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Ehi- (8% HR : 0.58, 95%CI : 0.42-0.79. iffll p=0.0006. J&H Log-rank fi7&), b
) —ODFEHEFEEE Th 2 MEA GO P REZT 2 R 7+ T N2 F U8 6.8
B A VT T 2=T A3 ATHY . TR NI VAT ARRF DY T 7 = =TT
T HEMEREES - UE5 HR : 0.59, 95%CI : 0.47-0.76. ifill p<0.0001. &% Log-
rank 7€), [YO040245 (IMbravel50) iR, EFRIL[R T o & A A0S INFH G PR R ]
(V=5 (4) 1) A#MEKEERRR: YO40245 (IMbravel50) #XBx M)

T INAF U HIEFNZ B W CTRER DAL R E L 138 72 o 72, B2 BWER VS ST

Do

BERAREMEHE LT, vav sy, 7FH7 40 7%v—, WLEZEL., L. AEEEELE, Hif.,

A FERRSE, I EMEE, et U —¥ Al VR IEE R, R 7 v —BIERERE,

BREPIH], YYE, O oMb, BRIz, mAEf A E, BIRMEEES BE ST

%,

ER I REEAR RS (EPUEGD) | E PR RER K& O &8 BT 0 22 MR 861 o &t

3,17561™ @ 9 52,1431 (67.5%) (ZEIWEH 237D Hiiz,

TEARRIERE., ek (24.5%) . AIMERED (24.3%) . i (19.3%) . EifE

(18.2%) . ffkFHME KRR =2 —a /3y — KitEE# = o — o Xy — | R REE

%) (15.8%) | Wy - FARE (15.5%) . BEEGE (14.7%) . El (14.1%) . ONK

(11.7%) . BiBIEE (10.7%) . JREABME (10.5%) . /D (10.4%) | EYE

(10.0%) %EThH -7,

1) MR 55153, 175651 13 E N EE R iRBR H © L& IR 5 1% O R B B RIS BT LT
22D EME RN BIE DG E, F7o. RBUBEE XIREUIBRRRE /AT - B O - B
TG D [E N KRR [JO18157T#ER, JO181587ER & ’NJ0193805kER] . RIGED R
R A bR < HEAT - TR O IR/ NIRRT (259 2 ENERRERER [JO199073ER] | FINAHE
SOEFEREIE T 2 ENERRE [(JO19901:ER] | #IF OB IEREIZ % 5 [ERE I [E R
RER [BO21990RER] (HEPERF) . FREAARBIE KT 2 ENERRER [JO22506
RER] | IREEIC R S ERR L E R RER [GOG-02183 8] (EIPVER]) | 4T L FE%
OFE S RT D ENERRAER [JO2956975k] . YIFRARE 72 AT IR 12 k4~ 5 E BRI [E]
BB [YO40245:88%2]  (EPWAER]) K OBIERTE# o R el i & & T,

FEANE, B SN RASCEORIER OEE CEKEOEO R 2O 2245 2 L,

(MI—ZaM (FEALEOFEES) ([T 2HEA M)

3. HAORAIFHEE

Hrlz/e L

4. BIEFERAICEAL TRAMI NS

WIEFEAICET &M, <]

BEMAEES A KA L% | & 24 L. BRE

RMP FH| (I'T—6. RMP 0% M)

BIMDY 27 /METEEIE LT | A | » TAARAF U AEEEM  100mg/4mL 400mg/16mL

ER SN TV D&M WIEFERAT A K EEARBREIC AV 5 BRI
c TORAF U SEEER 100mg/4mL 400mg/16mL
WIEEAAT A F #IT X EEO - ESERICHNS
Briz (X —ZOhoBEEE SH)

feim i A E T A N T4 v iz

(B o> B4 S E E s pilia

<A VIR EIELIZONT >
AFNT TEMEMRBIE 2T ERhE

[T E LT 201345 A 13 HICEAFBREIZLY | fr
DHIRAERGOET FBEES 0 @53F 304 5) 2% T\5b, £z, [TESER *&2TE




e ITZNF L LT 201549 H 14 HIZEAS@REICXL Y, fidEFHEENLORE FEEEF
o (273K H 364 5) HAZIT WD,
¥ OKER XN ShRE TN « AT UL R O 1 S

<INFNHRFEIZ DWW T >
[IRELJE  10mg/kg 2 WBFREZR S 12O\ T, ER EOMEMEOEWRARI « #@s/ Ko
LEREEFEE IR S, 2022 4 6 AIZERI N,

5. RREHRVRE - FALOFHRER
(1) ABEH
I Y A 7 EREHE 2 RE O b EUNCER T D Z &,

(2) 7@ - EALOHRER
RN

6. RMP Ot E
EFEL) R EHEEE RWP) O#E

1.1. REMRFHEE
[EZELGRESINYRY]) (EELEBEMIRY]
HH i Yav s TF T 47X r—, | Mg
B R i pe FEFRAE M B E X I . Infusion | BEEEESE

reaction
I, Ei e Y —+8 ) M i % LR (9 o kD AR4, Bk
9 o MAE LA AR PERC NS E (TMA) I e FEARSE 2 R <)
BHR, 1780 —BiEfEE AR NESEZE AL
AGIE A B IRAFRE JRYYSE
VAL 28 1L IR - BB IEFAEIT R B A (EZLARIER]
AL R BN OE E B | NIRRT 5B (BHLL | e L
(PRES) S DET)
gei e S AME BRI D AN
B A JEAR i BE#ZICRBT LA EFS
AL
1.2. B3I T H1REtEE
i FHERE T2 1T D BRI L x4 5 A 2k

| RS S ZRVEAR O 72 DL E) | ERRICHS <Y AT B/MED 72 D5 S,
2 EERREMESRTEOME 4. 1) 29 IMEETEIDBEE
BEOEERLEMERIY BED) R &RIMEES
EMOEERLTEMHERTE BMD'Y) XY wRIMEEED

ML ERIEFEF T EM EEFERTAR)
3. BEICEET HHAE -HREBOEEOBE (X D ERIRAE CEMEMRIBAE, 1T X
ML X FHE D+ SHE)

BT OTEHRIL, MIATBHEN  ERGIEREGSR OB OEELERRRB -V TR T 5 2 &,



0. AMICEET HIEH

1. BR5E4

(1) #4
TNAF ® miEEEN 100mg/4mL
TNAF e i EREH 400mg/16mL

(2) *4%
AVASTIN® for Intravenous Infusion 100mg/4mlL.
AVASTIN® for Intravenous Infusion 400mg/16mL

(8) ZMDAEE
HlzZe L
2. —fg4

(1) & (8%&i%)
NN AT (B Z) (JAN)

(2) F8 (%K)

Bevacizumab (Genetical Recombination) (JAN). bevacizumab (r-INN)

(3) RTL
vt MbE /) 7 2 —FLHE : —zumab

3. BEXIETTRHER
T 214 HOBRGE 255 T X IR AR HOES 2 D H R NG

4. DFARUDFE
o BB (1-214 783)  (Cro34H1501N2730338S6)
HIH (1-453 7%H)  (Ca235H3413N5850678516)
53-8 1 £9 149,000

5. ¥4 (M%) XIFAXE
~ U APk MEWNEIEEEE 2 7 v —F ABUR O ERA L O e ~ IgGl ICHKT 5
T L— AUy EEEENGR L e MET ) 7 a—FAdiikE 2 — K9 % ¢cDNA OB X
D, Fxv A =—ANLAX—JIEHIETEASID 214 HDO T X /7 W5 I (Cio34H1591N273033856 ;
7T 23446.71) OREH 2 771 & 453 H D7 X FEFREE (Co2s5H3413N5850678S16 5 K 49838.57
CRID Y PV 1EENRKBLTNDbOEET) OFEH 25 TN ORDLMEX R IE (515
#7149,000),

6. BR%A. &, BE. BBES
1BER%E 5 : RO4876646
¥ =— K : R435



. /ASICET HEE

1. MR E

(1) 5MR - iR
BII~ILAEE T 5, ME~HIBE O

(2) BfEE
M L

(3) WiZH
BARAYA

(4) 3‘1'5 (FER). BR. BRER
RHE R L

(5) BEEEHEHN
AR L

(6) DECHRH
U ERR L

(7) ZOMDELRMEE
pH : 5.9~6.3

2. HAPHSDERERTICETSREN

RAF A A RAFSRIE il A
XT/I/;«%*”” -20°C T 24 f&i H FfRAF e/ L

ABRIEH - MR, pH, ER. MR, S %

3. ﬁx)]ﬁk o)ﬁﬁnbn_\:%ﬁifs i%iﬁ
Eﬁnu nﬁ%ﬁ&i RTF K= ‘)7()?2&
A L SRAMRINE



V. &&IZEEd HIEHE

1. Flfz

(1) FlRzDREA
TESSA OHRFRANC AR LTV 2 81R)

(2) HEDHEROMER
EH~A A R 5, BO~IGG O

(8) #ANa—F
R L

(4) HEDOYE
pH : 5.9~6.3
RG89 1 (HRABRERICR3 5 )
EERE : 1.03 g/lem3

(5) itk
EHAIORZ P ORFR KO EE - L

N

. HEIDHER

(1) ARy CEMERS) DOEERVGHMNHE

R 7% 4 T NATF R ERHE A 100mg/4mL T RAF LT 400mg/16mL
HEHSS RNV AT (EfaTHfz) P NNV AT (Eia R z) P
100mg 400mg
kLo — Z K kLo — 2K 960mg
VB ZIKRFETFT N Y U A—KFnp) U B ZIKRFETFT N Y U A—KFnp)
7o Al 92.8mg
MK Y UEE—KFF R Y T A MKy UfE—KFEF R T A 19.2mg
AU YV L_— |k 20 AUV _— |k 20 6.4mg

) AL, Fr A =—ZA L2252 =Pz W TiiE S5, G TROE Ny & LTT ¥

HIERRSY (T hy) 2L TV D,

(2) EREFORE
AN

(3) #E
RN

3. RMIBMBEDHEARUVEE
Y L

4. A

BARR/NA

5. BAY DAIEEMED H 5 RHMY
SR IR




5

. HRIDOREEHTICETS2REN.
AENL, 2~8C., HENRTFTI6EHAMEZETH D, stiIZLITOLEBY TH D,
R4 RIFEBE PRAFSAE: it
R AR ATV | 2~8C T, 36 H WA e L
PIIBE NATI | 28~35°C. 31H A (BFAT) 2H 0
T R < KARAEE - 128 Hlx + h e
(22 E) ATV e it L — - 522W - bym2 | e
PRERIEH : MR, pH. MEERER, €&, HM 2%
. RAELERVBMBEOREN
< VESHF O 7R Sl >

(1) AFNOFERE TR 2R THRE Y | AR ARSI L TR 100mL & 9%,

(o siph & By BEtHE0)

WEMYE (mL) ={kE (kg) X 1 [l#5# (mg/kg)

25 (mg/mL)

1 [a 55 VD & (mL) FHHE
5mg/kg P = B0 B (mL)=1AE(kg) X 0.2(mL/kg)
7.5mg/kg | & BV BE(mL)={kE(kg) X 0.3(mL/kg)
10mg/kg | #E BV BEmL)={KHE(kg) X 0.4(mL/kg)
15mg/kg | #E BV BEmL)={KHE(kg) X 0.6(mL/kg)

(2) ARAHRHEERUIMIEH LN &,
(3) ARFRE L, R IZECITHENT5 2 L, £, FKIKITFEET D &,

<IRfR1% DL ENE >

AHN A E VIR AL 7 g =R = F L —RY Fa 'L U 8(oERA Ny 7 (4
PRAENR) (ZIEA L, #YEIC T, 30°CT 48 Kfflil, £ D% 2C~8C T30 HMIfRFLIZEZA. #
AL E T -T2, 7272 L, BRI RBA 0D ARG IECIERT 5 2 &y

— . AKHE bwiv% 7 RUBRRIRZIRA LTz5a, "NV A7 O NMORTINAE L5 BZ N
WO LT,

[14. BRLDZFE ()]

14.2 ERIBREEFOIE
KA T RUBRREZIRES L2568, SNV AT OO NECLBENNH DT,
T RUNEER & DIRE ZRET . AFIE 7 RUBSEKROFR U A7 A v % AW R 513 7h
A AR

. F L DEEEE (HMEEFEMEL)

P -L A

. B

PARPAYA
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10. &&%E - 8%
(1) FEHNDEGES - O, SMEIRREESR - BRCHT 51FR
RN

(2) g%
T RAF ST EREN 100mg/4mL : 4mL X1 234 T L
T NATF i EE A 400mg/16mL : 16mL X1 /34 7 /L

(3) PHREE
RN

(4) BRH=OME
et B A T v
T A
Xyv LRy oLy, TIAI=N
g AF 0 T A
ARV N R = B

11. A&REE SN EME
2L

12. Ttk
A LR
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V. AEICEEY 5IER

1. PEEX(IHHR
OIRMEIBRARE R EAT - PRI DK « ENTE
O VB 2 B < GIBRRBE 2R AT « PRI DI/ NI fififes
OFMARE LA FEFLIE
O FEMEA R R
OBpELs
OMEAT IT I DO+ Sk
OYIERARE 72 AT M

2. PEXIIHRICEET HEE

5. MMEEXIIHRICEET HEE

CAEYIRTEELET - BROER - ERERUVRFELREZR VBTG ET - BREOIE/ND
HRRa Tz

5.1 I iBIFRIEIZ BN T, REIDOHME R V2 ENEITHETR S TUVRYY,

5.2 TITERREAE) OEONKFEZRIM L, KENOBEINER N2t e+l Bifig Lz BT, i
I EBEE ORINZ(TH Z &, [17.1.1-17.1.11 ]

(FHFEER IEHHRIE)

5. 3 &ML N T, KEIDOHMNE R V2 VEITHETR S TUVRYY,

5.4 IEMBFITREN TV, [17.1.13 2]

5.5 T17.FRIRAAR] OHOWNEZRA L, KEIOF MR L2255 8 g L7z BT
HER2 M OV /VE 2 BARORBURILE 2 1 F 2 TARAB G- OB RET L, #ISEE O
BIRAZ(TH 2 &, [17.1.12, 17.1.13 &/ ]

(EEmERBE)

5.6 TI7.HRKAE] OHEONFEEZHM L, AFOFIER LML oI B fig L= BT, iR
BRI, RPN S A E 2 CESHRE OBIR A7) Z L&, [17.1.14, 17.1.15 ]

(INERE)

5.7 FIGO Stagelll 2L FOINEREEEE IR G T 5 Z &,

5.8 TI7T.ERRAE] OHEONFEEZHM L, A OFINER LML o Bfig L= B¢,
JEBE OBINAITH Z &, [17.1.16 ]

(EITXIIBREROFESERE)

5.9 T7.FERKAE] OHEONFEEZHRM L, A OFIER LML+ Bifig L= B¢,
IBE OBIREITH Z &, [17.1.17 ]

(UIBRASBE 7 FFHERE )

5.10 JFFTERE (BRI X ) — NAENERIE, 7 OB, ~ A 7 v EeERE, FFEhik
L/ TR b2 AL, BOHRRIESE) OIS & 72 D Tl g o3t 2 A& oF
I B N2 VNI AENT L TRy,

5. 11 T17.ERREAE ] DEONEZ B L, KEIOH MK VL2520 2B g L7z BT, R
BRI AN ST BE OIFBEER EORE S 2B E 2 CGRISEE ORIREITH> 2 L,
[17.1.18 & ]

SR>
5.1 5 UIBRRAE/ ST - IR OFERG - I M OV B R 2 Bk < YIBRABE 2 A T - R DIE/I

FIATIE 23BN T AREI O FHBIEIEIC I T 28 M R VLML, L S Tuneny,

5.2 1RIEYIBRRREZREST - FFRE OFER - E IR & OV - _E RO 2 B < YIBR R RE 72 61T - B3 D IE/IN

HRRE (235 1T DARFN OIS B IOV TE, BRRBROEONE 2 B L, AFlOH 2
B OZEA M %/ T B L7 O USRI 2 - L, (V=5 (7) 20 2R)
5.3 FIRFREXITHRIIEICEB VT, AFNOMZ DI T 28RO, X
LTUWRUN,
5.4 FHAREXITHERILE X, ARIOFHIC L2 EFEHMOER IR S TW ARy, (V-5
(7) 20O &)
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5.5 FIFARREXITHRILIEICBIT 2 AA O#EISBE IOV TL, BRRBROEONEZ B L,
AHNOEINER NLRME, S HIC HER2 LA VT VZHEERORBELRI S+ BE LT
BT, #ENCERT 52 &, (V=5 (7) Zof) ZH)

5.6 HLMARRIBIEIC 3T A AK OWEISBE I HOW T, BRRBROEONE LML, AFIOH
iR OV, & OICTREIECR BRI % 2+ 2B B L2 LT, USRI 5 = &,
(IV—=5 (7) Zofh) &)

5.7 e85, 8 AF|DHE A IZOWTIE, FIGO Stagelll LA EOPIEE 2 5t5 & U, EAERER O
HONEEZRIM L, KEOFINER LML +/3ICE5E Lc LT, SMUNGRIRT 52 &,
(V=5 (7) o] ZH)

5.9 T XIIFEFH O ESEICIB T D AF OIS BEIZOWTHE, BRRRBOEONEEZRAML
AHNOFIINE R NLERMEE S BB L BT, USRS 52, (IV=5 (7) Z0Dfh]
)

5.10 ERNIMTEBWT, BE BRI ) —VIEANRE, 7 U REERE, ~A 7 okt
ERE, FERIERRIENTENAR L 28t s, O ARIESE) OIS & 72 2 Al s B 1
K92 BB O M V2 RVEITHEL L TV Z EMNBEEE LT,

5. 11 GIBRARE 7 PSR (2 38 1 B ARKI OIS BF IOV T, BRRBOBEBONEEZRAM L, K
B OFZIMNER N2 E+2ICBE Lz BT, #UIcERTH2 &, (V=5 (7) Zoft]
ZHR)

3. AERUVAE

(1) RERUVAZEDMEHR
CREYVIRTEELGET - BROKEE - BEEE
DO HEMEIEEA] & OOV T, @F, RAIEI_INV A~ T (BiaHfaz) L LT1E
bmg/kg (KE) XiX 10mgkg (KHE) ZmiEFEIRNERNT 5, HE5REEIX 2 BB EET 5,
L DHEEMIEEA & ORI W T, @HF ., RAZIISNNNV X7 (BEHEfE ) & LT1H
7.5mg/kg (KHE) % AUREFIRNTER T 5, BeG-RIMRIE 3 WFLL L L35,
(RELREZRURTRELZET - BROIFENERMNE. #TXIEIBEOFESERE)
L OPFUENEEEA] & OOFHICB T, B, RACIZSNINV A~ T (B z) & LT1E
15mg/kg (KE) Z SMEFIRNTES 95, BG-RRRIT 3 HEMU EE T 5,
(PR XEHILE)
N7 Y EFENLEDOHRAIZEWNT, #BHF. RAZIEASNV X7 (BinfH#z) &L T1[H
10mg/kg (RE) Z AUEFFIRNEST 5, BG-MEE 2 B EE T2,
EHHERBE)
W, AN X~ T (Efa i z2) & LC10E 10mgke (KE) % 2 #FEFE X
1 [\l 15mg/kg (fAH) % 3 MMM CAREIRNERN T2, 7ol BEOREBIZE D &5 MR
ITEEIERETHZ &,
(&R
O HEEMEELA & OOFHIZIRB W T, @HF, RAZIISINN X7 (Biafz) & LT1E
10mg/kg (KHE) % 2 BRI L 1 [E 15me/ke (KE) % 3 38 R IR S S IRMITESR T 5,
B, BEOREICIVEGMRBIIEEERET 5 &,
(UIRRAge7: FHfAaRE)
TV X~T (Bl Hfz) EofFRIcBWT, @, RAIIEASARY X< T (&
z) & LT1[F 15mgkg ((KHE) 2 HEARNERN T2, BEFBEIX3EMU EE 35,

(2) FZERUVAEDHRTERLE - B0
RV OURENERE G - B BT 2 x5 & U725 T IEE A b bbigilBk (AVF0780g #lk) (23
WT, ZnAduau 7,/ R F— vy (5-FUAN) GERIC L 2 ARAIHEGFEOH M &
M E R U iE 8, RIBEOISEIERE NS « E 26 LAH] 5mglkg O OF G- 03 HELE H &
LS,
RIBFE OB MERENG « BEIFEICBIT 5NV X~ 7 o3 pEhie, HE 1~10mgkg O &
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FHCHE Ch o 7o, FER T ERIENIEIEIC BT 5~V X~ 7 O3EYEhEIX, 15mg/kg
G OVR BRI NG - ERE R 12 3. 5 MO 10mg/kg ¥ 5B OBRFE B SAMENATRETH Y |
JElE 2 7 3~15mg/kg Ol &#iH CIHEYBEREIIMIE TH D LB 2 b,

F 72, FE/INH R TR AR & AU I R D 3K Eh 0>tt$z IBWT, BT RREZe RpT#ET (BHE L
U NHER ., MK U DSR2 3 5 StagelllB) . 5% (StagelV) XUEXHIEIE/ AT
$# (R ERmERRLS) O—RIGEF Z x5 L Ui/ E IR (BO17704 #ABk) L fthEfE
*gEER (8 FABR) DT, HMYENHRE RT A —F DR, 25 X—k L XA NN T 8—k
B A AT LG I/ NIRRT BB TONRN Y X~ 7 EY B RE & i T o3k
WEhRBIC E T W EEZ BT,

PLEXD | BHEISEICBW TN AT OG-0 ORG-ENFE UHAICE., BEREENFERE
BIZ72 D2 b, AELAUOHEEZSIR LT,

[OREAE  10mg/kg 2 HMRIMEE S 13, MBI OEGRIRIAE AR R IR OBES A KT A
Vo HRESIC BT DRk DL ARARRIE - IS RIS L Y . ASRANREIEO F
%W%ﬁ_ﬁﬁéﬁﬁuom@gzLﬁﬁhﬁﬁk)T/ LMERFVALES U OPFRELD
RENOHBEEZRET D Z kﬂ@@kﬂﬁémtﬁv 3(1)%@&0m$@mﬁjﬁ%)
FEARIZOWTIE, TER EOMEVED EOARKGRIE - BIC/MEMGISE QR E O
ROMEE N X< (Eia - z) (EB%%? 10mg/kg 2 1 [H R 5-180) | 2»&%?%%
T5H5Z L,

4. RERUVRAEICEEY 5FE

1. BERUAEICEET 5FE

(Ghied@)

71Kﬁ&ﬁ%#ém®# WERESEANL, M7 R OTHONKEZRmI LT- LT, 8IRT 5

[17.1.1-17.1.18 ]

72ﬁ%ﬁﬁ%@ﬁﬁu% B B ARKNEIA 5-CTOHME R O EVEIMENL L TR,

1.3 WA E-REIE 90 430~ CHRIEERET 5, WIRIEG-OZFEN BRI THVUEX, 2 FEHOES
X 60 DI TIToTHRY, 2B OHRGICEBNTHARENBIFTHILUE, TNBEO®K S
1L 30 il G- L3562 nTE D,

CAREVIRTEELEST - BROKEE - BEEE)

1.4 KAHENL, 7 oAbV 2 UK A &2 G T O FUEM SR & oI L v RET S5 Z L,
[17.1.1-17.1.7 /]

1.5 RFN ORI - HEE, TITEREE] OBONEERI LT BT, KAIL AT A obiiE
PEEISEA M OB DN AL FRERRIS U CGEIRT D 2 &, [17.1.1-17.1.7 &[]

(RELEEZRUBRTEEGET - BREOIE/NARME)

7.6 AL A4 RPUEME RS 2 & Tetth O FrEME SR & ORI XV BRAT S Z &, [17.1.8-
17.1.11 &[]

(FHFREX ITHRIE)

1.7 RENF ARV 22 EOOFAICLVBIMET 22 &, [17.1.12, 17.1.13 ]
EmERBE

1.8 FPEEMEMRBIEOSGA 1L, AANTRSRER K OTE Y 2 I FEOHHICL VBT 5
b, [17.1.15 =]

7.9 AAIOHE - AEE, NM7THEREE OEONFEZRM LI LT, BEOIGEBIZLE LT
HEIRT 2 2L, [17.1.14, 17.1.15 ]

(BN ELE)

7.10 A#| & PFRT D oPTEMEEANL, [17.HREE] OEONFEZRM L, ENAOEH
DA RTA LV EmBEBEIZ L ETEIRT A2 L, [17.1.16 2]

1.1 KHNEINRTFZF o RONT ) Z XA 20T 55815, EH#RG/KT#% b AHK Hm
Beh -z T 5 Z & (KA Z e G L e Wi a oA MEITHER S v Tunvinyy), [17.1.16 &
]
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(ETXITBERDOFEERE)
1.12 AKFNT 7 U Z w2 G OHUEMEIEER & OFIC L VBT 5 2 &, [17.1.17T 5

izl
7.13 HARABHIZBWTIL, KANIAZ U 2B LR 700 L OFHEESORBRIL

U,

SRR

1.1, 1.4, 7.6, 7.7, 1.8, 7.12 1B YIBRARE/REST - BR O - BEREEFNIR LT, A4
DOAGBRAEL OCHEICB W T, EE 2L (XELOX # ik, FOLFOX4 # ik, IFL #&ik,
5-FU/LV #4E) & OfFAIC X 0 SAFR ST EREA R OEER/HR SN TWD, F
7o. RFNOAGBRER OCHEICB W T, R LS E bR < YIBRRREZR ST « R OIE/ NI
FEEB Tk, FERE(LREYE (CPRIE, GC ) L ONFIC X 0 A TR T g am s
FHIMOIER DS, FIRARE TR IBIEN TlX, /327 U Z X%k & OPFfIc L v s
EHRIOIER DS, 56 MR B IR IR X YT > v X N e OFFHIC L b g
AR OIERED, JPEIE TIIONVR T ZF o RO7 ) XL & OFEHIC X v S A
FHIROIER S, T IR O FE S Tk, (bBRE AT I7F - 7 ) ZxkL
FAEUT N7 U B2 X' - ) X7 0 UEBERE) L OFHICBWT, 2AFHRORER
IEREPHER I TV 5D,

F7. IREYIBRARE 72 HEAT - TR ORENG - EE OSSO PUEMESA & O I XY
BHETLMEND D, R LR 2R < IR HETT - T8O/ MlfaltE, FI~aE X
LR ELIE K O O FEMATRRIBIE OS5 1%, OFH 3 2 O FLEENE IR A O $ 50 U B
ik UCHIRBEIT £ TIIAAI O G 2 EA Gk T 5,

(V=5 (7) Z0Ofh] OIEIZBWT, TET A L7222 FER AR R BR O & ik %
T, TARE & O 2 o HrEME S A OB IR ] 13, BEARER s 2 2 L 7= L cabics
EING RS R

1.2 FREMEMRBIEOLG G & bR & | ARAI BB 5 COA MR OVZRMEITHESL L Ty, 70,
W O IEMEARIBIE I 331 D ARF BB G- RO AF| DG IMEIZ DN TIX, BRETHED 720,

1.3 KANE, & Mb~TRAE /7 a—FAbikThH Y, BUERFIZT ¥ A =— A LA X —FIIELH
fazHNTnWsZ b KU A% I VilEFBHER O B TWAR Y YV L_— NEEE ATV
HIEMDH, INLDORDICEDYa v TTF 74 7% —% R T AN G E TE
W, Eo, B 7 v — VPR s ERE A 2 3 D BRIZ 1L, infusion reaction 23%EH
THREMENRH Y | TOEIEE LHHEZHECI 2N, BEEZBIRICITY 2 ENEET
»H5,

SRR O B 20, BARRBR SIS T D AK| O R M OYESNRA CEE S E IR LT,
HEHEOFEEICHONTIE, VI—11. @ EoEE] 22z &,

1.5 KON 9 [ARAIORE - HED 13, ERARRBRAGRE 2 8% LT B TRE OR ALFRIEREIS
CCHEulcEiRTs2 L, (V=5 (7) Zofth) M)

7.10 JREE CHLOPUEMIESEAI & T 2560, [V—5 (7) ZOM) IS sn/=NEE+
AR L, ERNANOEFTA T4 2B IZOFHEEZTIRL TREEITH Z &,
7.1 IREE R 2 i 5 & LT ARIOGEARRBR (GOG-0218 #kB) DOEN S, AAOHELE XD
B IR FRE & OO G-BREERE O OF BB T % . AFI B G- TR OE TN

WOLNLETEEZ BN,
2B, ZORBRICEB T 2 ARFN OB G MEITHRBET L 21 A I VETTh o2, (V-5
(7) =0 )

T 13T XTI RO B 0O%A. BARANBE XIS L L ENERKRRE (JO29569 iER) 12
BT KRNI AT T F o X7 Y 2RO TEMLIZZD, 237 ) XXkl -
S XTI OOFHBEERIT RV,
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5. ERPRALIR

(1) BRRT—2/1\vi7r—o

UAEYIRAT e E1T - BEOKEE - ERE]

