EEBEHE

Alymsys concentrate for solution for Infusion
HElE®ZE > 55 001185 5%
PREBEEEM A
hkZ<H A 2025-08-26

28 . BB - MR FMAE O ES G2 EE K S
BEBZFF : #H bevacizumab JABEHNBEAZEBIBEFI (AEEHHH) BIEEEE 0.3-3.2% - 52

£ BB EIERLEER Alymsys® - (R5.1 5/ 8 E1E)

SMRIF T FNE A SR RIE - EE A bevacizumab JAENRABRSEOES NI FMHRE
LR . OERENBGNHRENRER - RABSORBERSBESLLER Alymsys® - BAT
IR 404 % 6 3518 OB S AE NI EAME O R RIS FAE SR Alymsys®Z i T B 4 Filfa0EE
BSRARRR - EETREMFHAED 28 X - BEEER Alymsys® - £F g E) 28 XA F1iig
OR2mSEEREET Alymsys®roa%E - (R5.1 BB/ E5HE)

i : #EfEM bevacizumab MAEAREREIBaILM (BF1ZI - BEEM - #E 4G -
SHMMBELM) BHEE (HSES B HRAERELMAFALRERZINRA - FARTF

Alymsys®3a% - (R5.1 B3E/EEEIE)

H] I3

1 M
Alymsys®BAVASTIN® 2 4 448122 5

11 BUHAKEZE

Bevacizumab [AEBIMMEA KL EREF (VEGF) Efkineg] -
Alymsys®F 100 EE R 400 EEHEE - EARSBIEE - EREHRN 4 =713 16
SEH/NEE 25 ER/EFH) -

1.2 B

o,a-Trehalose dihydrate, Sodium phosphate monobasic monohydrate, Sodium
phosphate dibasic anhydrous, Polysorbate 20, Water for injections -

1.3 HIR
A EEEIEZ AR -

D)
ot

g

EI

1.4 ZERINSR

ARFEIK (v.) BIEZZREXREE - BEEXIRBERRR -

_|

P.1



2

2.1

2.2

2.3

2.4

2.5

BREUERBEERE (MCRO)

B2 5-fluorouracil BEMAEEREZSHER - JUMERERE ARG ERER
ARE—#HAE -
£ A 5-fluorouracil/leucovorin/oxaliplatin F{EEEES HER - I IERTATE
=3BLU fluoropyrimidine BEMANEEZRAENE KRB E B bevacizumab J&EH
BRUAGNEHERARSE -
EAZ A fluoropyrimidine-irinotecan- % fluoropyrimidine-oxaliplatin- &L
BELAHER  TUMEASE—HEESZB Alymsys®HRIbEERI 2 EBHA
BB EBERARNS R -
R ANEAR SRR ZHUR = REE SN EX (high risk stage [l and 1l
adjuvant colon cancer; aCC)

BRI (mBCO)

B3 paclitaxel EHEMA - oIDUE% HER2 (-) R M BB ANSE —HEE -
ARAR -
1. B4 paclitaxel fiHTEAREBRUIBEBRAZEY  EEERRERTEHTED
ZEET LEEER paclitaxel BEEA - BRI ENUEREE R/ ETRENIEST
Z iR EREE B bevacizumab B2 paclitaxel ffRIERZRFEHZIUR -
2. NEARA anthracycline X taxane J&EEBM BN LIRERERNEA -

BHBERBERE (WHO % 4 4) - &B 8 4mE

EREAUARAESERFEMSRAEESR Temozolomide ERZ LR ZEY) A
KU 7 Z BB B AEE (Glioblastoma multiforme) B3 Z B ABA -

eRA - ER M EE SR MIFEIANTE/ ARG 2 (NSCLC)

£ carboplatin X paclitaxel 5 ER - I UERBETIBRROME] - @R 4SE M

FEEEARIE/ N ARRE AT R A E — AR E -

T#% erlotinib - TIERBEFMUIFRAMEHER - BRMFERUEFTARNERAFR
B2 (EGFR) JECMREMIEBARIE AR ERR ANSE — 8% -

YRS _ERZARAE - EOPE SR 2 M IS RS (Epithelial Ovarian, Fallopian Tube or
Primary Peritoneal Cancer)

Blcarboplatin Bpaclitaxel & E 8 - FEEBEAAlymsys® - T BE =M%
TUHACRES FR7 4R - BiOP & s R 3 M RE IR i A BB W R TIRR1E 208K -
Eicarboplatin ki gemcitabine5 1M - TR BERBE—R S IAFHREY
(Platlnumbased)ﬂ:;/mFF?Bm VoEHBEESR (B - WRREYERZY) - BXREG
E=iBbevacizumaba H it ME R L AR ERE T (VEGF) HIFIEH MENEZABER

P.2



2.6

B F =228 2 128228 (VEGF receptor-targeted agents) JAE 2 B8 58 MU E - 57 4H
e~ WP E s R M EIRER AREE -

g2 carboplatin & paclitaxel & §fEA - FEEBEM Alymsys®aE - TRUEAES
SREY BRI M 7B MONE FRAM - HiPEsREUREERANGE -

B F3 paclitaxel ~ topotecan 3% pegylated liposomal doxorubicin IUEREZ B S
SAERZEY) (platinum-based) {EEAEEOE AN BES (B - HHENENEMY) -
VRIS A BIEE(LEEE B ARG ESIE bevacizumab EMMER L AREREA
¥ (VEGF) I EIsE M E W AR A R H F 3228 7 1R 8E 24 (VEGF receptor-
targeted agents) Z 1€ 85 M UPE 7 AHMRE - SCNE SR M IERE R R ARERE

SEM - BEMIERE 2 F= 58 (Persistent, Recurrent, or Metastatic Cervical
Cancer)

£ paclitaxel & cisplatin & ERUARAEFEY - EUER G FE%8E -
A paclitaxel & topotecan & FE AT AREIAES IR EY)ERE (platinum
therapy) WA ZFEM - BEMEBH F=8E -

3 HMAKRHE

3.1

RZHE

—hiR

WMUEEEYZERDN - AANSESBMNER -

E—R1EA Alymsys® 15 - FBIRETRES 90 98 - R ANSE—RETHHSMHE
1 . B REVETRRERE 60 H8EANT - 1R 60 HEBHTHMSUHRAREY -
Al B a0E ISR 30 HEENT -
TEERARSHMEEERANES - IRNER - BIRS.1 BE/TESEMmTE - X
A ERHEEBRA Alymsys® -

Alymsys® TIEFARIRIKIRIERZN LA - (R5.1 LE/IEEE)

3.1.1 BBMABERE (MCRC)

Alymsys® p#E S - LISIREENT

F—HAE 5 BR/AF BE) 8MB—R,; 75 2B%/AF (BE)
—B—R-

FRIREE R bevacizumab IEARE _HEE : 10 ER/AF (RE) - BW
B—R; 15 25/AF (BE) B=B—R -

AL Alymsys® BB E BT ERREREAL -
ERAESE—HEEZBLAYmMsys® BABAERILNE _RaE &
27 fluoropyrimidine-irinotecan- 3% fluoropyrimidine-oxaliplatin- %
ERMCEBEESHER BT Alymsys® 5 Z55/AfF (125) - 8MB—=X

P.3



5 7.5 85%/AT BE) 8=B—X -

312 EBMIE (mBO)

Ame®MLEME%ﬁM%E%%m¥EMHH 25) . SWBE—3
R E D Alymsys® SABE S B ERRERLAL -

313 WHWEBERE (WHO 5 4 4) - & BaAnE

Alymsys® HiEEmE 2 2ERETAT 10 25/AF (BS)  SWBE—X ;
‘?B%%MMH?E)A B—R -
AL Alymsys® BB E BT ERRESEAL -

3.1.4  HRHE - BB SR MEIENIE/ AR (NSCLC)

B A2 REERE AR NSCLC fm AME—4a%
Alymsys® B2 carboplatin & paclitaxel &4HERAEREREY - BZEBE
A Alymsys® 8% - BEFIEFRIEALE -

B4 carboplatin & paclitaxel &6 - Alymsys® WEHEI 8550k E T
15 Ex/nT (BE) 8=B—K-

EFtfEA erlotinib - (FRHAREAEREFXE2 (EGFR) JEEHRERN
NSCLC I ARIZE— 48 !

£ erlotinib &M A AT - BT EGFR REMWRH - BEWERGFHERE
FEERS A FEEE - DI ABREEIAGIERIE

B erlotinib S4HERR - Alymsys® HEZEBI SR EIRET 15 25/AT
(BE) B=B—X -

AL Alymsys® 41 erlotinib JABEE BEERRERIAIL -

B erlotinib BRHNEAKRZRHE - 2% erlotinib BB EEH -

3.1.5 OPE ERAM - EmOPEs/REEMAIENREE (Epithelial Ovarian, Fallopian Tube
or Primary Peritoneal Cancer)
SE=HAs F MR R RF it RE Za%E:
Alymsys® foiz:am 8 2 IKBTA T1585/A T (BBE) - —R -
Alymsys® carboplatln7§2pacl|taxel/\1ﬁ1§%§:%7‘i1l7’érhﬁﬁ EEE

£
ﬁﬁmmwmw BEEIEREL BEDINEEELSNIESAEES
1W%mumﬁmﬂ%%%$)
ERERATARE
2 SRz SR
Alymsys® poie s 8 2IRETA T 15 25/AT (BE), 8=8—=R -
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3.2

3.1.6

3.1.7

AIymsys®Fﬁcarboplatin&paclitaxel affERNEREER, &2 A3\
EamBE, EEEBEA Alymsys® ABEEZIERELSLE -

3% - Alymsys® B carboplatin Egemcitabined 5 B /N E A BB -
ZAAHERERY  EZEBERAymsys® ABEEIIEFREALE -

HinMEEEMZEN .

EApaclitaxel ~ topotecan (B#8#%F) 3t pegylated liposomal doxorubicin
E—zE R Alymsys® RFPEE S 10 =55/AF (B2F) - S2B1RUV
wE (AREEERER #5112 BRER ZM0222245 8) -
ZtopotecanBE3BHE1ESKIB TR - BEMHH Alymsys® RFEE5
15 2%/, BF) - 83B1XRLAIVEDT (BRELEER - 5R12. KRR
ZMQO22224:5g) -
2aRFEaEEERBCHEEANZNEEELERL

F =% (Cervical Cancer)

Alymsys® SIE T B — B {LEA RS 4
Paclitaxel fil_E cisplatin 5§ paclitaxel fil_E topotecan (BAREEEENES
HAEMNFERT12. BAREE ZGOG-02405 58)
Alymsys® WEBEIEA 15 E5/8AF (BE)  S8=BHAE—R - MK
BT TR -

S A Alymsys® BB BEERBERCHEEBEDINEUS
IF -

A - BIEREEZRBAETR

Alymsys® SRR O E LS SR EERARESAARBER (3.2
HAX "FHEHEH") -
Ao LEFARHEE (intravenous push or bolus) A 452 -

Alymsys® T3EFRRIRERIEIEERN 2B -

EEE2 YNt

Alymsys® FERRE# A\ SFRERERFERMETRE - £RREH AR GREEG
Alymsys® - HHEUESH Alymsys® - BLL0.9% SIS REREEEENERS -
B4 Alymsys® SAREEERAISTE 1.4-16.5 255 /= HEER -
h%mﬁ%ﬁ%ﬁ%% YEEE  RERLASREE -

BTN ERERTHEERGEESEABNEEE -

PN N

Alymsys® E2E 8 7 ¥ (polyvinyl chloride) LB &R (polyolefin) B 2 RIAE B R
MEBEIELE - LEEmAR (5%) HEE - 38 Alymsys® gELEEERELY
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33 HHREERERE

INRER : BATMARE Alymsys® BT/ NBREVE (18 U T) WESH REM 4
(R6.4 /\5) -

EFEAER : 65 mU LB ARARELE -

BINAERR | BATME Alymsys® BEBIMERZNBANZ U RBERZE -
FFIIAER R | BATHE Alymsys® BENERZNBANZ U RBEYZTE -

&

=
[R5

T/

CHAEH TIREBHABAZIEER Alymsys®
o KREmMAVEMAL -
o DEEEINEMERTSNEMEREH 2 ABRAEWRE -

ERIESR
51 LR/ IERSE

— %

RTRAEMZEROOERY - FBiISFTAZEm 2 m R SRS (3UERR) IR
ABEP -

BEFHEE

JWATEEF bevacizumab 5 - B4ESB A (R8.2 MR RAR) RIERZ (R
8.3 LHEKR) NERURS - REBSBTILNBABKIELLER Alymsys® - &
Bl ERMIERETEEERAES bevacizumab JAETISEZFE2ER BB E
MEAEUZELREE (BBE-REESE) NERIEN - TEHEELAIESBRUENA
BENmEA (REE8.1 BEFABES) -

EBFEREE (R8.2 lRRSIMAR)

Pl bevacizumab 8 ER - MAREEBENRIGOIBESIEN (R8.2 MR BRAR) -
WESRERE (TE) BN 4 RESHHEA - BXREHE Alymsys® - EEE M
BENRAEEFR bevacizumab WEMBR - HREHTIFBESENRBNES - /&
ZEER Alymsys® -

i (8.2 B PRaE BB A ER)

