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YRIE (K 149,000) Th D,

CT-P16
CAS B§%# 5 : 216974-75-3



. B I1ZBE9 1EH

1. MELZHIEE
(1) 5948 - 15K

(2) AafEHE

(3) R

(4) BRR (DR HRR.
HER

(5) BAIGEARBE TR

(6) HECRH

(7) TDHOELRIEE

2. BEHRSD
EEEHTIZETS

REMN

3. AL D
HERREERE. EEE

AT DB E T, BEHNLAAROETH S,

AR

R L

REER L

EER R L

EERR L

FEOFHARIE., —40CTHRIFT D E X, 60 » HTHhH o7,

feadakijiss - A A m~ 777 4— (IEC), XFF K~y
£ TR A TR RE TR



V. 24KI(IZR89 SIEH

1. %
(1) FRORZ

(2) HHEDOHNERR VMR

(3) HBAa—FK

(4) HA DY

TESA ORPEESS D)

M LN

pH : 5.9~6.5
ZBEEL - 1 (B RARAERICTT 5 )
FELH : 1.033 (20°C. 400mg HUHl)

YRR - A OMIBE T, B LA ANOWK

RNy X< 7 BS ST
400mg [CTNK]

16mL 7 AR X~T BT
MM Z) [RANY R T 4]
400mg

kLosm—ZKF8) 0 960mg
Vg KFEF U T LA—KF)

92.8mg
WK U —KFEFT R DA
19.2mg

ARY YV A~_X—] 20 : 6.4mg

(5) =Dt LA
2. HEIDOHER
(1) BHES GEMAD) [[, ., | ~5v X7 BS AilitHE
. e 100mg [CTNK |
DEERUFHMHA TNE
o AamL 1 _ANYU X< T (BT
ﬁg\ W) [T R~ T 4]
- 100mg
kLosm— 2K 240mg
VU KSFETFT Y O L—KFY) :
N 23.2mg
WA ey ook U @ 4 s
4.8mg
KU VL—k 20 : 1.6mg
W) AFNL, F v A =— RN AR X — IR % I TR S B,
2 EMBEFDEE MR L

() &E

3. RTRRRBRDERK
RURE

4. Hif

5. BAY SrlRelt
D & 5 Y

AR BN

AR

L

TSR IR




V. ®E|IZEH 9 51EH

6. HMEIDREEHT

2B T5LEHE

. RAEERVRRED

REMN

NNV R~ 7 BS S EHE 100mg [CTNK] OZ2EME D

PRAF

R Sof AT 1R PRATHIH FEE S
EWRFRR | 5C e 5 %S 30 » A Mk GREREEH)
e | 25C o st s Ao
T J60%RH | L), ft o FRBRIE F 1LY
wc | TIFRY T FEERBRIT 1 A T
L el 31 AETEVEIT B o H TRUR S
’ it D BABRTE F 13 P
AT T ANA
4 — iz i R LKA A1
s oy =N 120 5 1x » hr | OFERIE B (3HE N
B e [P T ) RO
ok 6O%RH | A T Ao 200W * hr/m?
" Tl (UV) T 70 B
é% SN il Bl
= TAIXY VS
MU

WEEHE - MR, PR, EWTETEE

NNV R~ 7 BS S EE 400mg [CTNK] OZ2EME D

ﬁ% R wmeme | wiewm g
RIRAFAR | 5C W5 %< 48 /] BB
st | C oo T st 2 ch
T J60%RH | L), ft o> FABRIE F 1AL
w0 | TIFRY T FEERRBRIT 1 A T,
L el 3nH EWIENEIT 8 4 H THIRSSH
’ L OFBRIE H 3B
Ak ;= R
. w7 A e N
b \ s
e wE =AY 120 55 Ix * hr -
; ! ) oD FREATE F 1B
B e | TRET YT A RO
ok 6O%RH | TH T 234 | 200W - hr/m?
*< ° 7L (UV) ¢ 70 ¥
N = 1 [ RN
= TAI XY v
v

WEEH - MR, PR, EWTENEE

FEFHR OFARGEE TVIL 11, @ EOER] 228352 &,

NNV A< 7 BS AiEEE TCTNK| 400mg % AH ST 100mL A Y R
VAL 74y (R 7abE Ly RORY =T L) filgik N> ZINTHRIRL
7oV (BRFE : 1.4mg/mL % L < 1 16.5mg/mL) %, #R#% 5°C T 60 HIH
IZfeE 30°C/75%RH T 7 HIEMRFF L, HETH -7 2,




V. ®&|IZEi 9 5I1EH

8. MHLDEEE L
(MEFHEL)

9. Btk

10. 84 - A&

(1) EELSDBER
BE - TE. HEN
%G REE - BFIC
9 515

(2) a%

(3) FHEE

(4) BHROME

M. BlgRE SN D
BEME

12. Z D th

Rl ET 52 &,
RS WA DLEREOZE (FEH)

L

LR L

(RN X7 T BS miEgkiE 100mg TCTNKI)
4mL [1 34 7 V]

(RN X7 T BS migRiE 400mg TCTNKI)
16mL [1 /31 7]

A RBrANA

AT T ANRALT IV R AT T A

= VA e LT F A A

TILIX vy v 7T THAI=gLA, R) oL

R L

MR L

-10-



aEICET 5IEE

1. DEEXIFTHR

2. MEEXIIHEIC
EET5EE

3. AERUAE
(1) ABERU
REDfRH

SBEIRTEELES - BREOKE - BRE
OFFLREER  IRTRLEST - BROILINAMBIE
OF i TR EBRILE

OBt miZBIE
OR&EfE

5. MBEXIEHRICEET HFE

CREVIBRTRELEIT - BRO#ER - ERERUVRTLREZRCURT

BEARHEST - RO I/NMERMRE)

5.1 INEMBIFRIEIC RN T, AFIOANER OZEMITHER STV,

52 T1T.ERRAAE ] OEONEZ I L, RAIOH MR NLZ2ME2+5
(B L7- B, @ISR ORRE TS 2 &, [17.1.2, 17.1.3 /]

(FMAEERITBEFRIAE)

5.3 ITRIEMIFEEITISUN T ARAI DA MK OV BV TRERE STV,

5.4 JEMANFII RS TW R, [17.1.4 ]

5.5 (17K OEONEE R L, KEIOFIER N2k E -+
WZHfE L7- ¢, HER2 K OVRIVE VS RIEKOFRBIRME 2 £ 2 C
RENB G- OLEMEZRET L, HISEBEORREZITY 2 &, [17.14 &

M)
(BirmRRE

5.6 T17.ERAAE OEONEZ I L, RAIOH MR NLZ2ME2+5
(CERR L7 BC TR, JWBRRARR S 2B X TSR O@IRE
752k, [17.1.5 /]

(DR &%)

5.7 FIGO Stagell VL FOINEEEE G325 2 &,

5.8 T1T.ERRAMAE ] OEONEZ I L, RAIOH MR NZ2ME2+5
(CERAE L 7= EC, i EE OBREITH Z &, [17.1.6 2]

(FEER)
o B R, FERRIR AR & OB IRERER I L 0 . A & 1T 31 A EHE LD
[FASEVE B R SN2 E D SEAT/3A ARSI THAFA IR 2350
TLTWORREIIZNR A WIS & Uy SeAT 5 A ES A & AR OB EE SR
RERE LT,

ARVIBRTRELEST - BROKE - ERR)
L OPUEMIEEA & ORI T, @, RAESIANV X~ T (Bis T
ML Z) [N A~ Ttk 4] & LT 118 bmglkg (RHE) ik 10mg/kg (IR
H) ZREFIRNER 3 5, &ERRBIE 2 EM EET 5,

-11-



V. aRICHY 5HE

(2) RZRUVAED
RERERE - AR

4. RERUVAEIC
EEY5EE

L OPUEMEREE A & OPFRICB VT, 8., RAZIESNANY X~ T GBIiET
fﬂa‘ﬁz) [NV X~ T 4] & LT 1A 7.5mgkg ((KE) % SGEHEARN
HST 5, BGRRET3EMU EET 5,

(RELREZER VIBRTEELEST ﬁ%wstd\‘fﬂiﬁ’aﬂfﬁm
M OFUEMEIEEF & OfFHICB W T, BHF ., RAIENANV X~ T (EE5 T
Lz ) [NV R Tkt 4] & LT 1A 15mglkg (KTE) % AR
9%, BE5MEIE 3 AL EET 5,

(FMFRER TEFHILE)
N7 Y EXELEDOHHIZBWNT, @B, RAZIEIINNV X+ T7 (BB
Baz) [N X7t 4] L LT 1A 10mgkg (EE) % sk g4t
T5, #H5MET 2EMUEET 5,

(BHaERE

WE L ANV X~ T GBI TR Z) [NV X THie4] & LT
1 [ 10mg/kg ((RHE) % 2 WRMME U 1 [\ 15mg/kg ((KHE) % 3 HIME T
SR BERNTES 2, 2236, BEORBIC LV FREMBITETLERT 52 &,
(BR &)
O PUEMEREE A & OPFRICB VT, B, RAIZIESNNY X~ T GBIET
Az ) (RN X~ Tt 4] & LT 1H 10mgkg ((KE) % 2 380 R X
(% 1Hl 15mg/kg ((KE) % 3 MMM CREEIRNER T 5, ek, BFED
RREIC K W R EGHFRITETER T 5 2 &,

s EURFVERRAT . FRRRIR AR K DN IARRABRIZ &0 . AR & AT 31 A RS D

RISV REME S R ST, £, RV LB 2 Bk < UIBRANRE R IEEAT - PR3
DI B 2Rt & LT BREBRIC I W T, AT FEHES L D
ARWEDRZENME, R LB RSN Z &b, JefT 31 AR &
[Fl—DOMIER O EZBE LT,

7. BERUVHEEICEET 5FE

(ZhEedti@)

7.0 KF L P DO HEEMEIERANL, 17 8RR OO % 7
MLz BT, BRT 252 &, [17.1.2-17.1.6 /]

7.2 FFSEMEATRIBIE LM 31T 2 ARFI B P 5T O K OV ki
flexT L TR0,

7.3 WIEEE G-REE 90 43T TRUlFRET 5. AR G- O BEMENBAIFCTH
AUX, 2BH OBEI1X 60 R TITo TH RV, 2EIHOEGIZENT
b ARMENBRIFCHIUE, NGO EGIE 30 HHKGETH L
NTED,

-12-



V. aRICHY 5HE

CREVIRTREGETT - BROKEE - ERRE)

74 KAHNZ, 7 o1k ) U RIEH L G e OHUBEMEIREA & OfF I
v #E5T5z2 L, [17.1.2 B H]

7.5 AAHIOMPE - HEZ TI7.EIRBAE] OBEOWNEZI LTz BT, &K
& PFRT 2 O P EENERE S K OVERFE O D3 AL HIEEIZ G U CHERR
T5ZE, [17.1.2 3]

(RELREZRUVIRTRELGET - BREOIE/NHEIaMMmE)

7.6 ARANTASRYUEMEER A 2 5 ot OfUEEREE A & OfF I X v B
W52 &, [17.1.3 2]

(FMTRERITBERIE

7.7 KFNI A7V X2 EOUAIC L VBIET S Z &, [17.1.4 ]

CEMmERE)

7.8 WIFEEMMRBIEOL AL, AANTHERBHR LT EY B I FED
DFRIC L VBAT 5 Z &, [17.1.56 ]

7.9 AARIOPE - HEE TI7T.ERHE OBONEZ#M LT LT BHF
DOIFFIEIIS U TRIRT 2 2 &, [17.1.56 B3]

(DR

7.10 AHN & G DO HFUEMIETANL, T17.ERRGRE ] OO % 74
MU EHRSORFOTA RIA 552 BEIC LI ETEIRT S 2 L,
[17.1.6 &[]

7TM KEEODNKRTZF o RO 7 Y 222V 20T 556103, OFHE
BT b AR 52k 5 2 & (KRB &k G- Le Wi E
OAIPEFHER STy, [17.1.6 2]

(fE%)

74, 7.6, 7.8 [AAIE T D MOPUEMIEEAI ORI 13, ERRBEGE
ZRF LTz ECHEUNCIERRT 5 2 &,

7.2 ARFNEMEH T OF MR ORI L TR0,

7.3 AENZ, & MEb~vURE /) Z7u—F APk Th Y | BERKFICT v A =—
AN AL —PNBEAIIZ N TWD 2 8 RO A X I VlEREVEFH o 40
BNTVWDERY YNAR= N GATNWSZ EnD, ZhEDEMICK
Hyavw s, TFHFI7 4 7% —2RITAREENTETE RN, iz,
T/ 7 u—F PR O SR ERA ZEH T 5 EICE, infusion
reaction NHILTHFEEMENH V. TOEIEE EHEZES I 20D
2. B ERERIATY ZENEETH D, EHFHIKOREIEIZ OV T,
VI 11. @A EoRERE) #3835 2 &,

7.4 1B OIBRARRE DT - BRSNS - EERIERNIIRE LT, 6173 A=
R OEKBNER OHEIZRBWT, BETRE (X F ey - 4%
TV 7T F o (XELOXEE), Ax VIV 7FI7F 0 - Trdny Iy

-13-



. aRICET SIEH

5. ERERACHE
(1) BBEKT—%
WNolr—o

Vs LARBR Y F— Ry o AEE (FOLFOX4 k), 4V 2 7 Vi
B KR - 7 A e Z bR F— vy o AEE (IFL )
TIAu T e R Y F— by aEE (5-FULV L) 1 & opf
T L0 A IR OSSR OIE R SR S LTV 5,

75, 79, 710 TARKIOREKROCHE] X, BARRBAEZ A L7z EThR
B O IMEFHIEREIIS U CEUNCERTH 2 &,

7.6 AT AEHEGOEBHER OCHEIZB W T, R B bk < Gk
RREZLHELT « PR DI/ NIRRT IE G ClE, AL s (IR T Z
Fre X7 ) EZxERE (CPIIE), AT TF 2 - FAVAZE U
WetiRiE (GC BRE) & OBFAIC X0 AT I ST s A 77 1 ) 0D 4
EREREN WD,

7.7 JeAT A FAEIEBOEKBAELOCHEICB W T, FINRE XX HREAE
JEFITIL, N7 U Z Xt ORI L0 EEEEA IR O D3 iR
SnTna,

711 GBI A xR & LT AT A A EIR S ORI (GOG-0218 3\
BR) ORAEDD . ARAIOHESE X 5 F 5 Wb 2L & o OF & 5B
MRRE O PP G TH . ARG CRBOETREO ONDET
EEZLNE, B, ZORBRICET 2 AKI OB S MRS T X
21 A 7 VETThoT, (V. IGRICETL2EHE] © 5. (1)ZDf)
=2 HR)

Wz ey
(FEADMRHIEE) | 2EER
Iz HEAEA L HE |72 B | PR /3T 2A—% (AUCoint, | BB EEL
% I *H *ﬁjﬁ?ﬁ‘ﬁi}é Fﬁﬁ%ﬁgﬁ Eﬁ% AUCO-last ))—I(U Cmax)
EaAREER | (3 HF)
Iz HEAEA L HE |7 B | PR /3T 2 —% (AUCo-int, | FEATE
% I *E *ﬁﬁ?ﬁﬁﬁﬁﬂ%ﬁ%ﬁ Eﬁ% ( E' ZIKA) AUCO-last &()\\ Cmax)
i R R
[ B 3 [F] | R R (b S | B SO | A 2O RS 2 ARG | R E R
UM | B TRERIRAER | O IERE| (RECIST Ver. 1.1%

Eﬁi_\

4 | BT YA ISES

I R FER R IR/ MR | AV CEET L 72 BORIZ
g 247925 | 25 < OF &5 8 o
BE ORRZFEE L LTZ)

PK : 3EWEIRE. AUCo-inf : # 5B 7> & HERKCRFR 3 T oD B — W] R T i
AUCO*Iast : Tﬁg‘lﬁ.?éb)%%%ﬁ@”ﬁ#%ﬁi T@{%E*E#Fﬁﬁ@%ﬁ?ﬁ*ﬁ\ Cmax : %%/’%&f\
RECIST : BEEAADOEFEFHE, BOR : RERADE. ORR : FEIMNEDHE