][RI GRIRE
s o R it . " g Bk
RERE +H PR )5« BERpIER TRIETE K4y
5-FU/FLV +
BV3mg/kg/23H
HEM HEAT - FRRSHERG - EIGE B 5-FU/FLV +
J0O18157 I 3h 1841 BV5mg/ke/2ii ©
5-FU/FLV +
N BV10mg/kg/2i
FOLFOX4 + BV5
JO18158 et FEER HEAT - FIREAENG - B R mg/kg/2i o
R 2mE 644 FOLFOX4 + BV10
mg/kg/2iH
. o BV (0.1. 0.3. 1. 3.
AVF0737g I ﬁ?ﬁ %@Z;ﬁ%‘% 10 mg/kg ©
43 H Bz 45
DOX+BV3 mg/kg/i
HFEM KRR T B CP + BV3 mg/kg/i#
AVFO761g | 1 30 1241 5FULV + BV3 mgkg | ©
i
B 5-FU/LV
\ AR RS R -
S A .
AR vl 5-FU/LV + BV5 mg/kg/2
AVF0780g | T IS P i ©
3%t e 5-FU/LV + BV10 mg/kg/2
10441 N
i
HEAE 2L ﬁ‘ﬁﬁﬂi 5-FU/LV + PL
AVF2192g | I CEER PR 5-FU/LV + BVs mgkg2 | ©
ot (—IEH) W
2094
e TR - IFL + PL
Ay B RSE ERA IFL + BV5 mg/kg/2i#
AVE2107g | I ‘%}; B (— I 5FULV + BV5 mgkg2 | O
9231 Bl
S HEAT - I MERENS - B RS
E2200 il 1;% (—RIEH) IFL + BV10 mg/kg/2) O
92451
FOLFOX4
i TSI XELOX
4s HFEM B PERER -
} o FOLFOX4 + PL
NO16966 | I 2H fj@fﬁg XELOX + PL, o
e oo FOLFOX4 + BV5
- %;# b 203544 a2
XELOX + BV7.5 mg/kg/3
i
RS | T st Emmes | o POLEOX
E3200 m HEM (BETRH) - @)
3hE 82914 mefke/2i
BV10 mg/kg/2
bl T - 5 11 /T FABR O ikt 5 5B BV BB 5 bRk
AVE25408 | gy | PR 1054 L O ©
bl T e 1/ T AHFABR O ikt % 5 BV BB 5 bRk
AVFOT78g | oy | FER 56451 L DB ©
EAEAL P o CP
27 INK e Bt ER
AVFO757g | T R b/ N’ﬁ;qm';g QFH‘LHWE‘%% CP + BV7.5 mg/kg/338 O
3 CP + BV15 mg/kg/3i
AVFOT75g | 11 HS T VW?EET SRR B BV10 mg/kg/23 o
- T ] BV3 mg/kg/2iH
AVFO776g | 1 #3%@ % mﬁﬁ%“m’%‘% BV10 mg/kg/2iH O
BV20 mg/kg/2ilH
MEAVEZ b .
= PR ML BB FLAE H XEL
AVF2119¢ | I #;f 46241 XEL + BV15 me/kg/3i |
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© : FHiEE O 2EER

BV: <NV X7 5FU: 7Aduv T, HN: VARKYF— ks FOLFOX4 : %9 U FIF o+ 704
07T+ AR)F— Ry A, DOX: R¥Vreyy, CP: AIVRKRTTF o+ 7 ) 2%, IV: KU F—hrh
L IFL : AV T h UK+ 7 A a5 +R Y F— Ay a, PL: 75 %R, XELOX : <o #

B+ AR T XEL: ARV A E S

* 4%, FOLFOX4 4 & XELOX JIEDI BB L L THth S =2, 2%, 7'm ba—Aa2WET L, £iEi PL X

13 BV ZiBNd % 2X2 ER O " HEBRLEGRBR O 2B L7,

FHTE R OV BB A& GR
e 72
ReES | | x5 - BRI HEE o
- WEAT - FIIEREI - I R XELOX
J019380 1/01 #Ef (— R IBI) XELOX + ©
6441 BV7.5mg/kg/3ilH
FOLFOX4
ek XELOX
HEM
28 B MERNS - B RS FOLFOX4 + PL
NO16966 m (—IBH) XELOX + PL ©
i AEAL 203514 FOLFOX4 + BV5
o _HEM mg/kg/2if
ARE XELOX + BV7.5
mg/kg/31H
BB W VLRSI - Fof?f‘;;"*”
NO020254 il HEH (— IR XEL§X§ BV 5 0
2Rt AR . 6415, IRPEHREMAT : 3THI o
mg/kg/3if
© : A&k O : &gk

FOLFOX4 : A%V VST F o+ 704y T3 b+5R U F— Mo b,

XELOX : A2 +A4XH VYV TFT7F 2 BV : "NV X~vT | PL: 77&R
* 4 %), FOLFOX4 #5 & XELOX BIEDIEEMAR E L TRt SN, 20k, v ha— L z&iTL, T PL X

[T BV 21813 % 2X2 ZK O “EHERKKERBROE 280 L,

URFLRfEZRR UIBRTREGETT - BEOIE/NERfmEE]

weEs | M | S e - BRI ihnnE o
. AT - PRI IR op
AVFO757g | 1 FHEH (R ﬁfiﬁg)ﬁ' i) CP+BV7.5mg/kg/37H ©
3Hf o CP+BV15mg/kg/3i#
9941
AL YEAT - 6 I AR
g M e (R B 2R <) CcP
5| F4599 T/ #;f (— W IEH) CP+BV15mg/kg/3i# ©
87845
B T s GC+PL
BO17704 it THEER " A GC+ BV7.5mg/ke/33 ©
37 10434 GC+ BV15mg/kg/3if
BB HETT « TR/ I fitiges
= JO19907 I #t@ (R LR 2R <) CP )
N 2‘% (—RIEH) CP+BV15mg/kg/3i
1864
© : FFEFF

CP: WNVKRTTFTF o+ ) 2F%EN, GC: FAVHAE L+ AT TF v BV: XNV X<7 PL: 7&K

[Fil TR IFHEFEILE]

I R . " VT “r
RERE 5 tH Sy X - BRI Eid 4
E2100 I VR 21 ST - BB MEILE  (—RIBE) PTX ©
- B2 72243 PTX+BV10mg/kg/2i
o4 . HERZ2F&YE « FATFSE - S5kl DTX+PL
1(3137271;85); m fgﬁf’ggﬁ (— W) DTX+BV7.5me/kg/3i | ©
—= 736151 DTX+BV15mg/kg/3if
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- o AR B o g Bk
AT 5 +H S X - BERBIER TRIETE <4y
AVF3694g | o | HEIEA( ﬁﬁﬁﬁfffg@% mﬁfg;? ©
(RIBBON1) T 2R =R TR
12374 BV15mg/ke/3i#
s TR L
MEEZ (b L ohea XEL
AVEZ119g | T | e mon (j&%ﬁ) XEL -+ BV15mg/kg/3il |
iy 2R BV3mg/kg/2iH
AVFO776g | 1I BB (ZWRIRH) BV10mg/kg/2:8 ©
7551 BV20mg/ke/2if
, . HER2WEHE - 36 - eIl
JO19901 | I HE B (W IEHE) PTX+BV10mg/kg/2i ©
M HE 12243
O : FHEE., O : &EBER
PTX : 57 U %t BV : ~AvZ<7. DTX: FE#%FE, PL: 75+&, XEL: #~2v 2w
(b5 2 XY UL, T NI A 7 ) URERE ST, I X RS DB
[(EmiZRBE]
s s i . " [, Bk
sy | D K4 - BRI e o
41 —EERIE | e OO T D 22 RT/TMZ+ BV
B021990 P e i)
1 avagio | M| oo e L & ( ©
& ot AR 92101, HA : 4441 RT/TMZ+ PL
AN
N FORRIRTE & TMZ 12 L BI1REEAZ A .
EVEX{L - . e BV10mg/kg/2H
AVESTOSg | | i | TAMERHEUI KEROBEE | o0 pE S
. (BRAIN) - £ \
W FEXTHR |
P 167#1
NCI-06-C- R BRIERIE 2 E 7% Grade IIT X3
0064E I HAE IV D N AR BAE 0 T3 151 BV10mg/kg/2i O
GBM =t— | : 564
JORRRRTE & TMZ 12 L BI1REEAZ A
5] . 5 WIEEIE T RT3 O FEAR R .
5| 9022506 | I B o BV10mg/ke/2i# ©
314
O : FHIEE, O : &EBER
BV: _XARY X7 CPT-11: AV /5y, TMZ : 7FY 1 I K, RT : B#slE, PL: 75 &R
) "R AT T T TR (10mgkg/2 B, 4EH%E) L€y I R (1B 1EEERE) OHHREHRESE G5 H,

6 BENT T2 0 SEIMRE) ZHifT L, BEHRRER TEA NS 4 BEOKREDE, 1A 7% 4L L, "RV X<
TXIET TR (10mgkg/2#) &7EY IR (1~5 HEICROEL) OFRELS% 6 1 7V VE L, D%,
RNV AT I T T2 ROEMEE (156mg/kg/3 ) ZHRBAEITNRD LD F Tkl L7,

(BN & E]
- o Y . " L Y Bk
R fH Sy *F5 - BERBIER TRMERE 4y
4 MEVEA(L Stage W/IVD ERPEIRELEE, FRMEM | CPP #EY
/| GOG-0218 il “EHER W, PR (RIEHER) CPB15R™ ©
3Bt AR 187301, BA @ 444 CPB15+ fEY
A
WS Stage 1/MMA (Grade3 X iXBHAMAZSS)
BO17707 o #t*ﬁ AW NZ Stage B~V Lz MEIREE, | CP R o
(ICONT) - RS, IV (FIEAR) CPB7.5+#
21t 152831
i EfE2AAL M4 SRESZ Mo bR RSN, RS \
AVF4095g o g e CGP #%
s 1 “HER MR (FRFIE9%) . O
(OCEANS) ont 48471 CGB15+#%
}Ff_—*/\ E@@%‘J?ﬁﬁ’fﬂ:@ Stage I]I/IV@J:&
AVF2949g | 1 AR PEIRHUR, JFURMERERSSE (FRIGN | 15 mg/ke/3i O
HE 44/
© : FHmER, O : EER

CP#iE . VAT TF 2 HEE AUC 6mg min/mL, /37 U % X &/L 175mg/m? 3 BHREHRE 6 1 7 /v
CPP# : CPIRIE + 7 7&& (¥4 71 2-22)
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(2)
1)

2)

CPB15 #f : CP ik + &K 156mg/kg/3 (VA 7L 2-6) + TT&AR (FA 7 7-22)

CPB15+#F : CP ik + A4l 15mg/kg/3 1 (VA1 7 )L 2-22)

CPB7.5+#f : CP 1L + AK| 7.5mglkg/3 # (VA 7L 1-18, itk 4 HLANIZ CP L EBRMET 25 G153 VA 7L 2-18)
CG %L : VAT ZF > HEE AUC4A mg -min/mL, 7 A3 % B 1000mg/m? 3 EMMRE#EE 6 )1 7L

CGP R : CGHIE + 7T 'R (HA 7V 1~BNEITE T)

CGBI15+#f : CG ¥k + AAl 15mg/kg/3 # (V1 7 v 1~JFEEITE T)

W) X7V XM K DMREIECIREE S AT 2 BE TIE, X X' T5mg/m? 3 MEREG ~DEF 2RO T,

FTE R O BB IR i

[GRELE  10mg/kg 2 WIS G- 13, HF - i/ EFRRS LS BT 5 TR
L DOBENEDENRAGEH « BISHERTI R AMHPFE S~ OLEIEIR D WEE « UK
~7 (BfaFifz) OB 10mgkg 2 MR GEM) | (2B 2 FREHMEICES <A
HHGEIC L DEKRTH D=0 LRV,

[(ETXEBREDFETRE]

o o AR . o [, Bk
R +H P R - BRERpIEL TRHERE <4y
. et Cis + Pac %
N WIEZAL | Stage IVB, TRFEERHUM I . .
B Goaoza0 | m | HEm | mEoFESHE Cis + Pac + BVISmghg3 it | o
s AT 4524l Top + Pac f
Top + Pac + BV15mg/kg/3## 7
. Stage IVB, JREHHIMEIX
" J029569 1l gﬁi PR DT S Cis + Pac + BV15mg/kg/3 B¢ ©
8131
© : FHAmEE
Cis: YAFFF L, Pac: /"7 JExEN, BV: "R X=7 Top: /X5
W) JXTAL, A TR INRT oA THERASRLTW S,
[(LIBRAREZR FFHERaE]
S B . \ e gk
I x4 - BERBIH B N
w ey | B CEREOWIRIE 2
o Y040245 I 3Ft$ﬁ WR FTEEAT XUX IR YEFA | Atezo+ BV15Smg/kg/3 1 ©
(IMbravel50) 2‘% ks V5T =R
~ 2K 50161, HA : 614
AmTltAi A B AL ZRIE OTR PR DY e o
i I a‘*ﬁ WHETT TR R O X | Atezot+ BV15mg/kg/3iH i
5 W | e R
/ G030140 Ib | ArmF: (Arm A) ©
AERIE | gk 1046, HAS: 120 | Atezo+ BVISmg/kg/3ifE
N IF ;‘gﬁ (Arm F) Atezo B
2 Ak 11961, HA : 104
© - FFAE T
Atezo : 77V VAvT7 | BV: "NV XwT
ER RIS ER
B[ .

EINE T FEERREER (JO18157 #lR) 4

BEVR ST RIGE OMELT « FRFHAENG - B EE 18 flaxtgt L L, AKl 3, 5 XiT 10mg/kg %
H CHEHR G L7z & X238 BZEITERIL., 14 1 (77.8%) 29 EToH > 7=, T/RBHWERIL,
e 3 B (16.7%) . &% 2 61 (11.1%) . HmEREgED 2 61 (11.1%)., 7'a b o v RfEGE
£ 26l (11.1%) . M/ Wil 2 61 (11.1%) K OWER 2 61 (11.1%) % ThH -7,

A5

OEWE THERRER (JO18157 i) ¥

BEVRIE SUIRIBE OMELT « RS - B EE 18 flaxt5 & L, AKI 3, 5 XiX 10mg/kg &
INAa T T VIR Y F— N v APEE (5-FU/ FIV #E) =0 E®RS L= L
= EWEATL 18 Bl 18 £ (100%) (2 203 1588 B iviz, FBHEARI 2 G- ERNZA 5 & 3mgl/kg
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FECI 6 151 64 14, Smglkg BETIL 6 %1 82 £, 10mg/kg BETIX 6 ] 57 TH V. IS H
BRGNS Do Tz, HBEEOEWEWEMIX, .o 10 61 (655.6%) . THFI& OV
112375 94511 (50.0%) | i i | B AR MM | 4 H BREOR D M OV E i BRERUD 2345 7 1] (38.9%) |
ARNK, ~~ b7 Uy Mg, ~E7 v @b, i/ MrEgD . RERCD . R EBGTES A
6 % (33.3%) Th -7z,
Grade3 LA EORWEMIL 5 61 (27.8%) 12 6 iR bz, £OWARIL, 3mglkg #T 2 4l 3 1
(Grade3 D 4fHHEREGHD 2 14, miE 1 44) . 10mg/kg # T 3 61 3 £F (Graded @& M)+ 2 7,
THI 1) THY . Graded |[ZFME T DEIER TR -T2,

¥ ARKIOIRRBIBRARRE/2 T - RO - B ICH T 2 4B A REIE 1 B 5mgkg, 7.5mgkg KO 10
mgkg TH2 (THEKVHE] OHESR),

Q& 2MMERHER (JO18158 7llR) 5
AT « FREENG - EREEE 64 Bl B, AX PV FTIF v - IdnuT i LREKY
F— b Ay KL (FOLFOX4 k) & AR Z 0F 5 GRIGHESIT VIZIXAHK] 5Sme/kg %
BEVRHEGIT2 (218 10mg/kg % 2 BRI C#E) Lz L &, 64 BB CRITERZ 3B L, 5mg/kg
HECIE 38 #llC 835 14, 10mgl/kg A Tl 26 1l 518 58D HivT-,

TE2RRWERIL. bmglkg B CIERAAR 37 1] (97.4%) . 4FHHERERD 35 61 (92.1%) . . 33
%1 (86.8%). HMLEREIEA 30 il (78.9%). Tl 28 f5l (73.7%) . kL O A NK 25 i
(65.8%) | MEM: 23 1511 (60.5%) | M/ IMCE > B OV 1. 22 1] (57.9%) , FESE 21 1 (55.8%) .
L 20 61 (52.6%) . BRI EREE 19 ] (50.0%) TH V. 10 mg/kg #F Tl (A MmERED 26
Bl (100.0%) 4FFHEREGRCD 25 5] (96.2%) . BB 23 5] (88.5%) . Hals 22 5] (84.6%) . IfiL
AN 21 61 (80.8%) . HIPNZE 19 6 (73.1%) . S 18 61 (69.2%) . U >/ ERHIED 16

Bl (61.6%). THI, ket k RHPEB B 14 6] (53.8%) Th ol
Grade3 DL EORIWERIX 64 4 60 FIZHELL., dmg/kg B TiX 35 ] (92.1%) 1T 84 4,
10mg/kg #ETIE 25 5] (96.2%) 1T 53 78 b AL, 10%LL FFE O bz BIEHIEL. dmg/kg B
TIXAFHERER ) 31 B (81.6%) . HIMERERD 11 41 (28.9%) . U > BRI 7 1 (18.4%) .
T 6 11 (15.8%) . AR 4 4511 (10.5%) T Y, 10mglkg # TlIAfFHEREED 24 51 (92.3%) |
FfERERD 11 1] (42.3%) . @i+ 6 1] (28.1%) Th o7,

TE 1) ARIGEG : MIFEHEITIH U TR (e miBisEi T 6 7 AL IR L TR SN 0) (12

X DAL FIRIERZ T TV B
TE2) BRSNS T LSEREIC B O CRENEST - R ORD b RE

@EWNE 1 /I KRR (JO19380 k) ©
RIBEDOHELT « FREEN - EMGEEE 58 HlaXRIC, h XL XL « %31 7T F ik
(XELOX #1£) &A% 118l 7.6mg/kg % 3 BRI COHESG- Lz & & BITERIX 58 i+ 58 1]
(100%) 1T 848 38 B LTz, HEH RO\ W EIER L, AR R = = — 1 /32 —54 $1(93.1%) .
BEAR 52 61 (89.7%) ., 157 48 5] (82.8%) . T /RIEMERE 45 1 (77.6%) . FEls 43 ] (74.1%)
ETholm,
Grade3 UL EOFEIERIE 35 B (60.3%) 12 58 Hadd iz, DN, FREMEEN 5%LL EDF|
VERIE., RIEMRE =2 —a 3 —10 i (17.2%) . 4FFEREGEAD 9 31 (15.5%) . /R
4 5 (6.9%). I EN OV 1N 36 (5.2%) Tholz,
PEFRIEDYRA SCED FIE R R RIZLL FOR#Th 5,

o — & OIBEYIBRARE ST - FHE DRSS - BRI T 2 &RAELROHE (2022 4 6 ARER) -
O PEMREEA & OFEH T, AREERICH T 1,000meg/m2/[A4H 2 & TiE 1 [ 1,200~2,100mg, 800mg/m?2/[HlFH Y &
TIX 1 [ 900~1,800mg % 1 H 2 F#fE #5325,
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(3) AERERAR

<AEAIZE

% Al >

KIBR OB IR - EGEAEE 265 & U5 THEMES LGB (AVF0780g #XER)

IR H Y MR - BRI T2 7 v dtn o T v /R F— vy s (5-FUAN) FHIZ LS
T NSATF B EREOFE L Z et ot
X % ALFRERIGR OIS - B EE
R 1 5-FU/LV &% -
5-FULV 13 12 810 1 [ % 6 MR G 2 B (83 ;1 2—2), LV 500mg/m? 13 2
WRE R AR P, 5 FU 500mg/m? 1L LV sifiFss 1 REEIfE C%‘ #E (Roswell Park L #
e
TINAF
5mg/kg XIE 10mgkg % 2 Z & 1T 1 HHE G, (LFRIER THIT 90 20T TRlisE (4
2T UE, 604, 30 43 & M ZREHE D) . 24 #5862 W3R BETT £ TR G
5-FU/LV . (HHEE) 36 fl
5-FU/NANV+ 7 NAF > bmglkg/2 HEE (5mglkg DFARE) 35
5-FU/NANV+7 NAF > 10mg/kg/2 At (10mg/kg PR 33 3
PR H TIA~Y =2 RABRA Vb BRI, B
ESREES HRWE

SR A AF A O Pl 1o FREE 5.2 7 AL Bmglkg PFFRE 9.0 7 A, 10mg/kg HFHEE 7.2 4
AThHot, FRIZZNEN 17%. 40%., 24% T, LA O P REIZ 2 13.8 T A,
215 WA, 161 WA TH -,
etk

B S N7 102 Gl EG CHEFL MR Lz, Graded 5T 4 DA EFLAN 70 4 (69%)
IZEBD L, bmglkg PFHBETIX 74% (26/35 1)) . 10mgrkg HFABETIX 78% (25/32 1)) . xt
MRIETIL 54% (19/35 B)) . Th o7z, 5-FULNV BMPRIEIZ AT S 2 F G FRE T s
IZERD BT EREFFGUT, R BN, B, s, EE &ifE, RES THhol,

5-FU/LV ikl ’7/\‘29"3/ bmglkg MR EGT 22 LTk Y, BRRO LF & AT
MOIER PR S, EFHHOERIVRE STz, LLEXD | RIGROIEBIERENE - BB
LT RRAF 5mg/kg DO E G-I ICFHli 2 D 5~ RRIETH L 2 AR ST,

(4) IRIEATEHER

1) AEIRAIER
UBRYIBRT a0 E1T - BREOKEE - ERE]

<HENTB

B D kisE >

RIBHG 2 k5 & U= F I A b i iBr  (NO16966 75R) ®

B H 1 XELOX #i£: D FOLFOX4 JRIEIT k3 2 AR OIH ML GET 5, & 512, XELOX %%
15X FOLFOX4 LI T N AT U & O LBl % 7 7 v ROFH & o leikic ik CGE
T5,
K5 R OUERBVER - EMEEE (2,035 ) [FEEREG] 1 B2 5T, BRIWEMHT S 1,904 4
GELPERGE - EPP), 1,400 6 (EEEWEMEE : ITT) ]
IR T XELOX ##k . AFH V7 T7F 2 130mg/m2 Adi#E (B 1 HHE), X&' 1,000mg/m?

1H2EfRA%YS (551 HBH%~15 BB %2 3 HEMETRYIELE,
FOLFOX4 &l : A X4V 7Z7F > 85mg/m? SifligE B 1 HH), 7v4Ar v Z 2L 400mg/m?
A20FRE. 600mg/m? FRiEFHEL OVR Y F— F AT T A 200mg/m? AT ERHE
(1. 2HE) 213—2& L, 2BEERTHRVIELT,
TRRAF L XELOX i & DA T 7.5mg/kg (3 HMIE . FOLFOX4 FEEDIH T
5mg/kg (2 MR ZLFEREITESI HHRE L,

—_— XELOX XELOX
XEI(Jr?z);ﬁ?EH + 5 RPR LR + T NATF R
(n=350) (n=350)
g |:V.\ FOLFOX4 FOLFOX4
FO%E%)%)%E(H? SRR ER + TS AF PR
(n=351) (n=349)
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ARBRIL, IREEIC IS < EHEA AN 2 TEFHMEEE & LT, XELOX @ FOLFOX4 ([Zxf4 %44
PEERGET D 7 & MM E MRS (NO16966A #BR) & L TRIAAS A, £k, MBRENME
MYET &4, XELOX X% FOLFOX4 (IZT NAF U XIF7 7 ¥ R &+ 2 2X2 RO T > ¥ ME_EHEMK
PRGBSy (NO16966C #BR) 23BN S du7z,

UFHEOBE b SN R CEOHIEROCHREIZLL FORHTH 5,

B r— & OIER IR RE R HEAT « RO - BB IO 2 AR MER O E (20224 6 ARER) :

T DFLEMEREEF & O 6FH T AR I S T 1,000mg/m2/[E4H 4 8 T 18] 1,200~2,100mg. 800mg/m?2/
[IAH Y BT 1| 900~1,800mg % 1 A 2[R A 54 5%,

TNFa YT UV ORER  EAEICHT D LARKRY F— b - Tt a v T S VR FHEI RSB D E K
RAER O (2022 4 6 A KA -

1) @, EAICIELARAY F— k& LT 1[E 100mg/m? (RREE) % 2 B CaMBEIRNER 25, L
ARV F— b O SEEGSIRN R THEZIC 704 7530 LT 400mg/m? ((RFERE) & 8IRMES. <5
7 AF R YTl LT 600mgim? (KRER) % 22 BT CHEgEET 5, Zhg 2 BEER: L TiTuV.
2 M &I KT, 2) WE ., RAIIXVARAY F—hE LT IE 250mg/m2 (REER) % 2 FEf 2T T
FURFIRNTERN 5, LARKR D F— b OSHETHIRNAER S TEZIC 7 VAR D 7308 LT 2600mg/m? (K3
WfE) % 24 BfIRpeiE 4 5, 1 HMSLIC6FERVIR L%, 2 BRIKIESS, Chad 17 —LET 5, 3)

WH L, RACIXVARBY F— k& LT 1[E 200mg/m?2 ((RRERE) % 2 Bl CRBBIRNERT 5, VAR
UJ— b OEREEIRAN S TEZIC 7V A 7520 LT 400mg/m? (RRER) Z8IRNIES. S50
AR YTl LT 2400~3000mg/m? ((REHFE) 4 46 REMFHEiFET 2, Zhd 2 Wi 2 & IciviRd,
7. AR, BFEBORER LIS WEERT D,

FHE H TIA~Y =2 RARA b EEEEA AR (FIREFAN)
B HHY = RiRA > b 24TFHI. on-treatment PFS, Zzh=, FRhWIM. 1R
M, etk
RBRAE R HhE

(LFRIE+ 7 S AT RO BEREEEA IR EIE 9.36 W A TH Y | ALFRIE+ T 7 B RO
8.02 1 Az~ HEICILE L7z (Logrank ME : p=0.0023), F7=, {LFEE+T RAF
FEOAEFHIR P EIX 21.22 WA TH T,

ST fF AR E e
" NF— R NF— R
B IR P (@5 Log-rank R P (&% Log-rank
(LERRETY + 7 5 B AREE
(nh=701) 8.02 HR=0.83 19.91 HR=0.89
Ry 9= TE 3) N SR = =
[ 38 T AF L RE 0.36 P=0.0023 9199 P=0.0769
(n=699)
XELOXJE+ 75 & REE
(n=350) 7.39 HR=0.77 19.19 HR=0.84
XELOXﬁ%#ﬁj T NAT TE 0.96 P=0.0026 21.36 P=0.0698
(n=2350)
FOLFOX4J# 1L+ 7 7 & Rkt
(n=351) 8.57 HR=0.89 20.34 HR=0.94
FOLFOX4;§ES+4§)/\X%/H 0.40 P=0.1871 9116 P=0.4937

H1) v hAT7H :2006F1H31H, FIREFHGIC X 2 M08 A 17 )
WH2) vy hAT7H:200741H31H
1 3) bRy« FOLFOX4 %1% X3 XELOX #ik

etk
Grade3 UL FoFEHFESL T, XELOX+ 77 B AREE 69.9%., XELOX+ 7 RN ZXF B 75.4%.
FOLFOX4+ 77 & AR#E 79.4%, FOLFOX4+ 7 /N AT R 84.5%IZ3 Bl L7=,

XELOX+ XELOX+ FOLFOX4+ FOLFOX4+
% Grade DHHEHFL e e . . . . .
7R RE T RAF R 7T v TRAF R
ZRVERAl S 515K 339 353 335 342
HEFGRBBI 336(99.1%) 351(99.4%) 334(99.7%) 340(99.4%)
R 212(62.5%) 224(63.5%) 200(59.7%) 219(64.0%)
L - W 239(70.5%) 252(71.4%) 224(66.9%) 235(68.7%)
HN%E 76(22.4%) 102(28.9%) 131(39.1%) 142(41.5%)
I HER ORI ER IR 91(26.8%) 70(19.8%) 203(60.6%) 189(55.3%)
FEBPELT BRI AE 1(0.3%) 4(1.1%) 16(4.8%) 15(4.4%)
TR AEMRERE 103(30.4%) 141(39.9%) 36(10.7%) 47(13.7%)
btk 290(85.5%) 296(83.9%) 282(84.2%) 281(82.2%)
HILE L 2(0.6%) 3(0.8%) — 1(0.3%)
Hiif 75(22.1%) 82(23.2%) 100(29.9%) 130(38.0%)
&) IR AR FEAR S 4(1.2%) 9(2.5%) 6(1.8%) 8(2.3%)
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HMIR A FEAR 21(6.2%) 34(9.6%) 43(12.8%) 58(17.0%)
3 I 16(4.7%) 62(17.6%) 27(8.1%) 70(20.5%)
EHEVS 11(3.2%) 14(4.0%) 19(5.7%) 21(6.1%)
RSB & OFE 3(0.9%) 3(0.8%) 4(1.2%) 9(2.6%)
AL UM EN RS 3(0.9%) 4(1.1%) — 10(2.9%)
XELOX+ XELOX+ FOLFOX4+ FOLFOX4+
Grade3 DL EofEHG o . . N . N
7T R TSATF R 77 AR T NAT LR
LAV X S 1% 339 353 335 342
HEFGRBBI 237(69.9%) 266(75.4%) 266(79.4%) 289(84.5%)
R 70(20.6%) 77(21.8%) 34(10.1%) 44(12.9%)
L - W 28(8.3%) 38(10.8%) 14(4.2%) 25(7.3%)
A% 6(1.8%) 7(2.0%) 6(1.8%) 12(3.5%)
I HER ORI ER IR 26(7.7%) 25(7.1%) 152(45.4%) 138(40.4%)
FEBPELT BRI AE 1(0.3%) 4(1.1%) 16(4.8%) 15(4.4%)
F IR EMRERE 19(5.6%) 42(11.9%) 4(1.2%) 6(1.8%)
btk 63(18.6%) 64(18.1%) 67(20.0%) 61(17.8%)
HILE AL 2(0.6%) 3(0.8%) — 1(0.3%)
H i 6(1.8%) 6(1.7%) 2(0.6%) 7(2.0%)
B A FEARE 3(0.9%) 7(2.0%) 4(1.2%) 5(1.5%)
IR e FEARSE 9(2.7%) 22(6.2%) 24(7.2%) 32(9.4%)
55 I 4(1.2%) 16(4.5%) 4(1.2%) 12(3.5%)
HAR — 1(0.3%) — 3(0.9%)
AIG I & DHE — 1(0.3%) 2(0.6%) —
JEFLSUFNENE PR 1(0.3%) 2(0.6%) — 4(1.2%)

RIBIG kG & LI I H MR LR (AVF2107g #lR) 9

Ak E

AV TR c T AF TS - R Y F— Ry (IFL) BEEICT SR TF
2O LI-BEOAME, Zettd 7T BRI L OB W TREET 5,

e

RIGTR ORI - EREEE (923 1)

IR T i

IFL¥RE: AV /7 5 UHERREKFY) 125mg/m? SilEHE, 7/v4 1 w7 Z 2L 500mg/m?2 Z0EF
HEEOFRY F— My T A 20mg/m2 20EfHEEZ 1T L2 4 B L, 20% 2
HEREEZ 12— L, 6 AR TRV L,

TNAF v bmglkg %5 1 H BICABERFHEL, 2B T IE L, 2B, AR LSk

THICEE L=,
IFL &L+ 75 R )
411 1

IFL &5+ 7 X 2 F > 5mglkg
402 1

TR VRGN - M B
923 13l
CRIGTD])

....... 5-FU/LV #1554+ 7 /S A F o 5mglkg
BGRIFIE Pk 110 #1 )
X1 IFL+7 NAF UREOZEMERER SN Z LIT XD,
%2 5-FU/LV #1%£1E Roswell Park L ¥ A THEMi L7z,

*RWEM OB S A LEPER 2 T IE L F LTS, WROEITAED LN ETT A
AT OGRS NT- (KE 96 H#), IFL J&E+ 75 B RE IR OEITH S 73R
F L OFGITEEL Sz,

OB L SN R CEOBIELCHRIZLL FORHTH 5,

AV T OFER - B (FINARGEIIEIR) ICB) 2ENARHAELOHE (2022 46 HEN) -

Al AV T R & L C, @E . RALZ 1T B 1B, 100mg/m? % 1 MM T 3~4 [B]&HFE
L, Aed &b 2RARIET S, Thix 17 —1E LT, AT, Bik: AV /70 CEEBE KT &
LT, ., BRAICT H 18, 150mg/m?2 % 2 HFMEET 2~3 [EafEiE L, e &b 3lMkIET 5, =
N&E17—nE LT, BEEEVIES, ok, FHEIE T, ERICE EEHET 5.