# M bevacizumab JAENEAB RS T M GEKRY - fhI2EEERFN LM (R
8.1 1) - 7€ Alymsys® SamHAR IR 3 & 4 KL MAYHEAEXKX =

Alymsys® -

EARBEZAENTRHEAREBIOREA - BEFASKEZEFEZER (imaging
procedures) 3k (1% K& EAR # BEBRTE bevacizumab BgRER 25 - EIE - ARBEUEHE
WERAMRPIAGLEERAZREPRRBEAFAEMIRSROER (8.1 1) - BERIRE
ANPHE R 24 P MR SR RIER - B7E LB M5 L6 Alymsys® -
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E A% #& bevacizumab ﬁﬁﬁ"f‘iiﬁféttljﬂ[ln“‘ BRMRMAER B A NERIRET
bevacizumab AERI ER 2 H E N A M FOSFEMERENBANLZZHEER - lt'j
Sl S 8w A PERE iR R AR 2 9h -

B - 5L AR Alymsys® SAEATREEEM - 78 - 3 bevacizumab A
BT - AR %E’Jr/\ﬁfﬁﬁﬁ’\”ﬂi warfarin & bevacizumab JAER - 34ksU
i MAGEE 230 ARG AN 1B -

BREARKHZENIRIKKIEBAERE 2RERBRGE (R8.3 LTHELR)

LB FERAZEEREERAFIKIETH bevacizumab /N - FEHREFRE AR AR Z
ENRIGKBRERA®RE  REBRERBARSH (BB REHRAXDUREMARENE
KAE) BRI R BFISHRE - Eh—LEZAERARRERENRNTEX - SFEKA MK
AR -

ffitm/nzm (R8. BlfER/ AR RE)

A bevacizumab Ja%& B IF/ N AR MR B A T BE A BRERN L /2 M EkkE - B
LXFAEZSHE (88.1 HIM) - &G AL M/MNZM (KK 1/2 FREEMWALEM
2) BB A - FIER Alymsys® 4% -

= [mE

A bevacizumab JeEZ B AN S MR B ERE S - MALEZUEEER - SIE%
LERTRERTIEER - ERKRAT Alymsys® SAER - EESEEIEHE 2 SME -
B bevacizumab ijﬁAEﬁaﬁﬁu/mrﬁjﬁiﬁyj”“%JE’Jmﬂ]ll_r/\E’WFﬁﬁ & Ao &

& - EEE Alymsys® S EBR SE R A RO M EE (R8.2 Bk BR S ER) -
Eﬁ%%ﬂﬁ@%ﬂﬂ@%@qﬂ KEREANBERELEESNN S MEBEEE - SMEER
BEES - WRER EBRENS MBI MBEETLUES - SUEmAREST
B2y s MEMKRES - BXIER Alymsys® (28.2 BRI RCHRS.3 Lk
#eBm) o

o E RS R EAE R ¥ (Posterior Reversible Encephalopathy Syndrome - PRES)
48 bevacizumab AR ZE AP AR/ B L 8 4- EA O[3 M R B R e (& B¥ (Posterior
Reversible Encephalopathy Syndrome (PRES)) —EBIEISE REA - PRES B2—1&F
SR ER - oS EEM MBS RERTERD | B - 5 - BHIREE

® - RERER - UKMEEKRR - BEEHESME - PRES Z2ErARUIKEIR &8
B P HIRES (MRI) 2KEE - 2R A %S PRES i - BEESETHENE
HAE BE S MER - BSER Alymsys® - ¥R B 55418 PRES WEA - =
HEYE Alymsys® BFAEMNZE M ARGH (R8.2 BRm A K83 LmEgss) -
Bk M2 122

IR BT - 3% bevacizumab SHEEEENREA - HIMMESH - mEHK
GRIMZEMF (TIA) RONEE (MI) SEIRMEEESHERNEETER - EEBEREERE
HmEAS -

A BIIR MR R BB ABXRER Alymsys®

BEIRMERE - BRFARELHFERBE 65 KA - £ bevacizumab & EE%E
ERERE - BEFBIKMERENRZREZIEM - P bevacizumab JAEE LR ARE
INOEIE -

Fikm22E (R8. BlIfER/ARKRE)

£ bevacizumab JEENIER T - WA CBEAELFEIKMIZ 2 ESH (BIFEME
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5.3

=) AR -

@M B EBY F=EH A ES bevacizumab 8B T SE 21 NEFIK M2
RESHFTNER (REH8.1 FIRMRRE) -

SEEADEEN 4R) WERNERE  SEMRENBABER Alymsys® . 24
3%k (&) UTHMR R =R AR EEESH -

w4 OHES (R8. BIEE/FERE)

TEERE RN L EREATMEOREIE (CHF) —BWSEMF - 2HENEERNA
DESEER O IEEREEEAEN AR R MY ORI -

BAlymsys®a B e iR R _EARRBER O SR (WERE 2 BREIIRER - Fmit
DBEIB) WBARE/ID - AZHBERMUOERIBHFEA - SAEEBMHLERE
A %1538 anthracyclines B AN A MEEMSEE - AAEMF MM O KRIE
(CHF) ZEBEF -

FEohi4 B KR M E

7 bevacizumab i RELA SRS M CEEFABEFAR - BERSEEPMHAMD
BROR/E - Bt o i A M BROR /O E S B R EE IS P 4 A M BB/ MEE T /RS (BB L L3
TEA) Zth®  REBERLEEESS -

SOBS

Bevacizumab TIREE¥EIESBRELRINTE - ZERENENE S HBE
(BEFMYEEMHRE) BRLTHRE - BREAFMEE/D 28 RS FiMigORE
BEEERBET Alymsys® KA - B Alymsys® SAEBRHIRE IES 58U
HEA - EEIEOR2ESEBETER - BITBRENFME - ELE Alymsys® 1
A (R8.2 BRI B ARER) -

& A1) #IEZ bevacizumab JABEZEARLEBERHERNETEHEL ZE
Bl BEEEOESHRE SETANESERT - BB ALRETUHEE &
BLEER Alymsys® SABI T A TEEHEE - (R8.3 LHEER) -

EAR (R8. BIfEA/FERE)

TEERREER T - §1F bevacizumab E{LEAEAME A B E R A RAE R E 1B 5
EBEEES - BREHGAENRAERE - URESEENEAR - 5 14% &
FA bevacizumab JAEHHBABETA 4 REAR (BRERE) - BEEBRER
B BIFEXAER Alymsys® -

BYRE - B RE (BIEBsHAE) - BiTHEERE (28. BIfEB/FRRE)
BATEEERETBYRE - BRERE (EFEBHHAE)  URETHERENE
i - EREEAT Alymsys® BRI B BBREFEA - IREREBHMRIE - BXX
BLETTATEELE -
MREEETARRIE - BB E IR YK - B4EGrade = 3B EH TR
B 2 FE A FE Sk A = L8 R Alymisys® - S/ A2 SRR S F 2 -
BRERIB/AE N (R6.3 AEBRENNLHEEMKS.2 BFRFRZR)

Bevacizumab TIEEBELMMAEB N - it - WREBEBREINGER - EHKER
Alymsys® SaE 2 BB B S i A B RE RV R HIR -

BRIERMAE
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6

B AT ERIFERMEE N R G RET - A8 - WS BBEREbevacizumabiy
AEEIEM WRER - RIFEMEENHBHNEERAERZENARSHIEMN -

RS IRSIR

6.1

6.2

6.3

6.4

MEMECHKEEHIRTHRREIFEEE - MEMEEFEMbevacizumabBE X EIH]
fill - oIS ENARRZ2ER -

BrRis ABZ2ERETEEHZEFRENME (1034 £ESM) - IgGEBNEFRIRE
F#fE - HbevacizumabolsE 2GR EHWMENE - ELHENER - BREIER
ZHEEEHbevacizumab 2 CHEEMBEURIERENHABREEREEEH
=6 (8.3 EHEER) - AILE2MAERESER Alymsys® -

=EZR

Bevacizumab 2EE MBI TP HAEL - ARSI I9G EHWHITP - B
bevacizumab BEE8FHNEERES - EILHE Alymsys® SAEARS T R ERH
3, - MEEEZEE—H Aymsys® 80 6 BERFEERHEI -

BEBRENNWX RS M

£B87

BevacizumabolsEIEE X MRIER ] - BEEBREINEY - ERKRER
bevacizumab’a B Z BB R REBRENRIREFRE - (R5.1 EFE/IEFER
8.2 BRI ERALER) EB YN EER ELXLEMAR P SH R bevacizumab TIEEH R
MEBNEARTEE (R103 WARIIZEZMHER) - £—IBMA 295 UFERIE LN F
AR EER - HRNEERAE - 7 bevacizumab AEBRSWINERIBHEAES

R - #£fF 1k bevacizumab 8B & - KEDEARIIEINERELES - £H
Alymsys® AR EB NN RBFER AR -

i

BB Alymsys® AR EREGE SRR 2B - ERENE N2
E8  MPREHESEZEZREE Alymsys® % 6 BAME -

INER

Alymsys® SR AR 18 BT ZHA - BARIHMARE Alymsys® FTE I
M2 2 MEABENE - EMIESE _HVERRaliR S - REFOAN L bevacizumab 2R
wEE/NERARERERYE  — BRI\ EeRteEBEMaRE (n=121) - »—I1&
RNREBMEAMNN AR IFEANRAZAR (n=154) - EEERWVHSFH - 28
18 MU N Zm AREER bevacizumab % - fWEIRIIBR 7 NRBLUIMNIBRIEZE
Bl (R8.3 Lh#&E&E K103 RARMZEMER - B (ERIRER)) -

P.9




6.5 EEA
Z£R5 17k MZEZRE -

6.6 HIngEARE
BT Alymsys® BREFINEREmAZ Z2 M RAYMEZHE -

6.7 BINEAZE

AT E Alymsys® BEBNEREBAZZE U RBUME ZHE -

REEH

(X RAECER)

MBI ¥ bevacizumab ZEHEN N ENFE

H—IRGREYE NEIERER - HRNEEFEEY bevacizumab WEYEN NEA S E
THRABREZREERA - 7E# A bevacizumab BE—&E/% A B bevacizumab B T1E
% a2a - erlotinib 1B X (IFL ~ 5-FU/LV ~ carboplatin/paclitaxel - capecitabine -
doxorubicin) BfE AP - H bevacizumab HWBEREEBEHTE LBERRNBREERRNE
=,

Bevacizumab ¥ EfthinEEY) 2B E NHEBMTE

HREHGE T ZTEZE a2a - erlotinib (REEMERE Y OSI-420) 3{EEZEY) irinotecan (&
HEM B SN38) - capecitabine - oxaliplatin (fkiB B REIA R BIHSRVHIEHER) =
cisplatin ROZZENER I AR ER 22 2 E2 bevacizumab BiRAK LHEBIREER - FIAER
bevacizumab ¥58 gemcitabine Z¥E) NENEE -

#F bevacizumab X sunitinib malate

IR M B ARG S - 1911 bevacizumab (10 mg/kg - BfME—R) HH
sunitinib malate (82X 50 mg) JaZENBAS - BAETARAZEMMEREHS MEEM
(microangiopathic hemolytic anemia - MAHA) -

MAHAZ —T&A MY ER - deEERAMIKER - B KRM/NWORDERXNER - B - ST
BLEBEATHEOREARZIASMER (BESMEGSR) - NEE LA RBEUER - BLPAA
KIIR 2 B F I bevacizumab & sunitinib malate #&[0l18 (85.1 £EZ/EE2ZE1E) S
ME - SR - FEHERKREEREE -

Mt A

MG B A bevacizumab WZ BB REIT -

BITER/ARXIE
(SLRRECEL)
8.1 WmMAREZEFH/ARRIE

RS - BAEBMUERERAEA bevacizumab - BXZZ2HAEEEER
B - (EERPRALERIEBAR 5500 UM A TSN LZEMER - BRAE - LHEARFS

P.10




583 LH#E&LER - MREIEMENFANS  SREMRREREEREN  FR12. R
PRt BRE R} -
ERENENARRES
« BBZFS (B5.1 ERA/EEER) -
o HMEEMEM/ 2 - BRRIENERMERA (R5.1 EEEESIER)
o kM2 E (5.1 BFR/EEFIE) -
BRARZEHERNDITAAREER bevacizumab JBEMEENS MR R ELKREAT S

A -
HEPTA#EX bevacizumab FZNER KBRS - &R LHBENEYARRERSME -
HEE - IR NESR -

R AR ERMRBRARABHNEY IR RE

F—1I MedDRA #izrE 0 5L ESBERIEP M bevacizumab fHAEEE
BRABEFMEFNARZEYRIE - ZEYARREBHEBEBHNZEEAERD N LER SRR
g mERE1/10) 8R (=1/100 £ < 1/10) - F88 (= 1/1,000 £ < 1/100)
ZF5 (=1/10,000 £ < 1/1,000) ~ FFEZFER (< 1/10,000) - ELBFENREETRD—
1B+ ZR0ER R AT T P BB BRABAREEE T - 208 2% KEE (NCI-CTC — STl
122 3-5 AR IE) ; sREERAMEE T - 208 10% 1ZEE (NCI-CTC 1-5 A&
[RFE) - PRIFIAREYRE  GHEKZERRE—TZHEARMAPESHERERRD
£ B HREAREYREAMND  KEBREEREIRFHRER - T ARREERR
{EEEA - 2R bevacizumab BE{EE8FEEY A @ EBCE LR EMA - 24
Kin - BEREBEEERSRI _ERERREE Z doxorubicin (pegylated liposomal
doxorubicin) 2k capecitabine A& PR HIRAI A IR AL ABAE - 852 paclitaxel 2K
oxaliplatin JBEPRHIRAIE B R B AR E - #5 paclitaxel JAEPTHIRAIIE Fim &
& - DIRES erlotinib FTHIRAIEREL -