-14-



V. aRICHY 5HE

(2) ERPREZEIEHER

% 1 MERRREER GBS T—%2) 9
HERE
H M BARANORREZ BrEgEE (HR 1 H#HL2 #) 255U AR H LD
fEHERIRP O EhRE (PK) ORSEMAMGE L, L8N O
PEAFHET 5,
RERTA 5 TR, EEAL, “EER, WATHEM, HER SRR
%t Gt 18~55 kDR B (AARN)
FEBIEL : ITT 55 & O MR G4ER
46 B CARFIRE - 22 B, FEUERLAIRE « 24 451])
PK gt %t G 4R
45 5] (AAIRE 22 B, FEUESRUAIHE « 23 i)
Pe 5775« AR UTAEHERIFIF 5mg/kg & 90 43 /T TR FREIC X v B[E%

H 17,

fm P11}t
=z | | 1E AFK| 5mg/kg EEIEE
1) & n
I H# 8
St F
g >‘1 IZHE B EINEE -

~ ZHBF*5mg/kg EREIE 5

FHMEE
(EEFHMIEH) PK /%7 A—% (AUCo-inf. AUCoasts Crmax)
(BIVREHMIEH) PK 737 A —4 (Tmax. Vzo Az tue. CL, %AUCext) .
LA, S
FRMT I -

(FEFHmER)

- PK AT R AL L, 1BREE 2 R G- S, "NV A TRENER
iR (LLOQ. 0.05ug/mL) % L[A1% PK §Fffi A2 51412 1 [ILL 1
RIS 7cgirE & L,

« FEFHEEER O PK 237 A —% (AUCo-int, AUCo1ast & ¥ Cmax) 1355
oM L ARHIRE SO IAEE A R4 B EZN R, Dayl OKE (70kg Al
X% 70kg LA E) I E L Lo 8ot (ANCOVA) % v CTltdt
T 2 3k L7z,

- ARFIFE & AEHERIEIS B O Be /N 3R D 7O i HEEM K OV D 90%15 #E
X 2B Uiz, 8l R PRI O HEEE & O 0% E X ML, &
H U 7c e/ R O 72O HEEE & 90%E XM 2 fRfis i+ 2 2 &
2k vk,

-15-



V. aRICHY 5HE

- AFHIEE F OREHERIFPBED AUCo-inf, AUCo1ast 2 O Cmax D S fe/ ) — 5
FEIE D 90%EFIX A FRNCERE LIzFEE~— > (80~125%)
DOFPAN TH DA ICH A O PR IXFASTH D L EFR LT,
(BIGEHmE E )

*PR/XT A—% (Tmaxs Voo Az tiz, CL XU%AUCext) ZaFffi L., 72
WHCEHE (BBRE R T, i, EYERAE, RoIME, RORE,
EEME, ZERE) 2V TER LT,

- AN R OIE R ME OFFITIL 2 CRAMEMAT I REMZ 5 L L, 5
BERNCEER LTz,

AUCo-inf : 5 HE% DS MERARE & CORE-FER AR T imfE, AUColas : HEHHEEZEND
BACBURIR I £ CORE-FERIHAR TS, Cmax : BRI, Tmax : A i BE R ERRT
Vo : KOS FEM, Lo ARHOMEKEEEE, tuz : KAEHEOEM, CL: 257
V7T A, %BAUCex: : BEH-EZ D b HERRRFM £ CORE-REMh#R THAEOFH RO
DITHME L =m0 & &

ARYERLF - Je17 A AEES (EU BV TRKR S NN AT (BISFHZ) 845))

[Rok@R SRR I ROFMIL, BTRE ZBRIESL, |

HEBEET R (PKETHRER)

ARF T e R
(n=22) (n=23)
i (77%) A fE AR ER 39.4+7.36 38.31+8.99
I/AME, FRAE 25, 52 24, 55
PERL n (%) B 22 (100.0) 23 (100.0)
AFE, n (%) HAN 22 (100.0) 23 (100.0)
BUEE. n (%) W 1(4.5) 0
TCMR S 4(18.2) 9(39.1)
FmE 17 (77.3) 14 (60.9)
H5& (cm) PR fiE AR HE(R 172.43+5.435 173.84+5.726
B/ME, FERAE 162.8, 182.0 165.2, 185.7
KE (kg) PR fiE AR HE(R 74.20+8.879 71.94+10.184
R/ME, KA 58.6, 94.4 55.2, 95.1
BMI(kg/m?) PR AR R 24.95+2.781 23.73+2.476
R/ME, KA 19.7. 29.5 19.1, 28.4

(MEMEIRE [TEMER]
[VIL SRWEREICBI2HE ] @ 1. QKRR TR I MAERE &
ST H L,
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V. aRICHY 5HE

(2);'?;‘%@% (PK) /\05 A _/)7 (Tmax\ Vz, A z. tie, CL\ %AUCext) [EM@WIEIE E]
RIGEHIIEH O PK /X7 A= LT OEY Th 5,

PK/ASA—% (BIRFHEER : PK BT REH)

TAT o s Fzy

Tmax (h) HRfil (M, FoRfE) | 2.500 (1.53, 8.00) [2.500 (1.53, 168.23)
V. (L) TR (%ZE @R 5.950 (13.94) 6.187 (16.51)

Az (1/h) HE (%A BRED) 0.001702 (16.31) 0.001553 (13.48)
tiz (h) TR (%ZE 'R 416.75 (15.16) 453.98 (13.25)
CL (I/h) FfE (%ZEEERED 0.01010 (21.05) 0.00959 (21.13)
%AU Cext FfE (%ZEEERED 1.89 (53.26) 2.58 (47.50)
Tomax © B LRI, V. 0 KIHOOMAER, 1, KWHOMEEREELR, te: K

WO, CL: 2527 V7 7 A, %BAUCex : 5 EHZD D BEIR KRR F TOREE-
e HHR T A DR R D 72 DISMF L2 miE OGS

R)aERYE (T2UMBITRERH) [BIXRFHEEE ]
Day1l (4 45-8if) . Day15, Day43, Day71, Day99 THi~/3 X~ 7 Hi{k (ADA)
ZHIE LTz, ARBRWIR 28 L CaToWBEN ADA B TH -7,

@) =eH [BIRFFMEEE]

TRBE & ORI RBMRNEE TERWEFERRIL, AFIEE 22 #1641 (4.5%)
e OEEAERIF RE 24 570 161 (4.2%) ITHRH LT,

Flo, HCILESTFEFESL, BERATFESL, BREPLRIIESTCAEESL
TR bR o T,

RRERDAEBETELVATER (REURFIHRER)

n (%) n (%)
P 28 e s
Yﬁ%ﬁﬁéz@@%%ﬁmi%ﬁiﬁg ) 9
RN ERER O
H Gk 0 1 (4.2)
TN 0 1 (4.2)
i S PR 0 1 (4.2)
EEED E W 0 1 (4.2)
R ¥ KO T ARk bR 1 (4.5) 0
H 1 (4.5) 0

MedDRA Ver. 23.0
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V. aRICHY 5HE

(3) AERIERAER

(4) BIEMHER
1) BRI

KPR L

E I 4t 5] 55 I AR BE PR Bk 4
HEREE
H M S50 ST ERME O IR LR IR N i = A 2 BEICxT 5
—RIRIR & L CARK L EHERFI* O G MEDRSEEZRFEL, Y
e (PK) KOReM% kT 5,
RERT YA L BBIH, RS, T EER. AT (S R)
Xf G R ST EIEME O IR BRI NI it 2 A 5
FEFIEC : ITT 46 - 689 5l (ARKIRE : 342 5], ARAERLAISHE « 347 {51)
PK it xf G4 - 650 5] (AAIRE : 327 i, AEAERLAPRE « 323 f))
LERMERENT R GAER 689 5] (AAIRE : 345 5, AR UERLAI B : 344 f51)
555
BER G- © AR IR 1 5mg/kg & 3 WK T 6 Y1 7 L i
FE L, 72, 227 U Z X&)/ (200mg/m2) KOHNLVRT ZF
(AUC6.0) % 3 HEMIHEIBE T 4~6 VA 7 )L miashiE L=,
AR 54« ARK SO IHEHERIFH 1 5mg/kg & 3 W EIEIFE CAMEE LT,
(RBET IR E TE R WEEDFED Hivd £ TOHRH)

BrRREH BEIREH
1 ] AF B A 1 [ ]
= AH| 15mg/kg 3ERRERR x6 Y4 2L
| | & /S0 5% 200mg 3EMMGE x4~ 644 5 [ o nONG
21 & HLRTSFLAUCEO  3BRIRINE x4~ 641 2L R 4 &
L % 7 I
é 1;1 & ™
> *1]‘ RERFE RERFE T &
71173 ARAEBIFI*15mglkg 3 ERMIF <644 L e
1 - ! 1z ]
- S$0 Y BHEN 200mg 3 EMR xd~ 641 0| | B 1SMON
L L] ANKTSFLAUCEO  3BRIRINE x4~ 691 I R L L
FEAmIE E

(FERHMmEE) P& G5B o EBRZE4% (ORR)

(BIWREHMmIE B ) 2B 2@ L CTo ORR, DOR, TTP, PFS. & T 0S
o OMOFNE T A =42 PK /NT A —4 (Cuough) . oM,
M
%7 —Xy MATH 202149 A 21 H

FRMT L -

(EEFHmIEH )

- EEFHEE B O EE R MENTIR, ITT S % 6 G ASHIRE 334 R
MErBEENRE L, HEEEZBELIn AT ¢ v 7 BUFET LA
TS L7,

« BERENT IR ICHIE ORE R Z V., ST IR EHIE OfE R
EHWTE, SOITEE ST E LT, ITT £HICB T A IEET —H I
xFLC, 1EM7Z: T4 IZH-S < Tipping point analysis % 556 L 7=,
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V. aRICHY 5HE

< RAIBE S AEHERIFREED ORR DY A7 22D Wil 95%(5 FE X [# O {5 R
R, [ASE~— 0 (—12.25~12.25%) O#FHNICTERIZ AR, 16
WNENFETH D L EHR LT,

(EIREHATGE H )

* PK/XT A =% (Curough) Zatfli L. FRIHCFHE (WBREE, FHME, +
P, FRERE, BoME, RONE, RAEEE, ZERE) 2V TE
WL,

* PK/XT A =4 (Cuough) DREMEIL, ARAIFER OREMERIA BRI I1T 5
PK /XT 2 —%2 Ol /N ZFe P D 90% (5K M 23, FRINZFRE L
A%~ — 0 (80~125%) DOHIPANIZASL Z & EEFR LT,

« TRV ORI R DT I L2 TR EMMIT I SR 2 xtg L L, &5
FERNCER LT,

ORR (objective response rate) : Z@lAIZE%)=, DOR (duration of response) : ZE%)H#f
fil, TTP (time to progression) : MEHAFEMIR] PFS (progression-free survival) : M
AELFHIR.,. OS (overall survival) : &AM, Cuough : b7 7R

NATHERIFR - o171 AEES (BEU BV KR I NN AT RIS Z) 845)

AR BN T AHISUTIAT A A ER N E R EGT DBRCHA LI U 22V KON RTZ
FrOMEROMET, A TERRBESNMER MRS R0 £9, 3L <3 FEAOEFIRL
= IHRIEEN,
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V. aRICHY 5HE

BEER (TTEH)

AF B H 1
(n=342) (n=347)
il (%) SEEME = R 2= 61.3+9.01 61.5+9.42
He/MIEL B R 32, 82 26, 82
AFERE ) OWRE, n | FBHIARLE 13 (10.9) 7(5.6)
(%) B4 95 (79.8) 104 (83.2)
HPERE A Y 11(9.2) 14 (11.2)
PR n (%) Bk 223 (65.2) 222 (64.0)
P 119 (34.8) 125 (36.0)
AR, n (%) ;; ; ;ﬁjﬁfxm 9 (2.6) 9 (2.6)
TYTA 59 (17.3) 55 (15.9)
;%2??};17 77 2(0.6) 1(0.3)
SN 264 (77.2) 264 (76.1)
Z DA 8(2.3) 18 (5.2)
WEEE. n (%) WLpE 75 (21.9) 88 (25.4)
JCMLE 163 (47.7) 148 (42.7)
IR 104 (30.4) 111 (32.0)
& (cm) n 342 346
S+ AR R 2 166.85 + 9.866 166.53 + 10.034
S ZIN - = SN [} 133.0, 194.0 138.0. 194.0
& (kg) n 342 346
S+ AR R 2 68.76 = 15.767 69.78 + 15.283
S ZIN - = SN [} 36.0. 131.0 35.0, 126.0
ECOG /%7 4 —~ | Grade 0 105 (30.7) 110 (81.7)
VAART—H A n
(%) Grade 1 237 (69.3) 237 (68.3)
Higk, n (%) B, R, 77 U0 226 (66.1) 230 (66.3)
TAYUT 59 (17.3) 62 (17.9)
TIT 57 (16.7) 55 (15.9)

ECOG (Eastern Cooperative Oncology Group) : >K[E B3 ARGKAER 7 1 —7
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V. aRICHY 5HE

REZE (TT £H)

AF A2 H 1
(n=342) (n=347)
PEEREE, n (%) FHHE 25 (7.3) 33 (9.5)
= 317 (92.7) 314 (90.5)
BA& I 7o IR BRI R E | B 336 (98.2) 340 (98.0)
n (%) KA 3(0.9) 2 (0.6)
F /N e e 1(0.3) 1(0.3)
JRA N3 0 0
/INHE R 0 0
JiR e - b e 2(0.6) 2(0.6)
Z DA, 0 2(0.6)
JEEEH L — R, | GX 131 (38.3) 118 (34.0)
n (%) G1 32 (9.4) 33 (9.5)
G2 85 (24.9) 91 (26.2)
G3 83 (24.3) 88 (25.4)
G4 9(2.6) 15 (4.3)
FEAIEH, n (%) Stage IA~ 0 0
Stage IMA
Stage B 0 1(0.3)
Stage 1IC 0 0
Stage IVA 147 (43.0) 164 (47.3)
Stage IVB 170 (49.7) 149 (42.9)
38 25 (7.3) 33(9.5)
N27—Y  n (%) NO 60 (17.5) 66 (19.0)
N1 25 (7.3) 40 (11.5)
N2 138 (40.4) 133 (38.3)
N3 116 (33.9) 104 (30.0)
NX 3(0.9) 4(1.2)
EGFR. n (%) [E{ud 342 (100.0) 345 (99.4)
(18 0 2(0.6)
ALK, n (%) Rt 342 (100.0) 347 (100.0)
[l 0 0

FRELFM) 7 L — ROV

GX : SHMLE DRl AR A, G1 @ @ik, G2 : 43k, G3 : &5k, G4 : Kok

N 27— (N: U (itni)

NO : Fiig U i e U, N1 - RO SR A SOXFEMRIGF . i Y 2 R~
DA CRBEESEOEHEZE L S0 5, N2« BN/ TR E S T U 2 i~
HRfs, N3 o MUERE. STRUNGRT . [R5 2 DIl o R 5, 848 L8V > i~z
B, NX : 7BV o Hiak i~ 6e

EGFR : ERHEFEN T80, ALK : Rk ) o\l - —+8
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V. aRICHY 5HE

MEDMHE [FEFMEES]

BrRABSHOEHMENE (ORR)

ITT M (FopE) Tk, FAE G0 ORR IZAHFIRE K OE HERLEI* 2
NZH 42.40% [95%IEHAIXH : 37.16~47.64%] KN 42.07% [95%(5HEX
M : 36.88~47.27%] Toh -7z, U AV EDOHEEM 0.40%, U A7 ZEDOHEE
D 95%EFEX M 1L —7.02~7.83% T ¥ . FRMIZHE L= [F5%
v —12.25~12.25%DHEIFAN TH -7, L7 - 7T, ITT EHIC
FEM OFZIMED RN R S LT,

< —

B oBG

HRIEICEDEEHNENERVERBEHNR ITTEH)

Al
(n=342)

PR
(n=347)

Z= (%)

145 (42.4)

146 (42.1)

HED (%)

197 (57.6)

201 (57.9)

ORR (%) [95% F#AXH]

42.40 (37.16~47.64)

42.07 (36.88~47.27)

U277 (%) [95%[5HEX[H] ] 0.40 (—17.02. 7.83)

CR (%) 2(0.6) 3(0.9)
PR (%) 143 (41.8) 143 (41.2)
SD (%) 156 (45.6) 140 (40.3)
PD (%) 17 (5.0) 19 (5.5)
A RRE (%) 3(0.9) 3(0.9)
R (%) 21 (6.1) 39 (11.2)

