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ABEVMY?® Concentrate for Solution for Intravenous (1.V.) Infusion

Bevacizumab
L R ZE R FH B Rm s AT
FE EE B F50011569%

ABEVMY?® AAVASTIN® 7 4 ¥ 8Ll 14 25

2L BBEL, ARFHNEORSHNHSEREN

BIEZETL - EAbevacizumabBENBAZRE BB EIL(FEERGHN)NREZE%0.3-
3.2%, HEBBFILEESIEFEHRABEVMY, (R24.1—fR(EEREIEEE))

AR FEHFEORSNHSE © EFEBbevacizumabiAENBATRSEOEAMNAR
FINHBRENRER, FEHRENHSHHBENRER, BATEOXRARRIGES
ILEFABEVMY, BrifhkRiABGEFHEOBRSEHLERAMEOXRFANRKFRE
FABEVMY ZETEERFMMNEEREME, EETERZEEFHEL28RK, BE
ZEHABEVMY, EFMiREL28KAFHEATEESRBRBEITTABEVMYRE
&, (R241—fR( EEREIEENE)

i : EfERAbevacizumabi R A BRERBREXHGHHM(BIEZM, BEHM, &%
Hm, SHimfkeERm)BEE(RSIES). HNERERMKRIEESRHEEZMA
AA, FARFABEVMYKGE, (R241—fK(EHREFREN))

1. Z2EA

1.1 BRE/EEEHE
T 2E )
ATC Code: LO1XCO07

1.2 BB
AR ENE 2 A,

1.3 (ERA®&ER
FARE IR B2 ZEREBMILA. BEEXTENERAR,
ABEVMY I IEARIRIKFIERE AN S, (R241ZLEHITEFE, —K)

1.4 ER/MEHEMY
EH,

15 H9EE

B - Bevacizumab [ AL BN E A & 4 REF(VEGF) B ¥k EE],
ABEVMYHE100Z 5= X402 = NEIE, HATlEE., BXREMANIZF 16 2T/
A (25Z=/Z ),

100Z 7/ MRZEERIABEVMY & A 1002 52 Abevacizumab,

400=Z 72/ MREERIABEVMY & A 4002 52 fbevacizumab,

8% 2 % : o, o-Trehalose dihydrate, Sodium phosphate monobasic dihydrate, Sodium
phosphate dibasic anhydrous, Polysorbate 20, Sodium hydroxide, Ortho phosphoric acid,
Water for injection,
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2. BRERYFIE

2.1 EFELE

BER X EREMCRC)

& B 5-fluorouracil BEFEML B2EESOHER, ATUEABBHERBGRERREREAN
B—iR A,

B3 & 7 5-fluorouracil/leucovorin/oxaliplatin B9t BB £ & FHE A, AJLUEALRIES @Y
fluoropyrimidine & EHEFY(t B A M B K B = @bevacizumab /A BB E X Gk E
BiEm AR,

HA 5 7 fluoropyrimidine-irinotecan- 2k fluoropyrimidine- oxaliplatin- 2 £ EE 1) {b Bk &
E/4, ﬂ%ﬁfg%—?ﬁET%%:&@.LXABEVMYT#%ﬂc%?ﬁ%ﬂcZ@%%’I‘ékﬁ%iﬁﬁ%%&ﬁ
PNEOE Jmt 575y

287 NEAREE R ZHA LUk = A K B EEBh MR A (high risk stage 11 and 111 adjuvant
colon cancer; aCC),

BZR ¢ 7 #mBC)

HApaclitaxel & #H, RILUSAHER2(-)EZ 4 IRBEARNSE — B8R,

e -

1.Edpaclitaxel ft BE A EEREIER A BN, EERERERT G EALERS
EFEEERpaclitaxel BB ER, Bl fUEEE ERAEEBNIEIE CRREERE
EbevacizumabiEpaclitaxel ff FHE R E L7 /EHA 2 R,

2. A & anthracycline & taxane A RS 2 14 FUIE N HIR TR E R KR A

B IEBE B \WHO FEAMR) - B MTE
BEFERAANAESEIIZE RS IR AR & TemozolomideTE R 2 (b B2 1) /A 2 X
2 % RIS B A A2 % (Glioblastoma multiforme) 18 28 2 B AR A,

BEHE, BEE 1 atiE B FEGIX FE MR E(NSCLC)

Edcarboplatin K paclitaxel &8, AILUERABEUIRIIMGEE, SR 4ESIE R EIEBIRIE
/N BE AT A RO S8 —HR VB

ftHerlotinib, FI{ERMEAFMIUIBRIMIR. BEBUSERHBETERRERR 7
(EGFR)EL 4228 RO FE SR IE/ N AR AR A R — IR A,

eI, ERMETEEESFE TR Persistent, Recurrent, or Metastatic Cervical Cancer)
Eipaclitaxel Xcisplatin &0 (E A AT AR E ., ERM BBt F 28R,

E paclitaxel & topotecan& {5 Fi 7] FAA A 2252 & $AXHZEY) /A 8 (platinum therapy)fE A &2
A, ERMRERETEER,

22 REHRE

—A

MAMUETEYEREN, BERGRAZMNRE,
ABEVMYERZENEE A\ EF ARERMETERR, TKRBEKERRE426ER, 2

VER R B ZFFIRIE ).

ABEVMYELF R EE B E A RES SR RER,

B—REAABEVMY S, IR IIERBIONE, FiR AHE —XE TN BT,
B2 R a0 E R R 288600 RN A, 1R E600 EEF AT IEMKA R LT, B
HAEEEERI30 s L BD AT,

TEZRTCREHEMBEERIRE, NRVER, BK241—KEZBLERFE)AT
R, SKAERSEEERABEVMY,



ABEVMYIIEFNIREIFIBIEN AL A, (R241EETESFHE, —K)
ffﬁ/#i&ilﬁéiﬁ(mCRC)
ABEVMYE@Z@;%%?' =, DUEREEmnT

B—RIaE ¢ S%ﬁlﬁﬁ(ﬁﬁi) BB — ;37 S%ﬁ//\)-’r( 2E), F=E— /)\o
f‘ﬁﬁuﬂiﬁﬁﬁbevamzumabf)\ﬁ“%:ﬁ/m% 10Z2R/AT(BEE), SmB—X;15 Z5%/
/\Fr(mi) — R

e hff*uABEVMY,é.‘%E;%EﬁﬁEéi%ﬂzﬁ%t
Hﬁﬁﬁﬁ\/m PR —REEZEUABEVMY W BER AR BANE ZRAE, EHEHEHF
ﬂuoropyrlmldme irinotecan- jzﬂuoropyrimidine oxallplatln %ﬁﬁ*ﬁﬁftﬂgi/\ﬁﬁﬂ% 4
HLABEVMY 525/ T (BB E), BB —XK752R/NT(HEE), BE—R,

ERE 27 mBC)
ABEVMYE@@%%IE%ﬁ’ﬂminlj,f%A%lo%%//\ﬁ( 2H), BEMBE—X,
HEIFELABEVMY BEE BT ERSERBI AL,

B HREBEEEWHO FARR) - HHiEBAEE
ABEVMYE@@;%TE | € ERFIRENEIR FI0ZER/INT(BE), BB —X;315=Z%=/A (B
E) ':' ’)\o

F h%auABEVMW EEBIERREER AL,

BEH, BRI a e RIS IR NSCLC)
EHHER &SRB EBEANINSCLCR ANE — Ak -
ABEVMY&ﬁicarboplatin&paclitaxel/a\ﬁ%ﬁﬁﬁﬁfxf5&*9??5@,3)%, EEEEFERABEVMY A
&, BIEREAL,

carboplatln&pacl|taxel/\13ﬂ§ﬁﬁHf, ABEVMY HEZE E AR IREE15=Z 5/ T (B
E) ‘:' //\o
/\Tﬁﬁﬁﬁerlotmlb EAEERKEERRNTFZIE(EGFR)EL 2B FINSCLCIE A RIS
TRIBHE
7£ Berlotinib &5 HFE A 2 5, FEITEGFREE A, RIFNE Ry BB E 55 EIE
BEE, bR BRESBBIEE,
Eﬁierlotlnlb/\fﬁﬁﬁﬁﬁﬁ, ABEVMYMEZHIZE A E 152 =/ T (BB E), —
R
R FERFELIABEVMY  Herlotinib BB £ B 1t R s £ B b & 1k,
B EerlotinicBANRARBEAE, FZ2FerlotiniblTEBEEA

= &5 Cervical Cancer)
ABEVMY‘JéﬁiT&"ﬁEP B2 akAMA -
Paclitaxel i _E cisplatinzkpaclitaxel il L topotecan (FT70 L £5 81T E 2 F M & 72 2= A0
3.1.2 [FEIZ i Zm < GOG-0240 F4) o
ABEVMYE’J@;%EEAB%@ NT(REE), F=BIRE—R, Uik 75 6%,
RIEFRHBEUABEVMY BEEBERR B E RS EE LR ﬁﬁﬁﬂléﬁjt

2.2.1 BHBEIEIETR

N - BEIMAREIABEVMY BEN KR E D EASHKU TN LM MERIE(R
2.5.3 /1\5),

ZENEF © 655U ERR AN EBRAER S

ErptiEgE - BRiMEABEVMY BB IhE Kéﬁ@%kﬁ@ifé’l‘é&%&&zm%
HFDEEfEHE - BRIMEABEVMY BIETEERE R AN LT &M KBS TR
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2.3 E2E
EAEHTIRAEHARAZIEERABEVMY :
- R E mEMERIRAR.
- FEEBRINERRESREtEREHE 2 AR AL,

2.4 EERIEEHE
2.4.1 —f%
ﬁ;{fﬁi%%ﬂwﬁli&#ﬂ'ﬁ, &S P FAZE i o2 781 i R B L SR BATE SR SR (SR BA) R Tm A

BB ET EEE

A ATE[EBbevacizumably, BEBBREI (L2617 RLKE LFAADREEZILR
2627 R RFE, LHEER) NERERS. REBBFILNBAEXAEILER
ABEVMY, ¥EMH. ERFUREB MY FEEERBAERDbevacizumabiAE Al HE S EE
EHEFBENEASBU2EBRES (BHE-REEE)NARKRIEMN AERELES
BREHRABENRAN(EE.6.1 BB ZAHES)

FHEGEEE( 226164 FRTRRE)

Blbevacizumabia ks, WAZEBEERNERATEEZI8IN(E2.6. 14 G T RRE),
HELARERE(TE)EEXTM4MEENHA, BXAESHABEVMY, EXHME
ERR A BEERbevacizumabIEAB IR, HREAEFBEBEENERNEE, EEEE
FHABEVMY,

I 522.6.1 Bk SLEN TR R IB)

fEMbevacizumabiBEFBA TR S B MYERRYE, 155 HEEEHERAEmM(E2.6.14
11, TEABEVMY ;A% HAR HIR3ikek 4k H M AYE A FEK AEEHABEVMY,
MAEZAEBENDPIEARRRERNBEA, BEGTKREZRERER (imaging
procedures) 3 BR R IEAR HHEBR FEbevacizumabBE IR REE 2 A, FEIk, MERBEIEBEE
BRRIA R R FEG 3R A B AE PIEHIE R MR RAOERR(R2.6.140), FEERNRA
FIEHRE R HMAEIRRAER, BEZEEAENFEIEFERABEVMY,

B &1 i #Ebevacizumab AR e R HMEBE., # X458 MBS N R A ERKBET
bevacizumab;AEREZ SRS AME N FENERENBTANZEEER, AAE
1E30m A BEBRTEERREABR 2. Et, TEELmARIBABEVMY AR EEEE(,
RiB, $#FbevacizumabiBER, TAEFIREENE AEGH2E £ warfarin &
bevacizumab;A R, 3FkzkLA L H MmAYLE R I IS hNAY B RS .