T FRERRERZARENRE

NCI-CTC 3-5 B RE K& A% HRE
(EED—ERKFEDHEABES = 2% | (EE —(EEHRHT
EN LR TER) g bR AR >
(SOQ0) 10% 2 EE)
JFEEE =5 JEEe
RS LR RS B B3 3%
3
B R
el
3% B D % 508 | SEIEch A mEk | &M
% D BRI
5 Bk /D e
TE b 3 M BR R D
e
0/ B D e
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T EN s BEHRE
B R
AR R
o R B Bk Y EST
165 8V 16
16 895
WERGRE | BERBSERE | MO B
=5 B
o HEEH
B
RS IR
RS R
B 7o 0 DB 18
NE IR
mE %R i : mRRE @) | S0E
RESBIRLR
Him
W0 R R e R (e IFR R
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8.2

= WP TE N R =17 FAMK

] PR3& RE 2

— MR R AR EEER | D 3 EE

I 2 FRE 5 EE 7]
IR R 3

MiEEE
FEAAREIE BRI
B IIR B ME

* {48 AVF3077s (NSABP C-08) 295 firfm ARyFal i
> EHE-REEEREBE-REEERIPEERNES -

EEIEI r_ l:lit %A Z«( %ﬁl\

AR HIRTEES bevacizumab JAEREAS - DISEEIE X EAEN I A B 2R A E
BUNAREYSIE

BEELREE (R5.1 EB/FEEIE)

Bevacizumab MEABERENSHZI AR - EEB I ESIEBARIE/ NI E
WANGRKRERT  BHEFANEERNR 1% ; TEBHBSARE - ZEL0HK
BEARBEIINEERANRERESH 2% ; TEBHARGEBENRANREERS
2.7% (REBEENRRER)  EEZRMBKBEARER AT EH RSB FANE
Bl -

ESEFHEN  BRMNERMFERRBAETHN B KR (GOG-0240 52)
. BI2%NNmEABBREBET FIESHR)  ELEEAMEEEEERENE
HBE -

ELEEHEERAREESFHNRRESZAHEE  #—ROES X OB RLERE
(free air) FIRZ (FRAEEZER) - BEHNRBNHGERNBETI - ERLER
BPmABEBBENIENEX  LfEEHBERER - BEEIL - =R bEHEE
RI%ERE KPS IRER - BEEEKIBIE K S B ZF FLEE bevacizumab BYE SR B8 4 e R i
17 -

EBREEMT  MAN=22Z—BRGBERNBEBZFIAIRSE - HNKEREMBL
bevacizumab JAERHEA TN 0.2%-1% -

fEbevacizumabiE KT - BRUABEBEAINEEZRABRNSHEES
(FRABAER) BEENR 2% - BEMBER A BRI EXRABIE -

E-IREHGEN  ERMEREF=RER A ETHRRGART - BhE-FEE

BERREREER bevacizumab JAERIBAR 8.2% - HEZEFIEBAR 0.9% - FiB

E’]F/\LXEUE%BB(;@ BRENGHAE - WARLEBGE-REEEJRENERBA
FEFMNATAURALEERE

FBREEE (R5.1 BE/EEFIR)
Bevacizumab FUEMEREERRENEERS (EEERIT) A -

P.13




RS EEN - ERUIEBM FEEERAETHEKHE T (GOG-0240) -
1.8% Hbevacizumab JAEB ALK 1.4% HIEGIER AN BRAIESHERE - BB
B Sl MEEERESRE -

BEBELUOMNMMIBHNEMER ZEE MZmEME  BEESE) IAER (2
0.1% to < 1%) RAREENREA - £ LHERERFOEEENRS -
ICESHREEARPABARRNRER - (EFR%BEM bevacizumab B—B2|—F 1Y
£ mREASHREESERBNAIANER -

$m

EHHREARBERENFIBREAZET - FTBLL bevacizumab JAERNEAR

0.4% 2 6.9% %4 NCI-CTC 3 #hZE 5 AL MSBH - MIEEEEZHRBARARNES

0% Z 4.5% BIEEER - 7F bevacizumab AR BT ATEIRMNEMEGFEZEREME

BRI (0F) REMANMESLE S (NSEm) -

- iEfEtHEAR LM -

EEAENA T/ ZMFEZZEIE/ N (NSCLC) Im AR P EHES - O]

BER Bl F eI R SR AR AR - DITURDR/MEE K EEY e % - DIURIMEAE - 5Bl

ZEMSAE « bevacizumab A& - SLRIBEIHARIELESE  BEAURWE PR
AEYPEBERTRL - MEMERST S EREERUNERREE

bevacizumab JaE K AR AR AT -

SHEBABRARAS ST EGHRARASIES M 23/ NAMEmERA

WHIRS BIEBRISE - MoRAIMERE A 800w A Bl o U EE -

EIR AR E (R R EEEHAARAR) mAT - bevacizumab HfR{EEE A4S

FRBHRR 2 SHHERIE93% - BB T - BEREFEREBEENBAZE 5% -

bevacizumab FEEBEEABENRAT - 84 3-5 REHIE2.3% - MEBFEHLE

BER < 1% - REFAENIEM/ZMERARE  BE=22 _MWNEREMLMNE

BEYNmER (R5.1 EB/EESFE) -

BSEEM  BFEBLMEEERE  SREEABEBRAS LB G AEEER

Ry -

PEEARR R Mtr AR/ D HIREEH MR R W E R A2 - EEETEREARERRA

RBEBEMAREREAPEPREBLL L4 (CNS) HIMER -

HERBES BB PRBA LM (CNS) EREA - BRUEEEERITFR P EEE

= bevacizumab JEEREEPBHEAFHMAIOREER - £—I8HE 13 BETHHZ

1B A (B fE FR B FO BB B PR B E TR IR R M B E DA P - 91 Azl

bevacizumab JAEHKZERATE 3 I (3.3%) BEPEHLAGZLM (BEHE

4 4%) - B ZF - 96 IKRfER bevacizumb BB ATRIE 1 i (1%) 84 (555 4R) -

FEMER AT ¥ Z S bevacizumab AEANER B AR (WAL 800 1%

A) - BE—URESE 2 AP iRBEAALMIRGRS -

ERMHECBOAREmATSEERERBALIM - 5 AVF3708g & -

bevacizumab E&FERANEAT 2.4% (2/84) BBETBHLAFEM (55 1 R)AIR

& ; M bevacizumab #H irinotecan B9mARIB 3.8% (3/79) (312 K4 &) -

EFTER bevacizumab BRRFEER D - LU bevacizumab JAEHEAB 50% LIRFHIE

FESHM - B NCI-CTC1 REHNMEAER  HEERBABB S niE - AFE

P.14




BEEEAER - HAFEUE bevacizumab FIBX - AR Z 2 M ERBREMAIE
BRI (Bl - BHM) JEEER SR -
BT AAE ROEMMELBLMSH - AINFREMARERD -

SME (B5.1 £EF/EEEIE)

TERR 7 HF9E JO25567 IhevERPRaEE S - Ll bevacizumab /aFEMEA - HEFESME
(FRB#RA) BB AERRE 42.1% - HENREBRAEZE 14% - L bevacizumab J8ERIEA

HNCI-CTC3 4hf1 4 #hsMEMEREEER - B 04% R 17.9% - F 4 FSME (B
MEEES) B4R - 7L bevacizumab /AERREATE 1.0% - MEEFEHMEREL

BEEANRmAE 0.2% -

FEHFE JO25567 & - ERERF##ES bevacizumab 8 erlotinib 1fE&#% 7% EGFR J&1b

HRERIEBHR NSCLC ImMAME—REER 77.3% BREMBASANSME - HR
T B erlotinib R ALEBIAIS 14.3% - = bevacizumab

erlotinib F9fEAE 60.0% 845 3 RSME - HRZT - BEES erlotinib BIEA
EEBIRIZA 11.7% - REASE 4 REE 5 NS MESH - SIE—KEZED O REM
[BEEYT DA E RS - G ME U AR RS BRI S - )RR & 358 1538 FH Ef

m - B/DEiERL bevacizumab FEEEERR

CRLIIFEERSMEBRKNRERM  EEZFEHHW (B5.1 EB/FRFE) - #

bevacizumab HE 2 SMEBHERIEEFEANEERSE  BEERISHABELIEH
B

O] 35 M4 & R R B 12 8% (Posterior Reversible Encephalopathy Syndrome - PRES)
E—IRERARAED - SEMIE (0.8%) EEREYEURINREEREFINRAIRS - iE
BB ERRIHRN AL E - RAMARA L R EMEBRIEE -

Mm2RE

- Bk Mz

/A bevacizumab JEERSEABEBENRAS L - SENSIKMEEE S
. BERDESH - OIEE - BEHRRMEEREMEIRMEIEESH -

g R - HEFEE AR bevacizumab JA8EHZE 5.9% - MEEE AL BAZE
1.7% - 3= bevacizumab SHEEEZNREAD - 0.8% HIEABZER LR -
MEEBFEREEEEZNRARTE 0.5% - SEKMESH (BEEEHAETRMEEF) B9
¥]E - £ bevacizumab JBEAMNREAIER) 2.7% - MERBRANREARE 0.5% ; B4
OAVEE ZSHTE bevacizumab JAEANREAR 1.4% - MEHRBANBARS
0.7% -

£ AVF2192g Rt BT - Wk AE S irinotecan J&ENER M A G BB ENRE
AZHE - EAERT - BEEIKMERESHLEZRTE bevacizumab JAEHAKEE
BOEEIBASAIE 11% (11/100) K 5.8% (6/104) - 7TE—IBIFEI IR I ITAVTE 85 1 1 ASB
BARRERE AR AVF3708g & - BiZ22H % bevacizumab #F

irinotecan AMWRAEEARMERERZERS 6.3% (5/79) - HENEH/ES
bevacizumab B ABI% 4.8% (4/84) -

- FikmRRE (B5.1 EB/EEEIE)

EHHZBEARBREENRASET - £ bevacizumab JAEHET - HFERKIERE
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SHNEIRRERR 2.8% 2 17.3% - MEEAEBIRARS 3.2% 2 15.6% - 5k
Mz ESHERREFIKMEKHIEE -

Pibevacizumab it R{EEEZAENRBA (BRSEARERIE - BFEE - BE3H
SRR F =R B RE 3-5 RFIKMERESHET78%  HBZ N - BXE
ERIEBFENBA - AIZE 4.9% - BEEBFROIERESHNRA - 26EH
bevacizumab FHREBEEAR - DL EBERACERIERSEXRNER -
HEEHESEN - ERMNERM FEERRAETH—IRERRER (GOG-0240 &)
. K978 10.6% EHZ(EEEE K bevacizumab ff A BRI A B 3-4 A&FFIKMD
BRESH  REIEEEEBANLLRANE 5.4% - KERABRS 5 RFIKME
BESH -

Fmit =S

£ bevacizumab WK T - EESAARENMREPHZEEE AR MM ORRIE
B  AMFESRETEBUMIARBAS L - EHIEHHEBHIEREANE =1
(AVF2119g ~ E2100 ~ BO17708 & AVF3694q) ERFRAFFEF - bevacizumab 1L
BEZNBAZE 3 R LM ORRIBSHE 3.5% - AR 2T - WIRARZE
0.9% -

ARErEERM I EARPEEAMT ORRIBENRATLBEZENEYGEE - HIE
AR/ N EINREER B =BT -

TERKZ & bevacizumab BEREEED - BB NYHA -V I OFERISHE A S 5
BRIE R AR BRASh - UL - WEESHR ABR MY OMRRISEMRNHEEER -
JCRIE 8 anthracyclines K/sifEE 7 RIS B M S ARG oI gE2 LR MM O M=
IBRERET - (R5.1 £3B/X851R)

E—ERARABRPEREIZEWEMAE B ARHEBINEAEES

bevacizumab B Z27&# doxorubicin EI2&5 300 mg/m? & - @ mH O RS
UBRYBE A SRIE N - IR EE — HARG IR BR 2
rituximab/cyclophosphamide/doxorubicin/vincristine/prednisone (R-CHOP) 7
£ bevacizumab &1 R-CHOP A bevacizumab 2RMLLER - TEMAHT - EEE MM
ORISR EFREEE 2 AT doxorubicin JAEFTEZEZING - 1B R-CHOP /it
bevacizumab HEEXES -

SOES (RB5.1 ZE/EEFR)

7% bevacizumab TJsEEHENESERANNTE - EUSES = PRV ARHE R

@ . Bi4a bevacizumab BURERRT - ©EiSB A 28 RNETBEXFRIBATRE
S -

FEBUABEBRENRAHED - BmAERBES bevacizumab JaBATAY 28 2|
60 RZB#ETERRFI - HBEMR L MG ESHERNBRIEIRIEMN - &
FivHAE s Abevacizumab - FEETEARFM1E 60 KA R EME L MEIS RS
SER BRI IR - HEBEERTR 10% (4/40) K 20% (3/15) Zf -
Bevacizumab Ja BB HIRRENEREHBREZRA - BEEF-—LEERELT
=R (REHE5.1 ERE/ERFIR)

EEEE RN RERMRFERERD - M bevacizumab JAEE R L 3-5 KIS0
BREHBEALE 1.1%  mEEHAREZE 0.9% -
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e TR MEEITE (AVF3708g) & - B¥EFEH bevacizumab j&ER
mARNFMRE RS HEE (BEESYRMEUNEOXREE  KEEREERLE) 19
BHRE 3.6% - MEMA bevacizumab 0L irinotecan BWERIB 1.3% -

E8RK (85.1 EE/TESFIE)