ORR (objective response rate)

AT

)FEmE [(BIXRHEOEE]
1)RIBELEFHAR (PFS)

PFS %, #/EA{L) D PD,/ %X
THETOHM & E

L7,

PRYFEIZL S PFS OFEMTHER (TT £H)

: BBIZE5%E, CR (complete response)
PR (partial response) : #4325%). SD (stable disease) : Z7E ., PD (progressive disease) :

A S 2D RN K D IET A AN T A

HEREce SR

AH T e
(n=342) (n=347)
FET ITIETESL (%) 248 (72.5) 246 (70.9)
HdufiE [95%(EHEXH] (R) 7.9 [6.9~8.3] 7.2 [6.5~8.3]
Y — R [95%(FEX ] * 0.92 [0.77~1.10]

* PG EE A, M (BN, Rk, 72 7) 0 ML RIERTE (BN, SR
K O'ECOG @ PS Z 34tk & L7z Cox RIFET /L

PFS (progression-free survival) : MEMHEATFN . PD (progressive disease) : 1T,
ECOG (Eastern Cooperative Oncology Group) : K [E W 723 KRR 7 v—7" . PS
(performance status) : & IRHE
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R $FEIZ & B PFS O Kaplan-Meier B8 (ITT £H)
10 1

— H
08 1 - A

0.6 1

0.4 4

0.2

0.0 -

0 6 12 24 36

HiE(B)
AFl 342 217 49 6 0
IZHERIAIPE 347 206 61 4 0

At risk3k

)£ FHR (0S)
OS 13, MAEZEN D H B WP HIERIC L DT ETOMM & EE LT,

OS DfET#ER (TT £H)

AH A Sl 1
(n=342) (n=347)
T (%) 164 (48.0) 168 (48.4)
Ui [95% X M] (A) 17.1 [14.6~18.7] 15.6 [13.4~18.0]
NP — R [95%(EHEX M1 * 0.95 [0.77~1.19]

* B EREAE TR, Mk (N, HESk. TUT) . MR BEIRRE (M. BB
K OECOG @ PS ##:4£ & L L7z Cox BUFET L

OS (overall survival) : 2417, ECOG (Eastern Cooperative Oncology Group) :

SKE B AR ER 7 v —7 . PS (performance status) : 25 RAE

OS M Kaplan-Meier B (ITT £M)
10 |

— &F

08 1 - AR

0.6

0.4 -

SHBE
7

0.2 4 [N

0.0 A

0 12 2 36

HE(R)
A F 342 177 21 0
IEHEBIKPC 347 164 23 0

At risk$k

(B)PK /8T A—%5 (Crough) [BIRFHEIER ]

ARy R T DY Coougn 13, WTHOBEERETHEY A 2L 1 OY A 71
6 £ THHY Uiz, F 70 EERFIEES ) 2 ARAIRED 8 e/ "I s |
WP S FRNCRE LR~ — 0 (80~125%) O#FPHANTH V. AH|
e OEAERLEH D [R5 23R Stz
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V. aRICHY 5HE

PK /\057‘_9 (Ctrough) @?E*Z (PKﬁg*ﬁﬁgi)

] W Y 1l %%

A7 Ctrougn (ug/L) (nzfiijﬂ %ﬁ%f;)

FAL 2701 | n 318 316
EHIME (% ERE) 50426.3 (79.02) 52515.7 (61.61)
il (%) 91.24
(90% 51X ) * (77.29~107.71)

FA 2702 | n 302 287
EHIME (% ERED) 73127.7 (49.07) 81533.7 (64.47)
il (%) 87.19
(90% 51X [H) * (74.20~102.46)

FA 703 | n 283 269
EHIME (% ENRED) 93100.6 (54.24) 95878.8 (56.30)
il (%) 92.59
(90% 51X [H) * (77.53~110.59)

FA 704 | n 268 254
EHME (% ENRED) 96445.2 (47.28) 101583.1 (45.55)
il (%) 93.18
(90% 51X M) * (78.49~110.63)

FA 75 | n 252 238
EHIME (% ENRE) 108957.3 (50.60) 108512.5 (45.92)
il (%) 102.08
(90% 51X [H) * (85.47~121.91)

FA 76 | n 246 228
EHIME (% ENRE) 116188.2 (50.55) 114849.6 (49.03)
il O (%) 104.50
(90% 5 #E X [H) * (85.84~127.21)

GfZEREME [(BIRFEES]
BHRIND Ny FATHBETOHRANANY X~ T HiR (ADA) & ik

(NAb) ZIE L1z, #5412 ADA Rt L 72> 2 BEOEIA 1L, KA
T 496 (14.2%) . FEHERIAPHET 55 ] (16.0%) Th o7,

ADA [514 B U NAb 51t EIE (REMETRER)

* AN TSR L O HEERE K O 90%ERX I, B U7/ SR OO i HE
TEME L 0% EHEIX IR 2 FR BT 25 Z LIT K R T2,

A o L)
H A (n=345) (n=344)
n (%) n (%)
BRI O VT OFEMRE ISR RN b -8 | 345 (100) 343 (99.7)
ADA Btk 53 (15.4) 58 (16.9)
NAb Btk 8(2.3) 7(2.0)
WHANCRE RN S S B 341 (98.8) 340 (98.8)
ADA Btk 5(1.4) 7(2.0)
NAb 5t 1(0.3) 0
B GHONT N OFEMIRE N AE G S - B 323 (93.6) 304 (88.4)
ADA Btk 49 (14.2) 55 (16.0)
NADb Bt 7(2.0) 7(2.0)
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. aEICET SIEH

G)Ret [BIRFF@EER]

NBERELORRARMPEBEETETLVAETER (AR

IRBRIE & ORI RBRPEE CTERWAEEFRIT. AHAIRE 345 filh 178 i
(51.6%) J OMEHERIKEE 344 I 174 1] (50.6%) [ZHB L7z, 2ERIK
SR TR b Z < S SNEBRE L O RN EE TE R VWEEERIT
MIRK VY 3R FEE 97 Bl (14.1%) (ARFIRE : 52 1 (15.1%) A7 IR
B 45 ] (13.1%)) Th o7, EAFEN TR b 2 < i ST IRBRIE L DR
RERNEE TERWEFFRGIL, EAR ORAIRE : 36 4 (10.4%) . FEHER

HIFRE - 3241 (9.3%)) Th -7,

BRELODARBEABTETELVEETER (WITIHLDETS5%LUL)

(REMBEIRER)
FEEBIE (%) | FHFIE (%)
Egﬁk@ﬁ%%%ﬁﬁﬁfgﬁwﬁ%$2®%ﬁ 178 (51.6) 174 (50.6)
MigFs T >/ R MEE 52 (15.1) 45 (13.1)
2 1 25 (7.2) 29 (8.4)
B BRI E 13 (3.8) 18 (5.2)
i/ E 22 (6.4) 9(2.6)
B L ORI E 40 (11.6) 36 (10.5)
HER 36 (10.4) 32(9.3)
BORGH5 X O T AL kb 37 (10.7) 34 (9.9)
Bt 23 (6.7 21 (6.1)
A PR 31(9.0) 27(7.8)
i 1L 25 (7.2) 25 (7.3)

RRELENDARBEABETCELRVRTHZECERELHEER

(= ERHAR)

1BHEE L O RBENEE CE R WEE A EFRRIT, AR 345 i 18
Bl (5.2%) M OEAERIFKIFEE 344 59 23 1 (6.7%) IZHIL LT,
FECIZE o TipBRIE & ORRBIRPEE T E WA FFLRIT, AHIFE 345
31 (0.9%) K OMEAERLFPRE 344 Bk 7 61 (2.0%) [ZHBLLTZ, ZOW
AU, AFEECIEBUE, < BB FHIMm, MHmsg 18 Th ol R
FPHECIIM L M 2 ], MREZE, Z28R5E, MRS, Ok, BUiSEYES 5 v o
£ 1BITH-oT,
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V. aRICHY 5HE

BABRELORRBENEETELRVERLCATER

B RIRHE AF TEHERIA SRERIRHE A TR e

FARGE (n=345) (n=344) FEAGE (n=345) (n=344)

HHHIE (%) FEHE (%)
HESAESE | 18(5.2) 23 (6.7) HEERB & 0 2 (0.6)
LOFBIBIEK OVE AR ik
migF LY 4(1.2) 0 HIET 0 2 (0.6)
SRR

E=giil 1(0.3) TR R PR 2(0.6) 2(0.6)

FEEWVELT 3(0.9 iR 0 1(0.3)

BRI E
Lt 0 1(0.3) I it P g 2 0 1(0.3)

‘:F‘
&Ik 0 1 (0.3) i 0 1 (0.3)
H GRS 1(0.3) 3(0.9) iR A 1(0.3) 0
g b4 i A
i3
PEST 0 2(0.6) <BBETH 1(0.3) 0
.

HA 1 0 1(0.3) FihpE 0 1(0.3)

%

H A5 H 1 1(0.3) 0 FEERIRIN I 0 1(0.3)
—f% - BEpEE 0 1 (0.3) e s, 2R 6 (1.7 4(1.2)
B L O 5L B L OMERR F
DIREE =

ZEIRHE. 0 1(0.3) I [ e 1(0.3)
JEYUE R L O 3(0.9 4(1.2) w2 1ff1 1(0.3)
FAE HE

IS BE R 1(0.3) 0 AIEXE X 1(0.3) 0

Ji

il =322 0 1(0.3) i ZEAE ST 4(1.2) 0

fiti %% 0 2(0.6) Jiifasgin® 1(0.3) 2 (0.6)

R S 1(0.3) 0 5 3(0.9) 3(0.9)

B e o 1(0.3) 1(0.3) EER R UR i 0 1(0.3)

ER TEIE
BE, FER 0 1(0.3) i i E 1(0.3) 1(0.3)
L OMLE A OF
JiE

FEATHED 0 1(0.3) fILE 27 U 2(0.6) 0

S —

B A 1(0.3) 0 ST AR 0 1(0.3)
JER
M 1 BREC 1(0.3) 0
/}\
B X O 0 3(0.9)
FhEE
BAE 1(0.3)
ik 2(0.6)
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V. aRICHY 5HE

2) R

(65) BE - WAEAIEAER

(6) sAERIEF

1) A IERE
(— R fE A& E.
HEERARERE.
i FARIELL BRI & ).
&R
T—AR—ZFE.
&R
BREREBRONE

Q)ERBEHELT
REEFEDRE
XL 1=
HE - ABROME

J/EHILIZESIABREL ORRBRIBETCETLHVEESR (2HEREM)
Be G- IEIZE o 7B & ORI REBIME NG E TE 2 WA FHRGIL, ARAIE
345 Bl 22 5] (6.4%) M OMFEHERIFPHE 344 HIH 21 1] (6.1%) IZFHBLL
72 T ORNFUL, AFIEECTITMIEARIE 6§ (1.7%) KO, &AW 3 6 (0.9%) .
EILEZ U —1E 2 61 (0.6%). M/ MIEAE, BEJ0E, BumiE, HEAILRE D K
i BARBOR, RIUMERR B EREGRE, < IR T Hm, BEEER, &
I, AERESOE, i, @iES 16 (0.8%) Tholz, FEHERFF R
TIE, EAR 461 (1.2%) . AL D RS, Wi, ZERE, il 4% 2 41
(0.6%) . IM/IRIBAME, L5 I, Z28K3E, CRUTFZ., Wi, Rt =
v 7 BCOG "7 4 —~V AAT—X ZHA, &Ah U U AME, mifES 1
Bl (0.3%) ToH-olz,

(V. BRI 2B ] @ 5. QEEEKIRAER] KO 15, (DMIEAFER
DA EERER) 25,

BT L
A BUER e T — 2 N — A

EL:H] BRI FEARIE (2 DU N T UAH & e T3 A DR BRI A L
LU )

PIE 350 ARENNEFAT A A EIRENTT S T-F5R - B, L. P
B S AR R R

FREREGIHL AFHITE < 840 13
AT A AEHGRE ¢ 8,400 f

GLEOWIRIA Medical Data Vision®7 — & ~<— 2

A (77— %) Wi | F5etk 4 4ER

FETFA ar— hTFHA

F7— XA TBRE 2 O MRS ZERE - OFR4 QEIMLLY @BFAT
P AlE

L
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. aRICET SIEH

(7) ZDits

(FINNRF UOmi@sREA 100mg/4mL - 400mg/16mL)

17.1.2 REYRTEELET - BROKEE - ERE
(1) BN I/I4588 (JO19380 :HER)

RIGEDHELT - BFEAENG - BEREFE L RIRIZ, I H2es - Fx4
U 77 F ik (XELOX i) L AKI 1 8] 7.6mg/kg JFH#E S (21 H
Z1VAa7E L, 1 0B, MARGIZELBARFZERSE) ITLD
9 1/ FHERER 2 520 L 7=, 0313 71.9% (PR41/57 fil) Th-o7-,
HE AT IR O TP 336.0 H (95% 5 #E XM : 293—380 H) TH -
7z, [6.2, 7.1, 7.4, 7.5 2]

RIEAZBLR T, XELOX #RIE+AFIHET 100% (58/58 #iil) ThH -7z,
FARWERIZ, REMEERE =2 —1/33—93.1% (54/58 fi) . B
89.7% (52/58 Bi]) . %7 82.8% (48/58 i), T « BJEFIRAT A BIE
BERE 77.6% (45/58 B1) . HELs 74.1% (43/58 Bi]) Th o7,

(2) BRREMHERHE (J018158 FER)

HEAT « RGN - B EXGIC, XYV TTF 0 - Tty Ty
Jve VAR U — ML o AE (FOLFOX 4 #1k) & ARAIOfF %
HAZ X 2 R EVEMRRRZ | RIBHIEDIZIIARA] 5mg/kg, BEIEHFIES
1213 10mg/kg D& (14 HZ 1A 270 &L, %1 HHEIZ, fhFlks
RN B AR ZBE) [Tk E L, BORITRIBES 79.4%
(PR27/34 ) T, BEIGH#HIT 47.8% (PR11/23 #) <, 4T SD LL
ETHhHo (HEREE)., (6.2, 7.1, 7.4, 7.5 2]
VE2) ARIGW] IR TR ST R (PR B IEAE T 6 7 H DL LI LT
MR ST b D) TR HLFIREL Z T TOARVERE
T 3) BEIIRH] : SeT LRI B CRBAEST - HRORD LB
BIVE AR IT, AA| bmg/kg T 100% (38/38 i) . AA| 10mg/kg &
T 100% (26/26 f5l) T oz, ERENWEMIL, &HA] 5mg/kg FE TR
% 97.4% (37/38 Bll) | i PERELRID 92.1% (35/38 ) | > 86.8% (33/38
Bi) . B EREGR D 78.9% (30/38 i) . T 73.7% (28/38 ) TH Y |
AF| 10mg/kg BT A IMERED D 100% (26/26 #1)) | 4 ERERD 96.2%
(25/26 Bl]) . BHAIE 88.5% (23/26 i), > 84.6% (22/26 i), IfL.
/IR 80.8% (21726 f5l) Td o7z,

(3) BN I /858E& (JO18157 RER)

BEVRIRE SUTARIBIRE OHELT - FEFAEN - B EE 18 Bl KfR & Lz 7L
T v VRAKY F— by sk (5-FUMLLV L) &K
HOPEHBESE (14 B2 1Y A 270 L, 551 BHEIC, fhFEG5& TE%
(CARKN e 5) (X258 TREBRE I Lz, 25%1% 16.7% (PR3/18
B) . 5mg/kg TiL 6 4Bl SD, 10mg/kg Tk 6 il 2 5173 PR,
46178 SD TH o7, [6.2, 7.1, 7.4, 7.5 2]
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V. aRICHY 5HE

BIERFERIT, 5-FU/-LV 5+ A% 5mg/kg BT 100% (6/6 ) .
5-FU/I-LV 1%+ A% 10mg/kg #£T 100% (6/6 f5l) ThH o7z, T/l
YERZ. 5-FU/I-LV 3L+ AA| 5mg/kg #E T HERED 66.7% (4/6
Bi) . AMLEREDR D 66.7% (4/6 1) . 1/ MiEdd 66.7% (4/6 #i) . B
N 66.7% (4/6 f5]) TV . 5-FU/I-LV &%+ A#| 10mg/kg FE TERAR
A 83.3% (5/6 f51]) . B 66.7% (4/6 fi) . S HIIM 66.7% (4/6 1) . &
MmE 66.7% (4/6 ) ThH-1-,