BRI HIIRE R e T BRI 22,6 2 T RRIE, L #E5%)
DHEEAREFAREER AR ERbevacizumab/vil, 7EHEEERARKRBIER
EREGKIRREAERR, RERERBFRFF(CEBRRMERARURE MRS XA
R)FIBERUKREBEHRE, Hh—ERFIERTRAEENRNESR, SHEXRAELHA,

Af A % 522.6 7R R/

Llbevacizumabia# B IE/ )Vl B fbfE VTR A FTEE R BR R Ah HE I /R% M RO fE Bas 1, BLEs
FIEEESR&G(R2.6.140), FERIFEEHE M/ AZKR12FX—ATENE)NE
A, FA{ERAABEVMYHKAHE,

& M1 F
Llbevacizumab;aBZm AN S MBRERER S, BRAREEHIEETR, SmMBRHESR
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A BEE/H, ERBHEFTABEVMYAER, BEZEH EFEZEME, BN
bevacizumab¥ R 7ERIRAERERSFENNS N BR ANER, HETAERN, BE
TEABEVMY AR EAR B IR ARV IMER (R 2.6. LER AR B (R R K FE)),
EXZHENENEBRGS, KENRAWERELLEENR S MERER, SmMEBEH
WEEH, NREBKLEENSMEELLURMEBEEFLUER, BRAZESH
’%:*hg?%%glﬂl’i*ﬁﬂ%ﬁﬁ, FEXAERABEVMY (£2.6.1454 558 7R R/ 3%2.6.2_L
T 1& W55

A3 1 A8 T B IR BE(Posterior Reversible Encephalopathy Syndrome, PRES)

#& bevacizumab ;& B 2 8 A B B 1R 4 80 8% 4 Bl W] 3 4 % BK T B E 1R 8% (Posterior
Reversible Encephalopathy Syndrome (PRES))—EHI&EIE RAEIR, PRESE—REZERK
R ERE, TREIEUATHSIRAERERE S : BF. SHE. FHKEEE.

FREER., AKEREXRHA, EE4ESME, PRESZEZEIAUMIBEGRIES,
RIFUBRHBEIRERZ (MR)KEE, ERAREPRESE, BRESETHENERSE
BTN S NER, RBEHAABEVMY, HEMEGH4EBPRESHEAN, EFRF
SRABEVMYREEN R MM KRBHN( L2611 FRRIE BEAFELUR262TRR
[, _EHEEER.

L) 723
TEERPREERP, $#EFbevacizumabSHL2BGERRA, HiEEMESM, BT EERM
ZEMAROIEZM)FBIRMISEEZHFOFER, LEBERILBRENREA

MElo

ZEBIRMAREREERIRABKAERABEVMY,

BENiRMmAEIEE, TERWAALRFHEBCSEIAA, EbevacizumabS L 2FER
B, BEDIRMAIEZNERESIEM, UABEVMYBREL R AREILEE,

FROR M e 2 2.6 FR KB

Tl;i‘;l;(bevacizumabi‘ﬁ‘%ﬂ"]'lﬁiﬂ'ﬁ TRATRE R EEFIRMIEEEZH(EEMEE)NER
HFEN., ERMSRERYFEEER AERbevacizumab;A B A eI INFFIR M2 1SR
EURENRR(EEER.6.15 MRS

ZHEBEEGREE(4H) HBRIMEEE, SEMEENREAEERABEVMY, &4
3R(E)UT R mizte = m A B FEZ L) ESE,

FM MO RRE E2.6 FRKRE

KRBT ESEREHEANS OHRBCHR)—BNES, SESSREERNED
EFHERLHEERBETERES(ERFEME ORRS.,

LIABEVMY G ETEER R L B AREER O ME &R GN B FE 2 BIREIIRER, kI O
=i AR A A ID,

KEEFETOEOBRBNABA, BEEEBMIERLASESBanthracyclinesf&
ERERERSHEE, EREtTEIEORRSCHF)ZERET.

R a1t IR T A

fEbevacizumabffRFE LA B SHENLBRELSRAAR, REBREREDIEDMIKE
DE, EMERE PR MBKE A E S E R ERE PR MR EM R R (BFEELETRTR
Bl bR, REBERCEFRERS,



EOEs

Bevacizumab A REFEEOBSBEEETFINEE, SERENEOBESHIBEE
EFEHESEHFE) EBRTHERE, EREXFHEREL28KREFHEOTEES
#BERAEITABEVMYREE, HMNABEVMYBEHMEREONBRSHBIENRA,
BEINEOXREBEEBTER, ETEERFHER, EE{EABEVMYMGE (L
2.6. 1B LSRN T RIRIB)).

SHIBDEIEZ bevacizumabiABEZ B A BZE SIENGHE RAIETEEFRIEX 2 RH ;B
EESOBSHRE. BEHEILSIETERE, ERANRIRICHHESR, EEIEfE
FABEVMY R LG FEERNRE, (Z22.62 LFE#EE (FRKRE).

EHRZ2.6 FRKE

EERRERP, GfAbevacizumabEE{L BEERNR A REEQRNWEEREBFER{LE
BiEES, BEERBAENFGAERE, LURRSAKRENEAQR, 51.4%EA
bevacizumab;B BN ABRR I E4BELR(BRERE), HEEEBSRIERE, BIFEX
AEFHABEVMY,

BHRE, BERIE 226 fibkali R L hEES T RERE)
WATTRER LW EBHRENER., MREMSEAANLERNEE, BERERT
ABEVMYBHIZ R ZNBRMA, MRERERE, BEIEEEIEEFEERRE,

WERG EENE25.1 FHEEHER, BRR.6.1TRKE &5
BevacizumabAJREIBELMNEETH, EHit, HNEFEBTHEHNELR, ERKER
ABEVMYAEZ BIFELHE I RE TRENNRTEFERRRE,

2.4.2 BERIEIBRIFFES
HERRZERFERBEEN VAR R KRETT, T8, HEFIRIETREbevacizumabkyia
BEERHNER, RERMENSERRERRETENTREFIEZMN,

25 YR IERE 2 (EA

251 EFEFRINKEEBE

£ED

BevacizumabRJEHEELXMREET H, EFEEERNNEER, TERHMKER

ABEVMY BB AIESHEEIREBTRNNGFREFREE, (R241BEBREEFEHE, —
2.6 1R RFE, AR EEYNEERERSMHE T B8 Rbevacizumabd]
EEHNTEETHEIAREZE(RIERITREN), E—IEMA20IEEaEEHER
B ERFREBPEETR, HEREEHE, EbevacizumabilBERSHIIIERIBFR
FISEAESR, 1E{E1kbevacizumabiAEZ %, KEFDWARIPEINGEIREIEE, FH
bevacizumab;AEEHNE ST HHNRIBZEB IR,

B2

FEBTHRNNLEEABEVMY AEIIMERDES B EE, ENEYEIHENE
2, BEREESEEESRE —BIABEVMY#E6EALE,

252 EZ
MEFRECHEEEHRENREHREEE, NEHREEFEHbevacizumabiB EZEIH
#, AR EERRRNEZER.
BaimRE2ETES BIEH RIFHOMAR(R3.34ETEEN), 19GEMNTFERERF
fE, BHbevacizumabRIgEENHIRRRMEFE, ELHENER, SRRIERLE
B fERbevacizumab E B EERBEEMNLEEYHAREERREETHRAR
2.6.2 LR (AR RFE)),
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Z it EZ AR A FEEFRABEVMY,

2.5.3 |HEZ

Bevacizumab2 B E WP NAFERE., AEAFENIGE S WEIZA+, A
bevacizumabEEELRNERKES, BT EEABEVMY AEEBEREFAEMEL,
MmMBEESREZE—BIABEVMYEZZEL6E A ARELEWAIL,

2.5.4 INER{EFMR

ABEVMY it RiEBERR 18U T ZEA, BRiRAKEILABEVMYHEIEENRZS
MEMERE, EMIEE _HNERERERGERRED, EEEENEbevacizumabif
ABEE/DMRABAPEBEERME | —EBEANRSEEGEBEHEEEN=121), 5—1EH
INEEBHESINESIFEA AN ABRNE(n=154) - EERRNEESH, EF18HEU
TRBEBARERDbevacizumabf®, #HEHRIERT THBUNNBIEIL2RHI(E2.6.2_F
GR35 T, B ERKRZED)).

255 ZEAEH
B R2 41 MR E,

2.5.6 BIhEERIE
BRiMEABEVMY AESMREZIERAZZEMERERIE AR,

2.5.7 FFYheE=iE
BElMEABEVMYBEFMEZERAZZEEREHNIE AR,

2.6 E{;ﬁ%@é (AZEEi3K B Bevacizumab R B 2 FREE m 2 BR R U BR EUR)

261 an EI 577

EEEKRED, BRAREEERERBAEHbevacizumab, BFEZ24ALEEERE,
7R PR REE mER R S BRRIBS500hm A RSN RSN ER, BERAH, LhiREER
BE2R262EHEEER, ARNITEMRNFARNS, SREARBIREEER, B
3.1. 285 R/ SR,

REBEENEYITRRIES :

. BBEHEI[R241—R(EEFREEEE).

M SEREIL/Zm, #ERRIEINERMERAIR241—R(EEFEREEFE),

. BIRMAREE[R24.1—REEBREEFE)],
Eﬁgﬁii‘:@ﬁﬁ*ﬂﬂ’ﬂﬁffﬁ.’ﬁﬁ%gﬁﬁxbevacizumabi‘a%'fﬁﬁﬁiE’\J‘.%Imli&%Elmﬁiiﬁ%ﬁ
B EZ bevacizumabBEMERKRR T, REHRNEYARREASNE, EiE
HEH, EERIERE.

LU Ze Y5 T BRI [ (7 B e 2 im g 1k il e I Y AR R

F=—{&kMedDRAR: 23 B £ 85 K £ Z & B FEE P {FEAbevacizumabff AR R BB &
BEMERANTREYRE, EYARRREHREHERISERSKLTHRERABENKE :
BERE1/10). ER(E1/100E<1/10), FER(E1/1,000 £<1/100). FER(>1/10,000EF
<1/1,000), FEEZE R (<1/10,000), ELZHENREEE L —EEERERKRZ P EEIRE
LT, EABE2%MZERENCI- CTC—ik S M HEIEAE3-SMR R FE) ; ShEl¥f iR
BT, E2H10% HZEE(NNCI-CTC 1-58BHRE), TERIMITREYRIE, REKSR
RE—EEHRKRARPRSN[EREKSIE, BERLTREYREHRND, KEEE
BEIEFRIF, BOFARRERRNCEREE fAMbevacizumabBi{t &5 EEEM A
AIRE G EHEL REME, LHIkR, ELRETIFREZIRZI_ERERIELZ
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doxorubicin (pegylated liposomal doxorubicin)Bkcapecitabine;& & Fr IR A R AL AERE, 12
FpaclitaxelSoxaliplatinia BEAT LB K A2 BB SRS, 1R paclitaxel/aFR AT HIRAYIE
RSN, URiESerlotiniofrHIRAIERE L,

K— HEERRERZTREYMRE

NCI-CTC 3-5{k B R FE

A FihREEE D —ERK

FREBRERFA(SOC) |(EEAS—EBFMEPAERERE | RPARERE=10%ZEE)
BR%RER)
FEER R FEER
RN E SRk %gﬁ FiER
T R R
R
MAERMEBREE (SErEdEamEkE | Z0
] DE B IR ANME
B I EkiREL 2 GE
mE R4 | M EKRL 4N GE
/)i A E
R REBER g7k BERLRIR
{E i $XiE {E M EERE
{E 0 $A%E
v FCE N RS EZREMRHE | RHOESY BRERE
=17 1
REARE =k
BIER3
AR& TR AR
RR S 8N
DB TR F 4 O =S
OE AR
N=3£3 = I mieie 2 (i) = I B&
EEFIRE
H 1
RRRR ., e Rz Rz 46t B e 28 R R, |
b3S 3 ES E SHim
& 2R
SHim A% R
B RA = & ZEFL fEf
oL i [EiE:| OBz
&Rt ] =11 o]
213 EiEREEEE™ =
B &R
ARE
EGALF9%E
A5 b KR JNERIE"
B2 & B Bz T R #8= FREBIEIRE FIE MR 8 %
] R EEz1%

R B




BERALA, FEE APESD FAEh&ERE
& Bk RR AP
EEE
ki
B W e i PR e B iR BBk E =]z
" TR CIRES
— AR IR AR EEER | BN S 2] ke
{3 22 fsiE iE £
HIERR E3]
ETERBEILE A
BREHR REE TR

“HRIRAVF3077s (NSABP C-08)3£295(i 5% A K F 5t 58,
T ER-REEEEE R REEEENPRERNES,

BB PRI T REYRIE -
TR HBREEZ bevacizumabBBAE AR, LIEBIBREERFTEBRTFEESE
MR REYIRFE

B REE Al — M EERZEER)