RS T - B 0.7% 2 54.7% %= bevacizumab JAEMNKEA S B EH RV

5 - EERNEBREZERRGREAR - BEY  BHNESKRIBREERES -
8.1% MAEARARE 3 RERLR - 4 REBR (BREESR) BETEAERATE
1.4% -

BaMBRREFHHEAEL bevacizumab JaER - BEERRNERMERS - BEE
A7~ 1 ARE B R OJBER bevacizumab HWEIE B - Ei&EE L bevacizumab JAERE
TERRNVERE - EAZEWHART - RERE 22 A%/24 /NEEEXR
bevacizumab F1ER - ERIWREZRI < 2 A=/24 NERILE -

BYRE - BHERE (BFBHMLAR) - BT HEEARE (R5.1 EE/E85ER

8.1 BREZEIER/ARKRE)

LR RT  HEREBREREEREENHEA - FH bevacizumab R{EE
BB AREBBEM (@anaphylactic) XEEBEM (anaphylactoid-type) sz FERIIR
& ° bevacizumab F— AR T EHENRENZEXREE RN (bevacizumab JA%E
ZIRARIEE A EIE 5%) -

BRERIB/ABE N (R5.1 B/ FEEIERG6.3 BEEFRENNLHESEH)

S EINERIE (ERA/FHE 3 BRI EEAL - FSH & =30 miU/mL - BIIE b-
HCG B2 Rb2M) EFIVEER - I AER bevacizumab BEIBEWINERIEH
ZRFIR0EER - £ 1E bevacizumab JAEZE - KEDRARIIEINEEREIES - &
Fg bevacizumab JaESREB NN RBFZEZHRIRA -

B (R5.1 EFB//EEFIR)

TEEHHREY - BRMNEBM F=RER A ETH—RERRKRIE (GOG-0240 i
%) B - £ bevacizumab &1 paclitaxel #1 topotecan JAEH A 24% Jm A4 3-
5 &Rk - T EEEH paclitaxel 1 topotecan {E2)8%R - RI% 13% -

EERA

HERE MR ERREER S - MFERA B8 65 MAALLEER - FHiBMB 65 MAAE
bevacizumab B%&R - GREMMESH - MEMMRMEF - O EESHIKME
BRESHNERERS (R5.1 £EZ/TESBIEMS.2 BAHBAR Y MRRE) - HifiE
38 65 mmAPBARSBEXRNRES 3-4 KB MBKRMERM/NUB/DAE - KPR
BRANEFER MR/ - B8 - B0 - BEAEE -
E-REHHERHABERER ANERGRS Bl AVF2107) - BFRAEA

65 5% ~ M bevacizumab Ja BRI ALCEEZR - HEFRA (> 65 %) FMRENBBF
L~ BEEHRE - I ORZRIE AL MEE R B SEERIHLFIBINAIE

ftZ o
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8.3

ERENRERE

/A bevacizumab TIgEEHIRETHEHMIKEBE R/ - BMXEBE RV EBERER
EAE -

ERRBERARRRT - UTRBEBRNRZEGIAT - B bevacizumab JAEHR A BFEXRER
B E2% 23 M4 RERZREER . SIE - MAXEMRE - €M - EMmn - 5
mIkeE "> ~ BRIMERR (PT) ER RIZEE(EEEZE (normalized ratio) &0 -

iR PR B8 2 B8 2 bevacizumab BB KR MBS B RO SN B BT & 5 14 _EF
(FHEER/EHERER 1.5-1.9 &) B - IR MBEEE EABEREES
bevacizumab JAER AL RKBRSHWBNEEAZBRIRTRITEER -

wERY
# bevacizumab RIERFRELER T - B REH YN ISETIREARE -

ERERAR

Bevacizumab BV L& ER&ER - KHBRMERANMRAIPFRIBNEY AR RIE
R (R - ik MedDRA #tsr E DSBS LE M AR REAE—IBEY AR KIEME
B LSRRG - LUMNERSBERIKE  BER (21/10) - B8R (21/100 £ <

1/10) - A8 & (= 1/1,000 £ < 1/100) - =& (= 1/10,000 £ < 1/1,000) ~ 3FE=F

(< 1/10,000) -

xR LHEREBZEYARKRE

FRKE $ER

IRIE MR IE R .2 ER

%A RES

= MBS 2.3 FEFER

TR B IR 2 i

MmEeF£=

BMRMEMNERE  BRRERER

523 RHI

PFIRE - HIES R AR =R

SRR EFLL Al

B Ak = B Z Al

S B SR =R
EBEER
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BleE a5 KA
AEZES
EE = Al
NASERAEHAEGES

N 325 2 56 (osteonecrosis of the jaw;

ONJ) 4 Al
NRB LMY EERIE 56 Z Al
XM - EEMEBRRNER
PREERT SREN

VESHEOESHRE SHEFANESERLE -

2851 BE/TEEE -

3 28.2 BRI R -

4 728 bevacizumab SAEE A PEIRABE T ES I (ON)) WEF - X Esnk
RIS &0 R R AL B AR -

> 72 bevacizumab A5/ 53 B A R B ZES) - B6.4 /)52 -

/R RN SR R E AN THERN R EB LA ERRAM
2315 . MDREHEEEEHE CTC SRMIBHRE - AMBIHIEMNS FHEBEE -
! wgR s 5 HIR ¢ BB bevacizumab B EMEBRIAS R CEEY A%
MZE - B6.1 EmZ -

FhEEREBRNFEEY AR RESRA

IREERE CREFERARKRHIZE ZIBIBIRAEHNKRDS)

MR (BERARH ; BERMEBKAMRKE ;| —HEAIFRERREAZIRIKIN
BHALIERGK (meningoencephalitis)) ; BRAEE K (BLREFBBKAMKRER ; B
ARBR—EFRR THNINBLREER B ENHRBRERBEXSZEERKLR) W &
EMIRAK - BERRIEIE K ; RAEERIEE JRERARA) ; RAEEE L LR (8
ERHA) ; RABAHS RZERARA) ; RALM - W0 : FIBFE L MERANE L M (BEZEK
AN) ; AEFEL M (BEERARAD) -

— (B RIGPHME R EETHERR MR - LERERRWAZE ZRIBRREH
bevacizumabf B ERAEH IUAER AR EFHEHERE - MEBERER
bevacizumab EERAEE A EEIZN GEEEER HR: 1.82; 99% Cl:1.20, 2.76) (B4
R 100 BAER 046 1 ; HIRARS 100 {ALE 0.26 ) - EREREFIHE
PRt IS FEER HR: 1.11; 99% CI: 1.01, 1.23) (B8EXR%A5E 100 WA LE 6.33 14 ; £
RAST 100 WAL 5.64 #) -

LATHAKBS2EBEREEUN G ZETEREER - BFUKER bevacizumab % -
ERBAEABERSRBEARSN (BB RRMIRARDUREthARER 3K EN) A

B o
==

P.19




EHUEH CREFERRARRIZE ZIRIBIRANESH)

B RIGEPIME N BEETHERSUIFE - tEBERRZ AN IEE A TS
bevacizumabH EZERAESNABER AN BHEEME IR - MEBERER
bevacizumab 24 L M4 ERY E SIS0 GEEEER HR: 1.57;,99% Cl: 1.04, 2.37) (3
£RE 100 MAER 041 4 ; HIBASRE 100 WALE 0.26 4) - BEILT WA
2 S (FEER HR: 1.11;99% CI: 1.01, 1.23) (BE£ZE AT 100 I AE 6.03 &4 ; ¥i8
AHSHE 100 AE 551 %) -
EE_ESEEURRTPZAABRERLE TR M RIBBROMNGER - —JEFEE - 1ZHIE B0
BRPRatER P - ELERE ARAZEN bevacizumab B EAZEREE S TV A BB AR L
ZEUENERLL - MEBRER bevacizumab B4 REEZESH AR R EHNE IS
mn- BZEHER EREMNERSEEE : 1.29;95% Cl: 1.01, 1.66) (BBEERE 24.1% ;
HIEAS 19.0%) -

EARFIEE - IRE (FWE)

BERA (EREtESIERE) ERESMRTFZMEARERRAF (VEGF) BB
B EBEZE R E R EBIVE (SWER) M/ABIRRBERIRGIHRS - REBERLIEZEm
AIREREZERAZEEMREAREF  NSMEBNEIKERES -

BE

(I SCRRECEL)

HWARETRSHEAR 20 2R/ (BE) - B8ME—R - BikiL) - BRERALIERR
BNREERE -

10

RS
10.1 fEFH#EE

Bevacizumab 2—REEHMWACEKRNEE - tEEEMESEABNEARERRE T
(VEGF) I pAIEEME M -

Bevacizumab Z il VEGF AU AR MBRE _ERRES FIt-1 X KDR &5 + Al
VEGF RO EM MR ERBIVMELR - FIIFIERENER - BEBEERENE
BB EREEIEIR T bevacizumab St EBENISETE ZER OIS EE A BRI
BREAGE - 2 - BRiERAIRESREP ZEZNNEREY - ERMERR
ETHRINE EMMER BB INEE -

10.2 ZEEEERE

Bevacizumab 2B AEHZLEE (framework regions) & Ol E2 VEGF &5 AEE R
MR SE (antigen binding regions) - Bevacizumab 2FBEREA 1T - H
TEERINEZHASVARRIRAAKRTESE  UEBRERSE R EAERTES
#i1E38%2 - Bevacizumab B 214 B EFRAER - 2 FE4% 149,000 daltons -

103 ERARRIZZMER

P.20




(IS RARC L)

10.3.1

10.3.2

10.3.3

1034

10.3.5

=t
B AR ITRL bevacizumab BUEMERIEE -

HERSH
B AR ITREE bevacizumab BIREMRIE -
B HIEE

e R TE BN HETT ML bevacizumab HRAB NWE B ZRHEMSE - 7L
cynomolgus B FAENEREIESUMR TP ARIREHEMFERERT
I IER -

A bevacizumab &% cynomolgus &+ 13 2 26 B - BHIHIINEINEERIIE
T WiNEgFr=E8 k=88R - RIEF=AEEE RINGEIRER

# oo WEERANSAERR  KESENFEHMERERE - HERH 2 ABAE
HIEW 4 ENFRPARBREEN 22 & - TR FETHHARPRT
bevacizumab 50 £5/Af - BRIVEESKZREASHERE D - HEFK
RFPFAIEENFEEAEF L EH ST - M bevacizumab BIMEH
FREMFNERUEEHLMNEBENERARNEE -

FiESM

Bevacizumab AR % FENEEBMESEREEIRY - FIBRRIINTEE
EERRAREEERD - RIEBRIWAVEE BIIAR RS ERIE KRB BN
BRRERIEN - HIREARNERERE 10-100 E5/2FHRAIEEE S
LR - £ L HRNERSRIBERNHEREMFR6.1 B2 K83 £h

Hith

4R (Physeal) 85 :

£ LA cynomolgus HEFTETTAER 26 BRI P - bevacizumab MAE Rk
BARER £ BRNEBARNTIZHEHELERNRBAEBER - ERETE
THEWREEERRMENREA - REBFOMBEREESEFAZEEEHSE
HBiBARAEHEN 0.8 BEERSHMERTEHNWARBEARARESE - 2
ENE  SENEBARRBECEREERRZERKAZNHYF - 2
BNREABREIBR T FERSLOMISEL - HEEMNFR64 HHIERZ
£/ - N2 K83 LK (FRRIE) -

BOES :

¥R FEITH bevacizumab EE S DR ST ERNHER - RFES 5 EH
£ bevacizumab - BIE&E U 2 2 50 E25=/AF - £ 2 EE8EBEO
B4 _E B (re-epithelialization) &18 - #IRMEISX/)\BREANEE - B
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11

HREDRSHEFENNNERAREREREFIREANTEMM - EFIE
2 8% 10 £5/AfT bevacizumab FEEE - BAOBTERS 7 - 2 2R/A
FFREBEXNEENREZNEALEZE - AR HRFETEERRNE
RENRESEAZME - BF=TEH=EM bevacizumab - EBEM 0522 =
/A BEIE 2B - BONKRABEZMR/ D UEEE RS - 0.5 25/
/\FrE’MEE"“UEI:bLE%E’J RIRBEIEE T A -

=R RN EE A *‘JEE‘%?E%J—JDF & HItEZRE
bevaazumab HABNEORE EK%UE’J%‘:‘ °
£ cynomolgus BEFo bevauzumab HREKORESHNTEEER
R MBRBIRENEISE & ERE 1 -
Ellﬂﬁt .
2’\%?}:%8’] cynomolgus #&FEBs MBI bevacizumab JAE—X -

A 26 B - RASETHBINEEENTE - ITE@E%A%%¥FE%‘JEL 100
2%/“)‘?5’] bevacizumab (AR EZRIKEZ0 80 ) & - W REBERT
B -

HRFETBNEAREXNSHMRET - bevacizumab A& FEF MBS
B5RRIB #IKIBIEE cisplatin SIEEMNEB/NEBEEE -

SEA=IN

£ cynomolgus A% - BBATMR 10 E=/ATHEBE—R 50 E5=/A
FrElE/0 bevacizumab - 51 26 iB - fREAEARBEBHIKEAW
EEEEIRFE EERRNRD RIKEQREIGN - SEFHEFERENE
B - AAELEKBENTLIERINEEENSESLERN - FHILELSEHER
FEBRER

=MmE .