(4) BN FEMABREAILLLERER (NO16966 FHER)
FIBR OB - BEEEICRBWT, 33V FI5F 0 - 7F4
oS5 Lk Y F— F AT A (FOLFOX 4 31E) ¥t XELOX
PIECAKI UL T 7 R & 54 5 2x2 BN O S W i i & 5
L7, AFIOHEIX, FOLFOX 4 %% & OFFH Tl bmg/kg (14 H% 1
YA 7l L, 1B BICHFIE SN B AR E £ 5) . XELOX ik
EDOPFHTIEL 7.6mgkg (21 HZ 11271 L, &1 HHICMARE
RSB AR B E) L L, TORER, EEMETICBV T, AR
BETIXZ N5 0 FOLFOX 4 1k T XELOX JRIE DAL FEFE D I 5%
Fea e, AFERERE/AEFYHMOLER LR bz, BIKEIE
Hro FOLFOX 4 %1k + AFKIRE L FOLFOX 4 L+ 77 B RO Ll T
A EREITERO bR o 723, XELOX L+ AKIRE L XELOX 7
L+ 77 B RO W Tl & 72 S AR B D IR R 358 B LTz,
Fio, RIRBEHIE B Th 2 EFHEIC OV T, BRI AR OF
322 EIc kv EEMEmNRD bz, [6.2, 7.1, 7.4, 7.5 5]
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NO16966 REEOA N (EEEMERE) 2B 2 o
SR A (T IR 0 A AE RS
L () NP — RH P () NP — R

e e

==t RE
+ 7 SRR 8.02 19.91
(n=701) 0.83 0.89
s P=0.0023 P=0.0769
+ T NAF R 9.36 21.22
(n=699)
XELOX 1%
+ 7SR 7.39 19.19
(n=350) 0.77 0.84
XELOX J&i% P=0.0026 P=0.0698
+TNAF R 9.26 21.36
(n=350)
FOLFOX 4 Jik:
+ 75 R 8.57 20.34
(n=351) 0.89 0.94
FOLFOX 4 j#1: P=0.1871 P=0.4937
FTRATF R 9.40 21.16
(n=349)
H4) By FAT7H 200641 H 31 B, FIREIMEIC & 2 MR HE A
W5 Ay MATZH 200741 A 31H
1 6) fbFE - FOLFOX 4 % i XELOX J#iE

RIEH#EELF1X, FOLFOX 4 #iE+AAIRET 98.2% (335/341 1) |
XELOX J#5 + AAIRET 98.9% (349/353 f5l) T 7=, LERIWERIX,
FOLFOX 4 #{% + ARAIFETHL 62% (213/341 1) . T 60% (205/341
Bi) . AFHERIEAE 55% (188/341 i) . HNZK 40% (137/341 f51]) . B/
. 39% (133/341 ) | WEM: 37% (127/341 f51]) . J&55 37% (127/341 1) .
suthiin 29% (99/341 ) | #E JJHE 26% (90/341 B1]) . BALRIE 26% (88/341
B) ToH Y, XELOX FEik + AHFIHETHEL 64% (226/353 i) . T 62%
(220/353 #]) . @M 44% (157/353 i) . T RIECFEIRFN T A DAE
B 39% (139/353 ), $HIEHE 37% (131/353 f5il) . %7 36% (127/353
Bil) . A% 29% (101/353 f5) . BAARIR 28% (100/353 i) . HEJ)iE
21% (73/353 f3il) . KiEME==2—nr /32 —20% (69/353 f5) . 4 FHERIE
JiE 20% (69/353 f5l) TH -7z,
(5) BN FEMABEIEAILLLEER (E3200 5X5R)
A T H SRR R R T VA a5 L OIRIENE & 7o T
AT XTSI OGN - EIGE BAE & %152, FOLFOX 4 ikt 2 %t R
& L. FOLFOX 4 #EICAHK] 10mgkg (14 HZ 194270 L, B 1
A BICHAN ST B AR 2 #5) 20 Liz & & 0o ERat Lz,
ZDORER, AFOEHBECB W TIL, FOLFOX 4 JiERHIC N E B AAF
IR OIEERRBD b, Fo, BIROFHEEBICOW T, A
FHIROIER &L @OWRENRD bz, [6.2. 7.1, 7.4, 7.5 5]
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E3200 #ER DA ZMEIZ B D Al

F2hR A 0 A AR
BeGEE % i e i s e
e | P ggy (TR gy (TR
FOLFOX 4 »
WRIERE o5 45 10.8
(n=292) 0.518 0.751
FOLFOX 4 P<0.0001 P<0.0001 P—0.0012
RIS 22.2 75 13.0
+ 72 FURE | (65) ' '
(n=293)

Grade3 UL b (MiEEMEIZ OV TIX Graded LLE) ORIWERZSHRIT,
FOLFOX 4 ##{%+ ARAIRET 76.83% (219/287 f5]) TH -7=, FOLFOX 4
PEIERE L DRBLRDEN 2% ETH - = ERBWERIX, K9 18.5%
(53/287 f5il) . T 17.8% (51/287 i) | ki lr s — KT M 16.4% (47/287
Bi) | D 10.8% (31/287 f1]) | MEM: 10.1% (29/287 51]) | itk 8.7% (25/287
Bil) . miiE 6.3% (18/287 fil) . & 5.9% (17/287 f5l) . FER K 5.9%
(17/287 f5]) . IS — 2 DMl 5.2% (15/287 i) Toh-o7= 9,

(6) BNFEME _EEHREEAILLLEEER (AVF21079g HER)
RIBROEREREN - BB RE 2 X812, AV /7 0 YRR KT -
TNFaT T - R F— BTy g (IFL &) % 5HREE &
L. IFL #EICAH bmgkg (14 HZ 1 ¥4 70 & L, 5 1 H HICA
PR THRICAR 2 85) T 7 TR 200085 L, TORE, K
FIOF FRE I3 TFL RIE BRI L~ 5 7 AR A7 401 ] e OV S S A A 1 R oD
SERMFEO BN, [6.2, 7.1, 7.4, 7.5 & /]

AVF2107g iRER DA 20 B3 2 plihi

oy R 4 T A A ey i
el (H) NP— Kk FRfiE () NP — Kk
IFL #&i54
+ 75 & REE 6.28 15.80
(n=411) 0.577 0.714
IFL 351 P<0.0001 P<0.0001
T NAT R 10.58 20.37
(n=402)

AEFZRBRIL, IFLFRE+ ARAIRET 96.7% (379/392 ffil) Th -7z,

T EFERIT, FH 74.7%(293/392 1) | A MLEREDE 44.4% (174/392

Bl) . HEIPE 32.4% (127/392 i) . HE.L 29.8% (117/392 #1)) . EHAIR

28.8% (113/392 #1]) . %% 26.5% (104/392 #1) . /T 24.5% (96/392

Bil) . WEH: 21.7% (85/392 B1]) . 798 19.4% (76/392 i) . BHAIE 15.8%
(62/392 fiil) Th o7,
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(7) BNEIHEH_EEREFALLLERER (AVF2192g AER)

AV T T AR KT OIEFR AT & 5 2 5D ARIER OB IER
15« BEEEEE R, IAda T s R F— N A v T L
% (5-FU/LV J#ik) ZxtBEEE L, 5-FU/LV #RIEICAHK 5mg/kg % 0
b (14 HE 1Y A7 L, 51 HBICHMAIR G~ THRICKRH 2§
B) Lzt E0RMIMEE G Lz, £O/EER. AFIOFHEE CTIX. 5-FU/LV
FRAEHR T He A~ B S A I DI R 358 0 b iz 9, [6.2, 7.1,
7.4, 7.5 BM]

AVF2192g ABR O A I B3 2 lfd
A A= A R A7 HAM
e (B) NP — RH e () NP — RH

BERE

5-FU/LV ik
+ 7T Rk 5.52 13.24
(n=105) 0.496 0.766
5-FU/LV &% P=0.0002 P=0.0942
+ T RRF U RE 9.17 16.56
(n=104)

HERESREIRIL, 5-FU/LV &L+ AT 100% (100/100 ) TH

ofc, ERRAFEFEGIL, THI 84.0% (84/100 #) . MEJJHE 76.0% (76/100

Bil) . s 65.0% (65/100 1)) . BE9R 47.0% (47/100 #1]) . BEAHE 43.0%
(43/100 1) . W&t 40.0% (40/100 f51]) . & FHIR 38.0% (38/100 ) . &

Ji 33.0% (33/100 1)), I)E 32.0% (32/100 f1]) . fEK 26.0% (26/100

B) . &I 26.0% (26/100 #fl) TH 7=,

RIRR OIS VERSRG - ELIGHE &2 %5 & L7z 5-FU/LV ik AR 2 O L

7o, BRiiBR A B Te 3 MBROOFAMENT M T AL, AFIPFHBEZB VT,

SFRREEICEE LA B P I ISR ERIER SR bl &

WERDHD Y,

17.1.3 BRELREZR S UIBRTEELELT - BROIE/MERATRE
(1) ERNE IR (JO19907 FHER)

RIGHR DR LR 2 Br < AT - B OIENMIaitEBE 2 xR, &

WRTZF v Y 2tk (CP#RIE) ZXIREEL L, CP¥RIL

WCAK| 15mg/kg #0FH QL BZ 1V A 270E L, 81 HHBIZ, AR

BTSRRI 2P b)) U758 TAHER 2 6 L7, CP #IEILmAE & b

6 hA 7 NVETE L, AFIOEE X CPRIEOHFIEXIH(RTH DS F—H

15 - B CRSMETT £ Okt L 7=, T ORSR. AAIDFHBECIX. CP %L

ZHAH B 2R A A OIE R K O R O EN B O HivT,
[5.2, 7.1, 7.6 ]
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JO19907 &R DA NI BT 5 Ak

49 108 A A T =

Et g

&h i (B) | ~P— Kk % P i
CP fﬁ%ﬁﬁﬂﬁi 59 810
S 0.61 P=0.0013
CP L+ T RN AF Rt P=0.0090 :

7 6.9 60.7

(n=117)

RIEFZEBLREIT, CP &L+ ARAIRET 100% (125/125 i) Th o7, +
7RRIVERNX, A eSO 96.8% (121/125 i) . BiBIAE 95.2% (119/125
B) . AMEREDS D 94.4% (118/125 f1l) . KAtk ==2—nr /3 —88.0%
(110/125 f51]) , ~FE 7 v & 84 84.0% (105/125 f5il)) Th -7,
(2) BSE I/ MAREALLLEEAER (E4599 HER)

RIBIE O 7 V- EBHE % B < 1T - T3 O I/ Nt B8 % Xkt gz, CP
Wik AR L U, CPIRIEICAHA] 156mg/kg 2 0FH 21 HE 194 7L
L. B 1 HBICHABRGRK TRICARRZRY) LizL 200 a Rk
L7, CP EIEITWTHNORETE 6 VA 7 LETE L, AFOHKGIE
CPHIED T IE T T# b IA— ik - HE CTRBMEITE Tk L7z, 2
DOFE T, AFIGEARETIL, CPRIBICH AN BERAFHIM OERERZED 5
iz 9, [5.2, 7.1, 7.6 ]

E4599 R DA ZMEIZ BT D Al

- AHE A LA ) T AR
Refi (H) NP— K RfiE (H) NP — Rk
CP JRyEH
it 45 10.3
— - 0.66 0.79
CPIRIE+T " AT P<0.001 P=0.003
> 15mg/kg #f 6.2 12.3
(n=417)

Grade3 DL EORIERFEBLRIL, AHAl 15mg/kg+ CP JRIEFET 69.1%
(295/427 #i) TH -7z, E72 Graded DL EORIERIL, I HERBOE D
25.8% (110/427 f1) . #55 14.5% (62/427 #) . MR IR #E 9.6% (41/427
Bil) . RRMERERR = 2 — 1 /33—9.1% (39/427 1)) . & fL/T 6.3% (27/427
Bl) . JEYe 5.4% (23/427 Bi]) . Bl 4.9% (21/427 Bi]) . BERAE 4.9%
(21/427 i) . BiAK 4.7% (20/427 f51]) . WEH- 4.4% (19/427 #5]) T -
7
QR) BN ENH_EERBEALLLERER (BO17704 HER)
RIBIRE O R A Br < 1T - IO/l B 2 x4, v &
TITF v FAVEEURIBERE (GCHRE, T Aav v U EBEITE
WNAEGEAE - HEZ ) xRt e L. GC RIEICAA] 7.5mg/kg =7
(RA&GE) XX 16mg/kg 0L Q1B 1A 70E& L, 1A
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V. aRICHY 5HE

BB G/ THRICAFIZ e 5) Lz & & OFMEE R LT, GC #
BENTNORETHL 6 A4 7 0ETE L, AAOFKGIE GCHIEDOF IE
AT TH B [FE— L - FHETWEEIT £ TRlE L7z, £ ORER. AH
7.5mg/kg KON 15mg/kg OFHBEDMIRE T, GC FIEIZH A~ FEFHHHE E
Tdb D BIEAFHR O BRERE SRS bive, [5.2, 7.1, 7.6 B3]

BO17704 iABr oA BE % ifE

oy~ e A T AT
FofE 1) | AP RE | ki (1) | F— R
GC ik
+ 75 B R 6.1 13.1
(n=347) 0.82 1.03
GC JlE+ 7 N A F P=0.0301 P=0.7613
» 15mg/kg B 6.5 13.4
(n=351)
GCEE+ T RAF
‘ 0.75 0.93
~ 7.5melke B 6.7 P=0.0082 13.6 P=0.4203
(n=2345) : :

T ARENO R R % bk < YIBRABE 72 81T « TR O I/ N IR i 1 k9~ 5 KGR A i
1% 118 156mg/kg TH 5,

BIVEFAZE R 1T ., AAI 7.5mg/kg 7+ GC JRIERE T 95.5% (315/330 1) .
AFH| 15mglkg+GC FIERET 95.4% (314/329 ) Th o7z, FENHE
FE, AHA 7.6mglkg =D+ GC HiERE THL 54.8% (181/330 #1) . 4
BRIE 48.5% (160/330 #1)) . MaM: 47.0% (155/330 1) . i/ M
JiE 37.0% (122/330 1), &1f 33.3% (110/330 1)) . %7 27.9% (92/330
Bil) . AR 24.5% (81/330 ) | s i 23.9% (79/330 f1) | 52 20.9%
(69/330 #1) . mEILE 20.9% (69/330 #) TH Y. AHK| 15mg/kg+GC
PRERETHEVD 55.6% (183/329 i) . 4FH ERIEVME 45.9% (151/329 H1))
&Rt 45.3% (149/329 1)) | i/ MR E 34.3% (113/329 #il) | 9% 57 30.7%
(101/329 #1) . #if 30.4% (100/329 f1) . & Hiim 28.9% (95/329 1) .
LT 28.9% (95/329 i) . BEKRIE 27.4% (90/329 1) . BiEAE 21.8%
(70/329 fiil) To o7z,
(4) BHNE DI HBEALLLERER (AVFO757g 5HER)
FRIREOHELT - BRI OIE/NMIAMiE BT 2515102, CP #ikz xHEE &
L. CP¥EICAHK] 7.5mg/kg 7 (K7KFE) X% 15mg/kg #0fH (21 H
1Y Ao El, B1HBICHARSETRICARZRE) Lzl
OENEZRF L7z, CP BTV THORETH 6 A 7 VETEL,
ARHNOEG 1T CP FED PRI TH b F— ik - A& TRBET X
1% 18 1 7 L E THikfe Lz, P BRI RE ZBROCTRENT L 7RSS, R
Al 15mg/kg GFHEETIX, CP #{EIZE~ Time to disease progression
(TTP) DA E7RIER K OGN OUED RO v, [6.2,7.1,7.6 Z ]
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AVF0757g i BROA NI B3 2 ik