BevacizumabfIim ABREBREN B IFZEILERH, EEBEILERIESIKIE/NRREHER
AWEERSED, BBREILNZESINI% EEREBHE. FHEZETBNMERE
RSN EERANRERRS A 2%, TERE KB EBENRANRERERES S
12§.J7% (EBEBEERER), EEZEEHEBAHRERAPLERRITHEFILNR
IO

EHEFEE, ERHSEBETFEEERAETHN—EHERAR(ERERERZ
GOG-02405K8%)H, B3 200MWABR BB EZIL(FTEFHR), ELBWAUGLMIES
BB ZEERS R,

BEEHEEERBREEFANRRERER, R—RMEDBXAIEDIRL RIS (free
aNMRR(FALEEDER), NEEMEENNGHEENBEEL. EXEXRMGPRHEA
BEBHENEARR, TEEHBEEREKR. ERZER. BEXNCEERNEBE AR
5l#EH), BRI BIER B BEFTLEDbevacizumablyE R EER W R MEREIL,
ERERAID, GAHNZS2—EXGREENBEBEILRK, ERAKREMEU
bevacizumab;aE A A FEY0.2%-1%,

fEbevacizumabKIEERAEE D, EBREKGERERINEERABRNEGEEE PTG
ERBEERNAB2%, BEMEERABRNSEERARIE,

E-IEHEIFEE. ERNIEBPEFEEERAETHNRRAZBERERARD, B
58 -PaEE T & & RIEIER bevacizumab;BERB A B8.2%, TEIEHIEBAL
0.9%, FAERIRAURISHIEZBEREMRISELRE, TARESBE-SEEETHE
L EEHEHAEAZTEFMTNAURALEEYRE,

HELEEE (241 — R EEREEFE)
BevacizumabR)(EH BB EHZENEERG(SEERILC)ER.,

E—EHEFENE., ERNIEBEFEEERAETHIRBAZREREERK RS
(GOG-240), 1.8%HJbevacizumabiBEm AR 1L4%MEBEREANBREIEE HERE,
BERt, SkiEIEEEERE,

HEBEUNBMERANEMREZEE(MNIZREME. BEEEE)IARER>0.1% to
<1% )RR FEHEENBEA. ELHEEEPLEEENRS.
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IEEAREE LR RNRRERS, ERMEERbevacizumab®—BEI—F LU L,
KB =R EEARARNRNEA.

H

EHEREARBEENE RBAERERRRSERD, FFELbevacizumabia &R
AB0.4%E6.9%ZFAENCI-CTC IMBESHKEMEMS, MLBEEHEBEHEBANESE
45%RIBEESR, fEbevacizumab R MREREERABRPAAHENEOEGETERERE
MR mENT) REMOEERLE HMm Gn&Hm),

- EEERE AR -

ExE o K = KB H /% i F 2 EIE/NEBIFRENSCLC) R ARNMRPHERE], w6
HIfEEE 7S SR A A, LUnEB/mBAEYEE,. LU GnBisE,. £ a’ﬁ
51 A%, bevacizumabiaEE., JTRIE BNARHARTE{LRE. HETLLH"H@"B':FH&&T:E

sk EIREIEE R, BB mESE EAREERMEREE R B EbevacizumabiaE
B ARt R R,

EAEESIAMAERS, S EESIKEEERNESE M IENERERA, #
HERRSEEZWWER, mARMEEHRBN®A BT,

TEIE/INH B e (A B35 = E Skl RS ) 7w A R, bevacizumabffR{LBEEZRERE
B2 EHRNEEREI%N, HERZT, EBFERILBEEINHEAE Y, A
bevacizumab R b BEiL R ENEA R, BAEI-SRBHE2.3%, MEZBERCEEEL
<1%, BEXAKENMHm/ ZNERAZEE, BE=22_NREMEOHEEHRHS
FERIR24.1—R(EEREESEIE),

Eﬂjﬁﬁu, AREREBHENREEE SREAXBEBFAS LBEFEHAEEZER
fEZHER M E Mt iR HIREEMERNAERE R, SREPERRREEBREA
BB AMEER A PEPIEHERE(CNS) HmEH,
HERSEZTHRENDIEHERBE(CNS)EBRA, MEAREEEERMARPTGEES
bevacizumab;AERFEE PIEHERFHOARER, E—ERIEEEANZERR
22 RE $8 BY A IR B 5% R 22 e PE B S AR S B E T TRV IR R I R M 43 A e, 9143
bevacizumabi& BRI B IZ SR AR E3MI(3.3%) B E hiEMERFEHMEAFE41R), 8
BT, 96k {EAbevacizumbiyim AR EIF1(I(1%)5E £ (F5Hk), EMEREHEST
& bevacizumabAERIBE TR AN R R MR S AT B (ERHI8006IEA), BF—L
ZEFERPIEHE R HmMARGERSE, ERHHKBESHREERATEEREERN
Hin, RAZEKER2HABRAVF3708g9, bevacizumabEEERBNEAT2.4%
(2/84) % 4 Hr{E 4% Rt H I (58 1R AU3R 15 ; i bevacizumab i Airinotecan ki@ A BB
3.8% (3/79) (881, 2B4#R).

#EFRE KbevacizumablR F#EMRZE MR REED, LlbevacizumabiaBERmAES0%0 HIR
EREEL M, EXELUNCI-CTC (kS HIRAER, HiFERRTEEDE, THE
BREEER, BAFHEbevacizumablEiE, ﬁ#élﬁﬁﬂﬁa‘i“_‘ﬁ@ﬁﬂi&)ﬁ
Hin a0 : £Himn)rTsE BB SR,

HibZFRA b ERE RAERMMERE B imEY, FIaNcFaRE mkeEH m,

I—J.ME'(EZ 4.1 —/%(:. nn&/f% 51:5))

EBR T TR IO25567 A Y[R B S e 2 mBS AR Bk, LlbevacizumabiaERIBA, HER
= B (Fr B R B RO S E 3R3E42.1%, MHEMETIRIEE14%, LlbevacizumabiaFERIEA
HENCI-CTC 3#hfl4fkm MBI RESR, £0.4%F17.9%, F4kehE(E0EE
z)ﬂ’ﬁé‘ig, 7ELlbevacizumabiB BB A FIEL0%, MEBERAHEHRLEEENREA
E0.2%,

EERAREMRER2HFRION567H, EERF$E S bevacizumabff FerlotinibfEAFH
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EGFRIF(LEREMIEBIANSCLCTE AN E — R BER77.3% R EFBESF RS ME,
HE2ZT, BEFiESzerlotinibkIfmALLFIRA14.3%, #EZbevacizumab fferlotinibk
WMAEG60.0%FEFEIMEME, HEKZT, EFREZerlotinibkyE A LLFIRI % 11.7%,
REBEEF IR FESRN S MEBEA,
= I B —fig #B 2 LA O AR B 0 BR 249 > LUE & RO3ERY, 5140 i B IK0HE SRR As DA,
PR Rz 355t FiBE PRER], R4 Ei&ERkbevacizumab{EEE{ERR,
SREFFTZRENBEKFERS, FLRFIRHSH(R241—REZBRIESE
I;g))o EEI%:EJevaC|zumab1‘EEﬁZnEﬂ’_ B fEbEtE R AR ERNE, BERRRAHEER
RERR

A3 1 2 A8 T B AR F#(Posterior Reversible Encephalopathy Syndrome, PRES)

TR MREm ERREEED, SAMIEQ.8%0)EE 4 rT & iR S E RN
AflRE. EREEUERRAHRSSE, AMARASREMERREE.

mereE

- BifRnfere =

fEMbevacizumab;AENSEARAREEENBA S L, SiE@MERMIeIeE FESR,
BIEKDESEE. ONEE, BY Eﬂéﬁklﬂlﬁfﬁﬁﬁﬁ’,@}ﬁm*ﬁﬁ%?#o
ERRERERERRES, HEFER4EEbevacizumabiBBEiHES.9%, MmibEE
EEERHEL 7%, TEIEZbevacizumabB L BEERREAR, 0.8%MBWABERGH
ER, MEEBEALEEENBANTIS%, SHEIMMESG (SRS MR M S
E)RIER e, TEbevacizumab;AEHKEANET2.7%, MEEHEABABE0.S5%; % O
AEE 2 E ¥ fEbevacizumab;EEHNEAS1.4%, MEHBHENEARNZL0.7%,
ERRARERERZAVF219298RKR B ER PR, WERAFESERirinotecan;A BN ER £ KI5
EHEENEAZRE, Tdinit%ﬁﬁlﬂ 24 B iR M A2 42 BE 4 L2 7E bevacizumab ;A B
RACBREEEEHES51%11% (11/100)&5 8% (6/104), TE—IRFEEIIRFATTRYIE R IEMHE
P2 B4 B 7 7 A Y TR R % ik 25 SR BR PR S BR AVF3708g R, R ER B14& 32 bevacizumab i
|r|notecan%ﬂﬁﬁrkﬁibﬂlﬁﬂﬂﬁﬁgﬁ?._%ﬁ6 3% (5/79), MHEHE R IESZbevacizumab
H K% A B %&4.8% (4/84),

- AR 2 S22 4.1 — R EE R EFE D)
EHHRERREEENFERZERERGRAEED, fEbevacizumabiAEHED, HEFR
Mmigte ZEHNERERERE 8%F17.3%, MmLEAEHBHENS 3.200%15.6%, #
IR Mmieie BEH S5 FESIRMIE R ImieE,

Blbevacizumabfff 1L B EAENRA (B ERXERREELE, BiFEE. EFMkE
BEFEEERMN) P, BE-SHRFBIRMISILESHEHIZ?.8%, HBRCT, EEFERALE
BERmA, BE49%, ERERFIRMEEESHNREA, EfEHbevacizumabfHA
{LEBEER, THILESFER(CEEEZEFRSEZNERE,

EHEGEE, ERMIEBEFERERAETHN—EERRB(ERERERZ

GOG-0240:8%) ¥, #F10.6%3%Z L2 A% Kbevacizumabff HiaERNRE A BIRE3-4
RERmie e BEHS, RIEZFCERERANLEERNNAES 4%, RERABREHRS
IRfmiete BEH,

TR S

fEbevacizumabW R BI R EMEER P, EESHEEENARPHSREFT MY
DEREER, AMEIEESRECEBREIERAS L, EMEHHEBHIERAN
% = Hi (AVF2119g, E2100, BO17708 B2 AVF36940)[F R & MRE R 2 KRR H,
bevacizumabfi FA{t B EE B A AR LR Mm% OB RIBEHE35%, HEZ
T, #ERHHANE0.9%,
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ARMEEBEIEARPEE TN ORRBNRATREENEY aFER, HiER
Bz D EThRER B A ERIIE.
EAZ HbevacizumabiFREEED, BANYHA 11 - VL OERIBRE A EHRBERR

TEERARERER LA, Eit, FEEFERAETME OB EARNERER,
SeEifEA@anthracyclines &/ 8% 2 BiiEZBMEGHR B AR E R E TN OE=IS

RNfEREF, (R24.1—MR(EEREEER))
E—ERRAREBERZERARPHERIEFESEXRE MK EENRATEES
bevacizumab B 28 doxorubicinBIE & /300 mg/m’l, BRIIBMEOBRIBHZE
RIEMN, LIS =HAERAR SRS rituximab/
cyclophosphamide/doxorubicin/vincristine/prednisone (R-CHOP)#l EbevacizumabEER-
CHOPZAfllbevacizumab R LLER, fEMMEH, HHEBMmME OR=IBZERELZE
fEAdoxorubicin;AEEFIERZREIN S, {ELIR-CHOPHN Ebevacizumabfi&EERE S,

EOEE (2241 —#( ZBERZEEE)
E&bevacizumabAJREE EHE OB ER AN E, FELESEZHNFERERERES
?%;E%ﬁq: B&bevacizumab BB, BEiFAE28RXAETIBEKXFMTAHEALER
i o

EEBRYXKBERENERERERGERARED, WAERBIESDbevacizumabiAER]
1928 El60KR Z MIEITE KR F M, HBAMEHEMEORESGREN GRS RIGHMN,
EF AR EAbevacizumab, 7EETEAXFMEORAFEMELEMREOBSHRE
ERNBREEEIgM, HIAESKNR10% (4/40) F20% (3/15)Z .
bevacizumab;AEHME HIRBENESOBSHBJECRS, BED—EEARFILTHE
RREMAIEERIEFE —1%),
ERRARBERZBBESZEREBRENIIEREP, EERbevacizumabiaFEE L
SIRMEORSHBES EE1.1%, mMm7eiEFI#EAE0.9%,
E—1PERZRMERZEZEHEBEMIEENHRE AVF3708g)F, BEEFEHR
bevacizumab;a BB AN FHREOBSHBESFBESVIEANIBMAEORME, &
B BER R R EERE3.6%, MmiEMbevacizumabiil_kirinotecanfBIF1.3%,