#T cynomolgus TrFEEMRGE 50 E2x=/AFTHEIER

bevacizumab i A M ERESEAIFR -

b :

L cynomolgus & FPr#ET4E 26 B 2 IEMRAS MM R AR IR M/
WEE - BRMERREE S EZEOERMARFETEAZ MAEAZIEMSEH
BEEEE - AAERFETHIEMEINRFRE bevacizumab ¥R MARHZ A
HIPER - &RAEA bevacizumab MBS ELLEZR - MIRAZ A AVIRZREL
Hitt I MRESEEB R E -

ZYE B

(kX BREC &)

Bevacizumab HIZEY)E) NEE KRB ARIEREIEE (solid tumors) JmA - 2 — bR R 5
HEBEEER 0.1-10 2%/ - 8B—R ; F_HAIR 3-20 2R/ - 8BME—=R
(q2w) - HB=E—R (q3w) ; F=HAIR 5 Ex/AF (EME—R - q2w) 5 15 E25%/ AT
(B=E—R  q3w) - EEHRAART - H2LUFIKE TS IR F bevacizumab -
MEIHEMIES - bevacizumab MZEME NERFM oI _ =R FFHM - BZEMS - £F8
fRREt R - bevacizumab BIEEAEI @ (disposition) FHREBRE - BRTREDIE
(Vo) ~ RBIR¥ERER - EL45MERS bevacizumab EFEREREERN (W5 _H=HBfF
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A=) BRE#FIIERE -

EGRFEYEN BRSSP - bevacizumab NWZEYE NEASREBL (EESRER) HF
EemARZEER (bevacizumab RUBIRERER G EFREEBEAMM [PUFRB 59K - 5
5H 95 EMBEDNMID RIS 37 5% 76 5] ) -
BHEENSBEREAEEARRRERENER - HERBEBUKERA RSP ARV H
BREA - bevacizumab WBRREBMBEBEBNHBAKRLR 30% - ESEEAEGZHEZR
R 7% -

1.1 2

THRBEMZEHER Ve (central volume) BEE D AIA 2.73 AH K 3.28 A - B
#E |gGs MNEMEBRMEBWEENR - & bevacizumab BHEiEBEE A - LUME
5w AR Vp (peripheral volume) EBE 2 5I& 1.69 A7 K 2.35 A7 - miELLEE
BlE% - BEMSEEN Ve EEX R 20% -

11.2 G

Bevacizumab B S5 TS — 1 1251-bevacizumab &% F it 17T

it ERERBRECHRANEBALZE VEGF B5 2K 19G A FRATRHARIARR
8L - Bevacizumab WAHE REFREALE M IgG Bl - BEIEELHEEENERE
KERER - BREAKRAR - BIFEEZMMBEBAIFEBRIER - 1gG &5 2 FcRn ##
Zer O REEFARAH  WERNRRNWAKFRE -

1.3 HEER

Bevacizumab 7 1.5 2 10 25%/AF/BNHE N - HEYEF NHE2RMH -
HBERRELUNSEHRAZFI9EDHRIA 0.188 A1 0.220 AFt/X - EURREIEIES
% - SMmAR bevacizumab BRELEZHES 17% - IKB_ZERA - —RIAMEHBA
MERFRIR 18 X - BHBARISZ 20 X -

114 RIRGENEYE) N2

D347 bevacizumab RIFEEFZE BN NEBLIFT M AN BRENEE - TR ANERE
bevacizumab HYZEY)E) NETEF#; SRR EE -

ISR - Bevacizumab RIZEN)EN NEBIEES 4 EERRIFZEA 152 UmA (7 BB #k
221 m2f ; 5.9-125 Af) B 28 H BB BT L - ZEYEN NEBLS
#7R bevacizumab HIERER D HBEEE/NTRABEEFABAT - UBEETE
ER(EBEMEER - Bevacizumab WEMB HEEREEMAZTEE - BFERIEERE
:r¢ o

BINEEARZR : MARBRITHELIEL M bevacizumab EBINEERE B ARIZEYE) HE
BB AZE bevacizumab RE S HBRWEERE -

HFIhEERZ AR ITHFELIFE bevacizumab EFFINEEARAEHBAREY E HE
BIFHI A ZE bevacizumab E S HIBRWEZRE -
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12

i PR sl R 5

(kST BREC &)
EBRMEABEEREE (mCRC)
TE= (BB - AUZEHBRERIKRE T bevacizumab A Z%A fluoropyrimidine 15— 41t
BEE - R 7 bevacizumab WEFLIE (B 2 B T—R5 EX/AFRE) HREBHEKX
B EBENZE T RE - Bevaazumab HmEAENEEEESHER
e AVF2107g : &iB1% F—=X irinotecan/bolus 5-fluorouracil/leucovorin (IFL &%) -
438 56 HBE—EEE -
» AVF0780g : &2 bolus 5-fluorouracil/leucovorin (5-FU/LV) & /8E 6 8 - 8 8 B%A
—{E&*E (Roswell Park &%) °
* AVF2192g : IR ABSESE—4 irinotecan JAEMEA - 3 F bolus 5-
fluorouracil/leucovorin (5-FU/LV) &ff/aE 6 & - = 8 #H—EE=E (Roswell Park &
&)
FINE=IEEER M KGN EGERAFEA bevacizumab BIFFE : S5—4R (NO16966) ~ 5TA]
REFEH bevacizumab mARSE _4&FER (E3200) « MUK FLRIEFEF bevacizumab j&% -
EE—RERE(EE  FRESEFH bevacizumab j8% (ML18147) - TEELEM RS -
bevacizumab BUFAIEIE - A FOLFOX-4 (5-FU/LV/Oxaliplatin) ~ XELOX
(capecitabine/oxaliplatin) ~ LK fluoroprymidine/irinotecan £2
fluoroprymidine/oxaliplatin :
e NO16966 : bevacizumab 7.5 7/ AT (BB%E) - 8=E—RX - HHEOMRK
capecitabine K EIE S oxaliplatin (XELOX)3% bevacizumab 5 E5=/AT (FBE) -
M#E—Z - FtH leucovorin ~ 5-fluorouracil FEARIEF - BELDIFFIRET) XEES
oxallplatln (FOLFOX-4) -
e E3200 : bevacizumab 10 7%/ AT (F2E) - 8ME—R - #H leucovorin ~ 5-
fluorouracil (BRI T - BEXDIEFREE) & %HJEE%]‘ oxallplatln (FOLFOX-4) -
e ML18147 : MATEE — 4L bevacizumab AE#EERSELL - &F bevacizumab 50 =
/AT (BRE) - 8ME—X - 3 bevacizumab 7.5 ER/ AT (BE) B=8—R - #
A fluoropyrimidine/irinotecan 2% fluoropyrimidine/oxaliplatin - "”_iﬁﬁﬁﬁz
irinotecan B¢ oxaliplatin BB AT IESE —#R £ F irinotecan 5§ oxaliplatin #E1TE
%o
AVF2107g
EE—REK - €5 - Exﬁl%—“‘%“—%%}‘ﬂ”ﬂﬁ%_ﬁﬁﬁ PREER - EME bevacizumab £ IFL & F{F&miE
B RBEBENE —REE - B 813 IR ABKES IFL + 2R (55—4) 3¢ IFL +
bevaozumab(lﬁlﬁL&% 5 ER/A A F548) ek - =41 110 iIm ARIZES bolus
5-FU/LV + bevacizumab (5 =#) /A& - IRBELHAE - —H bevacizumab £ IFL 5HE
FRLZEMWETHEASUESE  MATS_HNMAAEFL -
AN EEENLIEZREIETEE - Bevacizumab & IFL WEHHABEFESEETTEH - &
BEEERRERENERERG LABEENEN FRFERD) - AT FE8
bevacizumab ¥R ZRIFASINMMBRERARA - SFEFEER Al - 5285400 - BEMIREE
2~ HIRIEMBREB N ERERKESEEAEAUR -

&"= - AVF2107g #E 2 BUER
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AVF2107g

E—48 £ 4H
IFL + Z2 R IFL + Bevacizumab?
mAE 411 402
%QE% 5 H
2 (B) 15.6 20.3
95% 558 1= B 14.29-16.99 18.46-24.18
fEIRLE (Hazard ratio)P 0.660

(p 1& = 0.00004)

REER | BREEEH
PR (R) 6.2 10.6

fERRLL 0.54
(p 1& < 0.00001)

e[ e
tbe= 34.8% 44.8%
(p 18 = 0.0036)

AE WK BRS5EH/AFT

b igE R KR4

s EC 25 =43 (5-FU/LV + bevacizumab) B9 110 fifm A - EfEIEE—H A - Hob
frEaEerzE80A 183 @A - PAEE(LEE5 8.8 B -

U

AVF2192g

E2— B3 bevacizumab £ 5-FU/Leucovorin EHIEARBSIESE— 55
irinotecan JABEVER M AGEBERANE AR i €5 - BUEHBWE 1k
FREt 5% - B 105 iR A BB DB E 5-FU/LV + ZREIA - 104 fIE AWFE# DB £ 5-
FU/LV + bevacizumab A (8 2 BI&F 5 5%/ A7) - B AESFEIERS(ERLE -
Bevacizumab BfEmMiERKR T 5 2=/ AT &6 5-FU/LV {685 % - HERMERFEAS-

FU/LV {EEBEOALCIES - EERNERES - BB LA ESRRRABFERANSE
B .
NO16966

=AM - €5 ( #¥ bevacizumab ) WE=HERR:LE - DIFEE bevacizumab 7.5 £
=/ (F2E ) HEAOMR capecitabine KEFAKEST oxaliplatin ( XELOX ) - U=B%H—{E
AR ; 30 bevacizumab 5 E5%B/AF ( 82E ) #A leucovorin ~ 5-fluorouracil (5 k1
I EERUEIRET) KBTS oxaliplatin (FOLFOX-4) - MIMER—EaEEH - b
REZMEZD  FRIFEENMAR D (5217 )  BERARBEIEIMERENE
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B4 (XELOX K FOLFOX-4) ; DUKREER 2 x 2 ZEFINAESD (E 8%

BB A

#FEHE D FCR U E AR EH ( XELOX + ZRHE « FOLFOX-4 + Z &) - XELOX +
bevacizumab * FOLFOX-4 + bevacizumab ) - #£5 _Zff5 - bevacizumab ;&M 7 B =L

EENTET -

RHA 350 m ARBEH D BB IR iR — S nEAnNsHED -

=M - 115 NO16966 (mCRC) HYAEEIE

ik

BB THIaH S B2
Oxaliplatin 85 2 5 / ¥ 73 A |%F—X : Oxaliplatin
R 8Os 2/ (8 — R % - X
Leucovorin 200 B/ F¥A A Efucovo:ln_
R BlcEsE 2 0 | AB—K S
\ fluorouracil 3% Bk ¥
FOLFOX-4 2 5-Fluorouracil 400 2 3= /¥ 73 B | E/EE
FOLFOX-4 + R BIRIEE ;

bevacizumab 600 E=/FH A

- BFAREE 22 /)

a 70

Z & B |5 mg/kg IV 30-90|% — X : FOLFOX-

bevacizumab min 4 ZH] - BMB—R
Oxaliplatin 130 2 5% /¥ 75 2 |%—X : Oxaliplatin

R - 8BHIES 2 )\ | Capecitabine - [ AR

— — AKMR - HEMW
XELOX 8¢ XELOX + | Capecitabine 1000 25 /¥ 75 2 | (BEE—BREL
bevacizumab R - ORESXMR BB ) -

Z 2 i 17
bevacizumab

% — X : XELOX =z

7.5 mg/kg IV 30-90
i AR -

min Bl

5-Fluorouracil : 7 leucovorin 8 7#& Y1 ZIEF Ak +

IIEABEFENRENSHABRRICEEN - EERMRP - EmMETZEER : BN XELOXAS
1 FOLFOX-4 - BUK bevacizumab ff 3 FOLFOX-4 5; XELOX {EEBE AR BN EBEARLE
% - bR ZE M EES

I BT SETEEHEDP - XELOX HMBER FOLFOX-4 dHERRCFEHREETEHZA

Stk -

ii. Bevacizumab EREAE (ITT) BEFPHEBREBERICEABRRHY (X1) -
KIBBUBEEZEE (IRC) RAED (on-treatment) ZREF L - REER(CEEHD
Hra@ B bevacizumab 2 BEE R ABRBRBENEARNT (AMRABRZREEHDH) - BH
BESAONMPRRRNBERTEERZNNE R -

RO - BHUEITHNEEBERER (EEAE (ITT) &8 - BAREE NO16966 )
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FOLFOX-4 & FOLFOX-4 =
XELOX +

BE (B) XELOX + ZEHEl ) P&
Bevacizumab
(n =701)

(n =699)

EFEHER

pER(EREH 8.0 9.4 0.0023

febiRtb

(97.5% ERER)? 0.83 (0.72-0.95)

REER

elivE R e edrid it
(CBE® - on- 7.9 10.4 < 0.0001
treatment)**

febRtb

0.63 (0.52-0.75
(97.5% EBERS) ( )

B EH

8.5 11.0 < 0.0001
(BuESE)™

febRtb

70 (0.58-0.
(97.5 % EHER) 0.70 (0.58-0.83)

BIERER

all x 49.2% 46.5%
(G B = 3F5 AGE L) o .