2R
PR o o f ()q)TTP/\47“‘~ Kt % ﬁfjéPﬁE
CP f/fiimﬁi 4.0 — 12.0 -

RITER R I1T, AH] 7.5mglkg * 7+ CP #IERET 81.8% (18/22 #) .
AFH| 15mg/kg+CP #IERET 90.3% (28/31 #l) TH o7z, E72REIEH
I AH 7.5mglkg D+ CP EIERECTE I 36.4% (8/22 1) . %35 31.8%
(7122 f51) . ¥EJ7 27.3% (6/22 f51]) . Af PERIAME 22.7% (5/22 f51) . B
i 22.7% (5/22 i) . o> 13.6% (3/22 f51]) . W&if 13.6% (3/22 f) .
THT9.1% (2/22 f1) . AN 9.1% (2/22 i) | FEIREE 9.1% (2/22 f1) .
BESE 9.1% (2/22 1)) TH V. KAl 15mg/kg+ CP FIERETH F7 41.9%
(18/31 #) . &t 835.5% (11/31 i), T 29.0% (9/31 f5il) . BRI
22.6% (7/31 f), H.0>19.4% (6/31 %), AN 19.4% (6/31 fi), %
FE 19.4% (6/31 %), BLEBIE 19.4% (6/31 f51]) . AP ERIAE 16.1%
(5/31 ) . 5 16.1% (5/31 i), %9 16.1% (5/31 ) Th o7,
17.1.4 FHAEXITEHILE
(1) ENE DR (JO19901 FXER)
HER2 [&VE TR - PR FLIE IS X9 DAL FRIERIG R S 2 4, S
7 ) 2%t NEAH 10mgkg #0FH 28 BAZ 1A 7rE& L, #H1H
H.8HH.1bHAINZUZX®L%Z, #51HHE, 15 HAIZXZ VX
XU NEEKTRICAR Z2#Y) LB THRBRE FEii L=, AEFS
IZE D WFNOHER ZPIE LA, b ) — ORI EZ AN T, [FH
— L - AETHEMET £ Ok 5-alRe & Lo, AR o
FAKIL 12.9 B A (95%EHEX M : 11.1-18.2 B A) . ZE%h=RIZ 73.5% (CR
5/117 f5l, PR 81/117 #l) TH-7= 19, [5.5, 7.1, 7.7 &[]
BIEFAZEEIT, AA 10mgkg+/37 U & $+&/1C 100% (120/120 )
Thotz, EREMWEAIL, BB 98.3% (118/120 i), [ i Ek% ik
85.0% (102/120 f51) . 4FHEkEaE 75.8% (91/120 #1) . K== —
78 —75.0% (90/120 ) . Exthif 70.8% (85/120 1) . J& 4 FABGME
59.2% (71/120 f5) . NOFEE 53.3% (64/120 1) . % 50.8% (61/120
#il) . AR 50.8% (61/120 1)) . PR 5 48.3% (58/120 ) T -
7= 1D,
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(2) BN FEMABREALLLEFER (E2100 5K5R)

HER2 [2PEE 9 CHARS - FFETLIE IS KT 2L 2B RIBI RS 2 X1,
X7 ) 2w (PTX) FIEERHRE L U, PTX REEICAA] 10mg/kg %
OFH 28HZ 1% 1A 71vE& L, 1 HH, 8HH, 156 HHIZ PTX %,

#1HH. 16 HHIC PTX 54K TRICAAZ & E) L& & OAM%E
ERRI L, AEFLICEIV 0T ZPIELESRAE, b0
DIRFN 2 WANC T, F— Ak - AR CRSEITE Tk 5 aTRE L L7z,
%5 1 IR EAEST (2006422 H O BT —X 1y bAT) OfERICES X,
REBRTRHAE P S 7o, AFIDFHRECIX, PTX SEHAMIC T2
FEME H T d 5 M EAFHIM INTHE SR BRFHE) OFBRERE N
W b, —J7, BIRAIGHEE E TH 2 AFHEIC SV Tid, PTX
BICAKNZORT 2 2 SIC K DA ERIERITRO bvie o712, [5.4,
5.5, 7.1, 7.7 ZH]

E2100 B OB MEIZBE T 2 pliE
A 14 7/ A T A7 HAM
e (B) NP — RH e () NP — Kb

BehaE

PTX JRiE BN

(n—354) 5.8 24.8

0.483 0.869

PTX IR \ P<0.0001 P=0.1374
+TRATF R 11.3 26.5

(n=2368)

E21007%5% 0 M3 8 A A7 W 5] O Kaplan—-Meier Hi##

1.0

03 A R
. 0.2  PTX kR SR \—\:\_
0.1 = =

0 6 12 18 24 30 36 A
PTX+7/1RF /8 368 194 72 22 3 1 0
PTX 833 354 109 25 5 0 0 0

E2100385% 4448 ] © Kaplan-Meier il i
1.0

£H8E
o

0 6 12 18 24 30 36 42 48 54 60 A
PTX+7/RAF 8 368 344 297 249 193 104 48 23 5 0 0
PTX#¥# 354 307 258 215 165 103 48 19 8 0 0

4 8) E2100 RBRClid, F T AY RX~7 (Efa-fftz) BEEHD HER2 Bk sLE A
H. RO TRAYX2T (BIaffz) 28IRENEISIZR 5720 HER2 %
BAHILEEE LR ATRETH o T,
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Grade3 UL E (i #MEIZ DWW TIE Graded VA E) ORIVERARB R, K
F+PTX JFRIEHE T 67.8% (246/363 f3l) Th o7z, EREIWERIZ, K
PR = 2 — 1 /%3 —24.2% (88/363 f5) . milfil)E 15.2% (55/363 f51)
55 10.5% (38/363 f5ll) . J&kH: 9.6% (35/363 ), 4FHEREREL 5.5%
(20/363 ) . /KT 4.4% (16/363 B1)) . MR IR 4.4% (16/363 1)

T 3.9% (14/363 ) | M- 3.9% (14/363 ) . Hl» 3.9% (14/363 i)
ThoT,

17.1.5 BHwEBE

(1) ERE DA (1022506 5XER)
BEVRIR O PR MR B (B2 29 6, JIRTERME AR e 1 451,
IRTERCMEZ 2 B HIE 1 6) 2551, AH 10mg/kg @ 2 MR 5
REDFMEAE BT LT, BRI OBIFEEFE 29 BllCBiT 5 6 I H
ALFHRIT 33.9%, 1 FEAEFRIT 34.6%., FHHEIT 27.6% Th 7=, MHY
A R OCAGFH O P REIZENZEN 3.3 7 H KR N10.5 7 H Th
S72 13, [5.6, 7.1, 7.9 &#]
RIVEHIZE BRI, 96.8% (30/31 i) Th o7z, ERENWEMIZ, JRPERA
Btk 41.9% (13/31 #1), EIf)E 32.3% (10/31 f5) . T 22.6% (7/31
Bil) . S 22.6% (7/31 451) . ALT 590 16.1% (5/31 f5) . 4 EkE s
4 16.1% (5/31 f) . HmEREGD 16.1% (5/31 #1), M Al-P H#50
12.9% (4/31 %), L 9.7% (3/31 ), NN 9.7% (3/31 f#)) Th -
7= 19,

(2) ERERFEIME_EEREEAILLEHER (BO21990 HER)
HIFE DBIFIERFE 2 KR, HEHRIR & 7Y 1 I RIC X 5%
W RTIT RE) ICARI LT T v R 20T 5 SR EEEA L
AR A I L7, AFOMEZ, SRR ET7EY eI R (1 H 1M
HHES) O (6 ) X, 10mgkg (551 HE»D 2 M
bR, 4 [HEE) L, 7Y 0 R 4 BRI R 3AA HIREK L
Tzo EOH%, TEY 1 I FOMRHRIENE 28 AZ 1¥ A7 0L L, H
1HELHESHAETL H 1EHREGZ 6 A 7 /bE THEM) ik, K
#l 10mg/kg (28 H& 1V A4 7L LT, 1 HHA, 156 HHICESE) %
OFR$EE Uiz, 7F Y 7 I REERIRIEK TRIIAA O &% 15mg/kg

QLBZ 1V A 7L L, $1HBICES) &L, HEMEIT £ Tk

H U7z, ZOfES, RAEIDFAEECIX, 77 B R OPHBRC AR T EE R
HH Ch 5 EHEAFHROFERERENRO LN, ) 1 HDDOFHE
FHME B T 5 AEFHIRICIE, AERIERITRO 6o 7-19, [5.6,
7.1, 7.8, 7.9 ZH]
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V. aRICHY 5HE

B021990 5Bk OA Zh 4 B3 2 ok

- pliisahivecpes:1i] | e tl|
o () ANP— R hdeiE (A7) NP — K
RT/T %%
+ 7T Rt 6.2 16.7
RT/T %k P<0.0001 P=0.0987
+TNATF R 10.6 16.8
(n=458) 10

9 HARANBE 25 HlEETe,
1 10) HARANHESE 19 & &1,

RIVERZE BRI, AH+RT/T BERET 92.7% (430/464 f5]) Th -7z,
FARRIWERIE. Bl 39.9% (185/464 1), BLEIE 35.1% (163/464 1) .
P97 33.2% (154/464 fi) . I/ MMIBAE 31.3% (145/464 ) . & ifilE
29.3% (136/464 ) . NEM: 23.5% (109/464 f5) . &Hiif 16.4% (76/464
Bil) . BAKOR 16.2% (75/464 B1)) . {854 15.5% (72/464 f511) . 4 H BRI
DIE 13.6% (63/464 ) T -7z 10,
17.1.6 BNESE
(1) ERERFEIE_EEREEALLERR (GOG-0218 ER)
{LFFREARTEIR O RIS . DNE e, RIS MERE IR B 2 5 51T
ANRT T F =37 Y & UE (CP L) % xR (CPP #fiE)
& L. CP #IEIZAH] 15mg/kg ZPFHEE L7z CPB15 FEE 12 K UVRHA
15mg/kg % HFH - ki 5- L 7= CPB15+ B 130> 3 BEIC L D A shi 2
L7, CPIRIEITVWTHOBETY 6 VA7 LETE L, AFIXULT T
B AR G-BIIA) SR EEST XU 21 A VL ETIRE LT, ZOfEE,
CPB15+#f T, CPP BAIZ LR FEFHIEE H Ch 2 Il EA AR O R E
RAER RO bz, 72, CPB15 BTl A E 2SR EATF M o 4E
RiIRoonizinoiz, [5.8, 7.1, 7.10, 7.11 ]
HID21 A& 1A 270t L, CPIRIED 2 A Z7LENLEH 1 A BICAIBRGK
TRICT T ERERS L, CPAHEO TSI T & b7 7 RERHIER T L
DI AE 194 2k L. B HED 24 2 B 1 H A
THICAAZRE L, CPED N IL UM TH#ITT 7 &R 2kl b5 LBt

H13)21 HEx 14271 L, CPIEED 24 7 VAMNLE 1 H BB G
THRIZAFZHE L, CPHEEDOT I UTK TH b AR 2k 5 L=k

-38-




V. aRICHY 5HE

GOG-0218 FABR DA B9 2 BokE

L A A I 10 A AL [ 1)
BORE | rNo b c e AR b | RE e
w | oo | TR | gy | TR
CPP #t B B
(n=625) 375 104 299 40.6
. 0.84 1.065
(iP]_gé255‘£3¥ 356 11.8 il 309 38.8 Jr A
n= P=0.0118 10 P=0.2197
. 0.71 0.879
CfB_lgg)ﬁi 317 14.1 S 270 43.8 Jr ]
n= P<0.0001 #16) P=0.0641
14 > A7 H 200949 A 29 H
WH15) Iy FFT7H 201148 H 26 H
¥ 16) HE/KHE 0.0116
AARNE A ENNCE T 2 700 BI9 5 okt 10
$HE A LA A7 AT v 18)
BhRE i ANP— R
A bR RRE (A) [95% {2 HEIX ]
CPP # (n=20) 8 14.5 —
CPB15 #f (n=12) 3 NE #19 0.44 [0.09. 2.20]
CPB15+# (n=12) 3 NE #19 0.71 [0.14, 3.77]

17 BARNEOEROA X2 D72 < BAEIC W TERIZE S L TH 720,
H18) v AT H 1201042 H 25 H
7£ 19) NE : not estimable

BIERFHE X, CPB15 T 99.2% (602/607 f5]) . CPB15+££ T 99.7%
(606/608 fil) T -7z, E72EIVEH X, CPB15 #f Taf HHEREH 94.6%
(574/607 #11) . HIMEREED 94.4% (573/607 f51]) . ~F 7 v &8

90.0% (546/607 ). ¥ 55 69.7% (423/607 f51) . /ML 69.2%
(420/607 ) . KRBT = = — 1 /32—63.1% (383/607 fi) . BiEIE

49.9% (303/607 f51) . Hls 49.4% (300/607 fi) . {HFK 41.2% (250/607

Bil) . T 31.8% (193/607 i) Td» v . CPB15+ #f Thf hERE D 94.7%
(576/608 #511) . HIMEREIED 94.1% (572/608 f51l) . ~F 7 v &8

90.3% (549/608 1), ¥ 5 77.5% (471/608 f51l) . i/ MrEIED 70.4%
(428/608 fl]) . FAHPEET = = — 1 /32 —63.5% (386/608 ). Ml

55.1% (335/608 ) . BLEJE 50.8% (306/608 1)) . {HH: 42.9% (261/608

%) . B 34.2% (208/608 f5l) T - 7zit20),

F20) & bA7H 20102 H 5 A
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VI FEEICRH I HIEH

1. ZEZHICEEDH D
EEMR(ILEMEE

2. EBER
(1) YERARLL -
3t 152

(2) EMERMITD
HER AR

PLVEGF * b MEE / 7 v —F diik
) VEGFT : Vascular Endothelial Growth Factor (IfiL% PN 7 ¥4 K )
HE  BEOH DAY ORI RE L, RFOB TR EZ2RT L L,

ANV A= 7L, b MERNEEGER 7 (VEGF) (Zx87 58 s 1k x A
t MbE/ 7 a—FAHikTH 5, VEGFE 1%, M5 PRI o #li 45 Z4E
A ZRIET 5 & & bIcmEZEEOTLEICE S T2V A4 N4 Th
0. FEx ORAIIICB W TRENTTHEL TN D 1718, R X< 7L, &
k VEGF & EMICHEATH Z LIk v, VEGF & i v R 1o 383
LTCW% VEGF ZHEK L OfEGHIET D 19, "N X~ 71X VEGF @
AEIEE A PRIE D 2 LT L | RS C oo Mg BT AR A o0l U I 0O
WA LET S 19020, F7= VEGF (2 X0 i L& &t 2K T S,

FE SRR CITHE U 7= VR 2 (R~ 5 20),

| |
L i)

VEGFHBRITiE

[%u s [ EALS T el
AL & NEBBEE

AR

TTE

[9’-!:19)#7-—13‘]*[ SEALSTHIL ]_K L

&L fmiE & EBIE IETEINH

in vitro FXE&

b bR P B A 2 FI N 72 VEGF-A 5538 00 Hl i # l BEL5E 5 1 K OF
VEGFR2 S FEMF oL o F—Fo A Y VI bRETE L5 T A 4
EHMY LARRE TH o7z 20,

AFNX, VEGF-A 12k LTRSS & L, £ OREABRAMET, 1731 4
EHMY LARRE TH o7z 20,

Fe f001E, Fey &K, FeRn &KL Clq # > /37 IZxf LT, BfT
A AEHGLE O Fe §AL & FAREE DR GIEEZ R LTz, 72, VEGF-A %%
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VI. EHFEEICEHY HIEH

(3) YERARIREFAT -

FrigeR ]

HLTWD e MEBMIEE SKOV-3 (2% 25 KK OHUREKAEM MG =S
MR ORI AE RIS BRI, SefT 3 AESR G L FEREIZERD b
TR 7= 2D,

(FINRF Om %&£ A 100mg/4mL - 400mg/16mL)

18.3 MEBMR
b MEMEEZ X— R~ AN EIX— KTy MIBHE L, XA X<
UTBHUR (v AHUR) THDH A46.1 HilkEHETH LIk,
K (COLO205, HM7, LSLiM6), #AfE (MX-1, MDA-MB-435) .
JRIERE (U-87TMG) ., JNEE (SKOV-3) %5 e IE (5 L PUIESHE
Tz 2272, F7o v MREE (HM7) Wi EZBRiEiEET T
JAZER T, I~ 2 I L7 22, (LA S 2 WIS R
BTN X~ 7 UIBTUR Z OFT 5 2 LT K0 (HUES 2 R O iR
YER 7R LT- 2225,

