1K 2% 0.3% 5% 0.3%
BB RETHEEGES

s S L RETE 4% 0.5% 11% 3%

RREZNERE 3% 0 8% 0
BhREREER

EAR* 41% 1% 62% 8%

15 ANLERETE AN 19% 0.5% 23% 0
2 B EBRIEFEBAAR

T 39% 8% 48% 13%

=5 13% 3% 18% 5%
BE

RERMEBE (AST) Himn 54% 2% 62% 3%

BRBEIEE (ALT) M 39% 2% 50% 3%

RS REEE 14% 0.8% 32% 3%

AR TREEMBRDKBERERESMERM (MedDRA) $13.10k » SRIFH R RBEBEREERTBRZT
REMEAMETRE (N CTC) 33.00R
* ERERR BRERE

ZALTRAP/FOLFIRGABEBE R A RAMME (FIESHE © 46% 5 F£3-418  12%) SHREBH/FOLFIRGAEHE (FIE%®K
33% ; F344% 1 7%) - BIERRERS - BELk - DIPREKS - ik BEEHERLRTERE
6.2 SEERM

FrEraEMEnEMAESBENREER Y - REYSBRRERSBAM1SEMERRIET » 51.4% (41/2862) &FHE
TEEEEFTREMMEENEE (APA) 2IRBERKE - BFERafliberceptBBIREEESNMEZENAE (APA) WBEEE53.1%
(53/1687) @ BMBRFEIEZHEXR.7% ((19/1134) - EHZEHRE (APA) 2REFH AT BT ME—SRHE
- aflibercepti&EIARV482 BET17RHAIEE PFIMEHBEE (neutralizing antibodies) ' REERBIR40ZBEG2EH
Al shfoiEdias o

it 2RSS - HiERnviitaflibercept P RERERBREHEREGE - AMEZBEREAWIFGRT »
MBS 2 2 AR A AT o

EEERMNBEESERBIRESENBEMY (sensitivity) BIFEM (specificity) o tbsh - 58P RIEMTERBERAR
TR SBRERATE  SEGHENERE « RENWERR - fRZEYRBENES - BB LRES - E1SZALTRAPEIT
R RBHTESNNERERMIL R TR IEMRE -

7. BYZEER

RY S ZALTRAPZ B2 E{EBHBEXNHR - \REMmISHE 2 BB R Mk BB B HB IR RHKE - aflibercept
# irinotecan/SN-385}5-FUTE S8 B I Wi RESFREE 2R EIEH -

8. YSTREREF VR

8.1 &%

R’EZAERIC

BB ik

ZALTRAPAR B ST HHER B L MIAEE B RIFHEBZME - ERTRECENRABERZALTRAPZ ESFIENRE TS HIRRS
HRBEY - thIZRFINE AR EERENRERTIRS - BRIFEHRZALTRAPHI R AN A R AVBTE R » T
R EER -

EpipEaE s

BN FERRBERAEREIREEallibercept—X - HRFFFMENFIRGEANSBEE (> 3 mg/kg) #EiERIRRE-
BB - FiA-PARNT R R ESERIAEFRERENSREM - BAEIMR (2H7KE - IR - BRELS - ERER
SEH - BRIS(RL) - PAHWIRZ) - REE (DR - XOBERSIK) REEE (BEEHS  WERMENME  HEESERIE &
EF2) N\ERERES - R7ES3 mg/kg2BIEFNZIINEZFMER (AUC) PASECHERESMMERZBERN
30% - REREENRARRBEEEHEEE RGNS -

8.3 WELRL

ZALTRAPEZ EREF T HIBR B i T 1AM - HAFSEYHE I DEALEI S - BZALTRAPEIRR S 3 AR R AT 4635
BENTRERE  BtEAEEEVHESMNERYE  CEBRATREEC L WESANEAEY -

8.4 REMEA
REBHERAARNRS MR FEYEREL -
8.5 EFARIER

&S ZALTRAP/FOLFIRGEFRRI6 1M BB M KIFEIBEEE - FlR2655EH205A (34%) - FH75EB33A (5%)  £F
BE (Fh655%) HEE - B8R - B MERERRKNBRER LSRN (E8>5%) FESE - AltESEEEEENEE
ESNIRE R R BRKRIIER (B EE R EEEE(5.9)]