BIERER

37.5% 37.5%
(BT BT ° °

SRS FERRa i 19.9 21.2 0.0769

febRtb

(97.5% =BER) 0.89 (0.76-1.03)

*ERPRELEHHR 2007 £ 1 B 31 HWEREREEHD M
KA LEEHR 2006 £ 1 B 31 HEZED

R EESlN Rl

ECOG E3200

s Ak  EUER - AN E =HEEREE - DIEEh bevacizumab 10 25/ AT H#
F leucovorin ~ 5-fluorouracil (BFAR¥EE - #ZDIFIKET) DUKEFCEST oxaliplatin
(FOLFOX-4) - UBMBE—RWBH4AT - HEpaBEE 2B ERE B_K) mANE
& - BB AR - FOLFOX-4 FrfE RV EZBE =5 NO16966 stigtEE - kD -
BN FEENSHREETE  HERXR/KEE AT (HURE) WEE - B
829 NiIm N Bt DAL (292 fiI7E FOLFOX-4 + 293 fiIE bevacizumab + FOLFOX-4 - &
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244 111 7E bevacizumab E—j&&) - FOLFOX-4 Nt bevacizumab EXEFHtEE RN A
ER - BINIBIRERBLEEHEREEHNEXREGREERBERINE (BERN) -

7N~ K E3200 MEMAER

E3200
FOLFOX-4 FOLFOX-4 + Bevacizumab?
mAE 292 293
BEEEE
hIE (F) 10.8 13.0
95% 153 & & 10.12-11.86 12.09-14.03
fekEttb 0.751
(p & = 0.0012)
ER{LF A
h I8 (H) 4.5 7.5
fabatt 0.518
(p f& < 0.0001)
EE= 8.6% 22.2%
(p & < 0.0001)

310 Z5/AF - BWBE—X
b A% p 122448

1% bevacizumab B —JaE##S FOLFOX-4 o BRI AR A TR ERERTERE

Al - #HEUR FOLFOX-4 #H - bevacizumab B —aEANERCEEHAMETEH REREGE -
ML18147

EE RS- BENE - BERR - RN ERRELER - B3 bevacizumab 5.0 E5/ A (B2

5) BmBE—RX - 5 bevacizumab 7.5 EFR/AT (BE)  8=E—X - B
fluoropyrimidine AEMAEEE X - HEREFEHR fluoropyrimidine BEMREEE X -
HNESE—REFEHR bevacizumab ZaFEEERB(ICHER U RGN EBER A 2 8K
5 - GL.RE B RIZ AR bevacizumab Y E— 4 AERES R 2. #IEE)

DGR mIREEERUY NG ERERERERIEZ®mA - &EF1E bevacizumab E—4#48
BEE3EANR - M1 BEH 2 B2 2 fluoropyrimidine/oxaliplatin ¢
fluoropyrimidine/irinotecan MEEAEEE A ((EEEANEBIREURNE —RIPTERNE
BEAME) fRAmEAH A bevacizumab ZMAP - AT AEEIERRCHEESEREM
RZBEURIE - FENBEUTEREIRTTEH (overall survival; OS) - EERUEEHK DR
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BEIEREERRENIE T ZHHE -

HE 820 MW ALMEHSE - /A fluoropyrimidine BEMEEZABN L
bevacizumab - {IREFE —HKE2FEA S bevacizumab BZEERS(CHNER U RGN EGE
MAEERET LBAERRERTEHZER (ITT =819) (RET) -

=t - K ML18147 MEBEMER

ML18147

o Fluoropyrimidine/irinoteca
Fluoropyrimidine/irinoteca n st

n X L N

. midine/oxaliplati Fluoropyrimidine/oxaliplati
uoropyrimidine/oxaliplati N AR LEEE +

n BEBBEE -

Bevacizumab?

AAEL 410 409

PR (B) 9.8 11.2

fEMaLE (95% 1EHEER) 0.81(0.69, 0.94)
(p 1& = 0.0062)

BREELH

P8 (B) 4.1 5.7

fEMgth (95% 1S1BER) 0.68 (0.59, 0.78)
(p & < 0.0001)

EE= 3.9% 5.4%

(p & = 0.3113)

4528 50mg/kg 8 3 B 7.5 mg/kg

ERtTHERERCEERERRIT LATERNNE - eMESFRANTENEREE - BE

] =z ==
:ﬁﬁﬁn BE °

R KIZEEBEN 4B E (Adjuvant Colon Cancer; aCC) KR EIREGIRERL

BO17920

EEIRE =M - BBt - Rt — AR IRaEER - 7 3451 URAESERN LUK =HXE
EREA - 2RILEMAMA FOLFOX-4 & =B XELOX Z#EHER R 2.5 mg/kg/week
£/ bevacizumab - HH¥ R ESEFEFH FOLFOX-4 fEREBIM(EE A% - F1fh

bevacizumab HEMEZ K -

HEREFIA - TEMABN bevacizumab HWARIPEBEIARZHNER R CERWEZIE
T - TRAE-HARBENEA (n = 2867) - 7/ bevacizumab EIF—(EEBEANARIP - &
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AT E B R ERS R (disease free survival; DFS) IEERFEHR/ - £ FOLFOX-4 +
bevaozumab #H 7RI/ DFS EPFgEEA 1.17 (95% Cl: 0.98-1.39) - XELOX + bevacizumab #E 7!
A& 1.07.(95% Cl: 0.90-1.28) -

EEiEEERMIE (mBC)

ECOG E2100

E2100 2—IBRAMIE T~ - Btk - JEMHIR - 20 R - 7114 bevacizumab A
paclitaxel #EEME N EB MR REEXHHH S ERNEB M EINEERE) 28
& - SRARERUYER BB AW AT - @Y taxane BERBEEAFBIE
WMER 12 BAZ 2T/ -

mALLBER A FEET?“E EE?UE?’%’JEH@ paclitaxel 22 (90 E2F%/F A AR - FiEIH B HEBE—
@/ 88— - BB AE—EER) SiHtE bevacizumab #H (10 5=/ AT - 5
Ik E - ’iFﬁL——A)

F/\ﬁ"%}i%%/éféﬁﬂrrﬁﬂzﬁi HIER L EBEENRA @ 84T
bevacizumab E—AEBHIERBERL - EXFZEBEYEEE2RR(EEEH (PFS) - 2HEE
FRAREFEL - Jtt% C SERTEFEBENIEENE I -

£ 722 fiim AT - KEMA %A HER2 B2HER A (90%) - D EMD BRAD (8%) Sk iEsa 2 HER2 Bt
BA (2%) - HER2 BBHMRBE AT LR CER U H R A LB SR trastuzumab J&8E - KEI9
AA (65%) BEXBEHENEEEE - 81 19% LA taxanes & 49% a2
anthracyclines - m#HE R AREHEARLL -

b BRAUAE REIMFR)\ -

&=/\ - HHE E2100 BUAER -

,,,,,, RiEEEER
BRI AR B, Bl R 2 &G
. Paclitaxel/Bevac ) Paclitaxel/Bevac
Paclitaxel umab Paclitaxel umab
(n = 354) ! (n = 354) ime
(n =368) (n = 368)
h{y | (EEE
5.8 11.4 5.8 11.3
H (H)
fahtt 0.421 0.483
(95% 558 1& ) (0.343; 0.516) (0.385; 0.607)
p & < 0.0001 < 0.0001
RER (JHISEREA)
B AR By, B BRREE N 2 E R
) Paclitaxel/Bevac . Paclitaxel/Bevac
Paclitaxel umab Paclitaxel umab
(n = 273) ! (n = 243) )
(n=252) (n = 229)
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Eﬁﬁﬁgf/\tb 234 48.0 22.2 49.8
p 8 < 0.0001 < 0.0001
*EBOM
BEmad
Paclitaxel Paclitaxel/Bevacizumab
(n =354) (n = 368)
hERIEEEH (B) 24.8 26.5
fEbRtt 0.869
(95% =& ) (0.722; 1.046)
p B 0.1374

REHR - BB M 1B S IEBHIRIE/ N AR BB A 7 (NSCLC)
5 E4599 3T bevacizumab #tF carboplatin & paclitaxel FU{EEE A S B - 52
M1 B ISR IE VAR RE AR (NSCLC) WA E— BN L2 HAEY -
E4599 2—IBRMIER ~ BEM - BERR - S0 ERAKEEE - BIES bevacizumab #1550
MeHR (3 Illb BRFARMMNIRIEIER) - BRI E R M IREHASE AR it m AR —4R08
A 878 AR ERIBIEE AR E AMBER D paclitaxel 1M carboplatin (PC) KB & A4
(EBE =B aEBINE —REFIkE L4 T paclitaxel 200 E5=/FH AR - # carboplatin
AUC = 6.0 (PC) - #FE&E/NE)a&EBHA) - 3¢ PC it bevacizumab (EBE =B 7 aFEBHNE
—REFIRENF4A T —H 15 2% /AT) 4 - 52 carboplatin-paclitaxel {EEBE AR/ EEER
Hi%% - IREFEAIEEEE - 7 bevacizumab + carboplatin-paclitaxel ZHE A B H#=
bevacizumab E—8% - 8=E—X - HFERE{EH/L -
fEiR T - TEFTABES bevacizumab JBEREAS - B 32.2% (136/422) HIEAER 7-
12 RBY bevacizumab - A 21.1% (89/422) BIfm AEH 13 S EZ R bevacizumab - *
ZEEREERE - BRIINEN -

RN~ E4599 MBAMAER

$—#4 "4
Carboplatin/Paclitaxel Carboplatin/Paclitaxel +

Bevacizumab
15 %/ - B=8B—=R

mAE 444 434

E Y e
B (A) 10.3 12.3
fakztt 0.80 (p = 0.003)
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95% Cl (0.69, 0.93)

ERLEEE
PAIE (B) 4.8 6.4
fElatt 0.65 (p < 0.0001)

95% Cl (0.56, 0.76)
HEERER
B &2 w AEEHI(%) 12.9 29.0 (p < 0.0001)

YO25404:5 B NSCLC ks

YO25404 RLIKRGEZCEMEAFMUIER - M7 - B4 siE s M IEEHASE/ N R iR
PERAPTETHN—IBER DR - €5 - KRB - 290 bevacizumab 11 E
carboplatin £2 paclitaxel (CP) {EE 22 |ll HiTAFE - TE2IEERBEE(EFEH - REEZEHE
M EHAREERIE -

1% A\ BB DB E 8 CP (carboplatin AUC = 6.0 2 paclitaxel 175 mg/m? - & &1

IV BEOEANAAZE)  ME3BEBHNE 1 HAZE 2% 6 EBH - SiZ k2R CP A
bevacizumab 15 mg/kg - IRE 3 BIEERSE 1 HETT IV 8T - STal/NEEER CP (bRl
FIHEER - MAFES 3 BES—R bevacizumab ILZHBEINE—ZYAE - BEEERS
EHIRMEES NS -

MRLERE R - = bevacizumab J5EHBAET 78% (107/138) #EERZE 7 BES
bevacizumab HE—Z)iaE - SLRBABAE 57% (78/138) #ENEE 7 BB L RIE
FIEE — 288 - BMUWAERWER TR -

=+ - 35 YO25404 MBEMER

F—4 "4
Carboplatin/Paclitaxel + Z | Carboplatin/Paclitaxel +
RIE Bevacizumab
15mg/kg 8 3 B—R
AAEL 138 138
hE (HE) 6.5 9.2
febitt 0.4 (p < 0.0001)

95% CI (0.29, 0.54)

BT e
L6l (FHth) 263 54.4

(p < 0.0001)
95% Cl (16.9, 39.3)
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PR (HE) 17.7 24.3

el aw 0.68 (p = 0.0154)
95% Cl (0.50, 0.93)

*REEEHEF TR ENBAZMADNT -

YO25404 gL = MR

s MABRHANARSH(ROUSH)HEREARBHRERHEE  MREBEHR/REWBRN
ES

o KRMNEMER 3 WAREHELERAE bevacizumab + CP IS (ZRIE + CP 4%
62% v.s. bevacizumab + CP #i% 67%) - It SMER O EERR EFMN
bevacizumab JAEMHBENARSY FAFIINARSH AES| - ZTELASMEEER
FR) URFELENMEBAREHN (BERIBLAMIXKEE ME) -

s MEBEARBARSHEMEILEAHBEYNEEREE (LRE + CP AR 15.0% vs.
bevacizumab + CP 8% 19%) - Bevacizumab &FE 4N IFEREBELR - L2
AERBERENFPERRAMABRSY -

e Bevacizumab FRIEFHNARSEH ((HAIF4R) B9 EZRTE bevacizumab + CP IS
(2R + CP A& 23% v.s. bevacizumab + CP & 49%) - ILEMFE2HNR —RE 4
MM (KRZHREMAEZM) - SME - KEBRKTE - Bevacizumab KIRERER 3 W
BRI F AR SEHTE bevacizumab + CP AERSHIEER (ZRE + CP #25 2% v.s.
bevacizumab + CP % 11% ) - @ANRE 3 ASMEEEHKAE -

s MABRHBBITHNARSBUHRERER (RE + CP A% 2% v.s. bevacizumab +
CP #H% 5%) -

YO25404 A 7 L2 M HERAKRBIRFTNEL L - PP, bevacizumab + CP JaERAH
ZE M EIBE(EEAE NSCLC mAWTERLE MR BB Z 2 R4 bevacizumab —3 -

JO25567

JO25567 5t m—IER HAETHIREH 2 - B - 2005 || iR - BWRFT GRS
HZE IB/IV HASE B M EmER = B MIa BT A EGFR JE{EMRE ZIEHR NSCLC fmAfE
F bevacizumab #f A erlotinib BN EBIZ 24 -
FEEERKBEUSZ T EAENERRERIEEER (PFS) - REEEGEERGEEH K
FER « FERRIEHR - RERRE - 22 4R KE FACT-L (MR AREAE 2 hEE M) M5
HERAEREEERE -