EER(E2.41—AEZRLIEER)

EERRRERZERRED, H0.7%F54.7%E%Zbevacizumabi8ENHBASE EQ
REERE, EARNBEERERERKER, BEE. BMOELRIITREREES
A, S1%HAEERARZENREAR, sBEARBFEREZEERBERARE
1.4%,

A= MBS EAELbevacizumabia &R, REZARNERERS, BEBETL
#RZE B KA EEMbevacizumabMBIEE R, EHRTEL bevacizumabiAEERTEITE B RIVES
Ei, EXZENAED, REAENAERANNGFEERKbevacizumabfEH, EIkE
Bl<2NTER4NESLE,

B, WEREZ2A— M EERLIEERR.6.2LHHEEH T REE)
ELRRERRERCIEREED, HRNEBERALEEENRA, FH
bevacizumabff F{L B &R R AR E BB E 4 (anaphylactic) B FEiBE 1 (anaphylactoid-
type) REERIER &, bevacizumabZE—LERARAEPEERENRERZEERDN
(bevacizumabia 2 % A B3 4 ZR3E5%0),

WERGI EEN 241 — R EEZREEFE X5\ EELBFHEIHIXEEE 4 fH
FEEERZ (ER))

Bt ERB(ERAFEEA U LEARE, FSH{E>30 mIU/mL, BMiER-HCGES
ZARM)FEFNBZLER, & AEZbevacizumabB BIE LRI ERIBHEFIABEIR,
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1£{= lEbevacizumabiaEZ &, KEB R ARISIEINGEIREIEE, {#MbevacizumabiaE
HNEBHWRBZEBRIRA,

B BEERA 1 —A EEREZFIR)

EHENFEY., ERMEREFEEERAEITH—EERRAE(RRAZRERZ
GOG-0240588%)H, TEbevacizumab@ fifpaclitaxelfltopotecan;A B 24% B A B4 3-5
MR, mMEEBER paclitaxelfltopotecan{b B A5, BIA13%,

ZERFA

ERERE R R R RERMERAED, MEHBTEECSEMIALLER, Fhti8iB655kA
AfEbevacizumabiA R, TREMMESHE. BEHERMOIBFE, OIIEESFSIRM
BEEEHNERERS[R241—R(EEREREE)M2.6.1EKRAB (AR KE) 2 M
#Bi2E], HhEBBHBAPRER SR ERN R IES3-41% A MERRE 2N E K i/ iR
DE, RFAEHRBIMERERMEKEAE. BE. =i, ERREE,

E-IEHHEB X ERER ANFERERERSEFR AR D GEEAVF2107), HEEL
#Bi@655%. LlbevacizumabBERIALLREHR, TEEZBERA(CC6SER)MEENBBEZERL.
SOBWAGRAE. FMm4 ORISR S H it R RS 4 SR 2 F SIS,

26.11 BEREEEER

Eﬁﬁbevacizumabﬁlﬁ'é%"ﬂ:'.ﬁ"%qﬂ'ﬁEIEﬂiﬂiﬁﬁﬂi‘i’}\ BIMkEHRA REREBNTEF
io

EFERRARRERZIERAT D, UTABEBERZESET, LlbevacizumabiaER
MARERES2%)ZIM4BRERERRERYE | SMME. MTHERE, Em#,
Emsh, BMmESEBL . RMERREPT)ERKRIZEELEZ (normalised ratio)i&H0,
[ BE & g B S 2 BS PR 5 B B B TR A bevacizumab B {3 B8 K sk (3 BE E A FR Y I 75 AILES
FERE LA (GEEARIEENLS-1.9E)EE, BRINMEFNEEF LA B RIERE
ZbevacizumabiAER AL R RSN TR ERRITBESS,

2.6.2 L&

Bevacizumabfy E & {EAREER, £HERFIEEREMEFIFTRIRNEY TR REMN
T3 (FRD), kMedDRARFISRE D FEIIEEMARRERES—THEYARR RKEHEFE
MR ESERTM, UTHRERAFNKE | ®ERE1/10), ER(E1/100E<1/10), L%
R(>1/1,000F<1/100), 2R (>1/10,000E<1/1,000), FE& % R (<1/10,000),

= LTERECEYTRRE

FTRRFE R
IRFEMERRRR 12 FR
BRARER
B RH
iR e ARA
PARETRi R
re IfTL R o i T 24 HEER
AL P R B RE R B2 F
MEEE
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B M ERE, RRRBAEAR A
PERIE, MEER M Z

SMEREFL ES1

FhEh A = B R

BERER R
BB EE

B ImEES R
FHEER

fEEZ 1L ES1
VS h=i AT g A

T 585185 (osteonecrosis of the jaw; ONJ) 5 FH0

TEHBUANRNEIEIL6,7 ES1
XM, EEFEHERRER

fa5R R ES ESl

IBEEEOESHRE. BHEFILETERRE,
2R2.41— R (EEBREESIE),
SBRETIHMRNERRE : FREE/IFRER, ML/SEL/EP. ENBXES0E, RE. BE.
TR TE K O /AERE
4 R2.6.1EKRABTFRRE),
5g&ﬁg%mizumabiﬁﬁfﬁk*ﬁﬁﬁﬁ“ﬁ'lz%ﬁﬁ‘f?&%(om)ﬂ'ﬂﬁfﬁ'], BEFEHAERRSHERE
6T:EEEJbeva%izumabi‘é.‘ﬁ"]‘ﬂ?’ﬁ)\FF'@E%EUH’\J%@'JO R2.53/\RERGFFER 2 ER).
THENREEEHRIN B EREIERERITHERARPSB LHhEERREMER, HERK
SR EESMECTCEHERIIERE, EmiFIIEME EhREa,
S EHIRIFIRLEEBFERbevacizumabE BN EF RS HENILEEYHARNER, RB25.12
B2 FHRIERE 2 (EH).
LA EAEER S EEYIRRET
R B R E BRI B TE e E 5T IR )
R EIRARABEFERA ; BERFIEHRAMKLA ; —ROFRERPIEAERIKNE
KRR AL 28 (meningoencephalitis)) ; IRAER(BLERFIESKRKA YR ; SIEFERRBE—
ERREN T E R ERREREERERBERARZENRKMNA), N EFHEEREA
X, BEEXMIFIEEEL ; AFEERBEGESRRA) ; RBEEE LRI GERKRA) ; R
ANBAHSEEERAKRA) ; RAEI, 20 : BIEE Mk RRER MEESEER) ; HBEBMEE
LRH),
R RER —EERERREREETHHRREMRE, LEBERRBEEEZIEIEERN
iEStbevacizumab B HERBEA R GERANEREZ EEHEMERRLL, HREBERER
bevacizumabZE 4 IR A X M ARSI (FAZEEAIHR: 1.82; 99% CI:1.20, 2.76) (BERF

10058 A EE40.461F ; HEBEAFT100/WAE0.261F), EXAREFHNAREIRS (AR
14



AIHR: 1.11; 99% CI: 1.01, 1.23) (AR A F 100w A F6.331% ; ¥IEREAE100/m AFES5.64
).

SHEEARBZEEARREMNAEETRE. #EUKREEDevacizumab#®, &K%
ifm AR EBRERBETREH(TIEREIERA X L R H HARER R R AEK) IR E,

2 EMFEIR KB EHI KRB B IE = 5T
E—EHREPREREETHERERERFREMRR, HRERRKENKIBIEAE
Htbevacizumabt EZERBEA RN AERANREEFHENPRIL, REHERER
bevacizumab &4 H i 14 A BB B RIS N (FAEEE MIHR: 1.57; 99% Cl: 1.04, 2.37) (WA
F|100/W A FEA0.41144F ; HIBHE AT 100m A F0.26¢4), BREFTENAMBRSEREN
HR: 1.11; 99% Cl: 1.01, 1.23) (¥4 XA F 10058 A E6.0315 ; HIBHEAE 100/ AES.51
).

HEE_AHRUAED2AEFRER TR B RIRALCER, —IERE%. EHEERNERR
imsE SRR, EEERRZ ERNbevacizumabB B EREEA R AEBANE
MEEEEMERL, REEEREMAbevacizumabBEBREL S ETRR R ERN RIS,
BZENEM (AREEANEABELLE : 1.29; 95% Cl: 1.01, 1.66) (FEFEA24.1% ; $HIBHEA
19.0%),

EniRIEE. EHARTE (SRR
2ERAERESSTESOBRER)EALGHRFZOE N EERRE T (VEGF) BEEHIH
BIXEZE R R A BIRE (SRR M/XEIRFBENEGIHRE, NEARERALEEZRES
EXZERASTEMFARERETF, NsmEBkEIRERES,

27 BE KIRFERFEBERER)
HARETRSBEARQZER/AF(BRE), SmE—RX, #iREI), BHREBA
HIRBREN R,

28 HEMERZREFRAREMEXZRKREER (FEi3K HBevacizumab/RFREZEK
Emz AREIR)

TiEZE Y Ebevacizumab Z8) ) SRy &

R—IERRAMERCEHEVHHESNERETR, HANCEREERE

bevacizumabMIEMB N BREELBRREERZXKEEA, TEEMbevacizumab&BE—

&R B9 A Blbevacizumab i T8 &K a2a. erlotinibE{bL B L (IFL, 5-FU/ LV,

carboplatin/paclitaxel, capecitabine, doxorubicin)BJfE AR, HbevacizumabliE kR
RRERMELEZEERUBREEENEZR,

Bevacizumab #/ R i imEH < E W8 LHIZE

HREHIR T2 TERa2a, erlotinib (REFEEARHOSI-420)K L EZEWirinotecan
(B ESEMEHISN3S), capecitabine, oxaliplatin (kiR Bt RE R SA R FESAS R RIS 1
) BicisplatinfYZEEh 22 i Sk B ZR T Bdbevacizumab BEsK LN EER, EiERE
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#¥bevacizumab#i R gemcitabineZE¥Eh H R HRSE

1 Foevacizumab Zsunitinib malate

ERIEEB L ERRENRFERRERERARMID, 191Ibevacizumab (10 mg/kg,
FmiE—R)#Bsunitinib malate (FX50 mg)iAEKNRAR, SEARAZEMMDE
RE A M4 & MM (microangiopathic hemolytic anemia, MAHA),
MAHAZR—ERMYRER, "TeeELHImEkER., EnRm/MEEDMESRER, L1t
N, SEELRATHBOBEASRRISORSIESOERER). EEET LA RHE
HAEIR, ELMENRKEESILERbevacizumabRKsunitinib malatef El{E (R 2.4.1
—REZEEEFR)PHSME, EAK. ALEEREHREERE).