R L
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VII. ZMENREICEII HEE

1. MePREOHS
(1) BELAED
mepRE

EMER L

(2) BREREABR T 1) BERS (BAABRERSMHEREZARE LB E [ BERRHER) ¥

EEINT- (BERAT—%)
maEE 18~55 i D H A NfEFHE S 46 1] CARFIRE : 22 i, FEAERLKPRE © 24 f51)

AR SO TEERGE] 5mglkg % 90 372 THRIERHE L2 & D, ~ANT X
~ 7 EEIE TR E ORI T OB Th -7,

HEKRSRHOMEPENREERE (PKETNRER)

(1g/mL)

(ug/mL)
150 - 150 —
o 120 —©— AH|5mg/mL ME R EHERS
195 1 o Jq A BRERFH 5mg/mL (Mean*SD)
s 80| I TH =y
LSSTOED /2 | I A
qu I %f% 40
s 7540 0
B A
i1 0 1 2 3 4 5 6
g 907 WEe (BB
MiE iR BEHERS
25 (Mean*S.D.)
o
T T T T T

42 56 70 84 98
Wzl (HE)

t%@@ﬁlpq ﬁi ﬁ\’—‘;ﬁ‘j— 6 ZIK%IJH@ AUCO-inf\ AUCO-last &U Cmax D) %’fﬂiﬁi@tt
D IN%BEHXMIL. WTFh b FI%ME~— 0 80~125%DHEFINTH Y . A
| K O #e L o PK ORISR ST,

PK /X5 A —5 O#EETRILLE (PK T REM)

PKRT A—H | &/ F 5k (%) [90%[SHEXH] *
AUCqinf 98.17 (90.74~106.22)
AHI | AR AUCoast 98.87 (91.65~106.67)
Crnax 111.08 (100.37~122.93)

* R CHE L7t B & 0 S

PK/INTA—4 (XEFHEIER : PK B REMH)

. v AUCO-inf AUCO-last Cmax t1/2>:<2
SHEX
Hl P (ug * hr/mL) (ug * hr/mL) (ug/mL) (hr)
o 99 37,517.56 36,784.36 115.14 416.75
(5,010.469) (4,750.139) (14.570) (63.180)
, . 38,375.36 37,344.18 105.97 453.98
(s s A 31 > )
PRSI 28 ) o se ae) (5,841.045) (21.350) | (60.131)
Mean (S.D.)
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VII. EYEEICET HEE

AUCons : B 5-EH%7)> © MEPRKIFH] £ TORME-FFRTHHR TR, AUCos : $5EED
D FoABURIIRG ] £ T ORPBEIFRTHIBR T AL, Cmax + BIREL, tuz + AR O 800
M1 AR ;ST AERM (BU KBV TERS NNV AT (BRI R) BUH)
M2t [ERIREHIE A Th 5.,

2) RERSE (EGBMEXXITEFRMEOERF LRI NMNIRMEZET H5EAN
BEEZNRE L-EREERFNMBERREER  AEAT—2Z28T) Y
(RAT—%3)

RN ST R O IR V- ERIE/ N liE 2 A 3 2 BE 2 5t g (ORFIRE
327 i, EEVESRIFPREE - 323 4) 12, 3WEMAE 1AL LT, T U X
XAV KOH VR T T F 2 % O SOL AT, ARH ITAZ A RIF %
15mglkg % MUHEHTE L2 & & O~y X< 7R MG PR EHERS I LT O
WY ThoT,

RERSHOMBFPREDREHEE (PKETMRER)

(ug/L)
250,000

O:&H| 15mg/ke o 57 o S R 4 7
200,000 A\ REREFH 15mg/ke (Mean=*S.D.)

150,000+

100,000+

ok i - ik

50,000+

0_

AU

PK /\o? A—X Ctrough 6i\ U?@J\E D T%Of:o
NNV A2 T DWW Coough 1, WITHNOEGHETHHA 7V 1 0260 A7
JL 6 FCHHEE L7,

PK/S5 A —% (PK iR EMH)

N A HE e

YA 7v N Cirough (ug/mL) n Ctrough (ug/mL)
EIE (%ZEEVRED FEIE (%ZE TR

1 318 50426.3 (79.02) 316 52515.7 (61.61)

2 302 73127.7 (49.07) 287 81533.7 (64.47)

3 283 93100.6 (54.24) 269 95878.8 (56.30)

4 268 96445.2 (47.28) 254 101583.1 (45.55)

5 252 108957.3 (50.60) 238 108512.5 (45.92)

6 246 116188.2 (50.55) 228 114849.6 (49.03)

X1 BEHERIA] - AT A FERS (EUICBWTRR SNV A~ T (Bl z) A
K2 YA 716 A 7L 61281 D PKEHIA O MgkiARiL, 491 7 Vv OB RS 2 B
I D RN ERHL,
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VII. EMEREICEII HIEE

(3) B
(4) BE - ftRED
o

2. EMRERL
IRT A—4
(1) fEth A&
(2) BRUEE EH
(3) HEKEETEH
@) 2YF7SUR
(5) P TMBIR
(6) ZDith
3. #&H

(REaL—23Y)
fEHT

OF:iwp:

(2) N A—FEEFHER

4. IR

5. 9
(1) Mm%k — BT @&

AR L

AR L

BBk L

PR

AR L

(VIL 1. (2) ESRRBR CHERR S Lo iR ) 22335 2 &,

(VI 1. (2) ESRRBR CHERR S Loz ) 22335 2 &,

AR L

(FINRF O #EE A 100mg/4mL - 400mg/16mL)

16.1.4 BEEEMENEBRFTOBIE

491 BIDOBFEIT 1~20mglkg EIDHED NN X~ 7 % 1 MHEE, 2 3
IR, 25 L <13 3 WA CAafssit Lz & & Omys i 2 fv., f14E
MBI REMRAT 2 Fili LT, 2- T2 /S— F AV FETFATIT LT & &
OFEMEO T VT Z A% 0.2620/day, “Mi 0.207L/day THHo7-, £
7oy Fma = R AL FOSMBEREITOWTIEL, BT 3.25L, etk
1% 2.66L Th-o7-20 FNEANT—4),

7 3) AFNIOAGEHEIL 18] 5mg/kg, 7.5mg/kg, 10mg/kg & 15mglkg TH 5.

REERR L

REERR L

AR

REERR L
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(2) Imi&k—RaREEM
Bt

(3) Eit~DITIE

(4) BER~DFHITIE

(5) ZDfthDHEREA~D
BT

(6) MITEAKEEER

6. {tH

(1) REFLERY
RBHRER

(2) RBIBEE5T S
& (CYPZ%) O
NFE. F5E

(3) #IELEEHNRD
FERUVEDEE

(4) RBMOEED
HmRUSEL.,
BELE

7. BEt

8. FSIVARKR—4E—IC
B9 51EFH

9. BMFICLDIBREE

VII. ZYEREICEAY HTHE
AR L
AR L
<BE>

VII. 6. (6) 237 25452 L,

AR L

AR L

AR L

EMER L

R L7

AR L

AR L

16.5 HEMt

(T INATF UORi#78ERA 100mg/4mL - 400mg/16mL)
U YRS 1] AFGAN Y A T 2 AR RS LT 25, b 48
IRF 1% O JR PSR BRI S e d o 7 20,

EERR L

REERR L
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VIl. E¥ENREIZEE S HIEH

10.5ENDEE% MU ER L
59 58F

1. 204t MUERR L
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VIIl. 2% (ERLEDXESE) (CEHTH1ER

1. EERNB L ZDHEAH

1.

11$ﬂ€at#&k%$£m REBFC TR TESERMRICE
T, DAEEREICT DGR - BRZFOERMD S & T, XFEN
B EHISNDERICDOVTDHARERT S & Tz, BRI
£ib, BEXIZOREICADERVEREZT2HAL. REZ
"TThoRET D&,

1.2 ALEZFAAHoDON, RTITESFLNHESN TS, FEIDERE
B, HILEZFA LM SNSRI, FEIDIRSZEHIEL, #EYG
WEZITL. LR, FRZBERS LGV E, [9.1.1, 11.1.2 3]

1.3 ASAREBIEIC L 2 A6HE (RILR. iREME) Ahobhd &
nH5.

1.3.1 FHROEBICAFZRET H55(E. MBIORKEZHEL. &5
DAIEBEZREFAT 5 EARELFMOMBIAVERE L TLREWMGEIX,
RELOBRUENBKRMEZ AL LHMESNDBEZRE, FFZ
BELEGEWI E, [8.1, 9.1.2, 11.1.4 B8]

1.3.2 XHOHREHRIZRGAEELEIC L 2EHELAH oI HEIE. &l
GHAERT H2ETEAFOREZFILL, BULRLEZTS &,

[8.1. 9.1.2, 11.1.4 ZH]

1.3.3 AEIDHEERTRIZFMZITIBHEL. FHORERTHLEDR
DFMETHRLTHEEZE < 2 &, [8.1. 9.1.2, 11.1.4 S ]

1.4 XEIOEFREIZLYEBEEEHOD Y RIVEELIETNLH D, KIE
B (KEBEET) 257 0BBICKAERE L-BE, NELNH
EONEEENLH D, RFIDIREPICEEQOHMASH oHON-HE
. AFIDISEHRIEL. BYRLEZTL. UR. FXFZHBRE5L
mWI &, [8.4, 9.1.3, 11.1.55H]

1.5 XEIOHFEEIZL Y, fm (B AHobh, BEICELHHARE
SNTVS., BREZ TSIV, Mkl (Fif) AH5bhi=H&I3.
FEOFREZPRIEL, BULGLEZITL. LR, FXFZHBRE LGV
&, [220 M1155HE]

1.6 MM EFIE. —@MEREMPEE. DHFEE. PODE. NEM., RNEE
F0IRMAREREAH oHON, RTICELFLBESNA TS, 8
BETRITTVEELSRO ONHRICE, FFO/RESZHIEL, &
PIRAMEZEITS C & BIIRMARERENAH o ON-BEIZE, KFIZ
BRELGWIE, [9.15, 11.1.6 B3]

1.7 SMESMREXEEmESEY ) —tErHobh, RTICELFNHRE
ENTLD. ChbDEZRAHoONEHRIT. FFIDIREZEHIEL.
BYRIMEZETI & CORIGEFICIE, UE, FAEHFREL
BWI &, T FEORSHEREMEEZERNICHET S &,

W
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VIll. £t ((FRLDIESE) ICEAT HIEH

[8.2. 11.1.7 &H&]

1.8 AIEMRRAEREERBENHoONDZ ENH D AIFEERBENE

ERBENFEONIGEE, FFOREZHIEL., BYGREZTI S
Eo [11.1.8 5]

1.1

1.2

1.3

1.4

(FRER)

AANDM OFUEME LA & OOFHFRIEICIS W TR S5 2 LI
ARENOFERNCEE LT, BACFIRIEO 3 725k & RS ULEETH 5
ZEMn, AREIEEHT D ER R OER OB OV OR LTz,
AENX, RWER T 7 7 7 A VO R 7e 2 FE 4« OFUEEEA & OFH S5
ZEMb, BT AN LV R EDOKRN R H 0T, EiLEED
BIICH T > T, AFIOBE IR T T, FOFHESOE IR
R L, HOETHRICRTTILER S D, £7-, PFHT KA
FOREROHEE ZTORM, HETREEWEM & 2 O3k b 2
DT, AROEHIZHT->Th, AROEFIRLIET TR PEHT
D BN OB IR H RGO B, #HTDZ L,

BE I ZOFHEICH LTE, 2 S ORWERARBBEOEEE S & D, K
KIOVBRIRIT X 2 B30 & fERPEIC W T4 1T 3B LBig 2 157- LT
AR AL UNERS D, 723, IWERICEL D, BENRD DI
DFECNRBAE ST 1L (RIS TR ST 2 8581%, Haakshn &Y A
~OWEHESE, AR T E, RBEE) oW TRET S Z &,

FAT A A EIREOWEAN RO C, HEE ZRILOFEN, (b
PR & i U, AFIOFHBC BB TRO LI, T 9 BT
EolFIRwE Shic, REGORBREHIC—E BT < AFlD
B E BT EORERIZIB W T HIBLT D TR B 2 720 | RAIDOFE G-
RIS, R ENH L bNTGAEITIE, HILEZRILORWEEH T
HUH OGN IET D Z E R KREITH D,

FeAT 34 A E IR ORISR BV T, BB & 5 VI BRI T#%
(2. BMGTRREIE I 5 A OHE (BILBA. i Himas) A3, (b yikit
MBS R U, S TS A EELIFHBE CRBEICRD bz, £z,
FHERRFIRIZI N T, AT A EE S ANG IR AL X
T EREINTND,

B 7o JESE B M AR D HAIVE T I E S IR E SN TWD, &
7oy FeAT A A FEE S OB FEOEITEREE 25 & LI 1
FREG R BBRIZ I\ T MR & 47 9 2 IR A8 1 610 A 70 i HH i
MFBL LT 7280, RRBRUBEDENIAOIZ L A & ORISR T
AT HBREFIIRENORAINTEY  ENIZBT D 017/51 AR
mn DGR 2 IRf | SRS 51 C oo el 14 K ONEI N C 0 ) 2R 1A D TRR
BT\ e, TD7w, WK & OE N TR BT 5 %4734
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VIIl. 2% (FRLOXESE) I3 51EH

1.5

1.6

1.7

1.8

71 3 S O BN B SNV RERUC, d0d TN B 3517 B
MOFh AT o7z, T ORFR, AFEH&KGT 52 LK Mmoo U =
I EATDHREMERHD OO, A0 RBEDOREZEIZS LT TY A
J e RXRRXT 4w Nl EE L BT, HPENMEE ARG DO E
BEPWT2 2 ENEETHL0, EEFEETH L, 70, 1%
JBEFIE A k5 & U7 [EBR LR MARBR IS I\ T SBT3 1 A EHE R D
FeGAZ L0 W i DR B & < 7R DR D bz, s 4
AT DEEZT TR R MNERE 2 & O MESEE B O R 2 AT
7o BEHIM PSS TIiE, SeAT /31 A 3RS & G CRIR R & i D Bl %
% RBDT,

FEAT /A AEIES OBEAT - I I/ IR O B3 2 5t g & L E WSt
ERARRBRIC IV T, Mt (i) 235 Hbdv, SETICE - =l ®mE
IhTnad,

AT A A RIS OWRSMERIRABR I F5\ T BRI ZERR I D FE B EE
DMESERRE MR & e U, AAIGFRE TR b, £72, 3
TR o 1 flh s S,

FEAT /A A FE S DA R TR S O IR % L2 d5 Ty i AN
JER ONEIMEMEZ ) —ERHE SN TE Y | SECICE > fIn#E I
Too FATAA AEIEGOFGICEV SIENREET LT LMo TE
V. FLOBEBMKOBIERER A <ToIs, IMEDOEFITIEF ICE
HThbd,

FeAT A FEFS OF 5T L0 EWAN T el BB MR SEARE DS )
ST, FAT A AEIEDIZ LD RIEBEREORE I/ TH D08, T —.