AHfZE H

TIA <Y =2 RRA > b AT
T FY T RIARA U b BRI, B, RO, £k, QOL
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BHE
TNZAF AT, IFL BEFMIZ A AR AFHIN & SR A M OE R 2RO &
i,

IFL+ 7SR | IFL+7 325 ]
7 HE s RE PR -
(n=411) (n=402)
A A7 i 15.80 20.37
TEHIR ol (A) 0.714 <0.0001
(95%CI) (14.55~17.25) (19.25~22.41)
LA A A7 I R e () 6.28 10.58 0.577 <0.0001
(95%CI) (5.59~17.69) (9.10~11.10) ) )

&5l Log-rank /€
etk
Grade3 UA L OAEFGLIT, IFLFEE+ T RATF URET 86.5%ICi8D Hiviz, D H B IFL ik
+ T RAF R DRI IFLFE+ 7 7 B RBEE ST 2% ERD - e HRE LTS
w~LTZ,

IFL+ 75 &Rt IFL+ 7 N2 T 3

TR GBI 397 392
A EFRREIIE 296(74.6%) 339(86.5%)
EHfEE

I E 28(7.1%) 38(9.7%)

JE R 20( 5.0%) 35(8.9%)

23k 12( 3.0%) 21(5.4%)
D - mAFREE

BEEER AR SE 27( 6.8%) 35(8.9%)

2 I 10( 2.5%) 49(12.5%)
H

THI 99(24.9%) 135(34.4%)
IR AOVINZAS: T =S

5 i BR ek g 123(31.0%) 147(37.5%)

RGP /G & Lo o T EH S REERA (LB (AVF2192g #lR) 10

AR EH Y TNnFu T bR Y F— v b (5-FUMLV) RIEICT NAF 2 5mglkg % GHFH L7120
FE, RAEMEE 77 AR & OIZB W TRET 5,
PIE AV T H R KFINC X D —RIBIRIC ARG M &5 2 5D RIGROERERS N - B R
# (209 #)
FRER T 1 5-FU/LV ik 7vAn v 7 2L 500mg/m2 KOV U — b w A 500mg/m? % 182 &I
6 MIAGHEHE, TO% 2 BRRIELZ 12— & L, 8HEMRETHY KL,
TRAF v bmglkg 2 1 H BICAMEE L, 2 BERR TR L7, Zeds, RANIMLFRIERK
THRICERE LT,
AU T AR AT 4,[ 5 FUMLV ik + 7 7 LR ]
w7 1059
HRREVERGNG - B R -
200 1 AN 4>[ ROV T Pmeke ]
X EIERA DO DOHH SN ALHRERZ P IE UIEFE L TH, WAOHEITRRO LN ETT A
AT OIS R 96 ),
TAME A TG~V RIRA v b RAEHIE, et
T UFY T RARA b BRI, . I, QOL
B A

5-FU/LV + 7 N AF U EHBEO ALF IR REIE 16.56 /7 A T, MEREAFHIR P RiEL 9.17 4
AThot,

5FUNAN+ 77 &Rkt | 5-FUNNV+ 7 /N AF U BE ke o
(n=105) (n=104) NP RR P fi
AT IR il (H) 13.24 16.56 0.766 0.0942
S AR A IR v e () 5.52 9.17 0.496 0.0002
& Logrank &

et
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Grade3 UL EOBFEFEL T, 5-FUNLV BEE+ T ANRAF VRO 8T.0%ICHD LN, D5 EH 5-
FU/LN L+ T N AF ORISR T 23BN 5-FULV #iE+ 7 7 B REEE LT 2% E&do

T HEGE L IR LT,

5-FU/LN + 7 5 & R iE 5-FUAN + 7 N AF R

R B 104 100
HEFLHEBBI 74(71.2%) 87(87.0%)
BB EE

S IIE 12(11.5%) 17(17.0%)

2] 2(1.9%) 6(6.0%)

Rt SiE 4(3.8%) 8(8.0%)

=30 1(1.0%) 3(3.0%)

FiZ L BHME 1( 1.0%) 3(3.0%)
D - MAEFEE

T E 2(1.9%) 15(15.0%)

S 2(1.9%) 4(4.0%)

5 o LA 4 0 2(2.0%)

R 0 2(2.0%)

JEAIN 1(1.0%) 3(3.0%)
b E

H Gk 0 4( 4.0%)

B 0 2(2.0%)

P ZE 3(2.9%) 9(9.0%)

L& AL 0 2(2.0%)

AL TR 1( 1.0%) 4(4.0%)
MK KR ONY v RERREEE

# i 0 5(5.0%)

M/ M E 0 2(2.0%)

AR =R 2 1( 1.0%) 3(3.0%)
RS

1&A Y v A HE 3(2.9%) 5(5.0%)
TR SR IR

R & 0 2(2.0%)
I e

I R 2(1.9%) 7(7.0%)

[ENES 0 2(2.0%)
WAPR BRI

SR EYLE 0 2(2.0%)

WETRIRG 2 /5 & U7 S AR SR 2 f il (E3200 #R) 1

AR EH Y ZHRIBFRICBWTAXRF Y T TF o - TAF Y T v R Y S — R v s (FOLFOX4)
HEICT SR ATF v 10mglkg 2O L7ZBROF8ME, el 2 a4 5
5 AV T H BRI R T A1 5 LB IRIERED b AR - B R
(829 1))
IR FOLFOX4 &k : Ax ¥V 77 F 2 85mg/m2 ffiifiiE (FE1 HH), 74 r U Z /b 400mg/m?

SEEE, 600mg/m? KK R Y F— AT A 200mg/m? s
(1, 2HH) Z1¥A70E L, 2HEMBATHRYIEL:,

TRAF 10mg/kg #% 1 H BIZAMiFEL, 2 BFERCTRYVIK L, B, AFI3bE
FEHRI S i LTz, :
FOLFOX4 7k
=07 A A%, 40) 292 {4
AV TN AR FOLFOX4 fitlki+ 7 /R AF
IC L DIREEEET D lg%g{/;ﬁg
B PERENG - I ARE
T NAF 2 10mgl/kg™?
g9 ) i ,[ o ]

ket aeey i e
M1 PRI SEBR S TR T — 2 OB 2T 72 & 24, OB L L TT A
AT BAIBIC T 2 BIERRD Sgh o Tofd BTk s,
K2 TAAF U OHFFEIIERI, 7 oL e Y I DU RER 2 T OHUEMEER A & o
PRic L V5922 L

*BWEH OO S S EFIERZ T IESUIZEFE L TH, WEOETIBO LN ETT A
AT v OFG Ik S iz,

IBETIBRNREZRET - FREORENG - BRI 27 AT ORIER UHE

DOFUEMEIEEEA & OOFICISN T, EBH, BRAZIIN AT (BETHRL) & LT 1R bmgkg (KE) ik

10mglkg (IKE) 2 sliAEHIRNEESR 5, BGRB8 L 32, foOFUEMEEEA L OOFICIW T, @i,

JRNCIFARNY AT (B THHZ) & LT 1 7.5mgkg (KME) 2 mliikiisd 2, $e5-MbmE 3 ML -

LI5,
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OB L SN CEOBIELRCHRIZLL FORHTH 5,

TNATT TN BB A LRAY F— b - 7 u v T VRSO REIC BT D ENK
.uu)ﬁ{i:&wﬁg; (2022 4 6 A IR -

1) ., RACIELARARY F—h & LT 1 100mg/m?2 (FERR) % 2 R 2T TRl ssiRmEH 4%, v
ARV F— b O TGRS THEZIC 7 A 7 T30 s LT 400mg/m? (REERE) 28IRNER, &5
IZ7AF e YTl LT 600mg/m? ((REHE) % 22 B2 T CTHERGHIET 5. 24 2 ARLER L TITuV,
2 T LI R, 2) WE., RAICIELVARARY F— & LT 1A 250mg/m2 (REER) % 2 B <
SUERIRNER T2, LARFR Y T — b OSHREIRNER S TEZIC 7V Ar D 7308 LT 2600mg/m? (1A%
EF) % 24 WilEFRfefE T %, 1AM I LIC 6 mIEV KL=, 2 HEKRESTZ, chzxz17—1EeT5, 3)
WE L ATV ARAY = R & LT 1 200mg/m? (RFHEF) % 2 Rl 20T CRIEFIRNIER 3%, LRER
U — hOREFIRNERE TE®ZIC 7V Ar 7720 E LT 400mg/m? (KR HEFE) 25 IRNER, S 5ic7
wﬁu77xwtbfzum~%mmym<w&Fﬁ>é46ﬁ%ﬁﬁ%&¢éc:n%zﬁ%ftx@nﬂﬁo
7ed. e, BEFORER SICLY EERET 5,

A TE B TIA =Y = RBRA v b EEFER, Zaet
THFY) = RARA Vb BRI, B ERHIH
B R 0
T RAF PFABECIL, FOLFOX4 HikBMIC b A8 7o A7 IR S OV A A7 IR O 3 &
L EWEENRED DI,
FOLFOX4 i | FOLFOX4+ 7 NAF L Hf | ~HF— Kk P i
(n=292) (n=293)
AR e () 10.8 13.0 0.751 0.0012*
ST A AR i () 4.5 7.5 0.518 <0.0001%!
FoFE (%)  FEPH) 8.6 (25) 22.2  (65) — <0.0001%*
%1 J&5 Logrank ME, %2 Cochran-Mantel-Haenszel &
waett

Grade3 LA D IEMAE A EHS N O Graded LU EDMEZFAEESL L. FOLFOX4 ik +
TONAF URET6.3%, T /NAF U BMEE 37.2% 27880 bivlz, €D H b FOLFOX4 J#ik+ 7 /8 A

F R DR BEN FOLFOX4 FRIERE & BT 2% E@d o R & L FORITE LT,
FOLFOX4 fitik +

FOLFOX4 ## ik ST R TOSAF B
e A NS e 285 287 234
A EFRREIHIE 171(60.0%) 219(76.3%) 87(37.2%)
H Gk
] 36(12.6%) 51(17.8%) 4(1.7%)

LN 12(4.2%) 31(10.8%) 7(:3.0%)

M - 9(3.2%) 29(10.1%) 10( 4.3%)

A 14( 4.9%) 25(8.7%) 8(13.4%)

ALDRA 1(0.4%) 8(2.8%) 5(2.1%)
P e

SR AR I 26(9.1%) 47(16.4%) 2(0.9%)

fth DA E 8(2.8%) 15(5.2%) 3(1.3%)
PHTEE

T 37(13.0%) 53(18.5%) 10( 4.3%)
9 7

221 10( 3.5%) 17(5.9%) 12(5.1%)

R 0 8(2.8%) 3(1.3%)
DIER (%)

I 5(1.8%) 18( 6.3%) 17( 7.3%)

IP-J% ) 11( 3.9%) 17(5.9%) 3(1.3%)
Hi i

Hifl £ ofh 0 6(2.1%) 1(0. 4%)

¥ TNRAF U OHBIEE3KRSN, 7 oAb e Y U U R IEA 2 F Lo O GUIEMERE A & o ORI
D5 L L,

(R LREZRR  UIBRTRE R HETT

< HARNIZRBUT D lifE >

- BRO /R fhE]

ARG 2 /5 & Lo 35 AR (iR (JO19907 #lR) 12)

HERE HARANIZBITS CP EE (VKR 7ZF > (CBDCA) +37 U 2%k (PTX)] &ETNAF
15mg/kg é:ﬁ#ﬁﬁ U702V, AR OCEYEhRE 2 B4 5,

PoE S R R A bR < JRPTHETT  (RURRRIRTE S R aTRE 7 Stage IB) . BRI #4 FE38 R/ N AR At
FEO 1 IR BT 186 fi

AR FE ARBIIAT v 71 (n=6) L A7 v 72 (n=180) THEK S, AT v F1TCPHEILEEL T NATF

15mg/kgDOFHFIE O WM Z M A iR, AT v 728 TL. AT v 7°2T IXCP#i% (CPHE)
L CPHRIBIZ T NAF v 15mglkg# AT 51 (CP+T7 AR F U8 %1 212FIM1F T L7 (2
0 A G —R—72 1),

CPJ#i%: : CBDCAH#ZEAUC 6mg-min/mL, PTX200mg/m2, 3z 1V+1 7/ (\gK6H A1 7 1)
TNAF v 15mglkg, A1 A 7 & L, BT E Tkt
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ATy 71
- e CP+T7 AT R TRAF PD
i@;g’;ﬁ@ﬁ;\—% Gion " P Amieden)

FrtEfT (Stage NB). ESE ) CI;JrT/\{XJi‘/ﬁi = =
AR AT P IR o Bk 121 44 AT PD
IR D 1 Y (L 119 4 } [E’””“"“%
m —
CP
186 i - > %ﬁﬁig i
| #5558 f

PERZEDOE AL ST CEOHEL CHEIILL FToR#Ech 5,

HVART T F o DI NREE T S AR AL L O & (2022 4F 6 AR -

W, RACIEA VR T T F L LT, 1 A 1[E 300~400mg/m? (KFmfE) 2#5 L, v &b 4 HEA
Kb, chxl1r—nb L, B52RVIRY, 2k, EHREIE Fim, KB, ERICE D #@E8ET5,
X7 Y & XL O NIRRT B AGEE R OV R (2022 45 6 A KAL) -

WE, BRANCIE 7 ) Z %Ll LT, 1H1EI210me/m? (R ) % 3HFRI 2 TAGEfEL, D722 & b3
BRI 2, chx17—n e LT, E5E@0ET, ok, £58T, BEOREBICLVETHET 2,

FIHiEE B TIA= Y =2 NRA b SRR, gath, KB
TH Y —m RARA b REFHIEL BRE TTF GBFRAIRSIEIRD | Fsh= s hu—rs
ZIH, 2 & T O
NI EE S AEE

TNAF HFABETIEL. CP HEAIC L A~F B 7o M AT I O IE R K OB EOUED RO H il
72

M A T AR FR5hR
R Tﬁﬁ P b % P
CPIEIEHMEE (n=58) 5.9 0.61 31.0 0.0013%
CPIRE+T N AT L REM=117) 6.9 P=0.0090*" 60.7 ’

%1 J85I Logrank MiE, %2 Cochran-Mantel-Haenszel /&

At

Grade3ll EOAEHESEL, CP+ 7 /N ZXF L E96.8%, CPEEI3.1%IZZRD b,

Grade3ll EOFERG

(GEBIRE%LL E, 3D WIFFEBRE% AN THOCP+T NAF UBEN2%LL B d)

CP Bt CP+ 7 RN 2AF R
(n=58) (n=125)

FEHLR 5% Lk I R ERER A 49 (84.5%) 114 (91.2%)
M i ERE s 24 (41.4%) 62 (49.6%)
~F 70U 5 (8.6%) 14 (11.2%)
VRO 7 (12.1%) 11 (8.8%)
i/ MR 5 (8.6%) 6 (4.8%)
FEEMAEAT BRI E 4 (6.9%) 11 (8.8%)
e I 0 (0.0%) 14 (11.2%)
K= 2 — 8 — 3 (5.2%) 11 (8.8%)
M~ U o A 0 (0.0%) 7 (5.6%)
BRI 1 (1.7%) 7 (5.6%)
ALT 41 3 (5.2%) 4 (3.2%)

FBIEDZE g 0 (0.0%) 4 (3.2%)

2% ¥ AST #4 0 (0.0%) 4 (3.2%)
L 0 (0.0%) 3 (2.4%)
i 1 (1.7%) 3 (2.4%)

KRB 5% AR T CPHEL Y CP+ T R AF U HEDIE ) 0 2%LL Ean 5
* R FAEFEFRTIIFEBIROE 2 RA > MARW T, BHEHTIIRBRDOE 2R A > M LoES
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<HHEAIS

Bl 2 ks >

ARG 2 x5 & U758 /AR BE R (L Lk (E4599 #llR) 19

HRERH CP#lE [HAART75F > (CBDCA) +-57 VU #%t/L (PTX)] &7 SAF > 15mglkg % i/l
U 72 R DA 2h 1 e V22 4 % R L 7,
PIE Ja B R 2 B < RPTEST GEMERIK DB 5 Stage MB) ., M SUTFERIENRIRMEO 1 KRIE
et 878 #
AR T1E CP##1% : CBDCAHIEAUC 6mg-min/mL, PTX200mg/m2, 3#[f %1% 1 7 v (FK6% A 7 )
TNAF o 15mglkg, 3B &1V A 7 v b L, FREEIT £ Tk
R ERCE A RS L R CP+ 7 SR F LR TNAF PD
HEAT Otk oH 2% 434 151 Bk 5-
Stage MB), #HE, X
AT T T R CP I ) | pD
D 1 RIRFBRE 444 1 J >
878 141
PEHEOE L SR SCEO BiE R ORI FORHETH 5,
HVART T F o DI NREIE T SRR L O E (2022 4F 6 ARA) -
WHEL RATIEANVARTTF L LT, 18 118 300~400mg/m? (FERmEFE) 25 L., b &b 4 H@EK
D, IhxE17—nE L, EE5EEVIET, b, BEEIT, Fl, HEE, ERICX Y EEERT 5,
X7 Y & XL O NIRRT B AGEHE R OV (2022 45 6 A KAL) -
WHE L, RANCIE 7 ) Z %Ll LT, 1H1EI210meg/m? (R ) % 3HFRI 2 CAGEfEL, D72 & b3
WRAES S, Thz17—E LT, B5280IKT, 2B, B5EIT, BEOREBICEVEERET 2,
S TE B TIA <Y =z RIRA v b A
T T RARA U b BB B, RN, e
RBRAE R BHEWE -
TSAF O RBE T, AEFIN R OB A P OF BAREE SR bt
aspea nlil M A T AR
B GRE . .
GO =t | et O1) | b
CPIEEMBE (n=433) 10.3 0.79 4.5 0.66
CPREE+T N A F L BE(n=417) 12.3 P=0.008"* 6.2 P<0.001*
&5 Log-rank M€
rﬁ'é’f’# :

i NI AME | %’%" iﬁ?ﬂPﬂiﬁ/}F &FrY &AEELF mIE[LF EEIJZ EEV &F/{%V Hj
MmTH-o7z,

Grade3ll FOfFEFHL
CP #f CP+ 7 /NAF Bt P fi
(n=440) (n=427)
B BRI E 74 (16.8%) 109 (25.5%) 0.002
MR E 1 (0.2%) 7 (1.6%) 0.04
=i 4 (0.9%) 0 NS
FEENE AT BRI 9 (2.0%) 22 (5.2%) 0.02
K7 b U U A ffE 5 (1.1%) 15 (3.5%) 0.02
v I JE 3 (0.7%) 30 (7.0%) <0.001
EHIR 0 13 (3.0%) <0.001
EIEE 2 (0.5%) 13 (3.0%) 0.003
3 ye 3 2 (0.5%) 10 (2.3%) 0.02
apiiih 3 (0.7%) 19 (4.4%) <0.001
AR A H I, 0 3 (0.7%) —
S, 1 (0.2%) 3 (0.7%) —
- 1, 0 2 (0.5%) —
WA iff. 1 (0.2%) 8 (1.9%) —
T AR H i 2 (0.5%) 4 (0.9%) —
Z Ot H i 0 2 (0.5%) —
NS=Not Significant ¥ Fisher’s exact f&E
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RIBFG 2 /5 & LI H ERIEIEA (LR (BO17704 #iR) 14

Ak E GC RIE [ oavZ e fistE (GEM) +3 2775 (CDDP)] & 7 /32F > 7.5mgkg Xit
15 mg/kg Z0FH L72REOAME, MR OEWEREEZ 7 78 A L OBICB W TREEL 7,
PO i BRI Z R < RETEIT (BHE LY Vo HJifER, Rk T 0EER 2 A3 2% Stage 1IB), A
B SO IE NAIRMIE © 1 RIGHR B 1,043 41
KBk GC¥lE - GEM1,250 mg/m2 (1A . 8H H). CDDP80 mg/m2, 3% 1%+ 7/ (rkeH1 7
V)
TNAF 7.5 mglkg XiE15 melkg, 3B Z 1Y A 7L & L, INEEIT £ Tkt
N\
B L A < R GC+T7 R F > 75 #E 7’/\?21 PD
TG LY oS 345 #1 ) ik
« EPER K ST FEIR N -
o oy N N PN )
B M S TR R 351 # J - \EARRE 5,
WD 1 IR —— —
1,043 1 GC+ 77 REt 7T 'R
347 151 ) Bk 5
R B A < BIRRAEZRHET - SO NIRRT /S A T o OB OV e
TOFEEMEIEEA & OOFHICIRO T, @H, RAIE IV X~ T (EafHHftz) & LT 1 16mgke ((RE) %5
TR S %, G-I 3 L R T 5,
SEATIE A TIA= Y =y KA > b o S A
EH Y T RARA b AR, R B, QOL, &k, 3Bk
B R HIE -

TAAF BT, A B BRI O RO b,

R A A ] A A7
e 5.7t . .
dolfE (3) | A R f‘j%“‘ﬁ P Rl
GC+ 77 &Rt o .
(n=347) 6.1 18.1
GC+7 AT 7.5 B 6.7 0.75 1.6 0.93
(n=345) ) P=0.0082* : P=0.4203*
GC+7 " AF> 158 0.82 1.03
(n=351) 6.5 P=0.0301* 13.4 P=0.7613*
&5l Log-rank /€
ey

Grade3ll FOHERELIE. GC +7 T L REET5.5%. GC+ T SAF 7.5melkghé17.0%, GC+ 7
NAF 2 15mgl/kghf80.5%IZ7D LTz,

Grade3Ll EOHEFL
(EHLEB%LL b, & D WITRBLES %A THOGC+HT N A F U PERBEA2%LL v 0)

GC+ 7T &R GCH+T7 R RF v GCHT7 RN RF v
(n=327) 7.5 # (n=330) 15 #f (n=329)
TR 1 BRI iE 104 (31.8%) 132 (40.0%) 117 (35.6%)
5%LL L i/ RIS E 76 (23.2%) 89 (27.0%) 77 (23.4%)
A 45 (13.8%) 35 (10.6%) 34 (10.3%)
H iR E 24 (7.3%) 22 (6.7%) 23 (7.0%)
IR 12 (3.7%) 24 (7.3%) 31 (9.4%)
i I 5 (1.5%) 21 (6.4%) 28 (8.5%)
(et 19 (5.8%) 23 (7.0%) 22 (6.7%)
i 16 (4.9%) 16 (4.8%) 20 (6.1%)
W E 9 (2.8%) 18 (5.5%) 15 (4.6%)
%2
?j’?jf% B 1 (0.3%) 5 (1.5%) 10 (3.0%)

* FEHLE 5% AN T GC+ 7 T ALY GC+T ANRF U HEHBEDIE 5 2 2% LA L g

SEARFH O RO R % bk < BIBRARHREZR HEFT - TR O IE/ N (SR 3 2 AGR A EIE 1
15mg/kg TH %,
Fio KRB CTHWON T LAY X B UERE OB E B R O 5 A r ¥ 2 — VIZENREGR T
Ho, TV EUEBEOAGEAELOCHET R, RAKZFAvZer e LT 1
1,000mg/m2 % 30 432> CHAMERE L, 1 [\ 5% 3@k L, 4 H B I3KREST 5, hE
1a—RELTEEEZREYIET, ok, BEORBICLVEERET 5,] (2022 4 6 ARFR)
Th5,
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RIBHEG 2 k5 & UT- 3 WA IEE A L iBr (AVF0T757g #kBR) 19

HEREW CP L [NV ARTFF > (CBDCA) +37 U %xE/L (PTX)] &7 /3AF > 7.5mglkg ik 15
mg/kg & 0P L7 REDOF R, LAaVE R OSEWBiiE & it L7,
PIE JRPTHEST - #5888 (Stage WMIB, IV)., XITFFFEIE/INHIAMTTE O 1RIEHR B 99641
(772 L. AT B & bR < 79 iz oW TRidE)
B 1E CP##1% : CBDCAB#ZAUC 6 mg-min/mL, PTX200 mg/m? . 3% 1%+ 7V (K61 7 L)
TRAF v T.5mglkg i 15mg/kg, SEMZ1VA 70 L, FEEIT £ THksE GRK18Y 1 7
JL)
L » CP+7 AT 1.5k TINAT
;%I%&fﬁ}ﬂ%< N 22 il Bk -
PrEST - 158 (Stage
B, IV), 3L CP+7/3AF > 15 8 TNRT PD
JINHREAFTRE D 1 WRIEHE 32 {3l UMk B
BE -
7941 S E |
*RRER T, R EROE & & eI/ NIRRT 2 S RIC LTV AR, 2 CIERF BRI Z R
7T — X Ei LT,
@ BB A bR < BIBRAEEZRHELT « B DI NN S )Ed 5 7 AN ATF U OB R O &
HOFTEMEREEA & OFERICIBWT, @, RAZIEAINY X~ T (Ba##z) & LT 1E 15mgke (KE) &K
TEERAER %, $e5-MbRi 3 Bl E L35,
UFHEOBE b SN R CEOBIE R OCHREIZLL FORHTH 5,
XYY B X)L OYIRIEEIC T D AR AE L O R (2022 4 6 HREH) -
Ak lE, BRACIZ 2 Y ZFE e LT, 1A 1H 210mg/m? (KFEER) % 3 B T CHEEHFEL,
e b SHEMARIET D, Ak 17— E LT, E5E2EVET, Cik: @H., RAZIEIRZ ) 2L e L
T. 1H 1[0 80mg/m? (FRmfE) % 1Ko CaufFEL, @ 1 B%E % 3T 5, 2tk 17—t
LT, E5&&VIET, 7ok, #EEIX, BEOREBICIVEEHET S,
NIRRT T F v OIPEIEI 3T 2 AGRHE L OH A (2022 4 6 H R -
WE L RACIEALVR T T F L LT, 1 H 11E 300~400mg/m? (KKl 25 L, D7 &b 4 AR
T5, Ihxl1r7—ne L, BEEHEVIRT, ok, #5EIE, F, SR BRI XV ETERT 2,
S ATIE B TIAY =2 FRA 2 b FBETE COBIM (TTP), 2508
BhE) 2 FARA b I, AR, et KB
EVIRES 0

TSATF s 15meglkg BFARETIZ. CP #EICHAWREET E COWM OA T RIER K R =ROL
TGO HiLT,

FBETT E T O P e
B 5 ‘
(Tﬁﬁ AP R % Pl
CPH B B
(n=25) 4.0 12.0
CP+T7 NAF > T5H 0.85
(n=22) 4.3 P=0.5963™! 31.8 0.09767
CP+7 /RAF > 151 0.41
(n=32) 7.4 P=0.0028%1 31.3 0.0857%

%1 B85 Log-rank HitE, 2 Pearson x *fR T
etk
Grade3ll FOHEES L. CPRET2.0%, CP+ 7 N AF L T.5melkehit81.8%. CP+ 7 NAF >
156mg/kghE77.4% 238 H vz,

Grade3Lh FOFEFSR (FBHEF5%LL 1)