FEERER BEBAR AR EGFR RERE - B 154 BRABEI B EES erlotinib +
bevacizumab [EHOR—= erlotinib 150 mg + bevacizumab (15 mg/kg IV & 3 #H—
R)] 7 erlotinib E—#Y)a% (EHOMKR—R 150 mg) - EEIERRIE (PD) ShHIRRAES
MEH - HAREE PD - B ETEIE - (£ erlotinib + bevacizumab A AEHNHE T
—BEYGEREFE—HERS —BEYWEE - TRHNBEYERUERT—FR -

x+— - HE JO25567 HBEMAER

Erlotinib Erlotinib + Bevacizumab
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N =77%

N = 75%

PFS” (B)
KAVl
HR (95% Cl)
p B

9.7

0.54 (0.36; 0.79)
0.0015

16.0

B RER
GBI (AED)
p B

63.6% (49)

0.4951

69.3% (52)

REEERRE (B)
PAIE
HR (95% Cl)
p &

9.3

0.68 (0.43; 1.10)
0.118

13.3

FEIR PRI 2
1
pfE

88.3%

0.0177

98.7%

Ziewair (A)
P8
HR (95% Cl)
p B

474

0.81(0.53; 1.23)
0.3267

47.0

HEBEH B 154 ZBA - 20 -
A tf’fﬁﬁ%fﬁ(ﬂr%
*REMNN ; BARELEBES 2017 £ 10 A 31 HH&EALE

T -

— B ECm AR E
EERZEEDMN) -

Cl- E8&R ; HR - K& Cox BIEE D ATREPRLE ; NR - KREZEZ -

R MTZE J025567 & -

REMEMR T E3R (LCS) A RVAMEREM AR ER FARREEmE (H RQoL

BAHIMER T FI9R R FACT-L D8 -

WaEABARERZEE BRAR

RAEQH A ERIF LS

- EENER NI

\\)ﬁ

EAR 5T

#159% WA E3E

fikiE FACT-L 2325 B 45 RI51% (TOl) 2 #LUR Mz FACT-L Al

ERRCHE - WA

BNEE - Hp

erlotinib + bevacizumab AR N AEFBEERE - BUFFIKE T bevaazumab Pl oE

IR AR erlotinib BOE

BHMEEER (WHO 54 4 ) - kB aMRE

AVF3708g

E-EREBER %

B -

P.34

D~ BEHE ~ JELCERMENER (AVF3708g) & - #1381 bevacizumab AR




AEBKBEARREE ANBEYERZE Y -

BB AR AL ERARSEL (ZEVEFEH bevacizumab Al 8 BEAZER) K
temozolomide BFE—RWE _REEE - HEEH DA (1 : 1) RS bevacizumab (10 58/
N BEIREE - BmME—R) A - Z3ES bevacizumab Jl_L irinotecan (125 E%/F A A
R84 T ; it HIEFERERZFEFERNNVEREZENRA - 340 E2x/FH AR - #BIk4E
T BMB—R) AERIEREBLCHBERIMZ 2S5 - ARV EZEZR2EIIEEKE
(IRF) B9 6 BB \BERB(EFER (PFS) REHKER (ORR) - HitERAEH EREER
BEEERRE - REHREREE -

ARAERBENRT

*=+ - #58 AVF3708g B4R

Bevacizumab

Bevacizumab + irinotecan

BANE

85

82

Inv

IRF

Inv

IRF

EFEER

6 BREBELRE
ye
95% Cl (Inv)

97.5% ClI (IRF)

43.6%
(33.0,54.3)

42.6%

(29.6, 55.5)

57.9%
(46.6, 69.2)

50.3

(36.8,63.9)

BHRER
95% ClI (Inv)
97.5% ClI (IRF)

41.2%
(30.6, 52.3)

28.2%

(18.5,40.3)

51.2%
(39.9, 62.4)

37.8%

(26.5, 50.8)

REEIR

RB(EFERE
(R)

PAE

(95% Cl)

4.2
(3.0,6.9)

4.2
(2.9,5.8)

6.8
(5.0, 8.2)

5.6
(4.4,6.2)

EHNRERB
(A)

P S

(95% Cl)

8.1
(5.5,%)

5.6
(3.0, 5.8)

8.3
(5.5,%)

4.3
(4.2,7%)

REFERB
(A)

IS

(95% Cl)

9.3
(8.2,

8.8
(7.8,%)

ORR Z2&{EEi#8AT MacDonald 2% ; Inv = B2 E 35 A ; IRF = BIrH S -
RS HEERERB LR

P.35




TfEat iR AVF3708g o - MIENEEA IRF fH b 2 NERBEB(EEEEBMRETEE (p < 0.0001) 5
RS IZEEIAR - bevacizumab #H 42.6% - bevacizumab 1 irinotecan #H 50.3% (GiE&EiFA
AL 455 ;. bevacizumab #H 43.6% - bevacizumab il irinotecan 28 57.9% ) - MiEAEH
BEENEEEBEHFTESR (p <0.0001) SRELZEHIAE : bevacizumab #H 28.2% -
bevacizumab 7 irinotecan #H 37.8% (Gl B8 FHF A4 R - bevacizumab #H 41.2% -
bevacizumab /1 irinotecan # 51.2%) -
REDEEERIEEFERERENREA (BREEREENENRESE) E£FH bevacizumab jA%E
RHEEEEZRNEREEERERNER - HRREER AP0 ERENENEE(EEELER (B8
24 L) MM ATEES AR BN IT S NS E MR AINEE - KENEFETARTEES
BEERE(ERREAR Karnofsky FIRAREE (KPS) H4EFIEE

DRE _ERZ4MRE - ERONE S R 35 14 A S R (Epithelial Ovarian, Fallopian Tube or Primary
Peritoneal Cancer)

E—HASUE U HAONE F T ARRE - SO E R ISR YR FMIBRE Za%E:
GOG-0218zt5&

GOG-0218zt 58 (NCT00262847) @—IEZ ) - FEt - €5 - REIHE - —@EHARIHTH
BRIREER - P hSE —HASUSEIUHRONEE E 7 AR - s E iR e EEm A (N=1873)#= 1]
RFAMIFRE - FHcarboplatinkpaclitaxel B0 _EbevacizumabrIX R - A LR (1:1:1)
PEEUT=

e CPP: carboplatin (AUC 6) K paclitaxel (175 mg/m?2) & EZE6EEH - i 7E 55 2 & 38 HA R
RIS HZREIAEEZIEEBEN Y REES - B—RERFERATREER R
Z22EEEAREE R 1L (n=625) 3%

e CPB15: carboplatin (AUC 6) & paclitaxel (175 mg/m2) °AF61IEI‘ H - WS 21E B HR
FREIRS fffbevacizumab/a B EZISE6ERE - v REES - H—REBFEHRLREE

P Bt RZ22{EBHAE R LE (n=625) 3§

e CPB15+: carboplatin (AUC 6) Kpaclitaxel (175 mg/m?2) JaEE6{EEH - W 7E 55 21E8
HARUREIRF & ffbevacizumab 6B EEFE6EE - 1 REEES =B —RE\/EHR
bevacizumabE 2 BT &2 22{EEEAAE S LE (n=623)

FEBEMERTERAEREFAFTFENER(EEER (PFS) - B2 EH (0OS) AIRREENIE
iz

E*AEMH%UE_%OE (BEE 522-895%) + 28% B ABE655%

HEMS - KH50%09% AE 8 GOG PSAO - 43%E’JFAGOG PSHER1 - WMAEEINE L
B2 4 fRsE (83%) ~ [RESMIEIETE (15%) SEUNEFE (2%) - RREREE (serous
adenocarcmoma) AT RBAEMEHRR (RCPPAHKCPB154H1585% - ,RCPB15+4H14
86%) - BEEME - KAB4%MEABRFIGOE=HAEBESFMIIKRMEB/NIRT cniZERTE
%t 40%HE ABRFIGOE A ES FMtIRIMEB KR cmIZERTFEiL - 26%MFEAE
RFIGOENMEEEZFMIR - —EABEARNAZERASBEIBENERSE - CPP
#E78.1% - CPB154HEF78.6% - CPB15+#HHE73.2% -

CPP#B (25.3%) E2CPB154H (26.6%) 1HERHIRCPB15+48 (15.6%) B8R s tbAIRm AT BasERE
B2V —ENMENEEY) (B Zbevacizumab)iaE -

ARERZBRNERT=81E— -

F=1T= mBGOG-0218FEMER

P.36



bevacizumab& 1 . e
. bevacizumab & G # .
Ficarboplatink Bcarboplatin® carboplatin
BULY paclitaxel - g [ 0o DoP B paclitaxel
. paclitaxel
f# Abevacizumab (N=625) (N=625)
(N=623) -
AR AR
MBS
PFS o121 (A) 18.2 12.8 12.0
faftt (95% CI)1 0.62 (0.52,0.75) 0.83 (0.70, 0.98)
P2 <0.0001 NS
2epe T3
OSHHfI&l (A) 43.8 38.8 40.6
BhatE 95% Cl)! | 0.89(0.76,1.05) 1.06 (0.90, 1.24)

NS=#st EAEZE

TiRmREEIg ; HERBMKEE

2= hre-randomization testiy & EPE

SREBEEE N

Bl — 3 EGO0G-0218 - =R TUHANNE AR - WUNE N REMEERERALYRF
rtlbRE - AREFAFTEZEB(ETEHMKaplan-Meierfi 47

1.0 CPP (NaB25)

CPB1S (N=625)

g o8 CPB1S+ (N=623)

u Censored

€

3

g o0s

3

a

g 0.4

g 02

a

0.0
No. of Paberts ot Rk

Progresson-Free Sunivalimonths)

EEMOPERRE

GOG-0213

GOG-02132— IR =4 - BBt D c - HWERAERFRAIER - 79K bevacizumab RAETEE %
HEAREHCEERE - BUSHEYERSUNERMONE A - wiPEsiREMEERE
BANZE M KRB - WAHRENSESNMEMEZEYEE 2w A - I iREbER
carboplatin &2 paclitaxel 5B A0 _E bevacizumab - B#E& S % & bevacizumab j&

P.37



& BB A carboplatin &2 paclitaxel JAE 2 &Y -

HRIL673 B WA IO ECE N IMaEAR
e CP# : Carboplatin (AUC5) £ paclitaxel (175 mg/m? IV 3/\B%) - @38B—% - ;A4%6{E

B - =Z8EBH -

« CPB# : Carboplatin (AUC5) 2 paclitaxel (175 mg/m?2 IV 3/)\E) BBt F
bevacizumab (15 mg/kg) - 3B —R - aFE6EEN - RZ8EBE - ZHEEBFEH
bevacizumab (15 mg/kg - B3B—R)BERERBCHEEREES 2B -

FERIVEERERFEH(0S) - TENRBENIEZRER(CFEH(PFS) - A EEEHR

fEZR(ORR) - #ERWMFRAM -

1M - HEBGOG-0213MEMER

FEBEWIER

B2 aH(0S) CP CPB
(n=336) (n=337)

hEOS (H) 37.3 42.6

iBhatE(95% Cl) 0.823 (CI: 0.680, 0.996)

PE 0.0447

REBFWIEIZ

=R ER(PFS) CP CPB
(n=336) (n=337)

h I EIPFS (H) 10.2 13.8

fBlREE(95% ClI) 0.613 (Cl: 0.521, 0.721)

PE <0.0001

EHREXR CP* CPB*
(n=336) (n=337)

EEEHKXECR, PREEA 159 (55.6%) 213 (77.7%)

(EEBI%)

PE <0.0001

HEERMEA TS ERIVERGE (ITT) iKREf

A bevacizumab 15 mg/kgB=B—X L2 )a% (carboplatin £2 paclitaxel) - ;& E6{E
HE  RZ8MEBEH - HEEBFEA bevacizumab JABEHN L RBRNEBER carboplatin &2

paclitaxel o - B AL BEERAK LERZEHBMT LAEEN

AVF4095g
BE—IBE=H - BEoRC -

%4 Def

TEAE

7588 (OS) e -

EaM - ZRBEHIROER KRR (AVF40959) & - #EFE

bevacizumabRaBEEEZHE R IFER(EERIL - BLEIR B #E X bevacizumabiaf - H¥

P.38




SHEYERZURERRMOINE LA - @OlE/REMERERERANZ 2 M REN « A
FtE# carboplatinEigemcitabinelE2 %A Ebevacizumab - Hi5EEEFH

bevacizumab’aEEEREL -

EAEE I8 {F M carboplatinEigemcitabine’a & 2 & -

AREWMRESIAZESBSRAZYCE0REREVOERBESR  BEREHAREN

EBFE - HARBER Bbevacizumab s ELth S A 57 4l i & = B - H I B 2% [ = A A7 Al iR &
REFERBZIZEEYOEZINE - REMEFENRINERERA -

HBA84MU T AIS w2 fm A BB 19 D B E) 51 a 48
» Carboplatin (AUC4 - E— fﬁﬁﬁ)
B AL RES3E—

A) -

xR

AEGEBH -

(B38B— A)E?UFFEE{IJ‘JZFEEﬁ’E}E%EZ%ﬁ

» Carboplatin (AUC4, Z5—KfEFA) &

A) -
BEY -
RZeM -

=Z10E8E

AFEOEEL -
'/’2) EéJﬁF%berE;ﬁiE&

gemC|tab|ne(1000mg/m2 EE—KRFEEKRME
BH - BEEBRERALEE

gemC|tab|ne(1000mg/m2 TS —KBEKME
B 5 Hf Abevacizumab (15 mg/kg - £—X) 838
E B EAbevacizumab (15 mg/kg - 5338