ISR
HABSHERERABEVMY MR BB R AREIL,

3. SR RUA

SAIEM B

3.1.1 1EFiseEE

Bevacizumabe —EE W AL EIiE, EEMEMEEEAENEARERRKT
(VEGF)]tEP%DEi\E%/EI_&L Bevacizumab &5 A FHAYZ2#E [& (framework regions) & AJ £
VEGFi& & AL BIte L A9Ft/RHE & [& (antigen binding regions). ABEVMY 27| FHE
%E?SE?/TL B EE Lu,DD%Z”%?L@J%%M@i‘%iﬁ%%ﬁEP;_%E, WHBFE RS R EL R
bR BREML 82, BevacizumabrR214E REFRATHER, 9 FE#7%45149,000 daltons,
Bevacuzumab#[ﬂﬁ%l VEGFENI AWK fgFkm X ESFIt-1KDR#ES, HFIVEGFH
AYEEmEEEENMERRK, HELIGEBRNER, BRBEERSNEELIERE
FERR N FE Fbevacizumab sk E A B iR A B 2 E R IS A H B ABNRE S KBE.
. BRIETE K1Y BRI R 2 B PR B, R RR R E TN H) B
MERBEEIREE,

3.1.2 ERER/EMHAR

LBUF B& 5% 5 2k B bevacizumab /5 78 58 MR EE & 2 BR PR EUBR 20

BB MEXEE R MCRC)

FE=(EFEkE. B gL E iR R IR 5 58 R EE R BR PR 5B FP bevacizumab B B &8

fluoropyrimidinefy 55 — R 1L B2 1%, ST 1 bevacizumabBIiEZEE £ (2 EE F— K525

AN Eﬁ%ﬁ)ﬁﬁ’ﬁ%@’l‘ékﬁ%ﬁ?ﬁﬁ%ﬁ FyZe e R, Bevacizumab B iE (@ A1l B

f A
AVF2107g : &8 F—Xirinotecan/bolus 5-fluorouracil/leucovorin (IFLE %), 418
’ t6l_ﬁ5 1.J$$Io

e AVF0780g : Eidbolus 5-fluorouracil/leucovorin (5-FU/LV)& 3568, &8:EA—(EE
2 (Roswell Parkf& %),

e AVF2192g : HRNTHEEEZE —Ririnotecan’BEAIHE A, & Fbolus 5-
fluorouracil/leucovorin (5-FU/LV)& 0 /8%61E, 818 7% —1EE1E(Roswell ParkfE %)

w%ﬁ:lﬁfﬁﬁklikﬁﬁi 59 9% A {5 Fibevacizumab B /R 8 S R SR 5T - B —1R
(NO16966). JcrIAKEEFABEVMYE AR iR EF{EF (E3200). u&f‘ﬁﬁueﬁiﬁﬁ
bevacizumabia¥E, TS —IFERELE, B IREEEAbevacizumabiA
(ML18147), 7ESLLAfZEA, bevacizumabLd FEIE, HAFOLFOX-4 (SFU/LV/
Oxaliplatin), XELOX (capecitabine/oxaliplatin), LA Xzfluoropyrimidine/irinotecan £z
fluoropyrimidine/oxaliplatin :
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e NO16966 : bevacizumab 7.52 %/ T (BB &), &=E—X, #HAOARcapecitabine K&
AT Stoxaliplatin (XELOX)Skbevacizumab5=Z 52/ A fr (2 &), FAHE—X, HfH
leucovorin, 5-fluorouracil (FRARIEE, EECAAFIRENT) & 53 A% SFoxaliplatin
(FOLFOX-4),

e E3200 : bevacizumabl0Z % /AT (BEE), #ME—X, fHAleucovorin, 5-
fluorouracil (BRARIEE, #ZEE A UAERIREDNT ) X &R I ST oxaliplatin (FOLFOX-4),

e ML18147 : Jm ATEE —#R U bevacizumabia & &m=t, % Eibevacizumab 5.0 %/
r(f8E), EmB—X, Dkbevacizumab 7527/ (f8E), E=EB—X, ##H
fluoropyrimidine/irinotecan =k fluoropyrimidine/oxaliplatin, 25 —#%{# /8 & irinotecanzk
oxaliplatinB9¥E % Th ik 15 85 — R {52 FirinotecanZkoxaliplatin 1T & #2,

AVF2107g (IR Bl S RREE mm 2 BR AR FLER)

ER—IEREM., 5., AMEHBNE = RFESMEREARZE, F{Hbevacizumab
HIFLEHFFAERERBREBENE B, 8130 R ABEEIFL+Z HE
(38 —#H)ZkIFL+bevacizumab(BF MBI Fo2 7=/ T, 2 ZH)RAE, 5 =Ha011000%E
A B #% % bolus 5-FU/LV+bevacizumab( 26 = )M Ba &, HBELRE, — B
bevacizumabER IFL & BN 22U HEN BIR A0SR, WALES =HENAERE
1k,

HEEH T ERM L IEIE AL, BevacizumabERIFLEY A G AR E S BEER T,
EEAFEAREERERERT LEBEENEBNGEREX D), KTAE 2T /EH,
bevacizumab¥I/  BIFTAIRIFT B 5 Em AR, SFEER. MR, Ereitn. EEIR
I, WIRIEHHR BRI RER R EFAE B RRARSE,

F= | [RFARRE R AVF2107gr R < G R

AVF2107¢g
w=—il B4
IFL+%Z2 | IFL+bevacizumab?

mAE 411 402
BEFEH

g (B) 15.6 20.3

95% 5 8 [&= [ 14.29 — 16.99 18.46 —24.18

& B b (Hazard ratio)® 0.660

(p-18 = 0.00004)

REIRIZ | EEAATEEH
RAZE(A) 6.2 10.6
ekl 0.54

(p-1& < 0.00001)

R I ER
bR 34.8% 44.8%
(p-1& = 0.0036)

52 B—R, BREERIAT
B IR

7EBE#E > BL 2 55 = #H(5-FU/LV+bevacizumab) 1106 DE A, 7EEIEE—fE2r], H&
BT EHARI8IEA, FAEBMFEHR8BEAR,
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AVF2192g (I B S RREE mm 2 BR AR L ER)

E 2 —IEf & bevacizumabEi5-FU/LeucovorinB 1 EATNERIET E—REY)
irinotecan’A T ER I KFERER ANSE — R aE Bk, 5, BEREHEBNE
AR AR MR EE BB PREER, B 1050 A BEH D L E5-FUILV+ R EEIRE, 1040w A
1 BEtse o Bt £ 5-FU/LV+ bevacizumabf (E 281 F5 2%/ T). FiA A EE IR
ZiALE,

Bevacizumab & b B 1R F5=Z 5o/ T & HF5-FUILV L B %k, HiE RS E(E5-
;tg%é%%%iﬁttﬁ%, HFEMNEXR S, BB EERRERERBRRATFER

NO16966 (J5 Frl 2% MR ZE fa 2 B PR U B2R)

Ex—TEREH. 5 (Sr¥fbevacizumab)fVEE = BAIR B S MR AR R LB, LARHE
bevacizumab 7.5 252/ /T (B8 ) A A H AR capecitabine X 5 A E S oxaliplatin (XELOX),
B =18 %—1{85&:EE0,;3kbevacizumab 52 52/ /T (82 &) Fleucovorin, 5-fluorouracil (
ERARIEE, EEUAERIREDT) R i i SYoxaliplatin (FOLFOX-4), LAfiEA—(EAEE
H, MRS EMEEY  FHRIEFTENMEERRDE ), ELLmAmREED R
& B 8RB AE (XELOX & FOLFOX-4); LUK 4 f& 92 x 2 % (Rl F FUAE BB 173 (B8 — BB 17),
B Lo fm A BEME ) L 2 UE AR (XELOX+Z B H]. FOLFOX-4+%2 RIH,
XELOX+bevacizumab, FOLFOX-4+bevacizumab), 7E55 Z#B13, bevacizumab&ERI7
o= U EF A NETT,

KK 3500 Im Atz BEiss o e 2t IB 5B 28 — b U B E .

Y . R RREE S 3EN016966 (NCRC) R A B ETE

M=t VA RCHRTE = B2
FOLFOX-4 |Oxaliplatin 85= /[ F AR, |%—X : Oxaliplatin
59 L eucovorin 3 AROE G2/ F— K"K : Leucovorin
FOLFOX-4 + 2002 R/ AR, |EB—kE X : 5-fluorouracil# ik
bevacizumab |5-Fluorouracil R ATOE 5T 2/ R HEE /T
4002 =/ FH LR,
B ATHE E ;
600= 2/ F AR,
i
AT 22/ i
LRI 2k 5 mg/kg IV 30-90 min |85—3K : FOLFOX-4 28], =M
ABEVMY H—R
XELOX Oxaliplatin 10E2=/MAFARR, |$E—X 1 Oxaliplatin
59 Capecitabine AT Y2/ Capecitabine, ORBRMIRK, #F
XELOX+ P 10002 5% /F AR BB (EE — A= IEEE),
ABEVMY R, ARBXmMm
>j_,\0
LRI 2k 7.5mg/kg IV 30-90 |5—K : XELOXZ g, H=HE—
bevacizumab min Ro
5-Fluorouracil : 7Eleucovorinfa ¥ # 17 % FRARHE T

HWEABFENEXN2HAERRSEEH, EEEMEHR, EMEEZTEEN @ B
XELOX% FAFOLFOX-4, LUK bevacizumab®f FHFOLFOX-43k XELOX1t & £ BB\ RN
BEEREEEX, KMBEBFTEBNEETD

i ERFEFTEERAEH, XELOXHEMEBRNFOLFOX- 4B B F S R EEFE
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HZ A%,

ii. BevacizumabfEE R ERE(ITT) R P AHBRN EBFE R EHEEEEMEGERR),
KIBE I EEZE B E(IRC) K AE T (on-treatment) 2 [ FE:TAE, REEBVIEEHI DT E
B LUbevacizumab B E£9m A B BREEBMF ER AR R (M0 =R AR 2 RIERE D AT), BEE
EOMHP RN EF T EERNNE

=IO EBEREDTNEERSEREBGR(TT) R, REZMERRRSR
NO16966)

FHIE(A) FOLFOX-4 FOLFOX-4 P1E
SXELOX + Sk XELOX +
R Bevacizumab
(n=701) (n=699)
FEER
P ER LR 8.0 | 9.4 0.0023
16 K L (97 .5%1E #E [= )" 0.83 (0.72-0.95)
REHRR
PR EEHCEES, on 7.9 10.4 <0.0001
treatment) ™
fE B b (97 .5% 5 FE & ) 0.63 (0.52-0.75)
R R EEREIIED)” 8.5 | 11.0 <0.0001
ek Lb(97.5% = FE [ M) 0.70 (0.58-0.83)
R MEXGEBREF AT 49.2% 46.5%
BEREXREIESD)" 37.5% 37.5%
VS Yo 19.9 21.2 0.0769
&R L (97.5% 5 FB [ M) 0.89 (0.76-1.03)

* BROREILE B EA20074F 1 B 31 H AR BETF I EHA AT
’a** BER &L HHI2006FE1 B 31H B EE DT
MEERIE SR

ECOG E3200 (/5 B S MREE & 2 B PR i i)

B EREE. JRMEHEE. FERENE = R RE R, UFHhbevacizumab 10
=5/ T Bt leucovorin,  5-fluorouracil (B2 ARIEE, 553 LAES RSN T ) U 53 AR £ 5
oxaliplatin (FOLFOX-4), LUEmME—XRIEIRIEF, EoaaEa il GEREE(E
TIR)BARGAE, ELEERERMER], FOLFOX-4RT{E RIS B 2 0 R B &% M2 7
ZNO1696675x H[E, #NFMM,

BN T EENSHARERT R, HEERAUBEESERIIET(EARER)RE
M, B829MIJm A BEHL D AE (2922 TEFOLFOX-4, 293{iI7Ebevacizumab +FOLFOX-
4, F244fIfEbevacizumab® —;A¥&), FOLFOX-410_Ebevacizumab B EfFETEEEN
FRitR, SAOEIRERESMFERRERIEXREZERAEZERNNE(REX

AYR

TN R B RS RS LA 2R E3200 RV B RE R

E3200
FOLFOX-4 FOLFOX-4 + ABEVMY?
mAE 292 293
BT EH
RAIE(A) 10.8 13.0
95% 5 B & i 10.12 - 11.86 12.09 — 14.03
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& B beP 0.751
(pfE = 0.0012)
mE L IEE A
HRIE(B) 45 7.5
ekt 0.518
(pfE < 0.0001)
B fE=R
b= 8.6% 22.2%
(pfE < 0.0001)

310Z = /AT, BWRE—X
b iR HIE

< bevacizumab & — AR E T FOLFOX- 48BN MR AT B E EHERtERN
=hll, MMEFOLFOX-45H, bevacizumab® — BB EE/VE RN EE REXRKE,

ML 18147 (J5 el 88 R 2 am 22 B AR L B%)

ER—IEE=H. R, BRN. FARERFZEBEREEREER, #bevacizumab 5.0
ZRINT(EE), EmE—X, kbevacizumab 7.5Z%/Afr(BBE), B#=E—R, #H
Blfluoropyrimidine & EEEA(L B E, #3088 B X8(F B fluoropyrimidine A EME AL B8
%, HNEE R EEAEbevacizumab 2 BEEEF B CNERERBERERAZ
FRPREER, (GE : FE B i Ebevacizumab 2 2 — R A& B 2 R 2. LEIE)
LSRR SEB ARG REREEERERBZHEA, 7= 1EbevacizumabsE —#R
BE®IE AW, LU 1BE# BLE#ZE = fluoropyrimidine/oxaliplatinZk
fluoropyrimidine/irinotecan 7 EEE 9t B8 A (1L B A RSB HRAUA R 58 — AR IF AT R AR HY
b BB AT T ) B B A~ Fbevacizumab MR T, A FABEEIIRFBILHREESE
AN e BRI, FERENEHL AEET /S8 (overall survival,0S), T&AWEE
WO RCFAE B REAR R T 2 HifE,