BN FE <6551 R FE2655% H X 21X ZZALTRAP/FOLFIRVERRIBEM S * ZALTRAPH EMEFIER 2 BRTFERNEER

FRS>655EAIBETEZALTRAPRIE A L M MBI B AR R 2 25 -



8.6 FFIIEERZ
B 4 ST AT Th BE I 2 HafliberceptZE4N B H BRI IEUERFR AT 7 -

RIBEN5072 BEFENERENE NP OB RET - EER D ERET 2B ENafliberceptRTEE ST IHEIERERE
gﬁgﬁfgﬂfﬂzﬂ] o {EERFREIIRIRE - HEEHERIET2NSE BRFEaflibercept ZHIE - MEBRENIETRE

8.7 BIIEETRE
B 8l is EFHEE T se T 2 HafliberceptZEHE) H B 2 BRI EUERFEFR 78 -

RIBEN5072 BEFERNERENE N2 OB RET - EF - PEREEEINET2EENafliberceptiR R 2 MEINAEER
ENE [FAFEES12.3) - REBEKEERE  EEFTTESHERIZNTEETHLEENEE - BERDET2BENE
HBRER ; BLBERIABIFE D -

8.8 BEHILIER B4

RBHEFFAMOMAERET » BERTUBENETATRER S BT NEIALTRAPAFACI R e S 2RI [ EEFFY
£13.7)] - BHYABNHIBET - EEFECTFELMSBRAFTTIY - BRUNLER BYBEEARIRERE—X
BB E D3ME A NREREE E A AR -

10 BE

ZALTRAPARE B EMBERVEARRS - BRIMEZALTRAPEIEREIR 7 mg/kg * B2BIGE X | H9mg/kg * BIBIKE—TH%
2B -

11, i

Afliberceptt —HEMW A EGH » EATABRB TR AL RET (VEGF) RMIA L2260 st A P R0 E ML LK
B F (VEGF) 42435 5o ASA S8 & G 61 (1g61) 89FcER 2 @h-4 & o aflibercept2 DNAZ a4k iy W & ™ fF - AT A oyl
Ly da R A £ % (mammalian expression system) & ¥ B & Se989 £ 4otk (CHO K1) - aflibercept2 —#E 4 B @b & &
(dimeric glycoprotein) + & & H 278497 kDa (kilodaltons) » 4BIL R MEIE W4 5 T A4 n T15% » RN T
#4115 kDa -

ZALTRAPZ —#E & ~ BiF » REEZRTE  BRER - T2 R B FFIRHEEIER - ZALTRAPILIE M & R R AL £ —100 mg
/4 ml 2200 mg/8 ml » H Eey BT 4k P 64 & 45 & £ B Bk o2 5 A 2k » P9 4raflibercept 25 /mL » polysorbate 20 (0.1%) ~ fAt4
(100mM) ~ HEHEEE 4 (5mM) - BEEids (5mM) R EHE (20%) - pH{E&62 °

12 AR BEEE

BIPLR IR R A e BE R A

ATC AXA% : LOTXX44

121 ER#RE

Aflibercept #tfg — BT E ey S8 - ETHAMME N EZ 4 KHE TA (VEGF-A)  (VEGF-A, 89 47 A% % $(KD)%0.5 pM ;
VEGF-A,#9KD=036 pM) ~ AR W4 KB 7B (VEGF-B) (KD =192 pM) RAMAEMA KB F (PIGF) (PIGF-269KD=39
pM) & - Fhdr s sk g A ALRE (endogenous ligands) #94E% » aflibercept™ ) Jt i 2 B 04 Gk 4% AL - SR H11E A
Bk Y T o B T PR I A o A Y B o

BRI 0y 5 RT A 0 aflibercept &%) P A fm R b 3g & » B MG 30 H1 870 09 £ K - aflibercept¥t s S R A2 &M 1E
TR A RER -

123 B h &

Aflibercept &4 e & n 58 3 B oo B P9 Rk R B T 4R ES 0 e BEIRE TR M AT 6B R 12 & %72 R M, (specific enzyme-linked
immunosorbent assays (ELISAs)) #& - & aflibercept#y &l & & B H#2-9 mg/kgi » Hif i JEIRZ 0 B B 52 2 RGN HR -
ZALTRAP A4 mg/kgii| & 28 ## Mk 5 8 — & » aflibercept= i d Mo HErd ¥ M & H6K ($E : 47K ) - afliberceptii d B4y
YA R BRI 2R A BERERL G EE B o aflibercept 4 mg/kg 20 £ B — R 6 AR IR T BARILAR 9812 -