CP #t CP+7 R 2AF o 758 CP+7 RAF 15 Bt

(n=25) (n=22) (n=31)
A HP BRI E 5 (20.0%) 8 (36.4%) 12 (38.7%)
[ i BR ek fiE 0 (0.0%) 1 (4.5%) 3 (9.7%)
IR ) 3 (12.0%) 3 (13.6%) 2 (6.5%)
I E 0 (0.0%) 1 (4.5%) 3 (9.7%)
g 1 (4.0%) 2 (9.1%) 1 (3.2%)
FIE 0 (0.0%) 1 (4.5%) 2 (6.5%)
& g 0 (0.0%) 1 (4.5%) 2 (6.5%)
EaNENG 0 (0.0%) 1 (4.5%) 2 (6.5%)
L 1 (4.0%) 0 (0.0%) 2 (6.5%)
fibd i & FEAE 0 (0.0%) 0 (0.0%) 2 (6.5%)
K =2—a %o — | 0 (0.0%) 0 (0.0%) 2 (6.5%)
e I 0 (0.0%) 0 (0.0%) 2 (6.5%)
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B AR AR 0 (0.0%) 0 (0.0%) 2 (6.5%)

MARE 0 (0.0%) 0 (0.0%) 2 (6.5%)

hin 2 (8.0%) 0 (0.0%) 1 (3.2%)
0B ¥ R MR 2 (8.0%) 0 (0.0%) 0 (0.0%)
SARKN D JF - LRy % bk < UIBRAHE A1 T - T3 O IB/ IR (2 k3 2 2GR A &% 1 18] 15mg/kg
Th b,

[F e IFEHELE]
<HEANITET D RlE >
{EZARIERIGIRB 2 X 5 & U3 AR (e beigaliy (E2100 7RER) 10

L SEL) X7 Y Z % PTX) & T NAF 2 10melkg/2 8 O GFFREEIC X 5 H 00 K O M O Gk
x5 HER2 [ CRFTHR - B (LR IEARTR RS 722 #1
R RV EXEL 28 H%E 1AL L, H1AA, 8 HA, 15 A AIC 90mg/m? % AL L
77
TRAF:28H%E 1V A7 0L, B1HA, 156 HAIWK XY U XX ALK TH%IC 10mg/kg
%R LT,
Pk S paEe ) REeio] WP OIH & o
IR L2 s, iR PTX+ 7 N 2F ELEHE. bH—
¥ - ¥ OLEERIER 368 {3l J % AT £ CH
BROBHE (18 mELL MkfE I 5w RE
I, ECOGPS 1Z0X PTX 7% .| PD
3 1) 354 | i
722 45
BEASEOD E 7L SN RSO B R ORI FORKBTH 5,
IR Y B XA OB B RRER O (2022 4E 6 ABEA)
AYEEE, RACIEAZ U %L LT, 1A 1A 210mg/m? (ERER) % 3 B CAmiEL, 2
2 L b 3BT S, ThE 17— e LT, BEEMOIET, Bik: @, MAITE S22 Y ZF ek L
<. 1H 1/H 100mg/m? ((KERAED) % 1 BRI CHREHEL, 8 1 RS% 6 Mt L, 272< &b 238
WS 2, Thae 17— s LT BEEBYIET, Ak, B5EE, BFOREC L ETRET 2.
FEATE B TIA =Y =2 RARA v b AR OCHEZRES (IRF] 5
THF) U RARA Vb SRR BRI, 2AFHIN (08). “4tE. QOL
B R BHE

PTX BEIZXIT 2 7 N AF U +PTX BED PFS (IRF 3Ffli) % — REiX, 0.483 (95%CI 0.385~
0.607) TH V., PFSIIAEICER L7 (B3] Logrank #E. P<0.0001), Kaplan-Meier #£i&
IZd& % PFS O fEiL, PTX#EAN 5.8 WA, T AAF U +PTXBEN 11.3 WA Th o7z,
RIRHFHMEEE Th 5 0S OFRfEIT, PTX B 24.8 1 HIZHARTT NAF U +PTX HETiE
26.5 W H E72 0 ~NP— FEIX 0.869 (95%CI 0.722~1.046) TH V. AERZAITIRD /e
- 7= (@5 Log-rank fiE, P=0.18374), F£7z, %% (IRF i) 1L PTX A 22.2% ThH - 7=
DIZLERTT NAF +PTX BETIE 49.8% CHEICE CTH >7- (Cochran-Mantel-Haenszel
7E. P<0.0001),

Atk

L VERRATR S T11 6] (PTX BE 848 i, 7 /S AF L +PTX B 363 ) 1B\ CTUUE X /-

Grade3-5 DHERERLRD H b, FBHRN 5% EOFESHE T, PTX B TT NAF U +PTX BET

2RA v MU EOENRD L MikFEE (Grade 4 LLE) 1, FHERBAECH 0 | FEMIRERE
(Grade3 LA L) 1%, AMMEE =2 —m 30— g7, Wik, SlER &R TH -7,

TR 5%, ETH - 72 Graded (MLiEFNEDH Graded) L EDAHEHS

PTX #£(n=348)

B (0=363)

Grade3 UL E O HEHEIBHIEL

176 (50.6%)

257 (70.8%)

AR = = — /5 —

61 (17.5%)

88 (24.2%)

g 18 (5.2%) 39 (10.7%)
Mg - 8(2.3%) 20 ( 5.5%)
e I 5 (1.4%) 57 (15.7%)
Jif R ERIE 11 (3.2%) 21 (5.8%)
JRYy 16 (4.6%) 43 (11.8%)
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FELE 2% L EOBEERAEFGIL, B (7.2%), MERERE (3.6%), Bk (3.0%), HEIR

( .8%) . MEEIM (2.5%), KRR =2 —m/ 30— (2.5%), M (2.2%) KOD - MfELAR

SN D NCI-CTC 75 CTo Cardiac-Left Ventricular Function (2.5%) . #lkinieZEre

E 7 E 5 Thrombosis/embolism (2.2%) ToH -7z,
PTX B C 348 il 256 3] (73.6%). 7 /3N AF L +PTX BT 363 il 255 il (70.2%) D HBE N
L0, ZDIFEAEDRBEITICE D b DO TH 72, —F., WEEITLA DI EHIL PTX
FEC 348 filHh 15 5] (4.3%), T /SAF L +PTX £ T 363 filh 12 5] (3.3%) DFF 27 il Th -
7o T, HEEGHNICAAOHIH CREBE DLW IERITFHTHRD bR o7,

(Bt iR B iE]
V] AR [ ol R AR
FIFE DB Z /G & LTSI B S MU E A (L EGAR (BO21990 #llR) 17

Ak E YVIRBHEEBE 2RI TEY 1 I N (TMZ) OFRESTRRE (RT) M7, HERpRk & LT TMZ
% 6 A I NG T DIRFEICT ANATF RO Uiz & & OFINER O 22 it Lz
x5 SR T (OVRHOUIBR XUTAERR) 1tk ORI CHi 72 (B 3ENE & 2l S 7z (BSRRTE R OVHUR AR
EOREATRED 72 WHO  PS 0~2 OBF T, itk 4~7 WLANIZIRIE & BlisC© X 5 B 921 4
ABUTIE | AR 3 WICAY T DAV, BORROFI. 4 RO RSEMIM 2R T, HERRRR I R AR O
BT S iz,
TR - REBREIB ORI 6 BWIZFH W T RT (B#RE 60Gy 2 1 H 2Gy 92> 5 H T 6 ]
2= 0B & TMZ (75mg/m?2/ H 238 B 0 5) OPFREICT SAF v
(10mg/kg, 2 AMMR, AEEE) 20 L7z, 728, RT ORKIBE HIZT AT
VEONTMZ 285 L, ZOEANG 4 BEIKRE LT,
HERHREN 28 HE 1A 27L& L, 1~5 HHIZ TMZ % 150 mg/m? HEO& 5L, 1, 15 HAIZ
TNAF 2 10mglkg & STEFE LT (6 04 7 HE1T), 728, ARMNHER I N5
&, 2¥ A 7 VH K TMZ % 200mg/m2/ H (T H & L 7=,
HAWREY 21 B2 1A 70 e L, B 1 BEICT ANATF LV 15mglkg % SEE Lz, R8T
PR CE WO £ TRE % ke
7 N AF ARTITMZ BE(458 1)
T NAF 2 10mglkg
2 I kR CHE 4 1] 7 RAF L 10mglkg
85 2 AR FRRF L
v 15mg/kg
| BT #adid 60Gy TMZ150~200mg/ m? 3 S ﬂ
TN 2Gy/H &85 H 1~5 A /4 8
SR T A 1947
BB VAiomgim 1H%4 21 :28H N 21 B
S - B AR
Shi-fes | | 7 & R+RT/TMZ #£(463 1)
Wik ot
R IR R 7SR N
FomE 2 MK TE 4 1 S5 R
921 4 Bl 2 R .
. J 7R PD
Ly RT ##itik 60Gy TMZ150~200mg/ m> | 3 A -
2Gy/R &8 5 A 1~5 H A/4 J 5%
1947
TMZ75mg/m? P A2l R
1R 4 1Y% A7/ :28 H j 9
it a~7ic | [ SRR i s | [ e
[ TR I ] 6 ] [ 47 ] [ 61 7L HLAIRR L ]
FHmE E FHEMEIEE : 28 Macdonald FEHEIC X 2 MEMAI A LFIAR] (SEIREEREAM) . 2 7R
BRI H - A P ORI REIE B3 ) . 1 AR O 2 AR, R
QOL, #&t7u 77 A1)
B R HEhE
@ [ FE A A7 AR K OVAE 77 11
AEIGEATETIE, 77 BERFHBRIC A CEEFHMEE B Ch 2 M EAF M (ZIREFHm) O
HERIEENRBD N, b O 1 DOEEFHMIEE T 2 A MMICITE R R ZITRD b
277,
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- R A (TR AT
syl (H) AY— R | dhgfE (H) NP— R
RIVT $ik+~7 7 & AR
(n=463) 6.2 064 16.7 .88
T A s - P<0.0001% P=0.0987*
RT/T Hib+7 N AT B 10.6 16.8
(n=458)
&5l Log-rank fE

@ fFERE QOL
LTFowmy Thoiz,
MEREEAF YIS B D QOL ks /™ MM (rh fif)

7 NAF o +RT/TMZ B 75 % R +RT/ITMZ i
(n=458) (n=463)
ARREIREE (QLQ-C30) 8 7 H 477 A
Er{AtnE (QLQ-C30) 771 H 571 H
Ak (QLQ-C30) 8 1 A 47 A
EEE GRS (BN20) 77 A 477
a3 a=4—3i 3 MEE (BN20) 871 A 4771

) FEEERDE QOL M D ES : N— AT A LD OEEN 10 BA > RN
fAEE R QOL SEDER : N—A T A L2 b 10 BA v 22 D HEFCIREE HRE 5.

FEER S B 5,
=L
T RAF L +RT/TMZ BB\ CTHEFSRIL 464 517 455 il (98.1%) (278D LTz,
7 XA F o +RTITMZ B 75 R +RT/TMZ B

(n=464) (n=447)

&t 455 (98.1%) 428 (95.7%)

L 221 (47.6%) 190 (42.5%)
T 189 (40.7%) 179 (40.0%)
fii B 178 (38.4%) 158 (35.3%)
(G 177 (38.1%) 136 (30.4%)
GIEpR 170 (36.6%) 126 (28.2%)
M ISRl 154 (33.2%) 122 (27.3%)
M - 143 (30.8%) 101 (22.6%)
e I 171 (36.9%) 51 (11.4%)
BAEGR 114 (24.6%) 75 (16.8%)
T 92 (19.8%) 71 (15.9%)
M) iE 80 (17.2%) 63 (14.1%)
W5 75 (16.2%) 60 (13.4%)
I BRI E 66 (14.2%) 54 (12.1%)
S 94 (20.3%) 20 (4.5%)
FEED E W 46 (9.9%) 53 (11.9%)
RAER 68 (14.7%) 27 (6.0%)
1 if BRI 55 (11.9%) 40 (8.9%)
AT 54 (11.6%) 39 (8.7%)
ARNRE 52 (11.2%) 40 (8.9%)
O FEIE 55 (11.9%) 35 (7.8%)
PR 60 (12.9%) 26 (5.8%)
A=l 65 (14.0%) 18 (4.0%)
VUl g 47 (10.1%) 22 (4.9%)

KEFRIZOTNAORHET 10%LL LRI LI b0
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[Om & %E]
[ 5% 3 ] Bl PR Bk
(LB RIBIE DI 2 x5 & U= S5 A B R IEVE A L iR (GOG-0218 iER) 19
HERE R (LEFRIERIBIE O IVRIR BT 2 U CP Bk (WAVRT FZF o+ U HXRL) IZTNAF Y
15mgrkg % O0FH L7 B0 FEWE, 22tz oW T, CPIRIE+T 7 B RO & O IC B W CRET L 7=,
5 WIEIOBIE TS X 0 AR RO NOEE . DB SUTIR S RN & 2 S iz, IRFmA %
A% Stagelll (AIIRAIREZE S ITAENTIEE) UV ORIBIRD 18 mell Lot (WIREIEH#) 1,873
Bl (EPNAEG] 44 FIETe)
RIBOTE | CPRIE 20 BR 1A 2 e L, 1 BEIL, IARTTF 2 AIE AUC 6mg + min/mL, /%7
U &2 XELiE 175mg/m? AHEE L2, 2B, 7 U F X EANREETERWGAICRY
K& X' LORERRD LTV,
TNAFv 21 A% 1A 70 L, CPRIED 20 A 7 VADNGE 1 A B OMARKE THIZ,
15mg/kg HIEFHE L 72,

CPP# : CPIRIE 6 A 7 L+ T TR 5 ¥ A 7 )LRIFGEA +7FIvR16 %A1 7L
CPB15 i : CPIEIE 6 A Z L+ T NAF o 51 7 LRI +7I8R16 %A 7L
CPB15+%f : CPHIE 6 WA IV NN+ T NAF U 54 I ARKIAE  +T7 A "RF 16470

CPP # (625 f1)

CP ¥k
(1~6 %127 1)
TR o S g L
(9~6 1 7 77 & Rk G-
Stagelll LIZIV D %) (T~FK 22 %A 7 V*¥ET)
ARIBFRAELT LB CPBI15 # (625 i)
PESRELE, IR —
i K DS CP Jiik
BegE (o e 6T
) TNRF
(1,873 f4i) ( 15mg/kg 77 RkE
2~6 VA7 =] " <
LA T - ) (T~fK 22 %A 7 V*ET)
- GOG-PS CPB15+1 (623 fi)
S [ CP J% ik
(1~6 %127 )V)
—>

T NATF ke -
(T~H&KR22 %A 7 V*ET)

* 77w R UIARANE LTiRK 21 A4 7 v
OFAEOBTAL SN IR CEOAEL AR TORK TH 5,
37 Y & xR VORI B AGRAE L O R (2022 4 6 H RN -
AL lE, RAICIE 7 ) 2L LT, 1A 11E 210mg/m? (KFHIAE) % 3 K2 CaiiEL, o2l
LY SRS D, ThE 17 —nE LT, BE5EBEVIRYT, Cik: @, RAKE X7V Z%ELrE LT, 1H
1[A] 80mg/m?2 ((RFMRE) % 1 WA Tl L, ¥ 1 E 54 3 Mgy 5, 2t 17— E LT, #5%
MDY, ek, HHEIT, BEOREBICLVETRET S,
HNRT T F - OYREIEI KT HARAER O HE (2022 4 6 AR :
WE. RACIEIANRTZF L LT, 1 H 1[E 300~400mg/m? ((KEHEAE) Z#5 L, D &b 4 #RARES
b, TNE 17— E L, FHEZBIRT, R, FhHRET, FE, FE, ERIC XD EEERT 5.

FEATZE B FEEME B WA SRR (SRR EA)

BIRAEHIE H - &AM, B8%, Z4ei

B S Bk

iR oves il iy qeNzrea il

g4 A AR il (SRR EHMIE) 1% CPP &¥ 10.4 » A, CPB15 # 11.8 » A, CPB15+%f 14.1
% HC, CPP EEICHlk LT CPBIS+EE CHIMEA M O BERIEENRO bl (N — Rk
0.71, {1l P<0.0001, J@H Logrank &), 7=, AfFHRI+HJfEix CPP £f 40.6 » A, CPB15
B 38.8 % H. CPB15+I£ 43.8 » A Th o7,
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GOG-0218 5Bx DA 2B T 2 i

1) By bA7H 200949 H 29 H
2 By hATH 201148 H 26 H

7 3)

7t

Fk%E 0.0116

MR R AR AEAEHR Y
¢ & . [ :
L P I T P S B "
(H) (H)

(i zg’; 375 10.4 - 299 40.6 _
CPB15 It 0.84 1.065

(n=625) 356 18| e p=0.0118% 309 388 | jew p=0.2197%
CPB15+8¢ 0.71 0.879

(n=623) 317 11 J il P<0.0001%*% 270 3.8 F il P=0.0641"

&5l Log-rank /€

Grade3 UL O EFRS (FHRREMEE 25Te) 12 CPB15#E 577 ] (95.1%). CPB15+#f 574
B (94.4%) ICRD LTz, 7ok, AHFEFREERIUITRO LB Tholz,

CPP #¢ CPB15 CPB15+##
(n=601) (n=607) (n=608)
4 Grade DHEHS 600 (99.8%) 607 (100%) 607 (99.8%)
Grade3 DA DO FEFHH 559 (93.0%) 577 (95.1%) 574 (94.4%)
A AR 7
TAAT IR 585 (97.3%) 592 (97.5%) 591 (97.2%)
AEHR
BhIR AR ZEARE 14 (2.3%) 19 (3.1%) 19 (3.1%)
CNS Hiffn. 0 0 3 (0.5%)
CNS HfLAgk o i 96 (16.0%) 216 (35.6%) 223 (36.7%)
5 o IR A 0 0 3 (0.5%)
FEFAE 4 Bl 21 (3.5%) 31 (5.1%) 27 (4.4%)
=3 N 7 (1.2%) 5 (0.8%) 12 (2.0%)
TH LA 22 4L 2 (0.3%) 11 (1.8%) 12 (2.0%)
=i 81 (13.5%) 143 (23.6%) 196 (32.2%)
1 ER B> 547 (95.5%) 577 (95.1%) 577 (94.9%)
Jif R ERIBME 40 (6.7%) 52 (8.6%) 51 (8.4%)
EAR 39 (6.5%) 32 (5.3%) 51 (8.4%)
AL VR RE E (A 0 1 (0.2%) 0
R AR ZEARE 24 (4.0%) 21 (3.5%) 25 (4.1%)
BUGTERGELEC X D ADHE 27 (4.5%) 29 (4.8%) 22 (3.6%)
KERRE R 2 &5
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[(ETXEEREDOFETRE]

<HNEANTEIT B Al >
REALTFIRIEARTGIRG 2 x5 & U7 55 AR JEAE 2 b ikl (GOG-0240 #5R) 19
Ak E YA FFERIGRE O 2 S BF 2 IR b 5L (Cis - Pac WL : VAT TFF o+ 7 U &
XL, it Top s Pac ik : /XTH LW 42U Zx® L) [T NAF 2 15mglkg ZHFH L
ORI, BAMER L etk E2 et L,
H) X T AL, WA TIENRT AU OARRTHEH STV,
BE Stage IVB, REERHIMEXIIHRO 75 S B 452 )
ARG Cis* Pac#®¥E : 21 HZ 1 ¥4 7L L, 1 HHIZ Pac 135mg/m?/24h X% 175mg/m23h . 1 H
HXi% 2 HHIZ Cis 50mg/m2 %, ZIZ U AMEE LT,
Top * Pac J&#£:21 H& 19 A 7/ & L, 1 HHIZ Pac 175mg/m?%3h, 1~3 H H{Z Top 0.75mg/m?
. ENENRETHE LT,
TRAF v 21 HE 1Y A 270 L, 1 HEXIZ 2 HHD Cis * Pac L%, X1 HEH® Top -
Pac #iE#%IC, 15mglkg % SiEEHE L=,
Cis * Pac # (114 1)
—V[ Cis + Pac J&1E ] <+
{L2EPRILRE
. (225 f)
Top - Pac & (111 #1)
Top - Pac & <+
StagelVB. _V[ op * Pac ¥k ]
TR
iﬁ% . S NgJE=Y
R Cis * Pac+ 7 _"AF 8 (115 )
(452 #1) Cis * Pac 3%
[ is « Pac J&iE ]
[ T NAF 1 15mglkg ]
AL T : Lt +
- Stage IVBvs. F3/ARMETINE . ) TRNAF
- GOG PS (0vs. 1) Top * Pac+ 7 /X AF U 8E (112 #1)) 15me/kg B
- SR EEA S LT T T FF (227 i)
BAEHIE (7 vs. #) J Top - Pac Jitis: ] )
[ T NAF 2 15mglkg ]
OERIOE AL SN SCEOE L R T ORBTH D,
X7 B XV OWAT UL FE O T 5 SR 5T 5 &RMIE LR O & (2022 4F 6 ARER) :
VATTFULOMATDIE  EE, RAICIZ 7 Y 2Rl LT, 1 H 1A 135mg/m? (KR EE) % 24
RERI 2T CAUREL . /< &b MR T 2, Zhad 17— e LT, #542B0iRY, B, k&
13, BEOREBICE Y EENET S,
VAT T F O EGRICH T AR B L OHE (2022 456 ARER) ¢
Al VAT ZF L LT 15~20mg/m? ((RKiHAE) % 1 A 1[EL 5 AMEE#RSG L, D7 L b 2 kE
T5, 2hixkl1r—nél, #£5280VET, Eik: Y XFF7F & LT 70~90mg/m? ((KFHEH) %101
G L, D s 3HMKET S, i 1 7—E L, B5E2EVIRT, 2ok, F5RIF, FE R
&Y T S,
JXTH v OHEIT LI O 75 ST 2 KR AL AR (2022 4F 6 ARER) -
SAFTFUEDOHMT, JXT L LT, @H. AIC T H 1AL 0.75mg/m? <ﬁ<é§ﬁ&a) Z 3 H M A A
WEEL, D7 EBISAMRIET 5, hadla—2 e LT, H52805ET, 2k, BHEORIEIC K #EE
BT %,
FHmE H FEFAGEE - 24FHM, Letk
BIRAFHIIE B - SR F I, b, AR QOL
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BHE
A TFHA R R OVER A 77 A

TNAF PR TIE, ABREANR R O EFHIR O R, RAROUEPBO SN

77
GOG-0240 R OB ZNIEIZ BT 5 ik
ATEHIH S A (7 1R ESOIR
Pe bRt R fi < HhRfiE o o "
() Y — R ) NP— Rk % PfE
L Re 12.9 0.74 6.0 33.8
(n=225) 0.66 "
O N e S P<0.0001% P=0.0m17*
(EFIRE+T N AT B 168 | P=0.0066"" 63 - 454
(n=227)
%1 /85 Logrank f&E
X2 2 2HE
el

Grade3 UL EOFEELIT/AFRIER 127 61 (57.2%) . (LZEEE+ T N AF L 15mglkg
165 B (75.7%) 128D bz, 7B, AHEFSERIVRPUITRDO LB ThoTz

o e (LEFRIE+ T RAF
H4 m(ni@?;ﬁ 15mg/kg B
(n=218)
4 Grade 219 (98.6%) 216 (99.1%)
EEREEFS 81 (36.5%) 111 (50.9%)
Graded Ll FOFEHEL 127 (57.2%) 165  (75.7%)
Gradebs DA EHEFS (HIFILT) 5 (2.3%) 9 (4.1%)
BERILCE - HEHS 40 (18.0%) 56 (25.7%)
ATCOFLE 145 (65.3%) 135 (61.9%)
P EBHEFT LIS D FE T 11 (5.0%) 10 (4.6%)
T NAF NI e A E RS 37 (16.7%) 87 (39.9%)
HH o 10 (4.5%) 15 (6.9%)
5 o MDA A e SRR e f 0 0
S BT T BRI 13 (5.9%) 12 (5.5%)
LR 5 (2.3%) 23 (10.6%)
AL 2R L2 0 5 (2.3%)
T ZRFLICRSE L= 95 () * 0 1 (0.5%)
rieg I 1 (0.5%) 25 (11.5%)
A P R I S (e 0 0
E=lRa 0 4 (1.8%)
R M ZEAR 2 1 (0.5%) 0
B e T AR JE ¥ D2 12 (5.4%) 22 (10.1%)
ASIERUEIEIC L B AHHEY 0 2 (0.9%)

%1 Grade3 UL E

2 AT AHINLE2—FEL, AT 4 VL Ea—%OFRBURIZ L
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(VIR ge 7 Fr A =]

[ e [R) e PR iR

PEPIERE O 72 WY FRARHE 7 IR HE 2 xf 5 & U 7= 5B AR FE B M IR A bbb il (YO40245
(IMbravel50) #Ex) 20

B H 1 EACEEFRIERE D 72\ Child-Pugh 2348 A OUIRAREZ AT B 2 MR, AFIETT VU X
~ T DHENIER LML YT 7 =T LT 5,

E=y/ES] PIEL CKE, AR, #HE, 770 R BB FE rY T AT R AXVT, YUAR—I
KAy, BEE, A_f v, A=A FVT, AFH, Fxa

PSES EHACFHIERED 72\ Child-Pugh 435 A OYIBRAREZ I HIAaE £ 501 6

JRFEE (RICHI= S ) — A TEAFRE, T DA BREaRE, < 7 nibE s, ITBIIRIEe R/ T Bk b2 g8

Fegtrs, HORRRIES) OIS & 72 5 BEIXRA S h,

AR Ik KE+TF VY R~ TR 3HEME 1A s E LT, KA 2408 1 HBICAH 156mgkg. 7

TV U X~7 1200mg & s s Uiz,

VI T x=THE YT T7 227400 mg & 1 H 2 BkEAICROKE LT,

FEAMTE B FHFHNIE B - 24FHE (0S), SEEAFHE (PFS) (RECISTv1.1, (S HEZE S [IRF]

AT

RIRAFEMTE A - MR, bR, M s

MR, B, WML, ThFh RECIST v1.1IRF #F4i, RECIST v1.1 TiRE

ZE4fi, HCCmRECIST IRF #Fli> 3 SO FEHEC IS S iz,

ARG R HEhE

PRIRT ORE R, 50141 (BARAB1HI%Z &Tr) DITTHERIZEWT, AHI+7T5 VY X< 7#
(336%51) TY T 7 =Tt (165641 LML T, EEFMHER O —>THH08DHERIERN

RO (APF— FH [95%E4EXE] 0.58 [0.42, 0.79] . P=0.0006 [J&%Log-rankkiE] .
FKYERI0.0033) . FRE [95%IEHERI ] 13AAK+7 7V U X~ TRECH R ERE [HE

AHE] . VI 7 ==T7RET13.2 [10.4, HEEARHE] W H CTHoTz, Fo. b — 20O EEFHNIEE

THHPFS (RECIST v1.1, IRFiHl) OAFBREENSFED L (AP — Rk [95%FHHX ]

0.59 [0.47,0.76] . P<0.0001 [J&@5lLogrank #E] . AEKMERM0.002) . F Rl [95%(F

FEX ] EARAID AR C6.8 [5.7,8.3] W H, xtHREET4.3 [4.0,5.6] WHTH-T-, £/=, HR

NBE CRAIGHARESSHI, *TIREE2661) 1281 AITT £MORAFHM OHRAE [95%FHE K

M1 %, ARIOPHBECR R EARE HEEREE] | TREECT14.9 [EEAREE] PATHY (NP —
Rt [95%E#E X1 : 1.71 [0.50, 5.84] ) | MEAFHIMOPIM [95%FHEXM] 1L, &

FIOFABECH g ERE (6.4, HEEARGE] WA, RBEETT.7 [4.2,12.7] WATH-7= NPF—FK

e [95%(EHEXM] : 0.85 [0.39,1.86] ) .