AIEMERED eI D IREZFRO 12551 1E, Bl 2 U RIS U
ToAERNISEAT 9 2 & CL BE(LEZE | FE AR T Z LB ARETh 5,

* JAT A AEIEOENICI T 27K SN hRE IR & 1358 5,

) ARITEB SN T4 EESUTIRR] KO T6. AR U &)

G

(RELREZRUIBRTREGET - BROIE/MARNE)

(FFREX (TERELE)

BRI EELET - BROKEE - BEEER)

L OPUEMENEZEA] & OO HICRBW T lE, BRAICIES ST X~ 7 GBI Z)
[N A= Tk 4] & LT 10HE bmgkg ((AFE) X 10mgkg (KE) % 50
ERIRNTESR 2, S5 2 BFLLEE T3,

L OFUEPERELSA & OBV T @HE , BRIV X~ 7 (BB TR Z)
[N =Tkt 4] L LT 118 7.5mgkg ((FFE) %2 SMEIRNER 5, #
LR 3 EMLL LTS,

LD HUEMEIELZA & OPFRICI VT lH | AZIEIANANY A~ 7 (B iR 2)
[~ RXv T e 4] & LT 1IE 16mgkg (KE) Z sl IkINES 45, &5
bR 3 HILA B &35,

N7V EXFELEOPFFHICENT, B, RAZIEINANV A~ T (Bla )
[N X2 T 4] & LT 1A 10mgkg (KE) % SAHEERAEN T %, &5
Mk 2 @B B &5,
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VIll. Z2% (FRL0XIESE) I3 51EH

2. ERRNZ

SEZTDER

)

N

3. PEERIEISRIZEEE
THIELZTDER

4. RERUVHAEICEE
THIELZTDER

CEMMZIRE)

WE, RTINS R T GBI TR Z) [NV R T % 4] £ LT 1A
10mg/kg (KE) % 2 BREIMMREXIE 1B 15mg/kg ((KE) % 3 MF R CRmEE:
HRINVEST9 2, 22k, BEOREBICL Y BGMBIETERET S 2 &,

(&)

fh OPEMEREZ A & OO T, @H | RAIIESNAN Y X~ 7 (Es TR x)
[N =Tk 4] L LT 1A 10mg/kg ((RE) 2 2 @RI X% 1 7] 15mg/kg
(RE) % 3 EMMECREEIRNER T 5, 28, BEOREICL Y B5FREI

HHERT DI &,

ﬁ%(&@*%l@&%b&b &)

2.1 KRAFNDOR Sy BHEIEDOBEERED H 5 BE

22%mu@5mLuL®ﬁm®%M)@%ﬁ@%é%ﬁ[La]lL5£
iy

(FRER)

21 AT e Me~vo AE ) 7 a—FAfikTH Y | BUERHIT v A =—
INDAR PRI E VTN D Z & e A4 2 VilEEEER O 5
NTWDERY I NR— NEEEALTNDLZ NG, ZRBEICK 58
@ﬁ@%&@%é%%fm\%@&A*ﬁ#é#Wﬁffféﬂ%ﬁﬁ
D, BHANS, T2 a7, BEICRFORS) % 5 e Al
B EUE OBEEEN 72 W E R T 5 2 &,

2.2 AT A FEIRS ORI BV TR X 28T R 5
. Z OB FAT A A EIR OB GG M OB FEREZA LT
T2 2 LN DAFIF GO EREREMIEHRO Y 27 KF & LT Mgk
£ s iz, ZRLRIE, 74— AT =2 V2 ML Lo (fF
m)@%&%ﬁf%%ﬁ%ﬁﬂ@ﬁ%ﬁ%@ﬁ%w%%%Lf%koi

. AT FEIES OB O RIRRBRICBWTL T 4 — AT —
U2ﬂuh®%m% IO TWBEEZRAL T D, ENOERKHER
1 ha—UZBW T 1 EH7-0 2.5mL OV OBER % bR ERED B
e L THRIE LT, SHIC, KERPEU OEBEFIRLOGLEHESE L L,
(i (2.56mL L EOfEMOVEH) OBEOH HEF] LRELT, b
IRINCT 4 — AT =2 126 L 2.5mL (HIZIEFRETH 5,

V. 2. ZHRESUINRICBE T SR 22952 &,

V. 4. HIELAOHEICEET ERE] 258552 L,
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VIIl. 2% (FRLOXESE) I3 51EH

5. EELGERIEL
ZTDHEHR

8. EELERNEE

8.1 AMGIRREIEIC LD EPHER S LoD Z ENH D, ARIOEEKRT
BT 21T 2 HaiE, AERNOBGH& T b2 O%ROFINE T/
B 2B < 2 &, RAIORALE G725 FH £ oyl 2 M IEmH S
2725 TRV AR ORI 2 Z T 5 2 &, [1.8.1-1.3.3.9.1.2,
11.1.4, 16.1.2 &[]

8.2 EILENH SbND Z &b 5D DT, $e5- 8 thid i E & & HH I ]
L, WYRLEEZITY Z &, (1.7, 11.1.7 2]

8.3 BHRNBHLOND Z LD HD T, B G5B HITRE Az EHIIC
RAETHZENEE LV, [11.1.9 ]

8.4 MEATE & Bk D SR A e < | AAKN % BT AALFIRIED BRGE S T B
IZBWTH, HMEICEELBZE L, R PHIRENEDONT-HGAITT
RS B OV HH I oD P REE 2 5 18 L C L ARAI OG- 1k % 5 s T )
G EATH 2k, [1.4, 9.1.3, 11.1.5 ]

8.5 HHMHINH HOINDZ ENHDHOT, EMMICMIEREZIT /e &
BRE 3T H 2 &, [11.1.10 B

8.6 MARMEM/NIEIENH Hbd Z L5 DD T, EHIICHREEIT O
7 EBlEE AT 2k, [11.1.14 B3]

8.7 UNEEIZxI LT, Mo HUEMEEREAI L OO HICIHB W TAA % 1 [
10mg/kg (AREE) ., 2 JARFRRE CHEA 3 B2, Bk (M=% L
DBEMED @ WAKRTKRIE - WIS ERET 2% AFHRE SO S

FRLMIEE) 29%) ZRGTH L,

(fEE%)

8.1 AT/ AEI S DOIEERRRBRIC I\ T, L1731 A EIE TS IR
WRICHEEST D Z ERREI R TWD, ANEREICEET 5 K11
VEGF 7217 TlX2 0 b OO | Jed7 /54 A EIS ORISR KT T 2
MEETERNEEZ LN LD, JefT3 1 A EE S OEFRRER I
B 2DZARE LT, KREQRFNE 28 AFERE L TWH2RWEE R
BB BRI ST, £, FeATNA A RIS OWEME R ERER 1T ds )
T, BB & D WIFRRERAE T, BIETRRELEICE 5 B 0HE (B LB,
it M SE) 23, (LR EAMEE & el U ARFIDFHRECaBEEIcR
btz AROEEK THTH-ThH, FiEIT o HEITIT. ©eMEE
EE LT, WAIOIEEIC KT T ARANOREN R 2D ETIE, FIFET
ORIl Z2RB< ZEREE LW, L LARRS, AHSIEERIE
Z AR C X AU R MRIEH DT> Tz, KFIOE 5T
BITFMZAT 2 WAL, AANOFRINZ B L TRk b B AR ET
D7 ERFOR G EEZ T 5 2 L,
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VIll. Z2% (FRL0XIESE) I3 51EH

6. HEDNERZEHT D
BEICEHYT IR
(1) BHHE - BEEZOD

HhbEHE

8.2

8.3

8.4

8.5

8.6
8.7

FAT A FEFEHORGICEY |, mENBET L2 LMo TH
Do Flo. FAT A AEIES OUFSMG R O ik % 2 T
A EMERE ., S EME 7 U —ERRE S TRY, HEICE S22
WMEINTWD, ZOX ) RERITER, AFOELGICEL T, ED
E=HZ YRy ba— )V @IEFICHETH D, L7eh > T, KAl
ERE SN ETOBRFICBNT, ﬁﬁ@&%#i mr%mﬁm_m
EL, BT HINERD D, WMENRD LNHEITI, BFEASE
Wﬂ%@%&@ﬁﬂ@%%ﬁfxE@@@E%ﬁﬁ_&o
FAT A FEFEGHOBRGIZ LY BN TEEDOEAR (7 v —BiEE
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(fE5%)

9.1.1 JEAT/3A A EFK S O E N/ OEFR RS & O IRZ 128V THLE
HHDRH D ONTE < OBFIT, EEHEL, HMER, DAFRIEC
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ESNEEIHETT A LER DD, £, M E AT 5 BREICAFIO
T 21T O HGEITIR, FRCIER L, B84 +3104T O 78 SEE G
ATV, I 23 B D K 9 RSB G a i, AFIO#
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FEATAAFEEBOBRGICIY GMEREERT L NN TE
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JE  FEEELT TP ERIBE DR BUBEEE RN S £ 2 2 L AWE STV
%, [8.5 %]

11.1.11 BREAE (10.0%)
A ERIBAD OFBEIZ 3030 B3 ZE (0.6%) . BUiE (0.2%) . BEFEM:
e (BEEART) SOBYUENH bbb, HEICEDLFNHE SN
TW5, B, ERMEBIBERICHOWTIL, SRR, L& 2270,
JEALICHE LIRS S Tun s,

11.1.12 5 >MEDTFLE (0.1%A)
L & x5 & LA R RBR Clx, 7 L— R 3 DL Lo =HEREAA 4
2 22%DHETRO LN TEY, FEHBMOLIL, T 87
A7) o RIERN OB GIE, e IBE~D SRR IR SO & 5 HBETH
ST ERFEIN TS, [9.1.8 5]

11.1.13 FIEMR% (0.4%)

11.1.14 M HEM/MNLERE (BEE A
i /ISR P SR TR | Vs I PR T i i (A S D AR P S I

-59-



VIll. Z2% (FRL0XIESE) I3 51EH

ﬁﬁ%%bhé’kﬁ%é W@fﬁﬁ%%ﬁg IR
MEEREESENRO DL EIZIE, #5291k L, @R 0LEZ1T 9
OB5§%]
11.1.15 BIARAEREE (0.1%AT)
RENRFEEE A2 5 OEIRAEEE DS > o D Z & 013 d 5,

(5%

LURIZ , ARHN O i F R % i < AT IE /N T 2 5k G & U 7 [ B HL [R 2

AR R PR FABR I 36 1 2 A K & DIRIRBIR NG E T & RV EKZRIEMN O

B2 LT,

M1 23av9, 7F7243Fo—:vavl, TF747F—IF3@D
Lo Tz,

11.1.2, 11.1.3 BILEFARWET : AH & OR PRGN EE T 2 HEL
EEEALKLOMEFLIZ 0.6% (2/345 f5]) 38 B, Wit HEE & fkr
e,

114 BUSAREERIE  mE AR, BAEMEMEER 2 & 0AGIRE & OHEIX
0.3% (1/345 i) @EHHIL, WINbIEEETH -7,

11.1.5 HIM: HiinlE 6.1% (21/345 #) IZ@RBDHHIL, 2D HH 0.9% (3/345
Bil) ASEEE &HE ST,

11.1.6 MIEERAE : FIRMARTERIEIL 2.0% (7/345 f5]) 127D B AL,

25 1.4% (5/345 ) MEEE & HErS iz,

11.1.7 SLEMRE. SMEES ) —€ : st r V—EE2 5 mEx
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1. EGSNETO
FTRR
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F7-. EU, #E, XkEH, D F¥, HA, @ETHEILEINTND,

AFNOWEF TO T 72 EKGRIRIUILL F D@ TH 5, (2023 4 12 H B )

&4 K

Ea CELLTRION, Inc.

- VEGZELMA (bevacizumab-adcd) injection, for
Wre4

intravenous use

I - Bk XA TV, 100mg/4mL, 400mg/16mL

KGR H 2022 £ 9 H

2 DOSAGE AND ADMINISTRATION
2.1 Important Administration Information

Withhold for at least 28 days prior to elective surgery. Do not
administer VEGZELMA until at least 28 days following major surgery
and until adequate wound healing.

2.2 Metastatic Colorectal Cancer

The recommended dosage when VEGZELMA is administered in

combination with intravenous fluorouracil-based chemotherapy is:

- 5 mg/kg intravenously every 2 weeks in combination with bolus-IFL.

- 10 mg/kg intravenously every 2 weeks in combination with
FOLFOX4.

- 5 mg/kg intravenously every 2 weeks or 7.5 mg/kg intravenously
every 3 weeks in combination with fluoropyrimidine-irinotecan- or
fluoropyrimidine-oxaliplatin-based chemotherapy in patients who
have progressed on a first-line bevacizumab product-containing

regimen.
2.3 First-Line Non-Squamous Non-Small Cell Lung Cancer

The recommended dosage is 15 mg/kg intravenously every 3 weeks in
combination with carboplatin and paclitaxel.

2.4 Recurrent Glioblastoma
The recommended dosage is 10 mg/kg intravenously every 2 weeks.
2.5 Metastatic Renal Cell Carcinoma

The recommended dosage is 10 mg/kg intravenously every 2 weeks in
combination with interferon alfa.
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2.6 Persistent, Recurrent, or Metastatic Cervical Cancer

The recommended dosage is 15 mg/kg intravenously every 3 weeks in
combination with paclitaxel and cisplatin or in combination with
paclitaxel and topotecan.

2.7 Epithelial Ovarian, Fallopian Tube, or Primary Peritoneal Cancer

Stage III or IV Disease Following Initial Surgical Resection

The recommended dosage is 15 mg/kg intravenously every 3 weeks in
combination with carboplatin and paclitaxel for up to 6 cycles,
followed by VEGZELMA 15 mg/kg every 3 weeks as a single agent for
a total of up to 22 cycles or until disease progression, whichever occurs
earlier.

Recurrent Disease

Platinum Resistant

The recommended dosage is 10 mg/kg intravenously every 2 weeks in
combination with paclitaxel, pegylated liposomal doxorubicin, or
topotecan (every week).

The recommended dosage is 15 mg/kg intravenously every 3 weeks in
combination with topotecan (every 3 weeks).

Platinum Sensitive

The recommended dosage is 15 mg/kg intravenously every 3 weeks, in
combination with carboplatin and paclitaxel for 6 to 8 cycles, followed

by VEGZELMA 15 mg/kg every 3 weeks as a single agent until disease
progression.

The recommended dosage is 15 mg/kg intravenously every 3 weeks, in
combination with carboplatin and gemcitabine for 6 to 10 cycles,
followed by VEGZELMA 15 mg/kg every 3 weeks as a single agent
until disease progression.

2.8 Dosage Modifications for Adverse Reactions

Table 1 describes dosage modifications for specific adverse reactions.
No dose reductions for VEGZELMA are recommended.

Table 1: Dosage Modifications for Adverse Reactions

Adverse Reaction |Severity Dosage Modification
Gastrointestinal | e Gastrointestinal Discontinue VEGZELMA
Perforations and perforation, any

Fistulae /see grade

Warnings and e Tracheoesophageal

-72-




Xll. ZZE&#

Precautions (5.1)].

fistula, any grade

e Fistula, Grade 4
e Fistula formation

involving any
internal organ

Wound Healing
Complications
[see Warnings and
Precautions (5.2)].

e Any

Withhold VEGZELMA
until adequate wound
healing. The safety of
resumption of
bevacizumab products
after resolution of wound
healing complications
has not been established.

o Necrotizing fasciitis |Discontinue VEGZELMA
Hemorrhage /[see | ¢ Grade 3 or 4 Discontinue VEGZELMA
Warnings and e Recent history of Withhold VEGZELMA
Precautions (5.3)]. hemoptysis of 1/2
teaspoon (2.5 mL) or
more
Thromboembolic | o Arterial Discontinue VEGZELMA
Events /[see thromboembolism,
Warnings and severe
Precautions (5.4, | e Venous Discontinue VEGZELMA
5.5)]. thromboembolism,
Grade 4
Hypertension /see | ¢ Hypertensive crisis |Discontinue VEGZELMA
Warnings and o Hypertensive
Precautions (5.6)].| encephalopathy
e Hypertension, severe|Withhold VEGZELMA if

not controlled with
medical management;
resume once controlled

Posterior
Reversible
Encephalopathy
Syndrome

(PRES) /see
Warnings and
Precautions (5.7)].

e Any

Discontinue VEGZELMA

Renal Injury and
Proteinuria /see
Warnings and
Precautions (5.8)].

e Nephrotic syndrome

Discontinue VEGZELMA

e Proteinuria greater

than or equal to 2
grams per 24 hours
in absence of
nephrotic syndrome

Withhold VEGZELMA
until proteinuria less
than 2 grams per 24
hours
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Infusion-Related
Reactions /see
Warnings and
Precautions (5.9)].

e Severe

Discontinue VEGZELMA

e (Clinically significant

Interrupt infusion;
resume at a decreased
rate of infusion after
symptoms resolve

e Mild, clinically

insignificant

Decrease infusion rate

Congestive Heart
Failure /see
Warnings and
Precautions

(5.12)].

Any

Discontinue VEGZELMA

2.9 Preparation and Administration

Preparation

- Use appropriate aseptic technique.
- Use sterile needle and syringe to prepare VEGZELMA.
- Visually inspect vial for particulate matter and discoloration prior to

preparation for administration. Discard vial if solution is cloudy,

discolored, or contains particulate matter.
- Withdraw necessary amount of VEGZELMA and dilute in a total
volume of 100 mL of 0.9% Sodium Chloride Injection, USP. DO NOT
ADMINISTER OR MIX WITH DEXTROSE SOLUTION.
- Discard any unused portion left in a vial, as the product contains no

preservatives.