=% 101E

FERWEERAHBRER/H AERRECISTAZZ (modified RECIST 1.0) fHEMER(EFEH - B
Fa - BUBRSHBN AN ERE

fiERE2AEENRE KEFERE - Z2 4K

MIEED NG AT -
ABAERBENRTR -
xR T A FEAVF4095gRY B RAE R

4 Del

ERRTF

mE{EEEH
B ERF ARG B EE BTG
SR+ C/G E);(\;aazumab + SR+ C/G Ejéaazumab +
(n =242) (n =242)
(n =242) (n = 242)
ZIEETEEPTIR
TE HVJEB fiE )5 5 4%
)
UIEPFS (B) |84 12.4 8.6 12.3
febatt 0.524 0.480
(95% Cl) [0.425, 0.645] [0.377,0.613]
P& <0.0001 <0.0001
BEBRIEETE=EPT
PRE BV E /A E
)
UIEPFS (B) |84 12.4 8.6 12.3
ekttt 0.484 0.451
(95% Cl) [0.388, 0.605] [0.351, 0.580]

P.39




PIE <0.0001 <0.0001
BEEREXR
AR 5 AFRHE EAVESEL T E R
SR+ C/G bevacizumab + SR+ C/G bevacizumab +
(n = 242) ¢/a (n =242) ¢/G
(n =242) (n =242)
ifﬁ;ﬁﬁﬁ?m 57.4% 78.5% 53.7% 74.8%
PE <0.0001 <0.0001
BiemaH
ZRE+C/G bevacizumab + C/G
(n =242) (n =242)
oS (H)  [329 33.6
Rth (95% C) ([)6.975701, 176
PE 0.6479
KB —REAZMBEEY BEREIBESNRBMMATHERCEEHREEDTRER
E AN
RTA - BE—RERASHEEMAREEIBERZERLEEH
AV BR 5 AFRHE
HEE—REAZNEZEY | 2=-E+C/G bevacizumab+C/G
REEIBERNEE (n = 242) (n =242)
6-1218H (n=202)
P 8.0 11.9
fBIzEE (95% Cl) 0.41 (0.29-0.58)
AR12{EH (n=282)
P 9.7 12.4
fBlEth (95% Cl) 0.55(0.41-0.73)

P.40




MO22224 (AURELIA)
ABEMOR2224 2 et ¥ HERAM E M0 E M ONE AN - SR MERERE - f1h
bevacizumab HfR{CERNEMNEZ 2 - %5 B A hbevacizumab Bt A& (CT+BV) 18
BN EEERE (CT)RNRMKY - BB A - €AH 75350 -
HBBIIBEAMA - DEEEEES(EE (paclitaxel ~ topotecanskPLD) 5 bevacizumab
AENAER
o CTH (BEZ(LE) :
o SABMET - 8 158222 K #FMREEpaclitaxel 80 mg/m? 1/)\i -
o SABMET - 8815 K 5K T Topotecan 4 mg/m? 305 #% ; S E2E3BHEE1-5
K38F1.25 mg/m2EI 8305 8L £ -
o SABEFE1RIUT mg/minfREEFIKEIEPLD 40 mg/m? - E1EBH% - LU
NSEERN IR TEY) -
o CT+BV# ({bEHHbevacizumab) :
o BAEFTEEN{CEEEFIREE bevacizumab 10 mg/kgff A (BEEE3BRIZE1-5
X% Ftopotecan 1.25 mg/m24t IS - RIE3B#HE bevacizumab 15 mg/kg) °

HEuRERRBAINE LRMME - molEsREMERREEETBESZEDAEBINS
SRERZEYARE - EEROERANENIERIEA - MADNBARER12BL LAF9ERmEZ
AR BIER B E R NS IE RS AR -

ZBURARFIGO Stage llIC3Stage IV - A BB ARECOG FEBEARRE (PS) &0 (CT:
56.4% vs. CT+BV: 61.2%) -

ECOG PSE1EARER289% A - TECT#4H538.7%#5.0% - ®ECT+BV#AHRI529.8%%19.0% -
B293%EABLHAEERMN - EFMERAERBA - BANTUFERR61.0 ($BEE25-84
%) ° HA16M(44%)BARTSHEI L - ABARSHMFEREELAHECTHRE8% - &£
CT+BV#R43.6% (R FHZRRGrade 2-309AREH) - MAZERIFEZERPURBAERRCT
M2 4EH - ECT+BVAERS5.2EH - B ARSHMFZERLEAIEARR6SEB AN RERE D
trop - FECT#H%8.8% - fFECT+BVAHEA50.0% - R AR EMRICEERESEE SRS
RE5mMIREEEEH 73 Bl 750.47 (95% Cl: 0.35, 0.62) £20.45 (95% CI: 0.31, 0.67) -
BERICEEH/IEIMER  REFLEFERTEREREARETEN - EREMANTT
+ .

=Tt - iEMO022224 (AURELIA) VB4R

FEALIER
mE(CTEEER*
cT CT+BV
(n=182) (n=179)
pIE (B) 34 6.7

P.41



feRtb

0.379[0.296, 0.485]

(95% Cl)
PE <0.0001
REVITEIR
ZHREE
cT CT+BV
(n=144) (N=142)
EEEHRENBALSA (%) 18 (12.5%) 40 (28.2%)
PE 0.0007
T T (R )
cT CT+BV
(n=182) (n=179)
h ¥ OS (H) 13.3 16.6
Bt 0870
(95% Cl) (0.678,1.116)
PE 0.2711

RERFFINZIRED TR/ DB

*FEAMHREYIRS2011E1T1H14B8 BT -

B oIS R D ECE A -

R E266EFETEAE - MATOSHEEDT - 1573.7%MARIEA -

ABERTEEHNSEREEERN T ETGER - STHERNENENR
REBFEREERENRA (paclitaxel, topotecan or PLD) - B A= bevacizumab H£%
10 mg/kgEMBE—R (EREIBHE1E5KIRF1.25mg/m2EIE1 topotecan HiAK -
bevacizumab BI%15 mg/kg@3E—RX) ff FREEFE A B FEEER bevacizumab HEIERR
EHEBEEZNEURL  BERT TAESNEREEERNUE - st ARLE R
(paclitaxel, topotecan and PLD) FRpYE R {E 7 S A B2 R R BN B M DT AR A& R =+

ERMaEF - HE

J\ e
=T/ - K CERBREA MM ER( R ARE TR 2 RREST
CT CT+BV
Paclitaxel n=115
RER(CEEHPUB(FR) 3.9 9.2
BhaEE(95% Cl) 0.471[0.31,0.72]

P.42




EZgctt]
TERE

FRE P UR(BE) 13.2 224

fBlrtE(95% Cl) 0.64 [0.41, 0.99]

Topotecan n=120

EREEEHPUBRR) 2.1 6.2

fERREE(95% Cl) 0.28 [0.18, 0.44]

Eogrt]
TEA=E

FRPURBE) 13.3 13.8

&kt (95% Cl) 1.07 [0.70, 1.63]

PLD

n=126

EREEEHPUBRR) 3.5 5.1

BhatE(95% Cl) 0.53[0.36, 0.77]

Eogrt:]

BEmaBPuB(RE) 14.1 13.7

f&ktb(95% Cl) 0.91[0.61, 1.35]

F= %% (Cervical Cancer)

GOG-0240

FEIREEN - BRUNEBM FEEER AL T bevacizumab HAEEAE (paclitaxel 0L
cisplatin 2§ paclitaxel 7l t topotecan) WEMKZZ M - ©&E—IEBEH O - 4 A5 - H
BARE - 290~ 2 BiEER S (GOG-0240 aikm) ETE1E -

40 3+

e N

452 AR ARBEH O E FAIES—A .

% 1 X#TF paclitaxel 135 mg/m? 24 /\iS 2 8AREE - 5 2 K4 T cisplatin 50
mg/m2Z BBIREE - 8 3 BAE—R (q3w) ;

5 1 R4 F paclitaxel 175 mg/m? 3 /N2 20REDE - 55 2 R4 F cisplatin 50
mg/m2Z EIRET - 8 3 BAE—R (q3wW) ;

5 1 X4F paclitaxel 175 mg/m? 3 /NS 2 50RESE RS 1 R4 T cisplatin 50
mg/m? 2 ESIREST - S 3 BAEE—R (q3w)

% 1 X#T paclitaxel 135 mg/m? 24 /IS 2 550REDT - % 2 4T cisplatin 50
mg/m2Z EAREEN E5 2 K4 F bevacizumab 15 mg/kg ZEEMRET - 5 3 BAE
—R(q3w) ;

% 1 X#F paclitaxel 175 mg/m? 3 /NS 2 £30REDE - 5 2 KA T cisplatin 50
mg/m2 2 EEAREE N £ 2 K4 F bevacizumab 15 mg/kg Z550REST - 5 3 BiAE
—R(q3w) ;

;5 1 R4 F paclitaxel 175 mg/m? 3 /NS 2 520REDE - 55 1 R4 F cisplatin 50
mg/m2Z EAREE RE 1 R4AT bevacizumab 15 mg/kg ZERET - 5 3 BiazE—
R (q3w)

ot

P.43




o 1. X#F paclitaxel 175 mg/m? 3 /\i5 2 83AREE R E 1-3 X% F topotecan 0.75
mg/m? 30 D EIKET - 5 3 BARE—R (q3w)

o % 1 X#F paclitaxel 175 mg/m? 3 /NS 2 83K EE R E 1-3 X4 F topotecan 0.75
mg/m? 30 9§87 EEMREEIN LSS 1 R4 T bevacizumab 15 mg/kg Z 5EAREST -
3 BHEZE—R (q3w)

FEBRGENBARABSETFNA/SINAE AR EENEL  BRASESS
bevacizumab tEMMEBARARERRE FIGIE S MEA L MARERE FiES R 2 1F8EE
YIRS EY - BRMERMNFESEHAARE - FEEHIRESFE8RERA -
EEBFERCEAEANER TMES 46 5% (85E: 20-83) - TE(LEMF bevacizumab AR
Fhe PSR 48.0 5% (& 22-85) ; EEBFEREEAEAS 9.3% BMANTFHE B 65 7% -
E{EEH A bevacizumab #HRBI% 7.5% -

KBER D BCHY 452 im AT - EEPAZEEARBA (EEBFEREEAEAS 80.0% @ &£
{EE+F bevacizumab 7% 75.3%) - EAERARE EEBERAEEREAR 67.1% - 1
{EEfFF bevacizumab 7% 69.6%) - EERFEM/EXUER (EEBEREEREAR
83.6% - TE{LEH B bevacizumab 2845 82.8%) - B 1-2 [EEBIN (FEEBFEREEAEAE
5 72.0% - TE{EEHF bevacizumab %5 76.2%) - EMBE4&ER (EEBFERLEAEEAR
50.2% - TE{EEHE A bevacizumab #%5 56.4%) - BfEIABEYAEBRIAR 6 BEL L
(EEBFEREEREAS 72.5% - T{EEM A bevacizumab 7% 64.4%) - T2EBENIEER
SRR (0S) - REFWIEREERERIETEERE (PFS) REEHXEZR (ORR) - TE0HT
PURGER D A 4E RkER B B AR Rt AAREEAR SR ZERNE TN EER_ T -

&+~ GOG-0240:t 5o £ A bevacizumab JABERVEMER

EE2aE {EE8/&% + bevacizumab
(225 A) (227 A)
FEBWER
BESFERISE - EE 56
hiir®y ()1 129 16.8
EhtE [95% SR & ] 0.74 [0.58;0.94]

(e E5=00132)

BEETFERE - BHt D7

clve Q=N 133 16.8

FEIRLE [95% S ER] 0.76 [0.62; 0.94] (p B 58 = 0.0126)
REBEUIET

mE(bFERE - EES 16

P.44



Rakiv SEEN

6.0

8.3

BIRLE [95% SR & fE)

0.66 [0.54; 0.81] (p & 5 =< 0.0001)

RIEREIERE - TE D6

BREE REE 2

76 (33.8 %)

103 (45.4 %)

RFERR 950, EHEER 3

[27.6; 40.4]

[38.8; 52.1]

11.60

4

RERZERN 95% EHEEE

[2.4; 20.8]

p B (FH1R%E)

0.0117

1 Kaplan-Meier {5t/ -

2 EEwape

AZETELEHA -

3 {3 Pearson-Clopper 75T B A B EH 95% SBER
4 6 Hauck-Anderson 75 A s IELE R Z B 95% SBER -

> HEEMIBTE (DIE) -

6 TTBAHRMITHRERELIZE S 2012 £ 12 B 12 H - BBREHIT -
BTSRRI A 2014 23 87 H -
SpEMZEEAILHER -

R~ GOG-0240 AP kEEARAR 2 EEFEER

EAER R ERENEN D REZHRARBALLS ; MEHEBTAERR 2R

AEEEYLEER

Hith A+

BETE-EESM
fEbELE (95% EE&E
/&)

EiEFE-EBltoth2
Bkttt (95% EEE
&)

Bevacizumab &R
## Bevacizumab

Cisplatin +
Paclitaxel

0.72 (0.51, 1.02)
(17.5vs. 14.3 {E5; p
= 0.0609)

0.75 (0.55, 1.01)
(17.5vs. 15.0 fl@8; p
= 0.0584)

Topotecan +
Paclitaxel

0.76 (0.55, 1.06)
(149vs. 119 ER; p
=0.1061)

0.79 (0.59, 1.07)
(16.2vs. 120 f@R; p
=0.1342)

Topotecan +
Paclitaxel #H&&
Cisplatin +

Bevacizumab

1.15(0.82, 1.61)

(149vs. 175 @8; p
= 0.4146)

1.15 (0.85, 1.56)
(16.2vs. 175 @8; p
=0.3769)

Paclitaxel

No Bevacizumab

P.45

1.13(0.81, 1.57)

1.08 (0.80, 1.45)
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