Y040245 (IMbravel50) #0247 HIM O Kaplan-Meier gt (ITT )

1.0 VG T =T
" —————. FFS Y e Pk Xe T
S, 590
087 Mﬂ,. -
e
& 0.6 1
@
& 04
024
0 1 . . . . ‘ . ‘ —
0 2 4 6 8 10 12 14 16 17 H
¥57==7 165 143 127 105 86 45 24 7 1
TTSIXZT 336 320 302 275 222 118 64 20 3

+RNR KT

etk

KENE 7TV A~T GEIE M) BES X7z 329 41 (HARAN 35 filaEie) 1BV T 276
B (83.9%) IZRUWERARD bz, EREWEM (10%LL 1) 1%, il 78 1 (28.7%). &EHIR
62 5l (18.8%). ¥ 50 il (15.2%). AST #5146 5 (14.0%). % 9 FEAE 43 B (13.1%). HEA
WRE D SR 36 1 (10.9%) . T 34 4 (10.3%) . ALT #5034 %1 (10.3%) ., RAKIGE 33 i
(10.0%) %Th -7z,
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Y040245 (IMbravel50) wkiko>ZEEDHE FAYEL

AT T AT U5 5 - =T
ST ik N Tk B
xR (n=329) (n=35) (n=156) (n=23)

w [mban|_E mpan| _BE lmpan| TE lmpan| OE
RARBASE™ | i sz [P cxrp | T AL

g 323 276 35 31 154 147 23 22
(98.2%) |(83.9%) |(100%) |(88.6%) |(98.7%) |(94.2%) | (100%) | (95.7%)

ij;ﬁ;;;g; 201 123 21 17 95 72 16 16
P T (61.1%) |(37.4%) [(60.0%) |(48.6%) [(60.9%) | (46.2%) | (69.6%) | (69.6%)
A 15 6 2 2 9 1 0 0
FAEERS | (4.6%) | (1.8%) | (5.7%) | (5.7%) | (5.8%) | (0.6%)

HERAEEl 125 56 12 5 48 24 4 3
5 (38.0%) |(17.0%) |(34.3%) |(14.3%) |[(30.8%) | (15.4%) | (17.4%) | (13.0%)
WTHLAD

HA O H| 51 42 4 4 16 15 5 4

P2 E - [(15.5%) [(12.8%) [(11.4%) |(11.4%) [(10.3%) | (9.6%) | (21.7%) | (17.4%)
TR EES

WTHLAD

i %”ﬁﬁ”;’;”; 163 115 17 14 95 84 16 14
mf%c%i<>(495%) (35.0%) |(48.6%) [(40.0%) |(60.9%) | (53.8%) |(69.6%) | (60.9%)
ST

A EFR

T—HHy NAT7 1201948 H 29 H
* RERBMR G E TE WL LI 20T o34 & ORRBRNBGE TE RWER LT,

2) REMHER

<HENIZE T D RAE >
YESMES TR R OV IAHERBR > & Ofkfc i 5788k (AVF2540g #ER) 20

A A M R VRS RG « B R O R TUR RS 2B & Lo 7 32T o 05 T K OV T B R A
B> b OMEBHEBIC KT 5 . AKIO R GICB1T 2 BeEORG
RBRT VA | Zhisk, Mk 53k
PE-3sE BB (AVF2107g. AVF2119g, AVF2192g) I TARKINE G SNBEBRNKE T LI BF#H
BB (AVF2107g, AVF2192g) I[ZCF 7 v ARDEGEZITEE
BB 105 4]
Pe 51k B b
AHOFEGBEIFHEARBRTHOON AR OB SRRV L, T EEZNCREO®REE
(mg/kg/#) & L7z,
e G
el 2 M
ARBRARSR i

« ROy D BFECTARBOIBEEILRIF Cho Tz,
R LELRD BT Graded UL EOFEREZQIIEMETH 728, FEAEDOERETaY fa—
NVERE T -T2,
- BRMARESA, 2 FICHRD LN, 2 F1E bRBEEPIET S Z &< MARTAFZICARF D
BhaEECTER,
- BAROHBUIEE T Grade3 DEEN 3HICA LN OO, X7 0 —EiEEltc £ 5 8%
X722 o Tz,
- RRBIEIC D72 < &b —RILL EOAR T2 521 72 13 Bllcks W T, AIETRREICEET 2 & 0F
JEIIBIE SN2 o7, Graded OILEZILA 141, BHIEEOZILE LTlE S, Al
TIE D oMM LARRITRD HIRd -7z,
BEE
ARFRER O RE R0 B BRI T5t L CRFI & L ® 5 IS L BRIER & ORI L v 5L
EWThoRas, RYREES BRBOBRGHHEICNZ T 1 FULELoREELZ T EHE LD
272) OREVENHEE I NIz, WLEZAL, AIETRRELE, © MM OARE, * 7 o —BREf
WKL THEARAFEEFRRIIVTRLBER SN o7, L LARS, SiERLEARERO Y
A7 RIREEEA ke L7z,

e
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AN 1R M OV THAHRAER > S Oiikfe i 578k (AVF0778g 7llR) 22)

(5)

(6)
1)

R H 1 FHREEFEHERE Z 3G L LT NAF 2 OF 1AL O TFEGRRRER D S ORKGEREGN X35
$ﬁ@§%&5 B 5 REMEOHGT

T A v Zliiak. FEEHukiei G-aR

PSE-3: -ty aﬁﬁ&tﬂiﬁ (AVF0737g\ AVF0757g, AVF0761g, AVF0775g. AVF0776g. AVF0780g) (< CAAI
G SNBIRBRAK T Lo

SR B 56 i

5 G

KB OG5 RBIZHEABRTHO LN AR ORE B T2 & KHENIC RSO 5 &
(mg/kg/#) & L7z,
P 51
R 2 M (1 EMOBGHMO%IC, KR0S E2TORVWBIENEZBE, 20k bIC
1AEM OG- A 30E Lz,)

RERAE G et

« RERSY OIEBI TAKI O BAEMIZRITF TH -7,

b LB BN Grade3 LA EOFEFERIEMETH 7228, IFLAEDERETaY b
— VAR TCH o7z,

- FRILARAE LT 5 BNCHEL Lo, MIERERBUFNILR® bk n oo, BlRIAEN RS S
5 B0 L, REFILICE SR o720 3 HITC, Zhb 3 FlILMARTEDIRFE I AR
AT EnTER,

c BERITEE T, 16T Grade3 TH 7203, X7 B —VREERITRD b7z,

HFE -

ARBROER, AFNIE AR B 5 L CEMS 2 VI bk & Ot TR (—#
OIEFITIE 3 4ELL L) BRICEGFRETHD Z EBH LN o7, ARKlZE 1E EREL
TIEBIT, FifzZe, THICERVWEERLELRBLF T er o, Lo L b, @imES
EERIEHD U 2 7 TIG PRI ki L7z,

BE - BRI
EER e L

AENER

FARERE (—RERARERE. BEERARERE. FABELERAE). 2ERTEET—4
R—RAE. WERFTERERABRONE

BB UIRANRE 72 AT - RO - EiEREE 2 XI5 & U FrEf HEGER I DV T

LI 2 Ox5 & Ui el H ol 2 940 L 7,

- IR YR RRE R MEAT - B DRGNS - E MRS
BRI TN E e AR T TT U KR ONTNOREESL e WEE (ks IS

VA ERBHIEEREE L TCOREKRE LRBRO G 2 BEIL. hXv X DR

@L&Lf&i)

Bokth, IR 2 B RO XYY T F OBl E N TN —E THLES L7 EF (XELOX

%&mTﬁﬁ)

BN H0 T 148 faak . BEMERFIEUL 392 1], FHAZEEIVEFIEUE 373 Bl Toh - 7= Bk 392
flF, TXELOX (+7 /A F ) BERERM], TEMOB NG LNT], 27Ty MrhE
Bl OWTNOEMICK Y | FAEZERENL & 7o 7 EF] 19 BilEFR<),

AFIREEIERF] 101 B, BENRFIENTR TH 72 b DO, FAEEIZ TEILSR TR [
FELIAT XELOX (+7 SAF ) BeHBMR) Lo t=3 6], T=AT7 Ty NEEIRA] &0ho
7226, T 7Ty R R OKFE A THo580LET XELOX (+7 X2 F ) #5800 &
otz 1l E RN 266 5] % 2 R SIERT & LT,

AVERRHTRISIER] 266 FIIC BT, BIERAN 121 il GEHIR 45.48%) ([ZRH LI, H HEE
7RBEIVERNE 412 B (GEBLER 15.28%) T8O Hiviz, BB L= E2EWER OFEE (BIVERHBIUE
Bl 5 BILLE) X, ST 25 B (9.89%), KiEE=2—a /X —18 41 (6.76 %), T2 - EEH
TR ARIEERE 15 B (5.63 %) . [ TAERK 14 ] (5.26%). T, GFHEREIRD 3% 13 i
(4.88 %), BARIGE 11 6] (4.13 %), i 10 1l (3.75%) . M/ MEELD 9 41 (3.838%) ., HN
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RKOEAR. TARTEURT I ) T A 7 =T —PRENN. BlEREED 734 8 1 (3.00%) .
L7 1 (2.63%) . IM&¥E. SR 66 (226%), 7I9=073I /) hF A7 =T —PH
M5 H (1.87%) Thot-e Z05bL, EH EOEE] 20 PRICEXZR2WENWERIL, &5 T
HoT,

#d%@Mﬁ$%%ﬁﬁkbtﬁmﬁmﬁﬁﬁﬁmomf
AR TEAE A AR R A SRR RS SRR IV T FR /N it OB INARGE H (2009 4 11 A 6 H)
5 2011 4F 8 A 19 H £ TICAKIEH O 7= O FRIB GRS FEhE S 4v, AFNZ M L7z FE/ N ifa i
JEBE A kIS b U CRREM FEGETI A 2 B L 72, AR I, i LA O HGUZ oW TIREE
A PR GAVAIAN
FRPEERIC L o THMRE L7z, BEIREARBEUS % O R V- EEOE 2 Br < BIBRARREZRHETT - FR D
e/ N R OARFN B 5T ERE 6774 BB 5, Rl (Graded LA b, XUF ST (k1 4 & 2
9% Grade2) OFEIEMHN 23 ] (FEHL 0.33%) (27D LT,
AFN L DWEMFBBIES] (LLF, &7 —AERF]) (Zxf LIEFBUER] (LLF, 22> b a—/VJEf]) %
PERI « AEENEE CTHUE LTBEREMEIC LY 1: 4 DEE T v F o V&84T, 2 v ha— Uil %
BE L, 7 —REGNT 2341 TH Y, Zhicxrd 2 2 ha—Ep] 92 filadE L, &5F 115
Bz r—A « 2 ha— VIEGIER] & LT,
FHERIGER] 115 B (& — R JEB] 23 B, =2 b —/UIER] 92 B1]) (TxF L, 48 figk & 3250 % ks
U7-o BEREGIEIL. R GIEE 1 H 2T 114 6] (77— Z5ERF] 23 ], = b = — LSEf] 91
F) Th o, BEEIEFN 1 HdHoT-72, 113 ] (&—ZGERF 23 i, =2 b o — LIERF] 90
) OFAEIE A BT L, MEHTRIRAER & LTz, S8 EMNT 2 F55E U755, B #g ik o Of
HAORE, KB E TOFRRKE~DOEEOZHAORE (5 = HEIC X 2 EiG T 5
(ZES) . M RIEIC LA RITRIEAE DERE D 3 >N Y A7 R+ & LThith &z,

HELT - FRRAENG - B 2 g & U 7o BUE R T 1% B R R

TR YR RRE 72 AT - B OFEN - EE B 2 x5 & U= RS e % BRIk 2 520 L 7=,
65 BIDNVEER SN, REEGH] 1 HlaER< 64 Bl & L2 RV GEM & Uiz, 2 aVEfRT.f
GHER] 64 B (100%) IZHEFRRRD L, 95, Graded LLEOFEFHST 60 1 (93.8%)
2R BTz, mglkg & 5-HE 38 Bl H5 1T B ER A ERFLORBIEIS 1L, BACHIRE 37 11 (97.4%)
I ERE D 35 61 (92.1%) . /D%WJ@6%@ F i ER B 30 1] (78.9%) . TFH 29 B
(76.3%) T, mmwgﬁﬁﬁzﬂm 5 ERAEFROBEEIET, B mEREED 26 51
(100%) . ﬂ#@@%ﬁ@25ﬁl®6%@ B 23 ] (88.5%) . Hl» 22 5] (84.6%) . i/
W 21 61 (80.8%) ToH -7z,

FOLFIRI W& IE+AKIOHELT « FFAENG « B 2 x5t 5 & U 7 SEIR5E 1% e PR SR

IR YIBR RAE 72 AT - R OREN - BB 2 x5 & U= S e % B ek 2 S50 L 7=,

21 B BER S I, BERIEEICAB Lo TERNE /< 21 Bl 2 VM /I RER & LTz,
L EMERAT R SAER] 21 B (100%) (128 EFHRRBO B, 9 b, EHERAEFSRIT 3 #1(14.3%)
IR BTz, ERAERROBREIAE, BOE TR 20 6 (95.2%) . BAKEGE, iR
Basih e O A M ERE D & 19 61 (90.5%) . HINZ 15 61 (71.4%) ThH-o7-,

B R % B < YIBRANBE e AT - TR O I/ INHIRaTE 2 x5 & U 7 BUAE IR T4 i PR ek

F1 4 A & ARH) & & Lo — DAL FHRIE R DR BETT 2 58 O T2 I/ N it B & kG & U 7=l
W B4 g PR kR & FE0E L 7=,

AHBRTITEF 485 BIOBF A BEE LTI L X Lk LT=, FDN, 475 B %251F, 243 fi
IIARKIHE TR (A BF) . 232 BlIEAEEEIEHIN (B #f) ok G220, BEE2%T7-
475 B4 _TS GRERIEHE & IR LT, R L UL AP IR FR R TR A R Th 113 1 (23.8%) |
ARER BT EAT O 102 61 (21.5%) . A E 5 99 #i (20.8%) ., SE1= 70 #i (14.7%) TH 7=,
HERLFEAREG T, AR 2376 (97.5%). BEE223 4] (96.1%) TH-o72, ARETE WML
SNTAFREGILTH 91 il (37.4%). BHEEER 85 i (35.0%) T. B BETIL, 97 74 i
(31.9%) . T#i 72 f5 (31.0%) ThH -7,
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2)

FEVEAR R IBIE & 6 G & L7 R e G I o T

BB IR IOk U CARR 2 e 5T EDEE Zxtg & Uil A A % 520 L7z, Bkt
Bk 74 Mgk, BEMEGIEUL 268 B, FHAEZERIUESIEIL 263 B ThH o 7o, Bk 268 HilHF, A
HDIERE-TH - 7= 5 EFZFRL 263 FIOPFEEZEIUL L, ZDH 5, FHHEEERD 4 Fi] L U
FRIREIE T O 580560 1 HIOF 5 5l 2B < 258 5l 2 22 M EMAT R SER & LTz,
ARVEEFET G 258 BB\ T, BIVERN 77 B (GBI 29.84%) 28D biviz, E7EIEH
DIBIEIGIL, EHER 12 i GEHLE 4.65%) . mlflE 10 # (FEHER 3.87%) ., I/ MiEdHL 8
il (B 3.10%) . MM 7 1 GEERER 2.71%) . (FABRK, U o SEREGED 234 6 5] (FEER
#2.32%) Tholz, 2 LEERBWEMIL 41 ] 8T 15.89%) ([ZRO LN, EREER
BWER OFBEIS 1T, W 7 6] GEELR 2.71%) . MFFEZE 4 (5] (BB 1.55%) . MRS I,
i/ MR 3% 8 B GBI 1.16%) Th o7,

Fo. AFIE OREBEBRPEE TERVIETERIL 5 FITH v | g, g Hm, s, =i
s 2 18 O Wil T e IRgE s, il CTh o7,

AT UL O SH R 2 60 G & U= B e i A& i > ¢

AT UL R OB SERE I L CARBIZ R TEDBE & 5% L U FrE i HiGE A 2 i
U7z, ARFRE L, BREEICR T 2L QLS IR, BEtEES) ORIWERBIRNZ #eG - 25
CLEEHENELTEY  EBRIMICEITDEILOARZINENR L LTV D, Bekinix ikt 98 ik,
BEREBIENT 155 1], A ZEEAEFIET 149 B TdH - 7=, Bék 155 B, AFINIERGTH
> 7= 5 REFI K ONERT O I AR AT OFER] 1 GO FF 6 B2 < 149 PIORHAEEA R L. ZD H b,
LGk 4 B, BRERHIRSME GBAA 2 B, 1T XTI TR O s S LA OFEF] 1 B oF T Bl &
B < 142 B & 2 MEMRT R E R & LT,

EAEVEREGFIT G 142 BBV T, BRREICBIT 2B ILORIER D 6 i (FEBLR 4.22%) 1278
Hil, ECHETH-T-HDOD, HEIZESTIEFITRED L -7,

ARBEHLELTERFEOANBXITEREL-AE - REROBE

TR UIBRAREZRETT - IR ORERG - B EE 238 & L RE i A2\ T
IRFERR AT — EMIRNIC R 53 5 20 2 k5 & U R e a2 32506 U 7-, BRekisd st
574 fiigx (657 2R . BERMERIENX 2,712 i, FRAEZEEIUERIEIT 2,705 B Th - 7= (B
2,712 B RFDIER G Th o7z 7THEFZ RS 2,705 FIAFRHEZERINGR TH Y | [BEIERIT
100% CTH->72),

B EE OB BRI N OEEBTREF]) 2Bk L= 2,699 Bl 215 suti gt g & U CHEER 2 L 7=,
RIBUEBNZ OV TIE, E@SIMEH OME 1370 <. BeGBAAARE PSO~1 28 98.85%% & Cu iz,
AFNNE e 50 0 PF b E (Bl 1%, FOLFOX, 5-FU/LV. IFL., FOLFIRI T 99.63%
THY, AFIPBEEICHEH SN TWD Z ERMERSI N,

ZEVEEE R 6T 2,696 BV T. BIMEAIZY 1,668 il (FEFLHR 61.87%) ICBH B, 5 HEHE
7RRIVERIE 412 5l (BEELSE 15.28%) (T8O LIV, Fio, AKlE OREBIRBEIE TE 2050
A 34 FlE Sz, AANCEHENRBIER O 9 B, BENEWVEITEH & LT, &It 4+
B i A H &35 i, EERRAER I, HEIXRELS WL ODOEE LR LBE
NRHLHEWERE LT, &2 Il SRR ZERIE , BhRIMAR FEARESNINE SN, £/,
AFHEIZB O TE SN AFNCEE 2 ER2EWER O 5> B, EEREIERORBMEL X,
SN RBULBLE R OFER L IZIFFERRTH D . BHWEH ORBUEIMIZE LWVIEWITRE O biveho
7o 7o, BEEREEIERETRIIZOW T H R E b S 72 IRAT SCE O ZE#-oUE M i A
RBREIZTHE LN TV DR X VIR ATRE R Th -7,
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(7) Tt

E’.%ri&ﬂ]%

ABEVIBRAF R EST - BROER - EFRE

[EIW SRS ER D AL HE]

O 1/ HRER (JO19380 ifkR) ©
RIGIEDUELT  FIEFENG - BN B RS, W 2 B x4 U 75 F L% (XELOX
WeiE) LK1 7.5mekeg OFAEKSE 21 BE 19 A4 270E L, #1 HHEIZ, flFESIg
SEBARKNE R G) 1K DE T/ ARRER 2 306 L 7=, Zh3I1% 71.9% (PR41/57 f5l) TH - 7=,
ST S HAM O P il X 336.0 H (95% 5 4#H X[ : 293—380 H) Th -7,
BIVER R 1L, XELOX+AFIRET 100% (58/58 f5) Tdh -7=, FARIEMIL., RYMERE
=2—n1/8—93.1% (54/58 #l) . BAKAIE 89.7% (52/58 #i) . 57 82.8% (48/58 #i), T
e JRERIRENE R RIEERE 77.6% (45/58 ) . Tl 74.1% (43/58 f5i) T -7z,

PEHHEDBE AL S NI SCEDOHER O EIZLL T ORLH TH D,

B r— & OIRRYIRARRE R AT - FR O - BRI 2KRAELOH & (2022 4F 6 AR -
M OFLEMEREEA & OBF T, AR HHE T 1,000mg/m2/EIHH Y & TiE 1[5 1,200~2,100mg, 800mg/m2/[alHH 4 &
TiX 18 900~1,800mg % 1 H 2 E&E O 5325,

Q& eVEMERRER (JO18158 #lR) 5

AT « HREENG - BB AE R, XV TI7F - I AnuT b LIRE Y F— L h

v KR (FOLFOX4 #ik) & ARIOGERE G2 L DL etk g . RIGHEHITY 12

1 IAFA] bmglkg, BEIAWEHFIT2 (21X 10mg/kg OH&E (14 BA2 19 A 2702 L, F1HAID,

A G eNE B AR 2 5) 1280 SEhE U7z, RERIIRIGHE] 79.4% (PR 27/34 f5]) C.

BEIEHEBIT 47.8% (PR 11/23 f5]) <. & TSD LLETH~7= (EIREMN),

VE 1) RIGHRG] : FIFEHEA T U TR (I ABNIRIERS T 6 0 A DL LB L CHER SN2 b o) 2kt

DACFEIRIE B 2 TRV R

TE2) BEMANRM] : ST LSRRI B O TR ENEST - TR OB LT RE

BIVEFREBIRIL, AA| bmg/kg #ET 100% (38/38 i) . AFl 10mg/kg #ET 100% (26/26 i)

Thol-, EREIWERIX. AH bmgkg B CRARRIE 97.4% (37/38 f51]) . 4 HHEREH 92.1%
(35/38 f31]) , .0 86.8% (33/38 i) . [ IMEKEGH 78.9% (30/38 f51]) . T 73.7% (28/38 f41)

T, AH| 10mg/kg #ETHMERED 100% (26/26 #1]) . 4FHEREHD 96.2% (25/26 i)

BRI 88.5% (23/26 ) . HEl» 84.6% (22/26 ) . IfiL/IMrEIE 80.8% (21/26 ffil) T -

776

@ 1R (JO18157 ikER) 9

BEVR I ST ARIG R OMEAT - FRAENG - BREE 18l a4t Lizydnu 7L LR

RYF— "Ny sgE (5-FU/N FIV L) EARFOREE 14 BE 1A 708 L,

51 HBIC, AR GETERICARZKE) \ZX 55 1 HERREZ M Lo, Z03%1E 16.7%
(PR 3/18 f3]) <. 5mg/kg Tl 6 #4675 SD. 10mg/kg Ti% 6 #i 2 #2 PR, 4 573 SD

ThoT,

BIVERZEHRIL, 5-FU/FLV &L+ A%#| 5bmg/kg BT 100% (6/6 ) . 5-FU/FLV #ik +AH

10mg/kg BT 100% (6/6 i) Toh-o7-, EREIEAIX, 5-FU/FLV L+ A4l 5mg/kg #f T

I ERER I 66.7% (4/6 1) . FIMERE 66.7% (4/6 B) . i/ IME ) 66.7% (4/6 ) |

HNZ 66.7% (4/6 f51]) T ¥ | 5-FU/FLV %5+ AA| 10mg/kg B TRACRIR 83.3% (5/6 #1) |

W 66.T% (4/6 f) . &M 66.7% (4/6 f5]) . B ILE 66.7% (4/6 i) TdH -7,

[ ER PR S BR 0D BAE ]
ORIERE 2315 & U B MR EE A L el (NO16966 #lR) ®
RIBROERBIERES « EIEREFEICBW T, AXYV FI3F - Tudnu bR F—
kAL A (FOLFOX4 ) Xt XELOX JIEICAHI T T TR 25425 2X2
KO " EHERILEGRRZ i L=, AFIOHAEX, FOLFOX4 #ik L OfFf Tl 5me/kg
(14 BZ 1% A4 270E L, B 18 BITMARG5IE BARKZ#%5) . XELOX ik & Off 4
TiX 7.5mgkg 21 HZ 1A 7L L, H 1 HBICHAERGIELBARAZERSE) & Lz,
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Z D Fe, EEMHT ’j'o’b\“C AFIPFHEETIZZ N6 O FOLFOX4 #15 XE XELOX LD
EFFRIED B a2 T T2 BT~ AR EAFHIF OLER 2580 bz, BIRAIRT
® FOLFOX4 ﬁ%/ﬁ—#ﬁ%’ﬁik FOLFOX4 WL+ 77 B RO TIIAERETRD bR
72Tz’ XELOX JE+ AFIRE L XELOX ik + 777 R ARRED il TlIA B 7 B R
FHIMOIER 3380 biviz, F7o, BIRHIFHILIRE T & 2 AFHIRIC SV Tk, AEFARIEICR
a5 2 LI KV IERMAFED b,

NO16966 REx OGN (EEERE) (BT 5 okE

4 A A IR D AT
B 5RE Fh L fif N Fh YL fiE e
) NP — RH ) NP — R
{LEFPRETED) + 7 5 AR
(n="701) 8.02 0.83 19.91 0.89
R4 1E3) N %t = * = *
{ESPEIEES) + 7 R 2 F U 9.36 P=0.0023 9199 P=0.0769
(n=699)
XELOXJEE+ 75 & R EE
(n=350) 7.39 0.77 19.19 0.84
| N { N y — * — %k
XELOXJE + 7 S 2 F Rk 9.96 P=0.0026 9136 P=0.0698
(n=2350)
FOLFOX4#iE+ 77 B R
(n=351) 8.57 0.89 20.34 0.94
A N \‘ S N — * — %k
FOLFOX@%&;Z;)/ AF R 9.40 P=0.1871 9116 P=0.4937

* Log-rank &
W1 By FAT7H 200641 H 31 B, FIREFMEIC & 2 88T 71
2 vy bAT7H 200741 A 31 H
1 3) k¥R : FOLFOX4 &k X3 XELOX &1L

BIVE R B I1E, FOLFOX 4 5%+ AHKIRE T 98.2% (335/341 #) . XELOX #iE+ AKIBET
98.9% (349/353 ]) TH»7-, F72FIEMIZ. FOLFOX 4 # 15+ ARFIRETHEL 62% (213/341
Bl) . T 60% (205/341 B) . 4 FERBAE 55% (188/341 1)) . BN 40% (137/341 ) .
ST 39% (133/341 1)) . W& 37% (127/341 f1l) . 57 37% (127/341 ), &Ml 29%
(99/341 f5l) . fEJ19E 26% (90/341 f51]) . BECIR 26% (88/341 ffl) T v, XELOX ik
+ ARFKIRETHUL 64% (226/353 1)) . T 62% (220/353 ) . MEH: 44% (157/353 %) . F-5
SR N AN BIEERE 39% (139/353 f4il) . $EERE 37% (131/353 fl) . J%97 36% (127/353
). BN 29% (101/353 1)) . AR 28% (100/353 1)) . #ESIIE 21% (73/353 B1]) . K
Wit =2 —r /3 —20% (69/353 fil) . 4FHERBAME 20% (69/353 f4)) T -7z,

PERZEDOE AL ST CEOHEL CHEIILL ToR#Ech 5,

Y r— & OIRREIBRARE R AT « FRE ORI - BRI 2 AR AER O &R (2022 4F 6 A RR)

T OHUEVENEE A & OO T, (KRERHEEICHHE T 1,000mg/m2/EHHYSE T 1 [ 1,200~2,100mg, 800mg/m2/[FHH 4 8 TiZ 1 [F 900~
1,800mg # 1 A 2 M O#E4 5,

TINF YT UNORE - ERHEICT S LARERY S — b - ZA e U T VR EES RIS T 2 ENARAE RO HE (2022 4F 6
AR -

1) E@H . RACIE VAR Y F— b & LT 1A 100mg/m2 ((REHER) % 2 BT TRIBERNEN 2, VAR Y F— b o sl iR &
FHETHEZICTZ VAR T30 e LT 400mg/m?2 (WK EE) #HIRNES . S blc7r4rr Z s LT 600mg/m? ((KEHR) % 22
I CRERERET D, 2z 2 ARER L CTITV, 2 M S LIk iRy, 2) @%., RAIELARAY F— & LT 1 [ 250mg/m?