Mok kB

RIERFF RSy ) B ey 2T ERF R+ F8 - MARRMER R EHafliberceptif e B E R EF E RERBEOVE - ¥ B
FHHgREE2100 kg + Bl A2 A B EF € bt EA550-100 kg# & $:29% ©

i/ A

BN ey AP 0 TR (A E> EH M EFR991.0-1.54% » SGOT/AST 7P » 634 &%) AP & (L f>E
AL EFRE1.5-3.04% - SGOT/AST £ Fk > 5.4 84 ) R 2o 84 » LERET > ek REmgpeE (AST) REARE
A5 a5 (ALT) #aflibercept #a et AR 2 A HH - 2ARE (ML F>EF{E LR34 > SGOT/AST FFR) AFsh iR
ES SR IR o) i

Fo+ 2

AR By Ny g AT F 046 T 8 (UBREFE R ¢ 50-80 mU/min > 5494 £5) ~ b E (LEREFE M E  30-50 mU/min > 96
& BFE) BEE (MESFFRESOMYmin: 54 &) Fohraey & L& RET - NUBLEF i F 428 & L #Haflibercept
HEEAOFERREERERBEERE -

126 CHEEEZE

AR SRR SR AT 5 P 45 T-87.8 Bl METE AR B A ZALTRAP 6 mg/kg X #FMkHiE » S — R - AFEE L HQTCH ey

& - Ao R4 M Fridericia A IE % BT RF 69 F 34 QTC R A A b A A {E 38 B K K 846 (Flde » AR 3 2 R4 IE 434 o A2 3820
ms) o AR o dpAET R e FRA] o BT AR R R QTCHI A 69 P34 (A A AUE & (Fldm » S 3810 ms) o

13 JEBE R FdE
13.1 Bk - KM AFHLH
B AT % f st Faflibercept 2 8o M2 R R #1245 R -

Aflibercept @ FMHF LA AR LTS - £A—AANMOMBA » AHARGKT AR RITMO EEF T SF LA REAT
aflibercept @ 4p #1957 o e 2R AT » Al T - PR T BME  STRARE TH - ARBERARY - TEARATE
WMB R4 REESE  FRAEIRT AR SERBE  MRAUTHTHBURENTER N ThOEY - SEPEAMR
AR BT ETEHE > AR MARAAME3 m/kg - BB E AP RRIBEN LA TEM - RTHE L3 mg/kehl BT E3]
RS BREF (AUC) #4928 B4 2 RATE % ZAUCHI60% °

13.2 S EHERERE

HAHF P oy FEmF (AR ) A (cynomolgus monkeys) /4238 4 Faflibercept## ik x4t —k » & 26 A -
HBRERTHEH (BE4E RAREF MG R WM F(the axial and appendicular skeleton)) ~ S8 (&b /& & F £8/0
%) BB (BHRBRAZOMHER) R (RRBRIFE  FEabA/ B BORBES) RFER (BABARSS
HE R ERBE - K% Hafliberceptia B 40 % B A E £ A RMAIRHF (3 mgkg) » AREFTLHAERMARE RS
P 1E B Z AUCHY60%

B ARG R R R BB RGF R (ARG EEHIMA ) FLRFEI AN o P B0 8RR R
B AP AR P R AT -

% THFaflibercept EH LB EILLE G OIS - 2B o Ao ool 4 oA+ > aflibercept & B k4% 4L &

JE& S D ¥ R R By R Ak A R b2 3k (tensile strength) -

14 BRAR

WA —CAMM - B F - TEFHRYAR AEAH B ET TS Aoxaliplatin Bty £ P Z AL 2365 BAF A R 76 A
bevacizumab » 12 ¥} i i 8 0 K42 36 7 0 B KOG 618 A YRR 17 R BALAT A M K EL AR B A o £y B 12264
AT 8 oA B M HE R ZALTRAP (6128 5 1R A4 mg/kg#akdm 1. ik ) R 2HH (6142 ) %4 > B B4 M 5-luorouracil =
irinotecan [FOLFIRI % * 1K VAY-5 7 #PAR S 1% 4 4 FF) B 45 Fririnotecan 180 mg/m*—## Ak 34 7E90 4-4% & leucovorin (A48 A A5 3%
EAh 1169 3R 040 ) 400 mg/m*— Nk HE2 B ¢ B ARBIREE 4 T5-FU 400 mg/m® ¢ AR B R AE HBIR M iR 46 i 4
F5-FU 2400 mg/m’] - Fdnedia A E A F2W ERLE K - BEMSHFRLBREARBABARBRRTELHFESL -
E BB BB ERN o Gk AR R £ B R B BB RAT R OV ik AR 8 (ECOG performance status) #9453
(09 19 %25 ) RAAMZ T Lbevacizumabit i (KT ) KBS BARE -