- Diluted VEGZELMA solution may be stored at 2°C to 8°C (36°F to
46°F) for up to 24 hours, or at room temperature up to 30°C (86°F)

for up to 4 hours,

if not used immediately.

+ No incompatibilities between VEGZELMA and polyolefin
(polypropylene and polyethylene) bags have been observed.

Administration

- Administer as an intravenous infusion.

+ First infusion: Administer infusion over 90 minutes.

- Subsequent infusions: Administer second infusion over 60 minutes if

first infusion is tolerated. Administer all subsequent infusions over

30 minutes if second infusion over 60 minutes is tolerated.
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=44 KA (EU)
ey Celltrion Healthcare Hungary Kft.
o VEGZELMA 25 mg/mL concentrate for solution for
Wre4 A
infusion.
HIE - Ktk XA 7L, 100mg/4mL, 400mg/16mL
TR H 2023 F 3 H

4.1 Therapeutic indications

VEGZELMA in combination with fluoropyrimidine-based
chemotherapy is indicated for treatment of adult patients with
metastatic carcinoma of the colon or rectum.

VEGZELMA in combination with paclitaxel is indicated for first-line
treatment of adult patients with metastatic breast cancer. For further
information as to human epidermal growth factor receptor 2 (HER2)
status, please refer to section 5.1.

VEGZELMA in combination with capecitabine is indicated for first-
line treatment of adult patients with metastatic breast cancer in
whom treatment with other chemotherapy options including taxanes
or anthracyclines is not considered appropriate. Patients who have
received taxane and anthracycline-containing regimens in the
adjuvant setting within the last 12 months should be excluded from
treatment with VEGZELMA in combination with capecitabine. For
further information as to HER2 status, please refer to section 5.1.

VEGZELMA, in addition to platinum-based chemotherapy, is
indicated for first-line treatment of adult patients with unresectable
advanced, metastatic or recurrent non-small cell lung cancer (NSCLC)
other than predominantly squamous cell histology.

VEGZELMA, in combination with erlotinib, is indicated for first-line
treatment of adult patients with unresectable advanced, metastatic or
recurrent NSCLC with Epidermal Growth Factor Receptor (EGFR)
activating mutations (see section 5.1).

VEGZELMA in combination with interferon alfa-2a is indicated for
first line treatment of adult patients with advanced and/or metastatic
renal cell cancer.

VEGZELMA, in combination with carboplatin and paclitaxel is
indicated for the front-line treatment of adult patients with advanced
(International Federation of Gynecology and Obstetrics (FIGO) stages
B, MC and IV) epithelial ovarian, fallopian tube, or primary
peritoneal cancer (See section 5.1).
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VEGZELMA, in combination with carboplatin and gemcitabine or in
combination with carboplatin and paclitaxel, is indicated for
treatment of adult patients with first recurrence of platinum-sensitive
epithelial ovarian, fallopian tube or primary peritoneal cancer who
have not received prior therapy with bevacizumab or other vascular
endothelial growth factor (VEGF) inhibitors or VEGF receptor—
targeted agents.

VEGZELMA in combination with paclitaxel, topotecan, or pegylated
liposomal doxorubicin is indicated for the treatment of adult patients
with platinum-resistant recurrent epithelial ovarian, fallopian tube, or
primary peritoneal cancer who received no more than two prior
chemotherapy regimens and who have not received prior therapy with
bevacizumab or other VEGF inhibitors or VEGF receptor—targeted
agents (see section 5.1).

VEGZELMA, in combination with paclitaxel and cisplatin or,
alternatively, paclitaxel and topotecan in patients who cannot receive
platinum therapy, is indicated for the treatment of adult patients with
persistent, recurrent, or metastatic carcinoma of the cervix (see
section 5.1).

4.2 Posology and method of administration
VEGZELMA must be administered under the supervision of a
physician experienced in the use of antineoplastic medicinal products.

Posology

Metastatic carcinoma of the colon or rectum (mCRC)

The recommended dose of VEGZELMA, administered as an
intravenous infusion, is either 5 mg/kg or 10 mg/kg of body weight
given once every 2 weeks or 7.5 mg/kg or 15 mg/kg of body weight
given once every 3 weeks.

It is recommended that treatment be continued until progression of
the underlying disease or until unacceptable toxicity.

Metastatic breast cancer (mBC)

The recommended dose of VEGZELMA is 10 mg/kg of body weight
given once every 2 weeks or 15 mg/kg of body weight given once every
3 weeks as an intravenous infusion.

It is recommended that treatment be continued until progression of
the underlying disease or until unacceptable toxicity.

Non-small cell lung cancer (NSCLC)
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First-line treatment of non-squamous NSCLC in combination with
platinum-based chemotherapy

VEGZELMA is administered in addition to platinum-based
chemotherapy for up to 6 cycles of treatment followed by VEGZELMA
as a single agent until disease progression.

The recommended dose of VEGZELMA is 7.5 mg/kg or 15 mg/kg of
body weight given once every 3 weeks as an intravenous infusion.

Clinical benefit in NSCLC patients has been demonstrated with both
7.5 mg/kg and 15 mg/kg doses (see section 5.1).

It is recommended that treatment be continued until progression of
the underlying disease or until unacceptable toxicity.

First-line treatment of non-squamous NSCLC with EGFR activating
mutations in combination with erlotinib

EGFR mutation testing should be performed prior to initiation of
treatment with the combination of VEGZELMA and erlotinib. It is
important that a well-validated and robust methodology is chosen to
avoid false negative or false positive determinations.

The recommended dose of VEGZELMA when used in addition to
erlotinib is 15 mg/kg of body weight given once every 3 weeks as an

intravenous infusion.

It is recommended that the treatment with VEGZELMA in addition to
erlotinib is continued until disease progression.

For the posology and method of administration of erlotinib, please
refer to the full erlotinib prescribing information.

Advanced and/or metastatic renal cell cancer (mnRCC)

The recommended dose of VEGZELMA is 10 mg/kg of body weight
given once every 2 weeks as an intravenous infusion.

It is recommended that treatment be continued until progression of
the underlying disease or until unacceptable toxicity.

Epithelial ovarian, fallopian tube and primary peritoneal cancer

Front-line treatment:VEGZELMA is administered in addition to
carboplatin and paclitaxel for up to 6 cycles of treatment followed by
continued use of VEGZELMA as single agent until disease progression
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or for a maximum of 15 months or until unacceptable toxicity,
whichever occurs earlier.

The recommended dose of VEGZELMA is 15 mg/kg of body weight
given once every 3 weeks as an intravenous infusion.

Treatment of platinum-sensitive recurrent disease:VEGZELMA is
administered in combination with either carboplatin and gemcitabine
for 6 cycles and up to 10 cycles or in combination with carboplatin and
paclitaxel for 6 cycles and up to 8 cycles, followed by continued use of
VEGZELMA as single agent until disease progression. The
recommended dose of VEGZELMA is 15 mg/kg of body weight given
once every 3 weeks as an intravenous infusion.

Treatment of platinum-resistant recurrent disease: VEGZELMA is
administered in combination with one of the following agents —
paclitaxel, topotecan (given weekly) or pegylated liposomal
doxorubicin. The recommended dose of VEGZELMA is 10 mg/kg of
body weight given once every 2 weeks as an intravenous infusion.
When VEGZELMA is administered in combination with topotecan
(given on days 1-5, every 3 weeks), the recommended dose of
VEGZELMA is 15 mg/kg of body weight given once every 3 weeks as
an intravenous infusion. It is recommended that treatment be
continued until disease progression or unacceptable toxicity (see
section 5.1, study M022224).

Cervical cancer

VEGZELMA is administered in combination with one of the following
chemotherapy regimens: paclitaxel and cisplatin or paclitaxel and
topotecan.

The recommended dose of VEGZELMA is 15 mg/kg of body weight
given once every 3 weeks as an intravenous infusion.

It is recommended that treatment be continued until progression of
the underlying disease or until unacceptable toxicity (see section 5.1).

Special populations

Flderly patients
No dose adjustment is required in patients > 65 years of age.

Patients with renal impairment
The safety and efficacy have not been studied in patients with renal
impairment (see section 5.2).
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Patients with hepatic impairment
The safety and efficacy have not been studied in patients with hepatic
impairment (see section 5.2).

Paediatric population

The safety and efficacy of bevacizumab in children aged less than 18
years old have not been established. Currently available data are
described in sections 4.8, 5.1 and 5.2 but no recommendation on a
posology can be made.

There is no relevant use of bevacizumab in the paediatric population
in the indications for treatment of cancers of the colon, rectum, breast,
lung, ovarian, fallopian tube, peritoneum, cervix and kidney.

Method of administration

VEGZELMA is for intravenous use. The initial dose should be
delivered over 90 minutes as an intravenous infusion. If the first
infusion is well tolerated, the second infusion may be administered
over 60 minutes. If the 60-minute infusion is well tolerated, all
subsequent infusions may be administered over 30 minutes.

It should not be administered as an intravenous push or bolus.

Dose reduction for adverse reactions is not recommended. If indicated,
therapy should either be permanently discontinued or temporarily
suspended as described in section 4.4.

Precautions to be taken before handling or administering the
medicinal product

For instructions on dilution of the medicinal product before
administration, see section 6.6. VEGZELMA infusions should not be
administered or mixed with glucose solutions. This medicinal product
must not be mixed with other medicinal products except those
mentioned in section 6.6.
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HiISK Summary
2 H) Risk Summar

Based on findings from animal studies and their
mechanism of action /see Clinical Pharmacology
(12.1)], bevacizumab products may cause fetal harm in
pregnant women. Limited postmarketing reports
describe cases of fetal malformations with use of

bevacizumab products in pregnancy; however, these
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reports are insufficient to determine drug-associated
risks. In animal reproduction studies, intravenous
administration of bevacizumab to pregnant rabbits
every 3 days during organogenesis at doses
approximately 1 to 10 times the clinical dose of 10
mg/kg produced fetal resorptions, decreased maternal
and fetal weight gain and multiple congenital
malformations including corneal opacities and
abnormal ossification of the skull and skeleton
including limb and phalangeal defects (see Data).
Furthermore, animal models link angiogenesis and
VEGF and VEGFR2 to critical aspects of female
reproduction, embryofetal development, and postnatal
development. Advise pregnant women of the potential
risk to a fetus.

In the U.S. general population, the estimated
background risk of major birth defects and miscarriage
in clinically recognized pregnancies is 2% to 4% and
15% to 20%, respectively.

Data
Animal Data

Pregnant rabbits dosed with 10 mg/kg to 100 mg/kg
bevacizumab (approximately 1 to 10 times the clinical
dose of 10 mg/kg) every three days during the period of
organogenesis (gestation day 6—18) exhibited
decreases in maternal and fetal body weights and
increased number of fetal resorptions. There were dose-
related increases in the number of litters containing
fetuses with any type of malformation (42% for the O
mg/kg dose, 76% for the 30 mg/kg dose, and 95% for the
100 mg/kg dose) or fetal alterations (9% for the 0 mg/kg
dose, 156% for the 30 mg/kg dose, and 61% for the 100
mg/kg dose). Skeletal deformities were observed at all
dose levels, with some abnormalities including
meningocele observed only at the 100 mg/kg dose level.
Teratogenic effects included: reduced or irregular
ossification in the skull, jaw, spine, ribs, tibia and
bones of the paws; fontanel, rib and hindlimb
deformities; corneal opacity; and absent hindlimb
phalanges.
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8.2 Lactation

Risk Summary

No data are available regarding the presence of
bevacizumab products in human milk, the effects on
the breast fed infant, or the effects on milk production.
Human IgG is present in human milk, but published
data suggest that breast milk antibodies do not enter
the neonatal and infant circulation in substantial
amounts. Because of the potential for serious adverse
reactions in breastfed infants, advise women not to
breastfeed during treatment with VEGZELMA and for
6 months after the last dose.

8.3 Females and Males of Reproductive Potential

Contraception

Females

Bevacizumab products may cause fetal harm when
administered to a pregnant woman [see Use in Specific
Populations (8.1)]. Advise females of reproductive
potential to use effective contraception during
treatment with VEGZELMA and for 6 months after the
last dose.

Infertility

Females

Bevacizumab products increase the risk of ovarian
failure and may impair fertility. Inform females of
reproductive potential of the risk of ovarian failure
prior to the first-dose of VEGZELMA. Long-term
effects of bevacizumab products on fertility are not
known.

In a clinical study of 179 premenopausal women
randomized to receive chemotherapy with or without
bevacizumab, the incidence of ovarian failure was
higher in patients who received bevacizumab with
chemotherapy (34%) compared to patients who
received chemotherapy alone (2%). After discontinuing
bevacizumab with chemotherapy, recovery of ovarian
function occurred in 22% of these patients /[see
Warnings and Precautions (5.11), Adverse Reactions

6.1)]
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MR EMA 4.3 Contraindications

(European + Pregnancy (see section 4.6).

Medicines

Agency) 4.6 Fertility, pregnancy and lactation

(2023 & Women of childbearing potential

12 A) Women of childbearing potential have to use effective
contraception during (and up to 6 months after)
treatment.
Pregnancy

There are no clinical trial data on the use of
bevacizumab in pregnant women. Studies in animals
have shown reproductive toxicity including
malformations (see section 5.3). ImmunoglobulinGs
(IgGs) are known to cross the placenta, and
bevacizumab is anticipated to inhibit angiogenesis in
the foetus, and thus is suspected to cause serious birth
defects when administered during pregnancy. In the
post-marketing setting, cases of foetal abnormalities in
women treated with bevacizumab alone or in
combination with known embryotoxic
chemotherapeutics have been observed (see section
4.8). Bevacizumab is contraindicated in pregnancy (see
section 4.3).

Breast-feeding
It 1s not known whether bevacizumab is excreted in

human milk. As maternal IgG is excreted in milk and
bevacizumab could harm infant growth and
development (see section 5.3), women must discontinue
breast-feeding during therapy and not breast-feed for
at least six months following the last dose of
bevacizumab.

Fertility

Repeat dose toxicity studies in animals have shown
that bevacizumab may have an adverse effect on
female fertility (see section 5.3). In a phase Il trial in
the adjuvant treatment of patients with colon cancer, a
substudy with premenopausal women has shown a
higher incidence of new cases of ovarian failure in the
bevacizumab group compared to the control group.
After discontinuation of bevacizumab treatment,
ovarian function recovered in the majority of patients.
Long term effects of the treatment with bevacizumab
on fertility are unknown.
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K[E FDA 8.4 Pediatric Use
(Food and
Drug Admin | The safety and effectiveness of bevacizumab products
-istration) in pediatric patients have not been established. In
2(2)%)2)3 GR published literature reports, cases of non-mandibular

osteonecrosis have been observed in patients under the
age of 18 years who received bevacizumab.
Bevacizumab products are not approved for use in
patients under the age of 18 years.

Antitumor activity was not observed among eight
pediatric patients with relapsed GBM who received
bevacizumab and irinotecan. Addition of bevacizumab
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to standard of care did not result in improved event-
free survival in pediatric patients enrolled in two
randomized clinical studies, one in high grade glioma
(n=121) and one in metastatic rhabdomyosarcoma or
non-rhabdomyosarcoma soft tissue sarcoma (n= 154).

Based on the population pharmacokinetics analysis of
data from 152 pediatric and young adult patients with
cancer (7 months to 21 years of age), bevacizumab
clearance normalized by body weight in pediatrics was
comparable to that in adults.

B EMA Paediatric population

(European The safety and efficacy of bevacizumab in children less
Medicines than 18 years old have not been established.

Agency)

(2023 & In study BO25041 of bevacizumab added to

12 A) postoperative radiation therapy (RT) with concomitant

and adjuvant temozolomide in paediatric patients with
newly diagnosed supratentorial, infratentorial,
cerebellar, or peduncular high-grade glioma, the safety
profile was comparable with that observed in other
tumour types in adults treated with bevacizumab.

In study BO20924 of bevacizumab with current
standard of care in rhabdomyosarcoma and non-
rhabdomyosarcoma soft tissue sarcoma, the safety
profile of bevacizumab treated children was
comparable with that observed in adults treated with
bevacizumab.

VEGZELMA is not approved for use in patients under
the age of 18 years. In published literature reports,
cases of non-mandibular osteonecrosis have been
observed in patients under the age of 18 years treated
with bevacizumab.
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