(R % 2 R THRIEHIRNIERN T2, LARA Y — SO sl IRNIER #& TE%IC 7 v A r 7 F 2 r e LT 2600mg/m? (K5
HifE) % 24 FEMFRREEHET S, 1HEBZLIC 6 BV L%, 2 BKREST S, hix 17 —ed 5, 3) @i, RAIIZLARKY F
— k& LT 1H200mg/m? ((FFEER) % 2 Rl CREEHIRNER 95, LARSK Y F— N OsEs RN IER & TEZIC v ARy T v
& LT 400mg/m? ((REEFE) ZFFIRNESR, Soic7r4dnryZ 0 E LT 2400~3000mg/m? (A& fifE) % 46 WEMRHGEFET 5,
IhE WM LI RT, Jeds, i, BFOIRER SICL 0 EERET D,

QBEIRIE G 22 x5 & U T2 BB AR AR A AL HhiealiiR  (E3200 #lR) 10
AV T H BRI K R N T VA v T L L DIRRDNEER) b 7 o 7o T U TERBE O
15 - B RS 2 X512, FOLFOX4 LR 2% & L, FOLFOX4 A AR 10mg/kg
(14 BZ 1V 4270 E L, B1HBICMANZRSL BARBZES) 200 Lz & 20HME
RREt LTz, O AFUFHEHCB W CIE, FOLFOX4 JEIERICHE~F B2 EFAHE O
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L%iﬂmu\&)%ﬂto £, BIRAVEHEE B (ICOWTH | EEEAFHIR OER & @)=
DR BT,

E3200 B DA NI BT 5 pliiE

FE5hE A b A A A R AR
SRR % e fi o e fi o
gy | PE | | TR gy [T RE
FOLFOX4 7 ik 8.6 (25) 4.5 10.8
(n=292) 0.518 0.751
FOLFOX4 #iE+ P<0.0001* P<0 '0001** P=0 '0012**
TNRZAF U [22.2 (65) 7.5 : 13.0 e
(n=293)

% Cochran-Mantel-Haenszel #:i i€
% sk Log-rank /&
Grade3 UL F (MiEEMHEIC- D>\ Tl Graded UL ) ORIWERAISEZRIT. FOLFOX 4 &L+ AH|
RET 76.3% (219/287 i) Td - 7=, FOLFOX 4 JEIERE L DFBLRDZEN 2%U\J:’C“E§>o7f’_£
TRRIWERIZ. JE97 18.56% (53/287 Hil) . T 17.8% (51/287 Hi) . Fhikke®E — & EM: 16.4%
(47/287 ) . HE.0> 10.8% (31/287 i) . W& 10.1% (29/287 #51]) . fii/k 8.7% (25/287 1)) .
I 6.3% (18/287 f511) . A& 5.9% (17/287 f31]) . MR K#E 5.9% (17/287 Bi]) . FhfkfEE —
= Ofth 5.2% (15/287 ) T -7z,

OB L SN R CEOBIE L CHRIZLL FORHTH 5,
TNFA T T IIOVOREN - BT D LARAK Y F— b - Tt a v T UOVRMEED A EEIC BT 2 ENAR ALK O (2022 4F 6
ARG
1) WE. RACIELARAY F— R~ & LT 1A 100mg/m2 (RRHE) % 2 RN CRIBFEIRMESR 42, LARA U I — b O iR G
FHETHEBZICZ VAR T 20 E LT 400mg/m? (REHFE) ZFIRNEH ., SHIc7v4r o F 30 LT 600mg/m? (KK HE) % 22
W2 CREREET 2, g 2 AR L TITV, 2 2 &2 ikd, 2) @H., BAZIZLARKRY S — b & LT 1 [E 250mg/m?
(R WRE) % 2 Ref T CRBEEIRNER 5, LARA Y F— b OSEFHIRNER K TEZIC 7 LA r 77 20 8 LT 2600mg/m? (fR#
HifE) % 24 BT 5, 1HEB I 60K L 7%, 2EBAKETS, Znx 17— E35, 3) @HE., RAIZIZLREY S
— k& LT 1 200mg/m2 (FFEHEE) % 2 R CORUEFIRNER T2, LARKR Y F— b OSHBHIRNERSE TEZIC VAR Y F v
e LT 400mg/m? ((RRERE) Z#HIRNEHR. E51c7r4r 7 J 218 LT 2400~3000mg/m? (KFEERD) % 46 Wi #HET 2,
ThE WM LI RT, Jeds. i, BFOIRER SIC X EERET D,
TRITEIRAREZRMEAT « TEFEDORERS - MBI 2 7 S AT L O VLR O i
M DOPUEMENEEA] & OOFRIZIBNT, 85, ATV X7 (s #z) & LT 1A bmgkg (KHE) X3 10mgkg (RHE) % stk
PR 5, & 5-RREI 2 WL E &35, OB & OPFICIT, 38H, AT X~ T (BfETH#RZ) & LT 1E 7.5meke
(IRE) Z R0l 5, $e5-MRiE 3 Bl EE 35,

QRIBE B 2 x5 & L2 B IHE —E 5 RIE(EA bbbk (AVF2107g #U6k)
RIBE DB IERER « BRI 2RI, 4V )T h Rk - 7vdnew o
b ARY F— Ry aEE (IFLJ#EE) ZxtiEiE s U, IFL BEICAH] bmeg/kg (14 H
1Y A7 E L, #F1HBICMARGK TRICRA Z#E) X377 2R 20H#&%S5 L
Too T ORER ARAIOFARECIE IFL R IEFMI b~ B 7 A7 R OVEEHE A 77 HA R oD 4k
ENR#EDO N, 9
AVF2107g RER DO A NMEIZ B3 5 pliiR

N 4HE $ T/ A S acgea il
P () NP — RH P () NP — Rk
IFL &iE+7 7 AR R
(n=411) 6.28 0.577 15.80 0.714
== N N > k *
IFL S+ T N AF U 10.58 P<0.0001 90,37 P<0.0001
(n=402)

* Log-rank &
HERSREBERIL, IFLEE+HAFIET 96.7% (379/392 f5) Tho7-, TRAE
FHIL, T 74.7% (293/392 1)) . HMERJME 44.4% (174/392 f1) . T 4E
32.4% (127/392 f51]) . M) 29.8% (117/392 ). & AR 28.8% (113/392 ) . NEJEH
26.5% (104/392 ). I 24.5% (96/392 1)) . W&t 21.7% (85/392 f31]) . £
19.4% (76/392 ) . BEKAIE 15.8% (62/392 f3) ThH -7z, 29

B DE AL SNTZIR SLEDO HER O RIZU T OLE#H TH 2,
AV T ORI - B (BRI (286102 ENEARHEROMHE (2022 4 6 AR :
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Al AV T R R L L @E L AIZ 1 B 1R 100mg/m? % 1 MR T 3~4 BLAGEHE L, A< &b 2 lEIRIES
Do Iz 17 —nE LT, EZEVIRT, Bk AV /T H BRI E LT, @, A 1T B 1E, 160mg/m? % 2 iR
T 2~3 B EEL, 272 &b BHERET 2, Zha 17 —1E LT, REZBVIRYT, kb, RERIE, Filp, ERICE Y EEHE
AR

OARIGIRB 235 & LT3 A S MRS L iGAER (AVF2192g #ER)
AV T T R FN DIEFRIZ AR & & 2 B D RIVIR OB - EGRE B 2%
R, InAuT T - KU F— vy ahEiE (5-FULV EE) ZxtEEE L, 5-
FU/LNV $&EICARA] bmglkg 2 F#G (14 BZ2 1Y A 7v & L, 31 HBICHARGET
BICAH 2 ) LicL EOFIMEEBE LI, £ORER, AFAIPFHEETIE, 5-FU/LV &KL
HUMUZ Fe A~ B 7 S A AR O SE R A8 bz, 10

AVF2192g RER O A ZNMEIZBE 5 5 ik

s g 48 8 7L A 7 A A7
e (A) MNP — RN e (A) MNYP— RN
5-FU/LV $EiE+7 7 2 R EE
(n=105) 5.52 0.496 13.24 0.766
5-FU/LV JE&E+T N A F 9.17 P=0.0002* 16.56 P=0.0942*
(n=104)

* Log-rank &

HERERSEBRIL, 5-FU/MLV ¥EE+AFIRET 100% (100/100 ) Thot-, FIRAEHS
L. T 84.0% (84/100 1) . EJJIE 76.0% (76/100 1)) . H.l» 65.0% (65/100 1) . A&
47.0% (47/100 ) . AR 43.0% (43/100 61) . W& 40.0% (40/100 1)) . & F R 38.0%
(38/100 #41]) . &% 33.0% (33/100 f31]) . mIfLE 32.0% (32/100 f31]) . f#H 26.0% (26/100
), & 26.0% (26/100 #) TH-o7=, 29

RIBEDERSVERE G « B 255 & Uiz 5-FU/LV J&EICAR Z 0 Lz, EiiRkBre g
To 3 ERDPEEIEMT M T, AFIPERREICIBN T, HIREEIC L UAETZEIIR . S A 7
MICHBRIEENRO bz L ORENRDH D 29,

2) RELREZRUBRTEEGET - BROIE/NEEME

[E PEG RS BR D B ]

% I AHRBR (JO19907 ikBR) 12)
KIBE DRV BB % B < AT - R OINIIaiiEBE 2802, DVRTTF o
U &t ugiE (CPRE) ZxtBEES L. CPIRIEICAA 15me/kg #0FH (21 HA& 1941
7l L, 51 BEIC, ARG TRICRAIZEE) U728 TR A I L7z, CP#
BIEWREE L 6 A 7 0ETE L, AAIOEGIX CPEEDOHF IE IR TH% b E—H1E - A
B CHRBEITE Okl L=, TORER. AFIOFHRETIX, CPIEIEIC I AH B A Mg 7
M OIER & O OULEN B O H i,

J019907 FER DA M BT 5 Bl

- ﬁ?i%%iﬁ%ﬁf'ﬁ? ‘ B Sy B
FRfiE (H) NP— K % Pfi
CPAtIL LR 5.9 31.0
(=58 0.61 P=0.0013**
CPIRIE+ 7 N AF Lt P=0.0090* :
7 6.9 60.7
(n=117)

* Log-rank fR7E
% % Cochran-Mantel-Haenszel # &

BIVERRBIRIL, CP L+ AFIFET 100% (125/125 ) ThHo7-, FREIWEAIL. fFER
b 96.8% (121/125 ) . LESE 95.2% (119/125 ) . 1 M EREH D 94.4% (118/125 1) .
KM= 2 —r /3 —88.0% (110/125 f3)) , ~F 7 1 &8/ 84.0% (105/125 f5l) ThH -
Y

PEAEOE L SN IR SCEO AEL AR TOFRR TH 5,
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HIVART T F o O NREIE T AR AL L O E (2022 4F 6 AR -
WE L RANEAINVRTZF L LT, 1 A 1[E 300~400mg/m? (FEMmf) Z#&5 L, 2 s b 4 @MKRESTS, chxd 17—t
L, #5%280ET, ok, #5EX, S, HE, JERIC X EEHERT 5,

7Y & X VO NIRBIGER S 6 B AR E R O (2022 4F 6 ARFAD ¢
WE, RANF 7 ) xRl LT 1 H 1E 210mg/m2 (KRR % 8 R TRlEL, D &b 3R EST S, 2k
17— & LT, 85E2BVIRT, 2k, Bh5EE, BFORBICEL Y EERET S,

U ER RS ER 0D A ]
ORIBIED 2 xt5 & U725 /AR IR AL sl (E4599 #ER)
RIGHED i Rz g % b < AT - B O/ IR it B 2 )5z, CP L% *HIREE &
L. CP¥RIEIZAA] 156me/kg #0FH 21 B2 1V A4 270 E L, 51 HBICHABELT#
AR ZH&G) Lzl 202G Lz, CPEEIWNTNORTHL 6 A7 /1ETE
L. ARFOFEHIT CPEIEOH I XK TH B IR — Mk A& CHEBETE TRkt L7, =
OFER, AFIDFHBETIE, CPEEICHAFEERAGFHBOEE SR Hiviz, 13

E4599 3k DA DRI B9 5 Al

b1 SEPA T A (7 IR A7
i (7)) NF— R el () ANF— R
CP JRIEH AL
(n=433) 4.5 Lo 10.3 .
CPRIE+T RAF : e
15mg/kg #f 6.2 P<0.001 12.3 P=0.003
(n=417)

* Log-rank &
Grade3 LI EORIWER BB RIT, AA| 15mg/kg+ CP FIERET 69.1% (295/427 #) ToH -
7=. F7¢ Grade3d UL EORIERIE, FHEREDED 25.8% (110/427 1)) . #57 14.5% (62/427
Bil) . PERIREE 9.6% (41/427 ) . RSP = 2 — 1 /32 —9.1% (39/427 f) . @EliLE
6.3% (27/427 H) . J&Yx 5.4% (23/427 ). s 4.9% (21/427 1)) . BECAHR 4.9%

(21/427 f31]) . K 4.7% (20/427 f51]) . WM 4.4% (19/427 #i) Toh o7z, 26

OFRZEOE b SN SCEO FE R OHEIZLL FORH TH 5,
HNRT T T OIS 9 AR B RO E (2022 45 6 ARER) -
WL KRNIV RTZF L LT, 1 A 1[E 300~400mg/m? (FEMmfE) Z#&5 L. P &b 4 @MKRESTS, chxd 17—t
L, #5507, 7ok, BEHET, Fi, BE, ERICLVEEERT 5,
X7 Y B XL OIENIERRE 5T 2 AGRAHE R O (2022 4 6 HEE ) -
WE L RANTE N7 U Z XL LT, 1 H 1A 210mg/m? ((KFiwfE) % 8 BT CTRilirE L, e &b SHEMKRET 5, 2z
17—=ne LT, FhHEHVIRT, 28, #h5EiT, BEOREBICLVEERET S,

QRIS 2 x5 & LT B IE B B MR E(E A ksl (BO17704 #R)
FRIGD @ V- ER g % bR < AT - B OB IR B 2RI, VAT T7F v - FAY
& v Rt (GCHREE, 7oy 2 v U I E N ARAGR R AEE26H M) 2% Bit
& L. GCHEIEIZAA 7.5mglkg® (RA&AGR) XX 16mg/kg #0FHESE 21 B% 194 7L
E L. 1 HBICMAEGHK TRICARZBE) L& 2ORFMMEEZRG LT, GCHEIEX
WITNORETH 6 VA 7 ETE L, AFIOFKGIE GC HEOHIE IR TH b F— Mk
FECHRBETE Tk L7, OSSR, A 7.5mg/kg & O 16mglkg (F HEED iHE T,
GC RIEIZHARFERHIE B Th 5 BIEA T OFERIEENED b/, 19

BO17704 Bk OA ZIMEIZ B3 25 plifs

By e A A AR el
e () ANP— R PoefE () ANYP— RN
GCRIE+ 7T Rt
(n—=347) 6.1 - 13.1 .
GCIEE+ T A F - -
- 65 P=0.0301 134 P=0.7613
(n=351)
GCIRIE+ T RNATF
. 0.75 0.93
7.5mg/kght 6.7 _ 13.6 _
(n=2545) P=0.0082 P=0.4203
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* Log-rank /& &
SEARKN D 7 F-_E R g % B < YIBRASBE 72 61T - 38 O I/ N it 12 k3 2 &G &1 1 Bl 15mg/kg THh 5
(THEROHE] OESR),

RITERFEBIRIT, AH 7.5mg/kg™ + GC FIEHE T 95.5% (315/330 i) . A4l 15mg/kg+GC
JRVEREC 95.4% (314/329 f3) Tho7-, ERBIWERIL. &K 7.5mg/kg™ +GC LR, CH
i[> 54.8% (181/330 f51]) . #FHERB/ME 48.5% (160/330 f51)) . @it 47.0% (155/330 1) . 1
IINBBE 87.0% (122/330 f31]) . &1l 33.3% (110/330 f31]) . %% 57 27.9% (92/330 f51]) . &

BRANE 24.5% (81/330 f3]) . &1 23.9% (79/330 f51]) . 1#H4 20.9% (69/330 1)) . & 1L/

20.9% (69/330 ) TH V. AH| 15mg/kg+ GC PEIERE THEL 55.6% (183/329 i) . 4

BRISE 45.9% (151/329 f31]) . WM 45.3% (149/329 #) . M/ MEIEAE 34.3% (113/329

%) . JE57 30.7% (101/329 %) . £ 30.4% (100/329 f51)) . £ i1 28.9% (95/329 1)) . &
M 28.9% (95/329 f31]) . BAKCAIR 27.4% (90/329 i) . BLEIE 21.83% (70/329 f51) T -
776

QRIERN 2 x5 & U725 AR A i (AVF0757g 3lliR) 19
R DOHELT « R OIE/INRIE EE 2 502, CPRIEZ Bt L, CP BIEICAHA
7.5mg/kg™ (CR7KGE) XiT 15mg/kg # O (21 Ei 1A 70EL, F1HBICHARKRS
ETRICARAIZ I E) Lol EORMEEZHET Lz, CPREITNTIORETH 6 1 7L
FTL L. AFIOBET CPHEEOT IE T TH S F— A « HETREET X 18
A 7 VE THERE LT-, R LR B 2 B\ T L7245 1. AH 16mg/keg GRFRARECIX
CP #£IZ X Time to disease progression (TTP) OAERIER K ZERZHROUGEN w&)

STz,
AVF0757g R OFZNMEIZBE 5 5 ik
TTP R
B B — -
hufiE (A) | ~Y— Kk % Pl
CPHREE AL o -
(1=25) 4.0 12.0
CP#RE+T /N AT 15mg/kghf 0.41 _ .
(n=32) 7.4 P=0.0028* 31.3 P=0.0857
CPEE+T N AF o T.5mglkghf 0.85 _ .
(1=22) 4.3 P=0.5063* 31.8 P=0.0976

* Log-rank fR7E
% sk Pearson x 2 fR i€
SARHN D R b B 2 B < BIBRA R 70 AT - F338 O FE/ N R Lokt 3 2 KRR 213 1 8] 15mg/kg ThH D
(THEROH®E] OEBR),

BIERZBLREIL, K 7.5mg/kg™ + CP EIERET 81.8% (18/22 i) . A 15mg/kg+ CP %
ERET 90.3% (28/31 ) TH -7, ‘Eiﬁé TERIX. AF| 7.5mg/kg™+ CP ML T & H i
36.4% (8/22 ), 3&Z 31.8% (7/22 f5l) . #57 27.3% (6/22 ) . 4FHHEKJIE 22.7%
(5/22 f51) . BAHIE 22 7% (5/22 f51l) . HE0r13.6% (3/22 f31]) . W&ifL 18.6% (3/22 i) . TH#i
9.1% (2/22 %), AN 9.1% (2/22 147) RO IR EE 9.1% (2/22 1)) . BEIE 9.1% (2/22
) THH., KAl 15mg/kg+CP WRIERE T YT 41.9% (13/31 1)), £ 35.5% (11/31
). THI29.0% (9/31 1), BIENRE 22.6% (7/31 6), s 19.4% (6/3141) . K%K
19.4% (6/31 f3]), HEJ5E 19.4% (6/31 1), WEIE 19.4% (6/31 1), LfFHERJEME 16.1%
(5/31 f51) . 58 16.1% (5/31 f3) . F89% 16.1% (5/31 i) ThH -7,

OB L SN R CEOBIELOCHRIZL FORHTH S,

HNVRT T F v OIE NS0T D ARG L O (2022 42 6 HIFEA)
WE L RANIEAINVRTZF L LT, 1 A 1[E 300~400mg/m? (FEMmfE) Z#&5 L. 2 &b 4 @MKRESTS, chxd 17—t
L, #5284, 7ok, BRI, Fin, EE, ERICE BTN 5,

X7 U & XL O NIRRT B AGEHE R OV R (2022 45 6 A KAL) -
WE, RATIE 7Y ZFE L LT, 1A 1E 210mg/m? (KRR % 3 R CREiEL., 2 &b 3EhRET 2, Zhz
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127—nE& LT, 52 EVRT, 2ok, kEET, BHEOREICLVETHET D,

3) FMAREXIIEHRIAE

[ E PEG RS BR D B ]

B IFERE (JO19901 #WEk)
HER2 [2%: CTH « TR LI ISR DAL FHRIERIBREE 2RI, 7 U X X0 & ARH
10mg/kg Z#ffHl 28 F&x 1¥ 127 L, F1HHE, 8HH, 15 ARIIAZ Y ZXEL
Z.H1HEAB, 156 HEILNYZ VX X AEGK THRICARZ&E) L8 1 HEER 2 i
L7ze AEFERICLVWTRLOEF A DI LSS, b9 —FOEFZHEAIZ T, F—H
1% - HECRBETE Clkike G- rTRE & Uiz, MEEAFHR o Pl 12.9 1A (95%
fEHEXM : 11.1—18.2 B A) ., %=X 73.5% (CR 5/117 {5, PR 81/117 f5) TH -7z, 27
BIEREERIL, AHK 10mg/kg+/37 U Z X% /LT 100% (120/120 f5) Th-o7-, E72H]
TERIX. WiEJE 98.3% (118/120 f41]) . 1 fEREE 85.0% (102/120 1) . 4 Bk s>
75.8% (91/120 f1]) . KAyt = 2 —r /8 —175.0% (90/120 f1]) . &M 70.8% (85/120
) . FRPEBEGNE 59.2% (71/120 1)) . NOREE 53.3% (64/120 1) . %57 50.8% (61/120
B . BEARIE 50.8% (61/120 ), BERILE 48.3% (58/120 f5]) ThH -7z, 29
PERZEDOE AL ST CEOHEL CHEIILL FTOR#ThH 5,

R Y XL OISEICHT HAGEHEROHE (2022 46 ARER) -

AL lE, RANCIES7 D 2L LT 1A 1E 210mg/m? (AR EFE) % 3 BT CRMEHEL, 272e< &b 3BEIRIET 5,
INEL 7= ELT, #E528VET, BiE @, RAIEZ7 ) 230 LT, 1A 1E 100mg/m? ((KFEHE) % 180T
FEFEL, B 1 ER G A 6k L, D b 2MREST 5, ZhE 17— e LT, #5580 IR, 2k, #5RIE, BED
RIEIC XV ETRET 5,

B ERREAER D &)

(LEBERIRIRG) 256t 5 & U725 AR SEVE AL HeiikBR (E2100 RABR)
HER2 &MY Clisk « FRILIE ISR 2L BRIERIBRBE 250, 7 ) XXtk
(PTX) #EiEERTRREL L, PTX BIEICAHK] 10mg/kg Z20FH 28 HZ 19 A 271& L,
1HE, 8HH., 15HBICPTX %, 51 HH, 15 HBIZ PTX &5 TRRICAKZH&E)
L7zt oM EBRH Lz, AEFRICLY WThoRER 2HIE LSS, )50
K& HANZ T, [W— Mk - HETHEETE TRl G- rTeE & L7z, 28 1 (Bl REfigsT
(200542 H 9 HT—% 1 v bA7) OfERICES &, REBRITFWAD T IS iz, KA
PEHEECIL, PTX FIEHMIZ LR FEEHMITH B CThb 5 MBI S EL B S5
i) OABERIEENRD Oz, —F ., FBIRFHMEEH CTh 5 EFHFIC OV TIX, PTX %
EBICAKNZOHT 5 2 LI DA BERIERITRO b o7, 10

E2100 55k OF 22 B9 2 ok

A 4 L A ] AR
#HRE - -
FrdefE (H) NP — K | RfE (H) NP — Kb
PTX R B
58 24.8
(n=354) 0.483 0.869
s NI P<0.0001* P=0.1374*
PTXIEI: + 7 S AT LR s 065
(n=368)

* Log-rank &
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E2100 35k O S A F A 0 Kaplan-Meier Hif

1.0
0.9
0.8

0.7 \
0.6 \ PTX ik +7 NAF VB

0.5
0.4 \\ /
0.3 A ‘“\_____l e

0.2 PTX FikH IR
0.1 \—lx\—l‘jl_"—l

0.0
0 6 12 18 24 30 36 8
PTX+7HRAF 8 368 194 72 22 3 1
PTX #3h& 354 109 25 5 0 0 0

ERELEFEE

o

E2100 3Bk DA77 M o Kaplan-Meier fhif

1.0
0.9 \
0.8
0.7

0.6
A
0.5 PTX ik BThE¥ \

0.4
0.3
0.2
0.1

0.0 L
0 6 12 18 24 30 36 42 48 54 60 A

PTX+FNRF8 368 344 297 249 193 104 48 23 5 0 0
PTX B3h# 354 307 258 215 165 103 48 19 8 0 0

PTXEA+ T NRAF 8

/

RN

£HFEE

) E2100 R TIE. F T2V A~7 (Gl z) BG# o HER2 sl EE . KO F T AY X<
7 Bl Z) 2ETIRENEISNCR B0 HER2 BELAHAEEE LB TH -7,

Grade3 VA F (MigztEIZ 2Tl Graded LA E) ORIWERRERRIL, AFI+PTX &
IERET 67.8% (246/363 f5) T o 7=, T2 BIWEMIL RMHMETE = 2 — 1 /3 —24.2%
(88/363 f4l) |, milfiLJ+ 15.2% (55/363 #1) | 57 10.5% (38/363 i) | Ji&4: 9.6% (35/363
) . A EREDED 5.5% (20/363 ) . i JMKT 4.4% (16/363 i) . PR IAIEE 4.4%
(16/363 f31) . T 3.9% (14/363 fil) . W&t 3.9% (14/363 f3), H.0r 3.9% (14/363
#l) THotm, 29

UFHEOBE b SN CEOAIELCHREIZL FORHTH 5,

X7 Y B XL OIHETHT HAGEHER O ®E (2022 45 6 AKEAL) :

AL EE, RACE A7 Y 2 XA LT, 1A 1E 210mg/m?2 ((RERER) % 3 BRI CREEL, 2z &b 3 HMIRIES 2,
INRE17—ELT, #520ET, Bk @%., BRAIKIEZ N7 ) 2% LT, 18 1[0 100mg/m? ((REERE) % 1 FE#E»TT
SURERE L, H 1R A 6 WiEgi L, A &b 2 RIS S, e 17— e LT, BEEREBIRT, Rk, #5EIT. BEOR
REIC & 0 ERET 5,
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4) EHmZBE

[EWERRAERDBAE]

% IARRBR (JO22506 #ER)
BEVEHE O PR EMEAP B B (B2ERE 29 6, B A2 MENE 1 6, BBt 22 &2
HORORE 1 f51) A %512, KA 10mg/kg O 2 B 5RO G802 et Lz, FEEOBH
JEHRE 29 BlZR1T D 6 0 H MEMAEAE TR 1T 83.9%., 1 AFAETFRIT 34.5%., Z=3NRIT 27.6%
Thole, MHEALFHIR L OVAEFYIR O REITZ 24 8.3 7 A KV 10.5 B H ThH-
7=, 30
BIERZERIL, 96.8% (30/31 %) Thot-, EREWERIL. RPEABME 41.9% (13/31
%), mIE 32.3% (10/31 %), Tl 22.6% (7/31 1), £l 22.6% (7/31 ), ALT £
N 16.1% (5/31 1)) . fFHEREED 16.1% (5/31 ) . M IMERERD 16.1% (5/31 51]) , It
Al-P #5011 12.9% (4/31 ) . 1854 9.7% (3/31 %), AWK 9.7% (3/31f5]) T -7z, 3D

[ERR £ FER REER D ALK ]

VI DOBIEEZ x5 & U2 B I —E B MR EEA LGB (BO21990 #5k)
WIFE DIBIENE R 25t 1T, BUHES & 75 v I N2k A5 mBE (RT/T i)
AR T T 7 R 2T 0 “EHEREEA LR 2 3200 U 7o, AAIOHEIL, B
MEEFETEY R IR (1B 1EEBEE) OGHHBIN (6ERK) +iX, 10mgkg (51 H
H20 2 BN, 40#%5) L., T 03 RO 4 B8EREHI S IIAH IR L7, Z
Dk, TEY B I FOMREREYMN Q8 HEz 1170 L, F1HAPGHESHEETL
A 1E#EE5% 6 1 7 /L ETHEM) ik, AH 10mgkg (28 HZ 1H A7 1LE LT, 1
HH. 15 B BIC&E) Z20FREE Lz, T8 0 3 RHERRIER THRIIAA O &%
16mgkg (21 HZ 1V A7 L, 1 HBICEE) &L, WBEITE Clke&S Lo,
ZOFER, AFIGEARE T, 77 B REHABEC AT EEFHMBIE R T 5 B EA I O
BRIEENRD LN, b9 1 OOFEFMEEE Th AT, AERIEREITR
DAL o T, 1D

B021990 5k DA ZhMEIC B3 2 pliii

4R 44 7L A A 1 AT A
B HRE . .
B () | o E‘”(fj;@ R
RT/T &iE+7 7 Rt
(n=463) D 6.2 0.64 167 0.88
RT/T Jelft 7 /8 A F 2 Bk P<0.0001* P=0.0987*
(ned58) 2 10.6 16.8
* JE 5| Log-rank fE

E 1) BARANBE 25 Fl%E 5T,
E2) BARANBE 19625 Te,

BIER S BRIL, ARAI+RT/T BIERET 92.7% (430/464 3]) ThH o7z, TeBIERIL. &
i[> 39.9% (185/464 i) . WiEJE 35.1% (163/464 51]) . ¥257 33.2% (154/464 Bil) . 1L/ M
/DIE 31.3% (145/464 5]) . & IfLE 29.3% (136/464 f51]) . MaMH: 23.5% (109/464 5i]) . & HiifL
16.4% (76/464 B) . BEKHE 16.2% (75/464 1)) . #5 15.5% (72/464 {51]) . i rhERISE
13.6% (63/464 ffl) ThH-7-, 32

5) IIEIE

[ERH*RIERRFEERD BHE]

(LFFREARIGT 2 %t 5 & U728 I B S IR (kg (GOG-0218 #ER) 19
(EFFREARIGIE D LR MEIR B DREE, RPN B 2 51, IR T T F o - R
7V 2% Uik (CP k) Z%fRRE (CPPRFHD) L L. CP RIEICAH] 15me/kg % Hf
H# 5 L7= CPB15 BEE2 L OVAHK| 15mglkg A 0FH - fkfifk 5 L7z CPB15+#EE3 @ 3 HEIZ
EoHIMEE G Lz, CP EEITWTNORETH 6 A 7 LETE L, AFXLT 7 &R
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WL G-BHA BIREBEIT UL 21 A 7 VTR E L=, £ 0fER, CPB15+/£T, CPP &t
(AR TFEFMETE H Ch 2 EHEEAGFHM O BERIEENRED biviz, 728, CPB15 & T
I, BEEEEAGFHIBOER IO bR ho Tz,

H1) 20HZ 1V A7 0E L, CPIEED 2V A7 /VENLE 1 HBICHMARGR THRIZT TR EEE
L. CPHRIEOHFIE IR THR 7 7 R ikt 5 Uit

W2 202 1% 47 0& L, CPHEIED 2V A4 7 /VELE 1 H BIZMAIB G THRICERAZ &S L.,
CPIRIED PUE IR THIZ T 7 B R 2 ke i 5 U2 it

W3 20A% 1% A7 L, CPIEED 2V A 7 LENSE 1 A BICHABREE TRICAFIZHE L.
CP Pk 1L I T 1% b AH & ki e 5 L 7o it

GOG-0218 3B OF Zh 2 B9 2 ik

\ B L Y YRR
BEH Loy 150 At e ba| TR .
(?lzlgf; 375 10.4 _ 299 40.6 _
CPB15 FF 0.84 1.065
(n=625) 356 .8 |y p=g.o118*#e | 809 38.8 {1l P=0.2197*
CPB15+1% 0.71 0.879
(n=623) 317 141 | peg.ooor e | 270 43.8 Ff8 P=0.0641*

* &% Log-rank f& €
H4) By bA7H 200949 H 29 H
HE5) By hA7H 201148 A 26 H
£ 6) AR/ 0.0116

HANE SR T 2 A REICBE4 2 plifs™ 7

Wy 1 ST A (7 IR )
AR Mk HhfE (A) AP — R [95%/EHHIX ]
CPP i (n=20) 8 14.5 —
CPB15 # (n=12) 3 NE #9 0.44 [0.09. 2.20]
CPB15+# (n=12) 3 NE #9 0.71 [0.14., 3.77]

W7 ARNEHSEMOA X Ngid D72 < . BRI W THEERIZAE B Tnien,
H8) By FATZH 201042 H 25 H
7£9) NE: not estimable