WG M A T Gt R AL o ARG D 416912268 BE T o FR PR ACIR 0 59%SB B 8T%AGHEA » %S
ZAA 0 3.5% 5 B A » 98% B H £ K EEL A ECOGRE AR BB A 8 (PS) B0 K14 - 12264 M4 4 Be £ % KL/ FOLFIRIS & 4 &
ZALTRAP/FOLFIRI% % #0645 B + 2 B 89% 2. 90% 8 4 % AL % i A5 /0 A 64 1 I F 45 % S AT 4 oxaliplatin & 13 69 &4 B 4h 1L
B6 M o AT ¥ HE2 bevacizumah L4 A oxaliplatine P32 A BF B A6 Fewy B F 3464 (28%) -
ZALTRAP/FOLFIRI 3% 78 #1852 52 L 0/ FOLFIRIGE e 40 0ty 3538 e B S s A0 B 1 B k2 ©

E1- @EEM (A) - #&EH&ERPTH 4o Kaplan-Meier ity 8
1.04

0.9

0.8+

=]
(=1
L

Probability of Surviving
[—]
(¥

0.01

Number at Risk
Placebo 614 485 186 131 3l 14
ZATTEAPE]2 408 311 148 75 31
Hegw fFEE

Begw iR (A)

Sl AR :

&2 ERHEAERZAE

4K/ FOLFIRI ZALTRAP/FOLFIRI
(6145 &%) (6128 &%)
B TE VR
EoAR (%) 460 (74.9%) 403 (65.8%)
AR ] 12.06 (11.07-13.08) 13.50 (12.52-14.95)
(9>%fzMEM) (A)

R Akl (95%1EHEE M )® 0.817 (0.714-0.935)

TREBFURE pE® 0.0032
B e B LG ERFR (PFS)
FHAH (%) 454 (73.9%) 393 (64.2%)
Fdm o B E R M P AR 4.67 (4.21-5.36) 6.90 (6.51-7.20)

(95%fz#EM) (A)
o R vt (95% 5 #H B 1 ) °

0.758 (0.661-0.869)

SR ECF BT plE 0.00007
WERE (R2RBE+EFEME) (SUEHERM) (%) 11.1 (8.5-13.8) | 19.8 (16.4-23.2)
4+ J& Cochran-Mantel-Haenszel # & p{i 0.0001

MR EB REEEE R RO m a8 (ECOG performance status) #94% (04 ~ 14 32%) AANATRZ
bevacizumabi&# (X&) k& ZRET -

°PFS (fRdg38 5% A% B S (ROPTRAYIERFT4E) © A & & o BIA% 2 £0.0001
FEFEEREGROGE DTG ERFRERE -

WA EER (0S) Rk & BALA R (PFS) RIE B B FE&AT 34 o 2478 REET » 42 LZALTRAP/FOLFIRIE # 84 &
¥ EMAFEWNME > AT Hbevacizumabib £ 89 58 A Z AT R Y HF bevacizumab i % 64 58 A G A BORED N o REF AT
&% % 3% bevacizumabig & o A L 547 45 RAEFRA KIS o

%3 REZANAT Y Thevacizumabit ' 0 AT HAAEENFR (0S) BAEBABALEERNM (PFS) - E@ LK%

3¢ BL#1/FOLFIRI ZALTRAP/FOLFIRI
(6145 &%) (6122 &%)
75 R
ST % 3 % bevacizumabig & (AE (%)) 187 (30.5%) 186 (30.4%)
AT 75 W ] 4 11.7 (9.96 -13.77) 12.5(10.78-15.47)

(95%zHER) (A)
JAR e (95%45 48 12 M)
SLAT AR 4% bevacizumabig # (AR (%)
A 7 W M P A
(95nfzsiEM) (A)
JAR I (95%1E M E R
Pk A B AL E R (PFS)
ST % 3% bevacizumabig 3 (A (%)
e h i BALA R A
(95%fzlEM) (A)
M (95%1E4RE R )
ST A He% bevacizumabig # (A (%)
P S e AT 0 M P AL R
(95nfzsiE M) (A)
JARHe (95%4% # & 1)