HE8201E A KEBEtE»ES, 1 AFluoropyrimidine & E R AL B LB IN £
bevacizumab, ¥1H7E 5 —#R EfEF & bevacizumabE =R BB ER L XBE SR ERS
ERAEERGT LB EREREEHZERITT=819) (RF L),

=t | R REMLLI8147TRIERGE R

ML18147
Fluoropyrimidine/irinotecan Fluoropyrimidine/irinotecan
Fluoropyrimidine/oxaliplatin  |Fluoropyrimidine/oxaliplatin
BERCERE BERNCEEL
+bevacizumab?
WA 410 409
T EH
I E(A) 9.8 | 11.2
&R Lt (95%(E #E [ H) 0.81 (0.69, 0.94)
(p1E=0.0062)
meEEs
FAE(A) 4.1 | 5.7
15 B2 L (95%(E #E [ ) 0.68 (0.59, 0.78)
(p1E<0.0001)
EEHREXR
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IS 3.9% | 5.4%
(pE=0.3113)

a432385.0 mg/kgsk & 3387.5 mg/kg

FRRFtCERERI BRI EHEERT LERRNNE, EMEAREENTER X EXE
{E_%, ﬂﬁfmﬁa@%

1A K RS E Bh 14 % (Adjuvant Colon Cancer; aCC)REEIREs AR BO17920 (/R B
FREE m 2 B PR3 5R)

Ere—HE=H, B, At =1RRAEMERRE, E3451MIEE SRR
k= Hﬁjtﬁaﬂ—ﬁf“ A, PRI RIE A AFOLFOXA4sk & = B A AXELOX$% B R R2.5
mg/kg/week?| £ Fbevacizumab, AN EEEAFOLFOXAEAERBI (LB, b
bevacizumabFJE U EL 214,

PRBURIZHIAE,  FEmIiE A MbevacizumabRYAE A P EREREI B 8BS AR B EERAV1E &
HIETE, EERE=ZHABRERRA(N=2867), 7iNbevacizumabZ{E—1L B ERIER!
h, B R R(E R R 77 & FF B (disease free survival; DFS)IERAIEE B, 7£
FOLFOX4+bevacizumab#E 5! I DFS/E K bt 21.17 (95% Cl: 0.98-1.39),
XELOX+bevacizumab#A 5! 8 %1.07 (95% ClI: 0.90-1.28),

/T BPE R B EF S 4 Z /Z(mBC)

ECOG E2100 (/5 B 8 MR 52 & 2 B PR 52U Bt

E21002 —ERAMKIER, BEtk., /%Iiﬂﬂ’i\ Z R R R ARA R,
bevacizumabfif Apaclitaxel ¥ /F ER1E & BB 4 ILB(REEX HHE B EME RS EBB A
LSRR 2 RE, SRIANERMEER ZEHRE LW TN, HEhlttaxane &
EREEEAFABEMEAL2E A F 2 IR

55 A LU BB BiR 75 = 0 BE 1) B8 485 A paclitaxel fE(Q0Z 72/ P A AR, #EIC ISR A
E—E/NF, FBE—R, H=8, BUER—EER)IHHAbevacizumabiB (102 7=/
)—/l_, H?H)ﬂm/f #ﬁﬂ_i@—>7\)o

WASHEFEAEBEIERS( AL, HREFELECEEREANREA, FHEHRT
bevacizumabE —/AEEFERE(C AL, EEEESUEREER/EMFEHPFS), =H
ABERARTFE, A, SEIITEEEIEENEILT M,

1220/ A S, KERMD AHER2BEIER A (90%), 010 AR A (8%) kSR 2 HER2B5 14
WA (%), HER2BGMEHIEATESCE] BB SRR T E G X trastuzumab A,  KED
DR A(65%) BB L BE L, S1E19% STHIZ taxanes & 49% TR 2
anthracyclines, ™ EEARVEFIEELL

b EBRRURE RN TR\,

F\ ¢ R TR E21008 S R

EEFEH
SER T4 A ST B, HEERRE S A
CEAE
Paclitaxel Paclitaxel/ Paclitaxel Paclitaxel/
(n=354) bevacizumab (n=354) bevacizumab
(n=368) (n=368)
PAEBFEH(A) 5.8 11.4 5.8 11.3
fabmtt 0.421 0.483
(95% {SFE & ) (0.343; 0.516) (0.385; 0.607)
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plE \ <0.0001 \ <0.0001
REE(FTAZERRBREA
SHES T35 A ST B, HEEBRERSEECTHE
]
Paclitaxel Paclitaxel/ Paclitaxel Paclitaxel/
(n=273) bevacizumab (n=243) bevacizumab
(n=252) (n=229)
B R FERIE A LB (%) 23.4 48.0 22.2 49.8
plE <0.0001 <0.0001
T EESMNT
BiEfFEH
Paclitaxel Paclitaxel/bevacizumab
(n=354) (n=368)
R R ER(R) 24.8 26.5
fabRLt 0.869
(95% 1E %8 [= ) (0.722 ; 1.046)
pfE 0.1374

BEHf, BRI atie BB TE MR AENSCLC) ([REZ B an 2 s K 5%
5 A 3% R 2E AL BRE4599AF 52 bevacizumabﬁ#ﬁcarboplatin&paclitaxelE’\M L 2R LR ER K
HA. %ﬁali&@?ﬂi#ﬁ¢Hk3F/J\%EH@HmJS?(NSCLC)F ANE— R EN T 2R,
E45992 —IHRIMUR R, BEME. BWERR. L .0mAEE, LUFHdbevacizumab¥i/5
*Bﬂiéﬁﬁglllbﬁﬁ{ﬁﬁﬁliﬁbﬁiﬁ EIER). BB SER ISR/l MR R AN S
#RA
7%8781_&!%?;;\1_%%@%E’JF)\%EZIZJ&/\@EpacI|taxeljJI]carbopIat|n (POMIL B L (FE
B8 =8 2 R FEE AR 8 — X 52 IR E)E 45 F paclitaxel 200=2 52/ 52 R, Fcarboplatin
AUC=6.0 (PC), #FE/\EaEIEHE), skPCHFibevacizumab(7E&E =& 2 /3 FEHR
'% Reg R EfG F—H15= 2/ )8, 5T Akcarboplatin-paclitaxel{t 2 E A& K 7N (E
AEEAE, SMREERICEEL, 7(_bevaC|zumab+carbopIat|n paclitaxel 8 #9% A &
]%’yibevacizumabﬁ ‘F?‘ B=HE—R, BEIEHEBAILE,
SRR, EATEBE bevacuzumab,:.%?ﬁﬁr A, E32.2% (136/422)K)5K AEHAT-12
R Hbevacizumab, MMHE21.1% (89/422)89%m A{E 135k FE % X Hbevacizumab, FEIEE
R ERE, BRIINEN.

=N - R AR T SR EAS99R B U R

_ o
% . # . Carboplatm/PacI|taxel+beva0|zumab
Carboplatin/Paclitaxel 15 S5/, B—%
mAEL 444 434
BReEE
igﬁ;ﬁé((ﬁ) 10.3 (12.3 )
A5 0.80 (p=0.003
95% CI (0.69, 0.93)
mE v EE
RAIE(A) 48 6.4
ekt 0.65 (p<0.0001)
95% CI (0.56, 0.76)
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BEREX
B RIE 2 RN B (%) 12.9 29.0 (p<0.0001)

YO025404 . #EINSCLC 562 (/R F22 K 2 i o K ok 70 52)
Y0254042 UK GEZCEMNEEFMTUIRR, M, SR IESIE R IEIESRIE R AZ b
BT EREAFTETH—EREERS . 5. EEEE. £ H0bevacizumabiin
carboplatinEZpaclitaxel (CP)b &~ BINARFZEBERMN T, FEEEARBLES
H, REBRZOEREEFHERERIE,

1597 A B 7 BL = 5252 CP (carboplatin AUC=6.0EEpaclitaxel 175 mg/m?, & LUVEE
FRAREE), NEEBHRFEIEKE, EL6EEH, XEDEEEZCPHA
bevacizumab 15 mg/kg, MNEIFERFELIHETIVENE, TR/NEBICPILESIZFIE
IR, B AEE3IEES — X Bevacizumabsk Z R AV E — 26858, BIRRE
L IR EZ NS,

PRI, 2bevacizumabiAEHERE A G 78% (107/138) MM E 7B AT
bevacizumabf 8 —ZEY) 0%, 2L REIERABS7% (78/138)HEiENETBEIER -
B B — 2218, BAUERINEZ AT,

xR+ RERREE L S5 YO025404 KBS R

|
FH—H Carboplatin/Paclitaxel+
Carboplatin/ Paclitaxel + Z2&{ % Bevacizumab
15 mg/kg F3E—RK
wANEL 138 138
mReEEH
RAE(A ) 6.5 9.2
fekstt 0.4 (p<0.0001)
95% CI (0.29, 0.54)
B REE
o3 (A 2 tb) 26.3 54.4
(p<0.0001)
95% CI (16.9, 39.3)
TR E R
AL E(A ) 17.7 24.3
fE bRt 0.68 (p=0.0154)
95%Cl (0.50, 0.93)

"REAEEAER SRR AEMA DT,

JR B ES REE § 2 Y 0254045858 2 T2 MR -

. Mi‘;ﬁ%—?%ﬂﬁ’\]7F§<%#(Eﬁ%?ﬁ&)éﬁilé_&%?‘ﬁ%#%E%*EEE‘.?, MAEBEHRREHE
S ES N

s KIREREMINI N R E4 5 4 K7 bevacizumab+CPHEES = (L RIEI+CP $H%462% v.s.
bevacizumab+CP#E467%), Itk 7= B #E £ 7] 56 & 7 2 %1 89 bevacizumab /4 48 B 89
TREHWRFINAREHAES], TEASMEBEE A R)U LI LR MmKER
REH(EHRRBLRHMIKEE T ),

s MAEERATNRSHME LEFRBREDNZEFEE (LEH+CPHE~A15.0% v.s.
bevacizumab+CP#E%19%), Bevacizumabi& B ZEAEMNFEEFRAEZRAR, MLELE
RERENEERRNAMLKRESE,

« Bevacizumab 5! B E RN R 4 (R R SFHR) B9 5% 4 E bevacizumab+CP #HE & (R &
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B)+CPA23% v.s. bevacizumab+CP%49%), Ithi&INE EE RN —MKEE Z#kAY H m(
KEZASMER%I), S, &EHRAE, Bevacizumab KN EREHRIHEFR
B E T~ R = 4 7Ebevacizumab+CPHEBE R S B £ X (L HEI+CPHE A 2% vs.
bevacizumab+CP#E%411%), =HMNE3 ke MEREE A FRATEL
s MAEEESSE TR S84 R E(L R +CPEA2% v.s. bevacizumab
+CP#H45%)
R EMERZYOBL4A B LTEERBRERBEFINLZL2ZEN, EHREHU
bevacizumab+CP JAEm A L e EIR /L 2 /ABENSCLCR AN TE 22 R B/
45 Fbevacizumab—EX,

JO25567 (5 el 5% R %2 i »Z B PR 5B

JO25567H 30 & — N H AEITHIREHE 2 B, BEMUME. 2 /0SB 1A R FE 28 iR 22 R A 28,
B ATFEARESRERB BNV ER T RRETE 5 AENEEEGFRE(L EZRE v
FEEEARNSCLCY% A {5 Fbevacizumabff Ferlotinib A& L &2 21
FEREAKRBBIIEZ LI ENRFRESTEHPFS), REBIZSIEERTE
Hi. MIER, BFEHR, KERRE. 2Rl EIBFACT-L(FhER ARBIEARE 2 INEE
MR A RREREERE,

EERER AN AFEIREGFRIZERAE, B 154 2w ABEi S L E = erlotinib +
bevacizumab [ H E AR —Xerlotinib 150 mg + bevacizumab (15 mg/kg IV&3B—>X)] 2k
erlotinib 2 — ¥ 5% (& H R —>X150 mg), BE&ERE{v(PD)SHIBE L ESHHE
o ERESEPD, KIBWIZRETEIZE, {=Herlotinib + bevacizumabfEHT 708 H H h —FfE %
MBS —HERAS —EEYIEE,