BIVEF B 1E, CPB15 BET 99.2% (602/607 #4]) . CPB15+#£T 99.7% (606/608 f5]) T
bote, EREWERIX., CPB15 BE TaFHERBURL 94.6% (574/607 ) . M i ERE >
94.4% (573/607 ) . ~F 27 1 £ L 90.0% (546/607 f51]) . J&57 69.7% (423/607 )
/MBI 69.2% (420/607 fil) . RRMEET = = — 1 /3—63.1% (383/607 ). MiE
JiE 49.9% (303/607 1)), H.0» 49.4% (300/607 ). {FFL 41.2% (250/607 1)) . T 31.8%
(193/607 f5il) T&H V. CPB15+#E CaF R ERER 94.7% (576/608 f51]) . [ i EREHD
94.1% (572/608 ) . ~F 7 11 £ L9 90.3% (549/608 f51]) . 57 77.5% (471/608 ) .
/MR B 70.4% (428/608 fil) . RRYMIKT = = — 1 /3—63.5% (386/608 f4l) . Hil»
55.1% (335/608 f51]) . Fi=EJE 50.3% (306/608 ). {HFk 42.9% (261/608 1), PBIENR
34.2% (208/608 #5l) T~ 7=F10,

$10) v bA7H 201042 H 5 H

OB L SN CEOBIELOCHRIZLL FORHTH 5,

X7 Y Z XV OIIEEIC 6T D AR HE L OHE (2022 4F 6 AR ¢

AL aE, RANIZIE N7 ) 2L LT 1 H 1 [E 210mg/m? (RRER) % 8 Rl CagligE L, 272< &b 3 HMRIES 5,
INE 17— Ee LT, BEEEVIRT, Cik: @i, RAIE 7 V&L LT, 1H 11_180mg/m2 (REmfE) % 1 K2 T
WEEL, ¥ 1 EHE % 3lERET 5, a1 27— e LT, #52B0IRY, 2k, BEEE, BEOREBICKL O EERET 5,

HIVART T T QIR ST B AR AR O (2021 4 7 AR -
WE L, RANEAINVARTZF L LT, 1 A 1[A 300~400mg/m? (KFHfE) ##&5 L, 2 b 4 lHBERETS, chze 1 7—nE
L, #5204, 7ok, BERIT, Fin, HE, BRICE VBTN 5,
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6) ETXIIBHEOFEEE

[ ER R EABR D FAE]

A SEREARTG RN 2 x5 & U= B AR A 4L ELisGABR  (GOG-0240 745R)
aa%’f CERIRIEARTRIR O AN USRI K DARIBEIE DR G & 70 B 7 O T 3T Esg Y

FESHEERE I, ALFIRE (AT TF - X7 U XX VRIEYY 3N U X X

‘IZ/l/ J XTI AEERERETY) ARIREEE L, ALSERIEICAA] 15mglkg ZOFHATY Lz &
TOFMEERT U, ZOREER, ARIGHRRE T, MBI EERMEEE Th 5477
Fﬁﬁ@ﬁ: fcﬁﬁ%z}‘mu b)) %ﬂf\_ 19)

GOG-0240 35k DA 2B 3 2 il

. A
o e () A= R
PLREE N N N }:]L,fﬁlj

* J& 51 Log-rank 1€

# 1) FIGO 7#IVB # R OVRE R iE 2 & T
W2 202 1% A7 10E L, UTFOO~Q@05bHEHE T EITER,
OF 1 BBIZAZ U & X/ 135mg/m? % 24 BT CTHEARNE S L, F2 BRIV AT ZF

50mg/m?2 % FFIRN % 575,

@F 1 BB U & X8/ 175mg/m? % 3 KR TR G- L, v A7 T F 2 50mg/m? %
RN S92,

@F 1 HBIZ/XZ U Z X8/ 175mg/m2 % 3 Bl THRNEE G L, B2 HBICV AT Z5
50mg/m? % RN EE 57 %,

H3) 21 AZ 1A 7L L, 1 HRBICNNZ Y XX/ 175meg/m? % 3 BT THIRAH S L, 4 1~
3 HBIZ/ X¥T U HEMEE 0.75mg/m? Z RN 54 5,

H4) YATTF - RV EFRAVFELOHHOHE 21 BZ 194270 L, F1XiE2HBICH
FFe 5% T 1% 1CAH] 15melkeg & FIRNE S5,
NIV ERRL XTI UEBEREEOHOBE 21 B2 19020 L, F1HBICHhH
PG T % ICAH] 15mglkg & RIS %,

H5) AREAKUE0.0140

BIVE S BRI, (b + AKIBET 98.2% (214/218 1)) Tho7-. FREWERIL. f‘”‘
79.4% (173/218 f#) . WiZEJE 61.9% (135/218 f51]) . (> 61.9% (135/218 fll) . RAYMERK

= a2—n13—60.1% (131/218 #i) . {HFL 45.9% (100/218 1)) . T 36.7% (80/218
) . WEM- 33.5% (73/218 i) . EAkIBGE 33.5% (73/218 ) . =i E 28.9% (63/218 f]) .
M8 27.5% (60/218 ffil) T -7-, 33

OFHEOBE b SN CEO B L OHREIZLL FORHTH 5,

X7 B XYV OWAT UL FE O T 5 ST 5 &RMAE LR O & (2022 4F 6 ARER) :
VATSFLLOMHTDIE D @E. A7 ) ZF3EAL LT, 1B 10E 1835mg/m? (KRR % 24 FERAT TR HE L.
e b BHEBARIET D, Thax 17— e LT, &EE/BVIET, vk, FEREIL, BFORBICIYEERHET 5,

VAT T F O EGIRICH T AR HIE R OHE (2022 45 6 ARER) -

Al VAT TF L LT 15~20mg/m? ((KFKEFE) % 1 H 18], 5 AL L, 2 ed 2 \lERETS, chx17—1E L,
BEHEZBVIRYT, Bl v AT F7F L LT 70~90mg/m? ((REERE) % 1 H 1EELGL, 22<ed 3lKRES S, 2tk 17—
L, BhHEE RS, Aok, #EEIE, BB, ERICE Y EEERT S,

J XT T v OWAT IR O I 2 AGRHIEL O & (2022 4F 6 AR -
VAT ZFUEOHHAT, /XTI L LT, @R, RAICLH 1[EL 0.75mg/m? ((RE@EA) & 3 HREEH AEHEL, k< Eb 18
ARMRIES 2, Zhix 1a—2RE LT, BEEBVIKT, 2ok, BEOREBIZLVEEHET S,

1) VIR ge7s FHAa
[EF&R+ EEG R R D & ]
BHALFIERE D 70 W UIFR AN BE e IR e & kF 5 & U 72 85 TIAE I bbbkl (YO40245
(IMbravel50) )
EHALFIERED 720 Child-Pugh 7338 A OYIBRARE AL £E Y 501 41 (AN 61
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ZEte) Axtglc, Al 16mgkg & 7T Y ) AT (BIGTEMRZ) ORFIDEHHRE. 336 i) @
OFAE G- OFMER LM E, VT 7 2=7 (RHREE, 165 ) & T 28I T > 2 A1k
B I L7, R OSSR, 501 1 (AAAN 61 Bl&5Ete) @ ITT £V T, K
FIOEFRE CRIBRE L Fl L C. FEFHMIER O —>TH 2 2AEFYBOA B RIERE RO b
(NY— KLt [95%(E#EX ] 0.58 [0.42,0.79], P=0.0006 [J&%logrank i7E], A& AKUE
Al 0.0033) . F Il [95%EHEX ] (IAFOFHEE CH R EARZE (HEE A rE], <TEET 13.2
[10.4, #EARHRE] WHTH-Tz, &2 —D>OFEFHHEH Th 5 MEEA G OA B /RIERE
DRD LI (AY— R [95%EHEXE] 0.59 [0.47,0.76], P<0.0001 [JE%log-rank f#
1. A EKERIE 0.002) . Il [95%EHEX ] IXAKIOFHHE T 6.8 [5.7,8.3] WA, Xt
HT4.3 [4.0,5.6] WHTh-oTz, Flo, BARNEBE CRFIOFHRE 35 fi, <l 26 1) 1238
75 ITT £ OGO Il [95%EHEIXM] 13, AFIOFHEE Rk HER
RE]. XIRREET 14.9 [(HEEAREE] PATHY (PF— Kb [95%FHEX ] : 1.71 [0.50,
5.84]), MEAEAFIIM O IE [95%EHEXM] 1L, AFIOFHEECHRERE [6.4, HEEAR
RE] W H. RTHRET 7.7 [4.2,12.7] ZHTH-7= (V— R [95%(EHEX ] : 0.85 [0.39,
1.861),

AR T TV A~ (BIEHEZ) G STz 329 6] (AARN 35 filz&Te) 128\ T
276 5l (83.9%) IZEWEHMFO BT, FEREIWEH (10%LL ) 1%, &+ 78 # (23.7%) .
EER 62 (18.8%). 57 50 B (15.2%). AST #4146 B (14.0%) . & 5 FEAE 43 15
(18.1%) . FEAIZSE D Bt 36 Bl (10.9%) . T34 f5] (10.8%) . ALT #3134 5] (10.3%) .
BARBLE 33 B (10.0%) T -7z 20,

W) RATEE (RENT Y ) —VIEANFRE, 7 DA REEARE, ~ A 7 o, P RERFRE/AT
BRILFEe ek, BN RRIES) OIS & 7 B BE IR S iz,

H2) AFIGHAEETIIAA 15mg/kg KOT 7YV A~7 (s T## %) 1200mg % 3 @RI T 5 L.
STRBETIZY 77 2=7 400mg % 1 H 2 A& 5 LT,

Y040245 (IMbravel50) #EkD A {FHIM O Kaplan-Meier ghfg (ITT ££H)

1.0+ VG a=T
R e TN e T+l v T
- HbEy
087 M. |
Ha b o o e
¢ 0.6
R
# 044
024
0 -I T T T T T T T T T
0 2 4 6 8 10 12 14 16 17 A
v57==7 165 143 127 105 86 45 24 7 1
TTSUAST 336 320 302 275 222 118 64 20 3

L AT
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VI.

2.

EMEEICEHT SEHE

. ERPH(CEEH HIEEMRITI L EYE
HLVEGF ® b MbE /72— ik

7£) VEGF : Vascular Endothelial Growth Factor (IfiL& PN FZHE 5K +)

R B H (b EMONREXITRRFE L, BFOBE LI NTBLEFELZRTL 2L,

RIFIEH

(1) VEFERML - 1ERE ¥~

NNV A2 TIL, b Fﬁuﬁﬁﬂ&iﬁﬁﬁl% (VEGF) (233 28z e Mue /7 mn—TF

NMUETH %, VEGF (. M N EGIId Oy ZAetE - A7 2 filiEd 2 & & bICmE Fimt

DOITEIZE G 5 A 1\774’ YTHY ., Fx ORIV TRENTTEL TV D

NN X< 7, b b VEGF LRRIICHEGT 2 Z L1280 VEGF & &Ml EIZ 53
Tb\é VEGF Z R & DG EAET 5, NV X~ 7L, VEGF OEMIEEAZ RIS 5 2

SR D JEEER T oMmE B EAmE L, BSOMEALE S 5, £72. VEGF (2 &V T

LTCE%@@@%{&‘F S, MEEHA CUE LB E A R 5,

(2) ENERM1TDHHABME

1) fUlEssh R
Ot ~REFEMERIZR T 2~ X TREDIER (w7 %) 39

t b R HM7 X OVLS LIM6 2 X — R~ 7 AR TEMIE L, BHI VAN X7 0
BHUA (A4.6.1 HLIK) 10~200u g/~ 7 A% 2 [RIEFENICIR G- U=, RREFAYIC ARG ASRE 2 51
THELBIC, B 14 HA (HM7) %21 A A (LSLIM6) I[fEEE a4 HE Lz, <t
FECITARRIER UL A6 1 PURERI U T A Y ¥ A4 7 OhitkE# 5 LT,

ZORER. A4.6.1 PUIAE GRS BEEIC . HM7 Bk, LS LiM6 kkicBW B EE S T
I T76%, 88%Mifil L7z, E7o. MEAREOHEM GG L, A4.6.1 HURD KRG I3 5 HiiE
BN EN R S Tz,

@t MlEMRRIC T 2NN AT e N7 U 2R VOFHIC LD (D %) 39

b kR RIIERE AB49 2 X — R~ RIEZ TR L, ~T X~ 7 bmglkg #EEN, /X7 U %
XL 20mg/kg A EARNIC 7 B Z L1253 [R5 L, REFICIEEARE 25 L=, 72ds. %t
FEREIZIZ, & b IgG bmgkg &/ U X v VIR A &5 L,

ZORER, TG 3 E % OIEEIEHLERIL, "N X~ THMEE 61%, X7 ) 2%
BIVEEE 38%, NNV A TR U EZ X AOFHEE 6% TH Y, NNV XTI 2%
BV OF BRI A& BB I L~ O B @ WO IS AR o 5 2 o LTz,

@t MRS 2 _N AT L X7 U X VO, NNV X~ 7 BRI

DEH (w7 %) 39

b MR AB49 2 X — R~ T AT TR L, " X~ 7 bmglkg ZMEEN, /X7 U 4
:%mv%mwg%ﬁww 7 HZEIZE 3 EERE L, Aﬂ/xv75mwg®ﬁ%7a_

LIZEF 9 WIfkReie G- U, RERFRC IR AT 251 L 72, 7ods, PBRERIZIR, ORI GRS

~ IgG bmg/kg & /37 U & R LEREE, BRIk 5K 23 e b 1gG bmglkg D A% % 5- Lf:o
FOFET, RN R T8 Y 2R L HBICARNY X T A ke U T BEO RS G R
1% 66% T, "NV X T+R7 U X GHRICEGZ T B - 2RISR THEIC A WE
Dot sl zh R 2~ Uiz,

@t N FLFEAIIIRRIC RS 5 N A~ TR G L H1EH (w0 R) 40

— R~ U ADE T MK MX-1 284 L7 xenograft €7 /LI, "NV AT %
7H " LAZEF 8], 1.25, 5, 20mg/kg DA E TN L, N X< T HME G2 X550
HESEE 50 SR 2 5 A L 7=
eEBIMa 5 3 HEH (day22) (2B 5~ X~ 7 bmglkg & 5 % 20mg/kg % 58 DOfiE
SRR, SRREEC A RIS < (P<0.05, Wilcoxon fE) . HEEHESHIEESRIT, 5mg/kg
BEHRET 64%, 20mg/kg B 5HET 61% TH -7,
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@E NFUEMERR IR B RN X T X7 U 2 XL OFHIC LD EH (w0 %) 40
— R~ A FICe FEEME MX-1 2846 L7z xenograft €7 /L2, ANV A<
wm@@ %HW)&Uﬂﬁj&#tw(mm%gXimmgm FHARAN) &2 7 R Z&IZE 3
BIEGSTHZLI2E0, R7 U ZXB0E ORI T D PG R 25 il L 7=,
F5BE 6 3 B # (day22) (23817 2 EEHEA I E 21T, ~ N X< 7 B E 58 Tl 62%.
X7 U X FE)L 20mglkg B HEETIL 91%, 737 U # /L 30mg/kg ML 57 ClX 106%
Thotz, /X7 U EFE/N 20mgkg & ~NVAY T EGH LIRS TIE 102% TH Y, 455
P HREIT Ho U RSN A B/ N S v o 72 (P<0.05. Wilcoxon #iE), £7-. 237V X ¥t
/b 30mglkg &N R~ T G LTI B G- REOIEFHEELE 1T 106% TH Y | "N A~ T
BB EREL D A EIZ/NE o722 (P<0.05, Wilcoxon f7E) ., 737 U # ¥&/L 30mg/kg H
MRS ORITIE, ML HF LWEGM/ IR LR LoD, BEEREOARRELZRD
Rinole, Tek, N7 U XL 30mglkg HAMBE GREICIS VT, EESTEA UKL 6 L
2B Thol=olcxt L, PFHEGHTIZ6 LT 4L TH T,
PLEEY AN X7 7Y X VEEAZHT L2 LICL0 ZREh ol X
0 b G EEFEINEI R A R 2 E S BT o T,
@E MBIFIEHIARRIZ T D NN X T HEMB 5 LA 1EH (w0 R) 4D
— R~ U ADE Tt MEEEMark U-87 MG &M L 7= xenograft €7 /L2, /N X
7%75 CEIZEF3ELL 0.2, 1, 5, 25mgl/kg IEENE G- LIk 2 A, bmglkg VL B G L7cHE
Tl 5 G 3 % OB ARFEDS, SR i LA EICIRE 2R Uc, MEE AR
FERIX, 0.2mg/kg HG-HETIE 5%, 1mg/kg 58Tl 13%. bmg/kg #5-HE TiX 37%. 25mg/kg
WHEHTIL 46% Thole, "NV X2 7L, b MEIFIEMAKK Z B L 72~ 7 A xenograft &
TIZEBWT, B 5 CREEH Gl ﬁﬁ‘éﬁﬂ%ﬂ%%%ﬂt L7,
@E MEZEREMR IR T DN AT LT EY I ROFHICEDERH (U %) 4D
— R~ ADOKEZ T MEIFEREMaE U-87 MG 2 BAH L 7= xenograft EFINT, RNV R
7 (bmg/kg) % 7 A Z &I 3 FIIRENE L. KO T EY = I R (3mgkg) % 5 AMEHAG 5
[EIfE e UTe, i 5-BR0A 6 3 ISR 2 B FAEMBE UL VI AT + TF
vu X MFAE GO, JREEL D AR, BT, P& S5O IARE
T, BEAN MK EGEREL Y LA BIMETH - 7o, BBGEETONEGFERERL, XV X~
THMEERETIL 39%, 7Y v I FEMBERETIE 66%., HAKRGHETIZIN% Th o7z, N
WY AT ROTEY v I FW#EAZHT 22280, ZRENOHEME S L0 & EEHE
FEANHIN R 2 LTz,

2) MAEFAEMRER, IREMEEFIER (vvR) 2

1X 108 il Oz & b AFEEME HuH-6 2 X — K~ 7 ZAOBIENICBAE L=, EEBME 1 #H
%IV A46.1 5K 100 g/~ v A% 2 (8], 5 EMEVENES L. (n=15), HFEEHZIZY
T RERZ &G Le (n=15), EEBM 6 BHIZIC, A4.6.1 FLIRE HHE L O HREES 10 5] %
LRI S JEGEE 2 E Lz, 72, PECAM-1 (CD31) K OY o -SMA (smooth muscle actin)
TP G T 2 2 LT L0 MAEEE &S SR O OAIRREZ T LT, RV D~ T A
IFARIEL T 8 H & THEFFE L. [RIERZe Mt 2 FEhin L 72,
ZORER, A4.6.1 PR EGRETIX, 6 BEEK 8 HEHDOWTIIZE W T, xFHREEIC ik UNE
BEHETE A EAZHNH STz, A4.6.1 ?”{N’Q%‘Lﬁif X, EENOMAE AN L, FRFL
7o 8 Gl & SV A AR AL DB 2 £ 5 B R OYENRD bz, 6 MENS 8 HE E T
DIRFEHIFINZ T b JEGHFE I TN S 4, E&”SJF{‘%%@&MJJD#M BT,
A4.6.1 FURIT, IFEFEET ISk LAERTEZ 806 L, IREEEZ EFICT 2 2 LR LN
2ol

PECAM-1 : platelet endothelial cell adhesion molecule-1

3) MEZBEDETIER (w7 R) 49

b Rk LS174T % SCID ~ 7 2 DOASE 45 L 7= dorsal skinfold chamber MNIZ#
FE L. MEFENRD ST~ AT A4.6.1 HUIK 98.4 u g/~ 7 A ERIRINIC I G- L. IEEHAHR
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(2R D MAE B2 E Uiz, *RBEHCILY Rk iR e &b LT,
Z DR A4.6.1 HUAR 58 TILMEGIEIEDRERFAITART U, £ ORhRITHFKG% 72 R The
Repolz, £z, BGMERD M AR D L Ad.6.1 HUKR 5/ TIIEOM/ IR b,

4) WEEOKTIEM (e 1K) 3D
JE5E K ORI PITE TIEL G EB A 6 9l &2 56 512, 7 /3 AT bmglkg Z RNICHRIE G L, 2 [
2 5-FU O 5521772, 7TARF U5 12 HEICHBEEZRNE LT,
ZOREE, FHmATRESER] 4 B OEI THRIBEEDIKR FARD bz, AT, MEEIL 15.0+
2.0mmHg 7°5 4.0£2.2mmHg ~& AREIZIKF L7z (p <0.01, paired ttest),

5) MEBMZE (w7 %) 39
b~ R REEMRRE HMT7 2 X — R~ 7 ZAOMEHICIEA L, BT T LV AER L2, BR%A X
D A4.6.1 LK 100 g/~ 7 A% 2 8], 4 T D72 0 EVERNE G- L, SNTFlEH 7= 0 OiEBEL
PG ARE, IFE S, A Imm RO EAZRE Lo, *HBEECIZ=y e —AbilkasftE L
776
ZORER, Ad4.6.1 FUAT 5HE TS B OB B A~ARICD 72 BREORE S
H R RERIC LI LT, A4.6.1 FURIT, IF~OHRRE K OMEFE 2 Jifil 9~ 5 & & 23R S
niz,

(3) {ERRIRER - H5RN
BB R e L
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VI. EMENEICET HIEE

1. MAPEEDHR
(1) AELEYDLGLDEE
AER R L

(2) BEREBRCTHRINOPERE
1) HiElfeh 49
FERG - R 18 AN X< 7 3, b XUE 10mg/kg™ % 90 47 miiE Lz & & o
HFIEIIUTOLEBY THholz, "NV X< T DOIMER NS DHKITESH T, AUC 11#E5E

W LT L 72,
HREEESZOMBEPRE (N=6. mean=SD)
/_-I\ N 8—
£
o'
= i © 3mg/ kg |
A i 5mg/ kg [
fia} ~
Q@ g §\\\\§ A 10mg kg [
sl\ \§
N < $\ }
'¢< —— \
l,< \
# T
HiT
E ‘9 ) 1 1 1 1 1 1
0 5 10 15 20
B¥fE  (Day)
BRI G R OB E T A —4
b AUCns Kel Va CL te
(mg/kg) | (ug - day/mL) (/day) (mL/kg) (mL/day/kg) (day)

3 8562.3+237.4 | 0.062+0.019 | 62.50+11.10 | 3.80*+1.20 12.33+4.52
5 1387.2+426.9 | 0.064+0.011 | 73.47+18.34 | 3.94+1.34 13.40+2.82

10 2810.91t344.8 | 0.060*+=0.009 | 60.26*+8.93 3.611+0.48 11.68t1.74

N=6, mean=*SD

KA OTER IR BE R AT - TR OFES « BRI T 5K A &I 1 8] 5mg/kg, 7.5mg/kg & UF 10mg/kg
Thb (HERVCHE] OESR),

2) KiEH5HER
O7nAdu T LA F— NEE (5-FU/ FLV ##1E) L OfRH 9
FERG - B EE 18 Bl N X~ T 3, 5 XUk 10mg/kg % SffE %, 21 HB XY 5-FU/
FIV#EEOPFRIC L Y 2 BN CAMFHEZEEVIR L & &, Yla#E5% 105 HHICBIT S
A K O = g FRE XL TO L BY THh o1,
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FAE A2 D s PR

j&%‘% St Cmin Cmax
(mg/kg) bzt (ug/mL) (ug/mL)
3 5 44.78+14.81 120.12+31.62
5 4 66.18+24.40 152.75+23.80
10 6 160.67+44.56 404.00+47.917 *'N=5, mean=*=SD

SARHN DI YRR BE 72 AT - IR OFENG - BRI 5 AR &1% 1 [\l 5mg/kg, 7.5mglkg & O 10mg/kg
ThD (AEEOCHE] OHESBR),

@By XV Y T TF UL (XELOX L) & OfFH 40
TN« ERE R TRy X< 7 7.5mglkg Z XELOX BEICHEM L. 3 B (1 %A 27 0)
TRIMHFHEZBD IR LTz L & ANV A2 T ORARMEFRE L, WE#ES 84 HE (&5 5[4
H) [ZEFIRBEICEL, 60.0+14.7u g/mL (39 ) %A/R L7,

RELESHEOMEFFEE (mean=SD)
pg/ml
100

75

50

25

G ANEUDNAI R =

0 21 42 63 84 105 126Day
52 fid

@HNRTTF o« X7 Y ZXw/LEE (CPIE) & OFEH 49
Fe/ NI B E 53 BICH VR T T F o « N7 ) XXk E ORI D RV X~vT
15mg/kg O S FEZ 3 B TV IR L2 & E DMEP AN X~ T REHBIILL TO L B
D Tholo, YIEIE 63 Bt (5 4 FIH) ORARK O = MG HIREIEA % 115.9145.6 (20
) KON 450.3+97.3 (19 f) pg/mL THYH ., #5 4 FHLUEOREIXIZEEOMERL
776
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REZRSE (15mg/ke/3 AR Om;ESEE (N=8~53, mean%SD)

pgimlL

1000 -

500 T =
a = 0 3
i
th
N‘ —4
A .
3, 100-
x - 1 L
% 50- T
iR
B

104 . . T

0 21 42 63 84 105Day
(S

@7 ) 2t EDFEH ®
iR« BRILEHRE 68 il /37 U Z XL OFEHIC L Y Y X~ 7 10melkg D AT
Z 2 MR TEY IR L& EDMIET RN X T EEHBIILL TO LB Thol-, FIEIE
570 B (%5 6 [EIH) OFALKL O ilg A1 4 149.0£37.4 (47 i) J ¥ 397.8=+
77.9 (4341) pgmL THY . #5 6 FHUBROREIXIZE-EOMER LI,

RERSE (10mg/ke/2 BRE) om;E+EE (N=31~67". mean+SD)

§-

/
/
/
/|

PRSHII=)

~
—
|

FIANENANG

&
=

10

r T T T T ™
0 14 42 10 98 126
5@ (day)
R ] 23 RRUBR S S FH I 2> D T4 72 1B A Bk <

(3) s
BB L
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(4) BE - AEOFE
OOFRZENR AN X 7 OIRYENREIC I F T 8
ENCIHM L 72 ER RS (JO18157 #BR) ICHBW\WT, HAIKGRFE 7 A r U F oL - LARAR
UF—banw ik (5-FU/ FIV BRiE) &0 L7CRE O~ X= 7 O i i B & fisd
Lz, 7 U7 7 0 ZTHMB G HAE T O T 2R3 28, ZORET/NE < EhEhe~
DEBIDIpNEBZ BTz, 49

5-FU/ FLV B/ FEBEBR DY X< T OMYEIHE N T A —Z DI L 90%(E HH X [4]

e EIE D 90%/5 #E X [
Hh 22 78— [ A > N DO AR FE 1.118 1.034, 1.209
7VT TR 0.863 0.786,  0.947

WA CEM LR ABR (AVF0761g ikBR) (CBWC, R¥ ey, DVRTTF v /R0
VEAXELXITTNAr T T v« KU F— RNy sEE (5-FULV L) L0 L7
DY R T DIEWENREZ Gt LTz, B2 2L RERZ G L2856 T HERpEE T 2
—HIHEIEFRETH Y . 20O DALFHEIT NNV X~ T ORYENREI B L RIF S 2 b
DR S LTz, 49

eSS TN L 7= BEAREER  (NO20254 #ER) (23T, fE5 - B AEE 2 %412, FOLFOX4
FOEOHHRE (bmg/kg, 2 BEMREEE. 18 #) X XELOX #iEGHHIF (7.5mg/kg, 3 R
5. 194]) OEFIREICE T AMIET AL X~ TREZE Lz, &5 MELOERGEOR
B T T WERWBENEE X T A — & (CL, Vs, tue, Tmax) IZH{LFERIE TEITRD o T2,

50)
EH R BERE O BRE T R — & OB J OB BREL
85 s XELOX JiiE+~ v X~ 78 | FOLFOX4 J& ik 4~y X< 7R
(N=19) (N=18)
CL (L/day) 0.236 (21) 0.226 (25)
Vs (L) 4.93 (29) 4.91 (32)
t 12 (hr) 381.2 (24) 394.1 (31)
Torac(hr) 6.4 (median 5.17; 5.0 (median 5.36;
s range 0.5 -24.1) range 0.5 - 9.1)

O X< T PO IEO S B REIZ KT T 528
ENCHEhE L7-FAR R (JO19380 ikER) 2B\ T, #El5 - EFEEE 2RI, Ax9 U7
TF v AU B HEE (XELOX #iE) Rk O XELOX EE+~Ny X< T ORI A
WD AT | AR AR, WU F B RO RV B oY (5-DFCR, 5°
-DFUR, 5-FU () FBAL) OFEYEREZ MG LTc, "NV AT IAFHV FI7F0 | I~y
AV ROBARTZE DR ORI E L 52 20 EB 2 BT 49,

NNy A= TR IR OF XYV 5 F o OEMENFE T A —Z D& 90%(EHE X [H]

INT A —H LA B D 90%15 & X [H]
\ AUCox 0.980 0.785, 1.223
B 4 ’
FRA SR H Crmax 0.984 0.826, 1.173
AUCox 1.000 0.822, 1.217
b (4 ’
M3 Conae 0.922 0.732,  1.160

HEANCSEhE L 7= B AR RRER |2 35\ €, FOLFIRI #3958 X3 FOLFIRI ik & RNy X< 7 2
BEDA VU 27 5 2 O (SN38) DIMBIREAZ MG LT, "NV AT 13A ) /T h ok
N SN-38 DHEMENREIZ B A H 2 7o E B 2 BT 49,
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NN =T FEEREED A U 5 F o} O SN38 D AUCo1ast DL & 90%1E HE X R

HYENE T A —H AP O b 90% & #H X [H]
A Y 2771 AUColast 0.99 0.93, 1.07
SN38 AUCo-1ast 1.01 092, 1.11