HR B BB RA RS (IVRS) ddE i+

Mt Enr R (0S) Rk BALA SR (PFS) (R £ B RF M8 B AR AT 8 61 4 8 f ok 18 (ECOG PS) 474047 = ECOGHE
BRBAOY 1A R2a# > BAEFEFMe AR (S%EHMEM) 9514077 (0.64-093) 087 (0.71 - 1.06) A0.98(0.44-

2.19) - ECOGHE AR R B0A ~ 12 R24 4 » Fkm L BIAAFEIRRM AR (95%ZHEM) 4514076 (0.63-091) ~0.75
(0.61-0.92) %0.62(0.26-1.48) *

PEr4E 2 B AL 426k (adjuvant chemotherapy) i P X 4% 52 A S BA 10956 R 06 e 618 A th k% B - AT FHR TR
(i & BT S 9 48 Lhevacizumabit ) 2385 %4 -

0.862 (0.676 - 1.100)

427 (69.5%)
12.4 (1117 - 13.54)

426 (69.6%)
13.9 (12.72 - 15.64)

0.788 (0.671 - 0.925)

187 (30.5%) 186 (30.4%)

3.9(3.02-4.30) 6.7 (5.75-8.21)

0.661 (0.512 - 0.852)

427 (69.5%)
5.4 (4.53 - 5.68)

426 (69.6%)
6.9 (6.37 - 7.20)

0.797 (0.679 -0.936)

R A4-FHEM - T aRERLHs Ry B

42 &L /FOLFIRI ZALTRAP/FOLFIRI
(5508 &%) (552% &%)
ST & 42 2 bevacizumabig o B GRS B G E 179 (32.5%) 177 (32.1%)
(A (%)
H 77 R PR

11.7 (9.66 - 13.27) 13.8 (11.01 -15.87)

(95%1z38E M) (A)
JAMR L (95%{Z#E B M)

Ik £ AT S B P

(%fEsErM) (A)
Bt (95%{Z B M)

0.812 (0.634 -1.042)
3.9 (3.02 - 4.30) 6.7 (5.72 - 8.21)

0.645 (0.498 - 0.835)

SBAT A G 3 L bevacizumabib e o 2R G35 4R WY 4 e 371 (67.5%) 375 (67.9%)
(A (%)
M M P AR 12.4 (11.17 -13.54) 13.7 (12.71 -16.03)

(9% EM) (A)
JA Mt (95%15 M E K )
Frfa £ BAGTE S0 M PR
(95%fz#ErR) (A)
At (95%15 I K )

AR B EEERE R G (IVRS) dEH 4t

Wi AR AT ARSI R G54 2 M B0 AL S R ) A T R B AL k618 A B B Rk B - LA L (95%

15HE M) £0.78 (0.68 -0.90) [ 42 B H/FOLFIRIE e A7 BB ¥ 4230 4119 (10.88-13.01) 18 A + ZALTRAP/FOLFIRI 7 41

513.8 (12.68-1544) 18R ) -

16 HLR/EE A R

16.1 B F X

ZALTRAPA 5 mLA10 mLsk 35 N4 » afliberceptty 78 & %25 mg/mlL °

16.2 BEHBRE

ZALTRAPHE 3 MR JEBE 77 40 k452 - 8°C (361046'F) © B NRBRALERA A E RN - B AR -

17 mBZAER

LB H

o ZALTRAPTTAES| R T kv o HH he Kk bk - QR AFEN  REFREERHEAL -

s ZALTRAPR R 55 04T H ey AR - B A ks ERAA NS T > FAHETFHRESRRE (ABERTENR) -

* ZALTRAPTT #3518 B R X A2 B A 09 B BE R BAL - BEHFREMEBEMN R ZH B EARFZBemERER (BFRE

B~ ARRAMET @R ) 0 BB EEHARSRL -

FAREME Bk R EEAN 0 REFRERRBHEASR -

F BB A A R R REFERRHEAR -

o RSB K m Bk £ AR AR B T 09 AR o

o B BB I T LR FIZALTRAP $5 52 37 & LA B e 09 B » B b 5 M Aotk B EZALTRAPIS # M) B i % — R 86 B 4%
BE V3MEA MR G EA aaB R o 5 EH R B AZAITRAPA B MM S - Bl &L RBHEAR -

0.766 (0.645 - 0.908)
5.3 (4.50 -5.55) 6.9 (6.24 - 7.20)

0.777 (0.655 - 0.921)
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