A 3 RS R A0k +— PR

F+— R FIRREE BT I025567 S B

Erlotinib Erlotinib +
N = 77# Bevacizumab
N = 75%

g

iV 9.7 16.0
HR (95% CI) 0.54 (0.36; 0.79)
pE 0.0015
BERESR
ION ) 63.6% (49) 69.3% (52)
pE 0.4951
lg‘;l{?ﬁéﬁlﬁ (A)

v 9.3 13.3
HR (95% CI) 0.68 (0.43; 1.10)
pE 0.118
BT =R
5l 88.3% 98.7%
pE 0.0177
%?Egiﬂﬂ* (A)

v 47.4 47.0
HR (95% CI) 0.81 (0.53; 1.23)
pE 0.3267

# A FEM O BCISARIRA. AT, 2B BoR ARER M F0AERIE LSRR,
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" EMBI G EEE LT ENN)
T IERUSN BERREE A HAA2017410 8 31 B R IR RS E O, 59%FEA BT, Cl, E8E
5 HR, F9ECoxEEMERL ; NR, FEF,

7E R B B R ZE 57 2 B MU R 920025567 7R, MRIRFACT-LE2 2 Bl 5 B i RIBIZ(TON D 8
UK IEFACT-LA iR EAR FEXR(LCS) T MEERKTEREEEEETRE
(HRQoL), 7EME2 LA, MIAEMEIHER 7 EHEBFACT-LoE, MaEHEERE
RAVNEBERERNERE, H, erlotinib + bevacizumabfBH)E A\ BB E®RE, BLUEE
& Ebevacizumab A UG ZE, TETIRAEE A O ARerlotinibAY 8 — 224955,

B IEBE B WHO FAMR) - B

AVF3708g (/5 8 M2 i 22 BR AR 5L 5%)

E—ERBUER, 2900, B, FELLBIE R B2 MR EE S i B (AVF3708g) B, #F3E T
bevacizumab A B E I B A R m AERIE R T2,

1R BB A B BB R A TE ST BT E BB BT B 02 (2 ) TE 15 A bevacizumab B 8318 SE B 3 B 12 ) K
temozolomide# 25 — Rk EE — RIE % HF, #HPFEMHEC(L @ 1)F = bevacizumab (10= 52/
N, EREDE, BRE—R)AE, ZkiEXbevacizumabil_Lirinotecan (125 27/ F AR
R, #IRGET StE EERERRFEFERANMBEBENREA, 342X FARR, &
a6 F, BRBE—R)BEBIIERBCSRBEREMNZ EE, ABNEEREEEL
EEHEE(RF)FER6ME A BER B EERPFS) R EBE REX(ORR), EMiEFRAE
FEAREERREAEERE. RERLREERTE,

ABREREENR+ =,

F+ 2 R MEE R 2 A BEAVF3708gH B UG R

bevacizumab bevacizumab+ Irinotecan
BAAR 85 82
Inv | IRF Inv | IRF
FEEE
6fE A |E(LFE 43.6% 42.6% 57.9% 50.3%
95% CI (Inv) (33.0,54.3) - (46.6, 69.2) -
97.5% CI (IRF) - (29.6,55.5) - (36.8, 63.9)
EHRER 41.2% 28.2% 51.2% 37.8%
95% CI (Inv) (30.6, 52.3) - (39.9, 62.4) -
97.5% CI (IRF) - (18.5, 40.3) - (26.5,50.8)
REREE
BEEEEREA)
Sl iva
(95% CI) 4.2 4.2 6.8 5.6
(3.0,6.9) (2.9,5.8) (5.0, 8.2) (4.4,6.2)
ﬁfgmg‘ﬂﬂrﬂ(ﬁ) 8.1 5.6 8.3 4.3
(95% CI) (5.5,*) (3.0,5.8) (5.5, *) (4.2,*)
%‘?g#éﬂqfkﬂ(ﬁ) 0.3 8.8
(95% CI) (8.2, %) (7.8, %)

ORREKEEMERIMacDonaldiZ#; Inv = 558 T 5 A 14 IRF = 1837 ST 144,

* EEGAEREER LR
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TE IR 2 R EE a2 BUBRAVF3708gH, WIEERRARIRFAT L < /N & A ER v F & & B Htat
B (p<0.0001) & A FE 1 H4E - bevacizumab#H42.6%, bevacizumabjirinotecanf850.3%
(uit @ F 1A E R ¢ bevacizumab#H43.6%, bevacizumablirinotecan#57.9%), Mi1{E
EEECCEBENEREERITE = %5 (p<0.0001) /= 11 5L 122 ‘ﬁH bevacizumab#H28.2%,
bevacizumab fl irinotecan #8 37.8% (& B & 5 A §F i #5 £ © bevacizumab #H 41.2%,
bevacizumabirinotecanf851.2%).
KEBDEEAEHA IEE 5 AAEE AR A (S FEE REE M HE & FEE) B (£ Fbevacizumabia
BB E RRHIREBERERNER, ERNEER, KEIEREREREB(TEE
REF24B)1m N EEZ A A E e ok U iR A TN 8E, thB R IFFHETE
S Ee b B 7E 55 24 B 5 B2b B99m A BIKarnofsky R IR Ak RE(KPS)h ¥ 12 TE

= #5/2(Cervical Cancer)

GOG 0240 (5B & FREE on o B PR AL ER)
THETRHENE . BRI SERE T = SERR ARG Fbevacizumabft (b 22 /5% (paclitaxel 11
J:cisplatinijzpaclitaxelle]J:topotecan)E’]%xﬁl&%Eé\Ii, ERE—IERER S ES. 44851,
FRIEE. ZH0. FINEAEER T (R MRE R GOG-0240588) E1T T4,
KRHA4522 o A FE D BECE T 7 H A —H8 ¢
e 51X %6 Fpaclitaxel 135 mg/m? 24/\[5 2 B AREaE, 252K4E Fcisplatin 50 mg/m?2 &%
IrEanE, =3BIAEE—R(q3w);
ﬂz'%lf%/\%pachtaxel 175 mg/m? /N2 R AREE, 282K 4E Fisplatin 50 mg/m? i &5
IREanE, &3BiaEE— R (q3w);
2k 85 1K #G Fpaclitaxel 175 mg/m? 3/ iz &8 AR & 25 1K 6 Fcisplatin 50 mg/m?,Z &5
AREE, F3BAELE— R (q3w)
« B1X 46 Fpaclitaxel 135 mg/m? 24/)\Fr 2 s RdanE, 252K #45 Fcisplatin 50 mg/m?;2 %
AR £ 00 _E 552K 5 Fbevacizumab 15 mg/kgz #RENE, F3EMREE—X(g3w);
3k 58 1K 44 Fpaclitaxel 175 mg/m? 3/ g8k E, 252K 44 Fcisplatin 50 mg/m? 2 &%
A&y F A0 _E 252K 45 Fbevacizumab 15 mg/ng%ﬂ%Hﬁ@ﬁ& F3BAREE— R (q3w);
k85 1K 44 Fpaclitaxel 175 mg/m? 3/ &8 iRENE, 25 1K46 Fcisplatin 50 mg/m?,Z &5
Hﬂ'@nu S R 251K %A Fbevacizumab 15 mg/kg 2 #AREE, =3EFAZE— X (q3w)
251X #8 Fpaclitaxel 175 mg/m? 3/)\ [R5 2 53 icéan T K 55 1-3°K 45 “F topotecan
07sg/m2 30 B BEIRENE, E3IEMRE— R (q3w)
1K ¥4 Fpaclitaxel 175 mg/m /Ny 2 AR K 3B 1- 395¥A7T'topotecan 0.75 mg/m
3090 $% 2 BB AR E NN _E 21K 6 Fbevacizumab 15 mg/kg 2 5REREE, E3IEFRZE—NK
(q3w)
HFEBRENREABTNESETFMN RSB e AR E, BEXRGESA
bevacizumabs\ E MM E A LA RAFIIHE M ENEBIERRFEZ R IE
EE%?;@%E@%%%’I‘E BN EREN T = AR, FEESRRESRTFSE
SERRER A
EEEFE A E RN ER P I B 54668 ( F5E : 20-83), TE{LEHFFbevacizumabii
HYF B P B4 485% (2B © 22-85),1E B E AL B afiEH9.3% Jm AR F EniB 1865
%, TE{CEEGFFbevacizumabiE Rl A7.5%,
EFE D ECRV452AIm A, EERRZERARBA(EEBFERCEREHER
80.0%, 7E{LEEHFFEbevacizumabifl£75.3%). BB ESNMIZE(EEBFERCEREE
#67.1%, TE{LEEHAbevacizumabil469.6%). EAEFEMME M RKR(EEBFERL
EREIH £83.6%, 7E{bEE G Abevacizumab#l£82.8%). A 1-2{& 5 ER1L (1 B & (E B
b B EREA72.0%, TE{LEEHFbevacizumab#iA76.2%). EMEHEEB(EEBEHEH
LR A50.2%, 7E1b &G Abevacizumabil%56.4%). HEIAFEZEY) AR R A
}5/\6TIH L (R BB EREREEAT2.5%, TEILEHAbevacizumabiiA64.4%),
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FEEVIESEAHERFERHE0S), XEEVIERAFERFERRE(PFS) M EEH X
FEZ(ORR), EENHTLUKIEHE 2 I 89S RAR SR BB B K RN EML AR R 225l 2

BR&E+=kx+HM,

F+=  JREEMEE S 2 GOG-02405 5% # 5 Flbevacizumab B R ESGE 2

{LBaE {LE ;8 +bevacizumab
(225\) (227\)
FEBEYIER

BT R -EE RS

FAE(A)? 12.9 | 16.8

1& B LE[95%1E B [ ] 0.74 [0.58; 0.94]
(p1E°=0.0132)

B R R BT

PARIE(A)! 13.3 16.8

1& B LE[95%1E B 2 ] 0.76 [0.62; 0.94]
(p1E°>%=0.0126)

REBBIER

BEAFESE-ZES W

RAE(A)? 6.0 | 8.3

1& B L [95%1E B [ ] 0.66 [0.54; 0.81]
(p1E°=<0.0001)

RIEEERE-TESHS

B RIEE(RFEZER? 76 (33.8 %) 103 (45.4 %)

R IEZRH)95% = F & f° [27.6; 40.4] [38.8; 52.1]

RIERAZR 11.60

RIEER = Rr95% SR [E M [2.4; 20.8]

plE(FAEE) 0.0117

! Kaplan-Meierf& H&

2 REEE REKHER A T2 RIESER D R IEZHEARIE A O] UEH B vl A 2 5m

ZIBANHKETE LB

3{g5 FHPearson-Clopper 75 y& {5 B8 A5 A I8 =183 7 FY95%1E #8 & ]
4 {82 FgHauck-Anderson 5 /& {ih 5T AR & L 3 7 F 19 95%1E % & ]

> HUEHIRARE (0 E)

T EAMBMITHRMUIR 220125128 12H, BRARRKD .
TBHED AT AT Y] B 220143 A 7H.,

SPEMZREAFEMEBR,

F1Y : RS RREE < GOG-02405:1 58 R El B n B il h | « RS 7 /&R

Bevacizumab B E
R #%bevacizumab | Topotecan +

Paclitaxel

p=0.0609)
0.76 (0.55, 1.06)
(14.9 vs. 11.918 A;
p=0.1061)

REEY LR Hiti\F *éﬁ%#iﬁ;ligﬁ*ﬁlfi ?éﬁ%#iﬁ;%gﬁﬁ*ﬁzfi
(95%(EHER) (959 fEHRIERS)
Cisplatin + 0.72 (0.51, 1.02) 0.75 (0.55, 1.01)
Paclitaxel (17.5vs. 14.3(E B; (17.5vs. 15.018 A ;

p=0.0584)
0.79 (0.59, 1.07)
(16.2 vs. 12.0(E1 A;
p=0.1342)

27




bevacizumab 1.15(0.82, 1.61) 1.15 (0.85, 1.56)
Topotecan (14.9 vs. 17.5M@ A ; (16.2 vs. 17.51E8 8;
+Paclitaxel ABECH h=o 1) p=0-37%9)
Cisplatin+Paclitaxel No 1.13(0.81, 1.57) 1.08 (0.80, 1.45)
bevacizumab (11.9vs. 14.3(E B ; (12.0 vs. 15.01&@ B ;
p=0.4825) p=0.6267)

L F BSOS ITHREBYIEA2012F128 120, BARKS T,
2 BT BATHI R Y25 4201438 7H, FIBPEMNZIRE AR E B,

3.1.3 ®RERYE

ERRIMBENEEXRBAFTBIMRBENERERSREE, E—EomaARhERNEE
ERAMENME) B RENREXRAEERINLERENTE, SEIMAE. BEHN
BREB, BRERAMEE, fFRMNZEY., LIRBENER, ENELRRE, #HLlanti-
bevacizumabZ FT A2 Y& A KA H IR AT B E i S 2 BB B AE R EIT L R AT BE &S Ak
FRiE,

3.28EMEH BN

AN EE12K B Bevacizumab 5 5 58 R EE 5 2 iR AR S B BUE
BevacizumabfJZE) Bl 1 22 & K2k B R EIRIE REAETE (solid tumors)im A, 2 —HAIR FA SRk
25 PSR BRI AR E40.1- 10252/, BE—XE AR 202X/, BW
B—R(q2w), T =1B—RK(q3w);FE —HRIASZEZ/ANT(BMIE—X, q2w)z15=5/
NTEZB—R, q3w), EFTEERARET, #EUFFIRKEEN 7 =% Fbevacizumab,
R E MRS, bevacizumabfVZEY BN H BRI ZERAFFHER L, BEBmE, T
HERKREEEF, bevacizumabHI#E N Ef [ (disposition) Rk R EE BRI, BRAVHRE D
(Vo). UKRBERESIR, ELFFE(ESbevacizumabEEREREENGIFT =
BEEA—R)EBEERF B RE,

TERBEY B BRSO, bevacizumabfZEY B HERNERBR(IEEZ ERER)L
TF T A 78 Z= £ (bevacizumab B BREREL 2 3 E F o B AR [P AL F B A58, 5
SF195M@E & A9 Al A 37 765K ] )o
EREANSEZEMEEARTRRELENEE, BERAEAUREREATA RN
HHHEAE A, bevacizumabfYiERRE(EME H & AR AKRKIR30%, 7£oiEEETR
=& BITRT%,

3.2.1 4

R B HEZ ARV, (central volume) BB FE 9 Al 72.73 07 K& 3.28 0 F, ELLERTEIQGS
FE M BRI NEE AN, Ebevacizumab BB TEB B G+H, ZMHMBHERBANIV,
(peripheral volume) B & 25 & 169 F+ %235 F, MELGEEEER, BHEHEIHE
FIV b 22 1% K 20%,

3.2.2 K&

Bevacizumab A9 3 & 72 12 52 58 BOF 85 — 71 1-bevacizumab AU R F R E TR L, U5
ERERENRHKRMEE RN RS EVEGFHE & 2 XA I1gGH F A 78 28 A9 AR S AR 1L,
Bevacizumab U R HEBRER N A 1gGHEL, BT ERBEENERBEKEIER, &
EARREMAE, BIEFEEMUEMKFEEMFNEERIER, 19GHE G EFCRNIZX 25 AJ(REH
MREAH, TERBRRAKRGEFERE,

3.2.3 HEB&

Bevacizumab7E 15102 /AT HENEIET, HEYFHHE 2R,

HBERIREZHEMEER A ZFEEES ) A0.188F10.220 8 F /K, 7EUEEEIE BT,
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SS9 A RYbevacizumab FFRER LE & 17%, IR E=R N, —R&Mm ARNBR¥E=R
HA718K, SMHmARIB20K,

3.2.4 YFRIREEREYEN HE
@ HrbevacizumabBI R EFZE ) &) H BB LIEH G A O BESEBFE, #5 R H ~bevacizumab
MY E) W EEER FEBEER,

NS HEFE ¢ BevacizumabRYZEY) &) ) B2 2 7E BS AR B AR A FT RV 152 A1 A (718 B Br 22188 2
[6;5.9-1257 1) R {8 iR BT 22 ) h B A E TR S, 22 &) B 4E R H8 Rbevacizumab
ERERSMHREE/NERABFEFERABAST, UBEETERERLEEEEN,
BevacizumabfVZEY) BN H B TEASRE EMAZ 24, HFEI AR,

EhpEfERE ¢ MR ITH IR LG S bevacizumabE BT REfERE R AN EY B HE, HAT
i i A~ 2 bevacizumab X S BERR I E E2RE,

FFDIBERERT - i R ITHTZL LA S bevacizumab e AT LhBEFE R A UZE BN H 2, KA
il i N 2 bevacizumab X S BERR I E E2RE,

3.33EER R R 2 (AR EHE3K B Bevacizumab R & MREE M 2 REREUS)
3.3.1 BUE
i R 4T 5L bevacizumabZUE 4 FORF 5%,

332 EFEZEH
i R 4T 5 {d bevacizumabZi 22 5 14 A9 R 72,

333 £FHIEE

R ET T bevacizumabE N A B WV E C FHFEM T, 7ELAcynomolgusiE F 7
FNEEBESEMRPRBRENBEMHEIER BB TAEIER.

Llbevacizumabi& EEcynomolgus¥z 7132k 2618, HINHIIIEhEERIER, WMNERTF=E
EREBHERSD . BEFEANEGERNGIRSME, WEEHBERH, KEAE
MEHmMERERE, EFER>ABAELSIMERTBHARBEESN>2E, ERTFHE
ITHIRER R 9% Fbevacizumab 5025/ T, ERIVEEEREZRHERERD, HEF
K G FRTEENFEE AEEILRE R TR, 7EEAbevacizumabt & #H £ = 2 HDH|
RS RAIBEEH LN EBT NERTRNFE,

3.3.4 HGESH

Bevacizumab AN %R FREENHE E GRS LEE T, FrRRENEE TR KA
RRRERD . MERERINEBEEIN LR RS CEE R TR EIEIMN, hs
BARR S RTERTE10-100 Z 72 /A AR E E h e HIR, ELEHRNERAERIER
WS AIAERA & S R2.5. 218 2 (R iEREE 2 5 F9) & 2.6.2_E R B (N B &),

3.3.5 Hfts

ERHk(Physeal) 25 -

7£ LLcynomolgusfE AT 1T & HA26: R 22+, bevacizumabfIERIRZBETNRERH, £ K
WEBAENFEEZRHEERIRNEEMER, FAEE TSR AING4E RIROER
BN, RBFHOMEREEEFAREEEEBBABAELENSEARZEBME
MBI ABRAZEZEE, ZIENE, £ERREBFARABEEERRERRCER
REAZENEBY T, EB/NRHEARRINERT THEEUNNEEIL, HEEHAFER253
EEIRIREE 2 R, /\EREA2.6.2 R IRER (R R RIE),
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EOmEs

;Tﬁa?l_ﬁﬂ’]bevamzumab?'_Iﬁ/T@—DF’S%@‘E’JEK%O R F X5 fEH & bevacizumab,
B EsHmEWN2ZI50=2 /A T, 7E2E 2 BHREE O £ £ & B (re-epithelialisation) %
1E, ‘E’YL‘EEW”“'JEj(/J\HFﬁE’Ji%ﬁO HENEORE R E A/ NS AR B EE iR
B EME L, TF1E250102 72/ rbevacizumabfi8 &R, HBHOETESRE T, 22
Sl BB £ KIEE N EZENRRE £, HE#@;T%?L??EE@&WE’]E%%D
AR 2T, &F=FEHIERbevacizumab, ZEL0.5F2ZT/A T, KEIEZIEM,
%IZIE’J?Ejj@E%f@H’J‘ i BEORE, 05%%//\55’71%%'2%@ EHERREIEE T
AfE,

EHSENEZNERE ETHRTINEORSEETE, RNILEZE

Bevacizumab® AZERVS RS E £ T F] /R %Zg.i.ﬁo

FEcynomolgusfEFH, bevacizumab¥ N ERRVIORASNEEEEIRA, MmHILHEREN
7 & 2 I RR B4

B DEE

6 1E % KycynomolgusH T 438 5K £ 128 L bevacizumabi6 5t — X, Hiaf26:08, KA
BT EINREENTE, RFERTETFMEISIEL0 £/ THIbevacizumab (#J
oYty Sl EE’JBOT-L)@Z WAREEERFNERT,
HEFETEINENRREANSEMRER, bevacizumab N EEHMEE B 5| RAVE Hh
fﬁ?}éif%ﬁicisplatinﬁlﬁﬁ’\] SNEEGE,

BZEH

FEcynomolgus A ¥z, FHEKEFRRI0Z /N TS EEB— K02 /N TEIZN
bevacizumab, F*%&H26i8, FEREAELABERHREAMNLELRRRT EBEEEN
B RIREBREEGN, SL/FREFEERE YN, FHAELRENFTEEENELE
BH2EHEN, R SE@LHEATERKER

AL
& F-cynomolgusiE ¥ EHB M R 5 E50= 52/ T RUEIEKF,  bevacizumabiif A< ¥ B E 4
ERIER,

N/

ucynomolgusﬁfi?ﬁﬁi’iﬁ%,ﬁﬂ261@2#%%%%’]%% O R ESIR A E M/ NVRENE . B
JR RS R M E AL 2 BRI R MU R R R N 2 IR 2 st I 2 A E (A8, FBERTE
ﬁE’UJJ:[GPI‘%EWEEJ?%bevacizumab%ﬂ‘ﬁ’:\ﬁﬂffﬁﬂé}ﬂzE’]T’Fﬁﬁ, #& S A01s5 F bevacizumab B9 B 72
B e R LbCaR, MR AR B R 3 ok At (T {r] B I 7R B2 2 BB AR Ui,

4. BERIG

A 187F

ABEVMYNERIEE B 25 R 17 23 BR(EXP) & (5 A,

FH1E2°C-8°CHIKFE .,

EIEARGRENRNRBES P LU,

BEDKER, DIERBF.

ABEVMY NSRBI HEE, HE I =kENARARSER,

BB M E RTE0.9% S b $87& Fh B 752-30°C [ A1 &E48/ N EF ML B2 K M 3B 58 FHHA N 22
M, RMEYEBNERENRE, EREEMER, MNRRIEFER, FREEEEFER
R EERE AR, BB ERIE2-8°C T RIFNEB @24/, HRIEHESBREEE
il R4y B#E T R AR T ET,
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420(ER., BRIFRERE ZFIHET
ABEVMY Z51ET A/ B e B Z e 3 B T 12 R 2 B BLIRIF (E P B X F o2 “ T GBI ),

AT L #EM# A (intravenous push or bolus) FEt#SZE,

ABEVMYEHREZE A EM BEERIERITETRESR, HEGEEMNABEVMY, HLL0.9%

%g%miﬂff;‘wﬁﬁﬁ—;«?%a@ﬁﬂ%%o RACABEVMY BRI REEHEIFE1.4-16. 527 /=

FHIEE N

/Jxﬁﬂﬁﬁﬁmi@ SARANEDIEERE, RABAESHRGFH
FIINEREREFERRRER ﬁ%ﬁiuéﬁi‘f*ﬁa

ABEVMYIE?IEﬁHﬁ’\EEIﬂEZ% BN,

T HEEE
ABEVMY B 8 & 2 ¥ (polyvinyl chloride)zk 22 % (& (polyolefin)ErLs v A& H AMERRIIE
it UGEhREEEAR(G%)HER, ?EEABEVMY%E,\,EF“ KRB 2 [ R

KIESB B A ) EE
EYPREREPREBEIRNE, EYNAIEREZKEIE BB % URERZYRE,
BRI, (EAEBCRTTETEI,

43815
IREE100Z R /AZ T+ 4002 /16 Z F+
1002 AT &%

ZIK*E" PR FR E& R A
A EGENREE RIS R

AR AN 1 202108V1/1081220

58U 3 B - Biocon Biologics India Limited

& 41t : Block No. B1, B2, Q13 of Q1, and W20 & Unit S18, 1st Floor, Block B4, Special
Economic Zone, Plot No. 2, 3, 4 & 5, Phase IV, Bommasandra- Jigani Link Road,
Bommasandra Post, Bengaluru- 560099, India

T I D R =l NG

#ooouk o BAETHRPIR REREKNER16057818 2.3

5 u% - 02-66031688

(3 1 02-27910928
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