WA CENE L 7= B R RER (AVF0757g 3ER) 191238\ T, AT - FERIE/ NRafeE (R bR
BEite) BXRIC, WVRTTF . A7)&%ﬁ»ﬁ%imP$&)ﬁ&@CP%E+NAy
Jkﬁ7wmg%%ﬁ BIDANKRT T F o OIEYBREL R LT, "NV X~ TIRENE
KM_ibtmE&563H%@CPE@+«A/xv7%%ﬁ®mﬁ¢%aéAU%%@\
CP WIEREIZHE LT 35.1%mVMEE /R L7223, CP WEIERECO D IVAR T T F o O 55
(5680.0mg) |Z b L T, CP L+ NV X< 7B CIEE O # 5 8 (738.2mg) 75 27.3%
F<, 2D AUCosh DERIFSINRV AT OFETIIRNWEB L LN,

F iz, A UERRBRIZB VTN U X 22 /LOERNEIEIZ DWW T H ARG L7223, #lalfes: 63 H
BOWRED /XY VX%t AUCosn 2RI/, SNV X2 T (337 U Z X2/ O3EyEkE
B2 W EZ BT,

WA C N L 7= BRRRER (BO17704 #lR) WiZds\ T, HE1T - BRIE/ laiE O ¥ EROE
ZR<) BXGIT, VAT TF . EAV&E/W%W%%(GCE$)+77tTH GC ¥#
BEH_NRU X< 7 7.5mg L GC RiE+ "NV X~ 7 15mg FEICBIT 5V A7 7 F oyl s
% OIMBNRE 2 FEt Uiz, MR 4 AUChast 13, "NV A~ T RGOFESCHEIZ)» DD
PLIRERSEOEEZR L, SNVAYTEV AT TF U OEYBICHEEL 5 RNEEZS
i,

E7o, FUEERBRICBN TS LAY 8 E U OSMBIEIC S\ T B R Laay, mEd s a4
BB OEEHEBI S KX < | SN v TS AT R B OB RIET I
DWT, BAMEZRRRITS Do T,

SARKN D G - b B9 % B < BIBRANBE A2 1T - T38 O FE/ N it (253 2 AR &1 1 8] 15mg/kg TH 5 (TH
EROHE] OESMR),

2. EWEERINT AL

(1)

(2)

(3)

(4)

(5)

(6)

R A%

ARG - EEERE 18 Bl Akt & L, AAKI 3, 5 XL 10mg/kg™ % 90 Sy miEsiE Lz & & D)
[ 3% G OSRYENEE X T A — F BT MRIE LW FIECE N LT,

SARHN D 7 TR % < BTN AR 22347 « FEF8 O b/ N fite | ef 9~ 2 7K R &1 1 8] 15me/kg Th 5 (TH
R OHE] OHEBR),

U AR5 FE FE 2K
A L7

HERETEH
VI— 1 (2) EGRRER TR SN &R

JYUTS VR
VI—1 (2) KRR CHEGR I N mHRE] &M

NTERE
VI— 1 (2) EGARRER TR SN 7- iR &R

Z 0t
R L
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3. BEH (REaL—av) @i
(1) fRITAE
VI—3 (2) N7 A—2EBHERK] OHEBMH

(2) INSA—FEFHER

MEIMZ BT 491 B D FEFIT 1~20mg/kg™ D HEON ANV X~ 7% 1MW, 2 BiEkE, &L
<X 3 MM CHRMEFE L7z & 2 oMiGHIREZ Fv, REEMSEYEEMRr 2 e L=, 2—=
VR—= R A NET AT L2 X OB 7 ) 7 Z 2 A1% 0.2620/day., &M:1E 0.207L/day
Tholz, £, Fha/N— M AV NOZAAFBITOWTIEL, BT 3.25L, %t 2.66L T
Holz, KO VT T ACEBEH 2 DHINTE LT, MERlof, (K&, 7LVv7 I, TAh
VRAT 7 X —F, MIGIZNVE I VEBERASV a7 v A7 2+ —8 R OGHHL R RE O
BORENRD LT, FICHAEMITONVTIL, RO, KE, 717 I ORENRTED S
e,

SR OAGRMEIL 117 5mg/kg. 7.5mg/kg. 10mg/kg & ¥ 15mglkg TH 5,

4. IR
PASROANA

.
(1) miE—WErEBE
AR L

(2) mi#%—iRREF @AY

Y ER L

<HE U X>52

iR 18 HE O U Y2~ X< 7 10 Xk 100mg/kg % A5 L CESRE 21 BE  (BiA]
B3 B ([CREEMINTE ., IR IRIMIE DN X~ TREZJIE Lz, £72, k6, 9, 12,
1&ISHEKNNVXV71Q30Xﬂ1%m%@%ﬁ@&5b\%HE(ﬁ@§5%721
H%) | t@%m@ FE VI35 D~ X< 7R 2 E LT,

AR 512380 2 REEM I 5 i 1R GRS He B L CHEN L7223, IR VR iy i 1 -
e 10 fFIC L CHIE TR 3 fFotEhnic e v, IBIRREMW MG R T 10mg/kg
BEREL D B 100mg/kg S GREO T MEL Ipo Tz, FBIRMIEHEE L, BEiinig i
FEIZHEAR RERANATYERRO LN,

RGBT S 10~100mg/kg O FH & T, RFEMW) M iR 3k G- &l i L
THIM U723, BRI MIE iR 1 5 &ICx T 284G L0 bRV kRl L7, BIE &
B I IE IR LI ERE L D bR & e o7,

WS 3 AICB T 2 BB, Mg~ X~ TR E RO R8s i e b (7 3 %)

ey 1. E (pg/mL
e el WU B I L
10 91.6+9.14 8.67+14.7 0.0942+0.162
100 946+63.4 22.1+14.8 0.0227+0.0141

Mean+SD
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BAEHEG-HT 11 RRICRT 2 REMIIE, RGNy X~ 7R
K OB YL/ R B il FP R L (7 )

s ifi. J (pg/mL s
e L WU BB T P
Hou
10 36.4+19.3 74.6+33.8 3.56+4.64
30 113+ 123 151+ 73.4 2.77+3.37
100 379172 394+ 161 1.24+0.661
Mean+SD
(3) Eit~DBITHE
M ER R L
<HBE>

NN R TVIPUFRRREN 2 BRrE . B b [gG ICHK LT D, IgG T FICBITT S 2
LRHISNTING Z LD, BIRNICES S~ X 7 O — Bt o BT 5 &
RS 5,

(4) BER~DFBITH
M ER e L

(5) ZDMOEBE~DFEITHE
M ER R L
<BE Y F>H
BBz [125]] FERR N X< 7 (600~652 1 Ci/kg, 7= A HMHEE LT 4.8~5.2 1 g/kg)
Z BRI FRIRIN B 5 L 72 1% 2&048%%%;“A/277®ﬁ%Aﬁ%&ﬂbto
2 REfit%, 48 EMIfL & HIZ TCA (N U 7 o o FkER) FhHREm /313 E IZIFEL, Z0fth
O TIT BN, R, P, Ok, i bﬁw_mmgm5ﬁﬁfﬁotomﬂ/xv7@£
IR 2 2 LR ENT,

(6) MIREEQHKEEE
B -t

6. ftit

(1) KHEPELR VR BHRRR
Pl v/
<HBFE . UTX>
USRI [125]] RSN XA~ T A HEEIRNEE S LT & & &5 48 % £ Tl sz
(SRR CAE LT e, B, RHE, R, D BRI B Tit, 165 T b
BEIEINTE OO, REMENREERTH T2,
Fio, 2 br—AGUATH D thuMAb E25 (Z2W T H EEROMREIRRD Hit, <N X7
VR b TgGl £/ 7 n—F AR E RBEORB T 2 7 7 A VA2 L TWD 2 L ARIE
S,

(2)&&(%5?6@$(WP%)®\¥E HEE
% ER R L

(3) MEEEHNROEERVEDEE
BARSYNA

(4) RENOFEOEMRUTEIL, FELE
R L
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10.

11.

. HE

M ER L
<BE I E>H

TR [125]] fERRAN Y X T A HEERNER S L s & &5 2 KO 48 BB ORF D
TCA IERE 5 U EEIL 6~9% & T T o 77, 48 KR I IR P ARZALARIIEZL T E 22 v o 7,

S U RKR—2—IZEAT B 15K
BN - AP

. BRFICEDBRER

AR L

BEOEREET SBE
BB L

Z 0t
AR L
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VI. &t (EALDZEESF) ICBEJI SHIER

2 HIEBEZEAAH obIh, RTICEDFNHESN TS, FFOKRERIC, HILEZFLL

3 AMERREEEIC L HEHHE (RILF. MREHNEF) AAHobhd I endHb,
31 FRROBEICKFZRS T HEEE. MRIOREZHRL. REOABERFAT S

3.2 AEOBREDICRGEERELEIC R DEHEAH oONGEIE. BIEABETHETE
3.3 AFIDBERTRICFMZETIBEL. FFOBRERTIHOETDROFMETHLLH

A XEFOBREICEYESEELHNDO)RINEFL2EEINNH L. KESE REBEESE)

S FFloEICKY ., it (EM) RNHobh, RTICESHNHRESA TN D, BIEET

6 MM ERAE. —EMREMFEE. DHEE, OE. NEM., HEEFOEIRMIEERIEH

1 EhEMKEXFEOLEES ) —ErHobh, RTIZESFNRESATNS, Chb

1.

1. ZERNR LT DHER
1. &
1.1 XEZETHALEREL. BRBICTIRISTESERBRICE LT, SALLPREIC

THRRME - BRREFOEMD L E T, ARENEY EHW SN BSEHICOVWTDARERES
Bl &, T, AERRICEILL, BEXIZOREICEIMRVERIEZT2HBAL. RE
ERTHLRET DL,

DS hiBaE, AROBRSEDEL, BORLEETL. LB, AREERELAEV
Lo [9.1.1. 11.1.288)

Lo RETFMOMBIABEL TOWEWZEEX, BRLOFEMEAGIKRMEZ LES LIS
NEBEERE. AFZEZHRE LGNNI E, [8.1, 9.1.2, 11. 1.4 SE]

Flo5ZEHRIEL., BUYGREZTI &, [8.1, 9.1.2, 11.1.4 3]
MzZzH<E [8.1, 9.1.2, 11.1.43]

ZHEIHBHICKFERE LEBE, RELHobhEIEETNAH D, RFDREHICE
EoHmA®H obh=58(E, KXEDKREEPIEL., BYGLEZTL. LR, FFHZEBIRS
LT &, [8.4, 9.1.3, 11.1.5 58]

SITATL, Bt (BEI) A& obhfi5E1E. AFO/REZHILEL, BUGLREZITL. KL
B, AEIZEESLGEWI E, [222, 11.1.5 58]

Hobh, RCITEDZHNRESNA TS, BREETFICTTVLEENED ONGEICE,
AEDIZESZEHRIEL, BYGLEZITI C &, BIRMEERESH oONEZBEIZIE, FH
EEERELGWVWIE, [9.1.5, 11.1.6 B8]

DEZNHoONI=GEEIE, AFDZRSZEHIEL, BYGREZITOI L, COLSIBEE
[ZIE. LIRE. RFEZBRELLGWI &, T FEOKRSHRMPIENEZEHMICRES S
&, (8.2, 11.1.7T5H]

8 AIHMEBEREEEENAHOONDZ ENDH D, ATHMRAENEERBENEONI-5
BlE. FFlDEZEHRIEL, BYLGREZTS &, [11.1.8 3]

<DL
1.1 REIDMLOFUEMEEA] & OPFRFRIEICB W THER S D Z L I2lEA, ARAIOBAICEEL T

3. BDAALERIEDO oMk RN METH D Z &b AAI 26 5 EffH & O
[ Bifi D BRSOV TR LT,

AENX, BWER 70 7 7 A VORI DA OFUEMEEAI E PSR 2 s, T
AN L BB EORNRN R DO T, WS EEORRICHT- > T, AFOE LIz
WA CEL T TR HHHAERIOBFALSNRASCEEZHER L, b TR
LZMENG D, £, T 2EANCE 0 HIELROHE L 2O, BETEEER 2D
SPALESE H B2 D O T, AFIOBERICHT-> Th, KFOE AL SN SCEL T T L,
T 2EAN OB L SN/ CELRGEDO S 2, BHTDHZ &,

BE XL OFBRITH L TEL, 2O ORIEHARBOAEEMED Z D, AEIOERIZE 568%)
M L fERPEIC OWT IR LR 257 ECRIEZ B HLEN D D, k. 1BIEHBIC
Fearh, BEDFRD LB O e lig L (RO TR 2 AR, fisksk o B
HEM~OEEESE, WS E, KBEE) IOV TRET L2 &,

1.2 #AMERRBR (AVF2107g, AVF2192g K (N E3200) (Z8BW T, MILEZRALORIN, L7k
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1.3

1.4

1.5

1.6

TEHMEE & LEE L ABIOFHBEICEMEE TRO L, T D 9 BT ICE - =3 HE Sz,
ARFEG OB —E O[T < AAOF G F & DORFSIZIHBWT BT 5 AlHE
PR DT AFNOFESHIM P, ER2ENH LbnzEaIiL, MbEELORWES
D CTHIEN DTN ST D Z ENRKREITH S,

Dbz et MEEZRLICOWT M) ICid L, FREDYREAT2RFICHET S
HE] OHEICTARO THERER] KO HERGHMY ) ICB T 2 EEMEE21T- 72,
HESMERFRER (AVF2107g, AVF2192g & X NO16966) (23T, kB 5\ TR T
BIZ, BIETRIEEAE I 5 A0HE (B LB, I Himas) 23, (L@ Ris s & ik L, AHAl
OFHBECRBEEICRED b, £, FEERRBRICB W T, AAIDAMGIREE R L K
FTZEnmEIN TN,

PLEDZ Lnn, AMBIEROERIEIZ E ) AOHEIC W T M5 ([cit# L. AAlo [R5 Bt
W), TG T ), TG TH ORI 2EEBRE AT & &b fFEDOY
REATHBREFICHETIER] LV THEEARARNEE OIEICTH L 7.

R SR E M ASFRO DN T ICE S IR E SN TWD Z LD, JEEESE I
DNWT M8 ([CRiHE LT,

KFREOMEATHE I M BE 255 & LMo R 1 MERRER (AVF0737g 3BR) 128\ T, iKis
Ba AT AR RS 1 PN EEAMEMA IR L2720, ARBRLIEOENSADIEE A
EDIGARRER CIlIMiEE 25T 2 BE TR0 LB I TEY . ENIZE T D AHK D&
WIRE, HESREC O ff FEIE L ONEN T OB JER& I3 TR b Tz, D72 Vs
IR L OEN TR I3 T 2 ARFN O H IR N ER SN REA T, o TR AIZ I 1T
LM O Z1T > 72, EORER, KAl ZERGTH5Z LICXVMHLO U 273 EHT 5
AREMERH DB OO, EMDOEEDOKREFITILE L TY AT « XX T 4w ME+3ICBE LT
L, BHMEMEREICARIR G OESZUW T ENEETH LD, S ICRET D
EEBI EDY R EATHREICHETIEE). EELREANEE] OHIZBWTHLEE
HIEAERLHE LT,

Fo, WPEBEEEZ G L U ERS IR B MAHRRER V) T, RAIOF 512 L0 K o3
BN E L R AMEAPFRO b= Tod, M A2 A T 2 B 7210 Tide < s 4 2 T ikfiE
BREICEBDORNRE LT -, AREEREL 77 R BEERE & O 21T - - [EE I RS I
FERER (BO21990 #R) (Z31F DM MR ICOWTLL TR L, I LIS Cld, K
Fll 4% 5B CREIR R G i D R B % 2 < R 7=,

B021990 Bk T HIf. D F& BRI

BeERE (MR RS 513) F5 B AR+RTIT B (447) TNRAF L +RTIT B (464)
4 Grade Grade3 ULk 4 Grade Grade3 UL E
JiEqaiiil 10 (2.2%) 3 (0.7%) 12 (2.6%) 7 (1.5%)

[ oo o 5 & MK EE o o o .
B o I & R S e 1 (0.2%) 1 (0.2%) 8 (1.7%) 3 (0.6%)
. . . 124 0
AR R RS H i, 40 (8.9%) 0 (0.0%) (26.7%) 2 (0.4%)

RT/T : f#iE+7€E m IR

R A THGBE SN TS [5hRE

DIBRANRE /R HEAT - FEFE DI/ NS, FIRARE

R T IRIEYIBRARE 2T - B OREN - B
IFFEFLRE, EMERRRBE, DN

Grade |Z CTCAE ver.3.0 {ZHEHL

R R 2 R <
ETUIEREO T

G K OV R RE 7R A C b 5,

N, MESF D EFIRFRER 2R\ T, ABI OB 5% 5217 72117 - I NIl 0Bz D 5 6,
I (i) 258 5 biv, FETICE S T-HIRHRE STV 5,

Loz Ene, it (WRin) 12oWT M55 1T LIS 217 - 7=,
HESMEERRER (AVF2107g, AVF2192g K& X E3200) 123N T . BhRMAS ZEARIE 0O F8 BLAE E A3
(LB BANRE & bl U, ARFIOFARE CHEMBEIZRD biv, £z, SETICE > BIRHRE S
7o THUTEEL, KENZBWTIE, FZ7 ¥ — L& =% IR SCEOWET M THi, BRI
FERIEIC BT D REMIZe Rk 2y [WARNING] #%:1B8Mms iz,

PLbEoZ &t giRMARZERIEICOWT e IR L, FEoN Rz T 585
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2.

T HEROHEICAF O [H 558468 (OG- T) | 1281 2 EEMREZ{To 7,

1.7 WG RER (AVF2107g KON E3200) KOV TTIRIZIZ 3N T, i M EPEANIE & OV i+
P ) —ERMEINTEY ., BCICE SN HE SN, AAIOEEIZ L0 &%
BI2Z08MbnTRY, FROEFEELLOBIEMERIFEZEG -0, MEOFHEITIET
ICEETH D,
bz s, @i EWMER OEMERE 2 J—BIlZonT M5 ([ZRed# L., HEods
mEATHBRFICET DR L OTEE e SRR ) OBICBW T, &ifE I B U 7= A%H
O TEHRRMGRE . THGHFEY ) 2B 2R 21T 72,

1.8 EANTARBI DL G X0 ik ts BENRESEBERE DS W S 7z, ARANC X 2 ARIEBEREOH
FIIHTH LD, — RIEGEREN DI D IMMEZ RO 1256121, Bl 2 D@ U AER IS
CTo i@ xhin a5 2 & ¢, ERIEZE, BEART I ENARETHLIEEZEZONDLZ L
ANSNE: Sy Ae=rak A DY

BEENBREZTDER

2. B2 (ROBFIZIFBELLEWLNI L)

2.1 KRB ORS*E LIBUE DBEEIE O & 5 B

2.2 g1 (2.5mL LA EOffImOWEH) OB FEDH 5 B (1.5, 11.1.5 ]

SR>

2.1 RANTe MU RE ) 7 a0 —F LHURTH Y, BEERHZT v A =— AL A X —JE A
EHOTNWSZ L, KO 2% I VEHIEAOMLNTNDRY Y A_— NEEE AL TND
TEMD, ZTNOHEOIC X DBEBUEDBERED H HIBETIX., T ORI HHURNTEET
LAREMED B D, BEHRNC, TR 21T MEICRAI Oy % & e AN 31T 5l iuE
DEEAERER 72NN E BT D BN D D,

2.2 E4599 7Rk SEh P ISR IMIZ K D AETHINTED HAL, Z OFET A AK B 5-Ri 120 ifn D BE: R
AL TWEZ ENDARFETEGZOERERE NI O Y 27 K+ L LT RO 2R
eI io, TP, 74 — A7 =2 120 Eorgim (i) OBEEZ A7 5 BF 2 A A
DEFRABR ORGSR L TE T2, £72. BO17704 HBRICBWTH T 4 — A7 — 1 1/2 R
L EDOWEMZZBD TWEEZRAA L TEBY ., ENOEKRBR 2 ha— ik nTix 1 [
H7-0 2.5mL OWEIMOBEFEZBRAEEDOBL E U TEHE LTz, I 512, KEKLO EU Ot
XEORHESEZ L L, WM (2.5mL DL EOREMOEH) OEFEOH HHBHE ] LFE LT,
HBIRRIZT 4 — A= 12 E 2.6mLITIFIEFRETH 5,

- PREXIEIRICEET HIFE L T DER

(V. JBIEICEET2HHE) 22R3T5Z &

. RERURAEICEET 5 IR LZNEH

V. IBEICEET2HE)] 22BTHZ L

. BEERQERNIE L ZDER

8. EELEKRMIE

8.1 AEHEREEIC L DA HEN D oD Z b D, ARIOFGHK THICFN 21T 256
I, RANIOEGHETNOLZOROFINE CHoefifzi 2 &, REDEKE G D6 Fi
FCOEGZ2HIRIZIH ST/ 5 TRV REAIOYREIZZET 52 &, [1.8.1-1.8.3,
9.1.2, 11.1.4, 16.1.1 ]

8.2 BMENHSLNDZ ENDHDOT, #EMMHIXMEZ2EHCHIE L, @Y7 E %
7oz &, [1.7, 11.1.7 ]

8.3 MARMNHOLLNDZ ENRBHDHOT, BHEMMHIIREAZEMOICHRET S Z LNEE
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LWy, [11.1.9 ]

8.4 MMisf & e D ER N e < . AFNZ G ALFEIENBG SN BF BN TH, HEIC
BEABIE L, R DDA I IINER e O I o FTREM: 2 B & LT, A
Hl OG- k%2 & O CEb xS 2179 Z &, [1.4, 9.1.3, 11.1.5 ]

8.5 HREMHI NSO ONDZENH LD T, EMOICMIEIREZIT S 70 EBEL 212475 2
£, [11.1.10 /]

8.6 IMARMEMUNILAEIENH HbN D Z ENH DD T, EHTHRE 21T ) 7 EBIE 2 51T
52 &, [11.1.14 ]

8.7 PHELEICx L C, OPEMEIEEAl & OO HICB W TAKIZ 1 18] 10mg/kg ((KE) ., 2 H[H
kG CE 3 2 BR2iE, B SR (TR E O MEVED @O RS - @S/ et asE A
FHHGESOZAMEIR ST VE) 28G5 L,

<fFER>
8.1 FEMEABRICB W T, AFIDAEIERIBIRICHET D Z NS SN TW5, AEERICE

HI 571X VEGF 721 TIERWH OO, AEIOAEIERIC KIFTHENETETE RN EE
2N Z END, BRRBRICE T A2 ZeRRE LT, K& 72Tk 28 HERE L TV
B DR G0 GRS ST, F 72 AN RER (AVF2107g, AVF2192g K T NO16966)
IZBWT, BB H D WVITRERKE TS, BIESIRIEEEICE S A00HE (B LB, 7 i %)
D3 ALTFIRERUMEE & el U, ARFIOF B CEBEEIZRD biLlc, AFIOR G TH TH-T
b, FTE1T 2 5A 1L, ZeMELBRE LT, INAIORBIC I T AR OLEN 2 D5 E T
I, FINE CORICHORBMEB ZEREELWEEZLND, L LARNRG, AlEER
VEIE % [E08E C X H T2 BMRIZH BT e > TWAR W= . ARG TRIZFR 24T 9
LA, ABIOY 2 E L TRkt 5 B 238 E T D 728 EARBIO %G5 &2 a5 44
BN 5,

8.2 AFNDEEIZ LY WIMENEE TS ZLRNMONTWD, F7o, BIMERRR K O R
HBIZBWT, BMEMEME, SEEZ V—EnMmE SN TEBY . ETICE 2R E S
TWb, 2TOX I RFERIEAL, AFOFRGIZEL T, MEOE=XV) 7 kar ha—b
FEFICEETH D, LER-> T, AFEREINDTRXTOREREFEIZBNT, KAlokGH
WL IMEZ EAICEIE L, SRS 2 LERD D, BILENZED SN HEITE, BERISD
NRHEALE B ORI OIREE 72 & i8I E 41T 2 &,

8.3 EWATAAIOHEGIC LV BHEOEAR (*7 v —BiEGER) BB Lz, 2, KElO#E
FIZELV@EMERS b s Z & 2, —EICEREOZILEMTERBLO Y X 7 [’
WZRDZEDHMOLNTND I EZEEE X T, BEHROEBUIOW TS, @ILE & FERIZER
WAL % L7z, L723o T, AFIOEGHIL, IREAOEMIRMEZIT) ZENEELNEE
2 BHilh,

8. 4 Wi & & o iMIE S 2 9 5 AR ISk 2 ARFIB G- O BRI, E50BE OREFITIS LT,

YR « XRXT 4y hae+SICEE L LT, EMENMEEIHE¢ 20BN’ D D,

Fo, WEEEZ AT 28 & ET 256, RAAERGTROERGZICBWTCTEEOREL

FICBIEE L. MRRERIEE DT O DA TG O K B R B o HEBL L OIK

HIf O FTREME 2B 8 L C, AFIOE G IEZ D Tl Rk nE21To 2 ERXMNETH D,

S BT, TRREBARRIEI 33U T HESE et O IS 2 9 2 I ICARAI O 5- 23 Bl ah 4 2 FTRE

WRH D ZLnn, BRIV TS 2 86 2 TR0 70 < . ARKIZ 5 Lo AL SRR

MBI ST BFICB W T HEBEICBR 21T O LERH D,

WIRBIEERE 23t g & Uz BRI REF AR RER I B 1 2 M i OB IOV TiE, 5o

L E TR T H Z &,

st & ERNELEIRGEZIZIB DT, BRI ORHWEHIMEDNEH SN TV D TDREHE LTz,

EINRGEIRER ICRB\W T, MARMERy N E NS STV 5 72 O5E# L7z,

ENARAGE D ELSLHIEICOW T ER EO VB 23«5 Z & 2 HEYE L TRE

ST ARAGRIE - ISR SREICB W T, AFlo THIEE  10mg/kg 2 HFMMRERE G %

W& T 52 EDOWEED PMERINTNDEOT, IR THERTH I &,

© 0
— o o
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6. BENERZHEITHBREBICHEIT HEE

(1) B6HE - BREEZEOHLEE

9.1 AHHE - BERZEDHLEH

9.1.1 HILER EBERNOREEZEH L TLEESR

HILEZRIDR SO bhdBENRH D, [1.2, 11.1.2 5]

9.1.2 RELGFMOMBIAERE L TLELESE

BIGIREBIEIC LD AHEN S DN ABENRH D, HRHAERIZI W TR E 22 itk 28

H R LTV W IR & e b L2kl Ze vy, [1.8.1-1.8.3, 8.1, 11.1.4 &/ ]

9.1.3 WNEzFe=FH I H8FE

Mg (M2 ) 287 2 BEICAF R G T25461%, Blg22 o2 70, i

DEEDOIND &L 9 BRIERDFRD DN GEIE. AFIO®E G 1250 CEbl xS %2179 Z

Lo WS AR 3 588 T 2B O =023 8E5 S, £/, WIRBIFHES 2 x5 L

L 7= [EBR I REF R BR I BT, AFN O 51 L 0 g i O3B0 8 < 72 217 0358

HILTWD, [1.4, 8.4, 11.1.5 &H]

9.1.4 EXMHOFEH., REREEDHLIESE

HIm2adH b sBENRH 5,

9.1.5 MEEREDREFNHIESE

DMRARZE, A ZE, G ERIRIMARIE . MZERRIE/R END LbhbdkEhnd b, [1.6, 11.1.6

Z ]

9.1.6 FERRDEE

FRMARZEARIE DRI 2R 7 N@EmL b BTN H 5,

9.1.7T EMEENESE

EIMENENT HBEZNDRH D, EEROBEEN LAT LR H D,

9.1.8 5 M DFEXRIBHREBRLENDEELDVEREDHLEE

) S IMPELARENEL TS b sBZENNH D5, [11.1.12 ]

<>

9.1.1 ERNADEERRER N OVESTTIRZ ICB WD TIEE RN H b= < OBREIC, 5
AL, TRER DAALTFHIEICERE T 5 KGR EDEIEN DO RIES, BIEEEOS01H
o7, &2 IEENRIEEZ S L TWAERE ] ITB W T, B50m G 2 EE I2H|
Wrd sz L, /2, AFNOBGHMT, 20X 5 REBAEICBOTCIFRICEEL, EER L
DT IkE R ST, MLEBEIL~DORGH MY 22 5 21T ) MERH D,

WA TR % s 01 2 5 TRl Tl THILE LR & b 2 BF I A DN BEET 54
OHE & LT, BRRICET 72 BRI 2 FR oI, B%E, BiE. BoEI TR bMiEshn
TW5,

9.1.2 FEFRHBRIZBN T, AFDAGIRERRICEET L Z L RREINTERY . BAER
BRIV TN i & OBMETRIEEIE 2 5 A 0FE (B LB, Ih M%) 238G S
TS Z Enb, BT, RERFMEOBE A ZE G T 2561T%, BE5MERIZE
WTHTRIRSERICIER L TWA ZENEE LN EEZ NS, LEN-T, [REAF
FOWAIPIER L TV WEE | IZOWTIE, 1B LA & fatt & 2 BE L TR5
DOWEEZEEIHWT 5 Z & WAIDOIRIEDS I N TRWIGEIZIEL, KE Tl 28 H
LA BRI U TR W B BRI BRI R BRI ST, T 0 X 5 ZdEBliz %9
HEENEERPHER SN TVRNT L 2L EC, HEREICEGOMEEZMRHNT DI L,
Flo, 2D KD RBE AR OG- %17 5 GEa i, Al LB, I b o i & OV i
BOHEDFBL EIZOW T, FRCHER L, MINWBIER AT O 72 IEER IS E(T O L3
N5,

(RERF - BAE, BAMG, RS RRREZ (O T, BERUIEREME 5 TR, NERESETFITE)
9. 1.3 AAIDEGEIE I Y 227 07w, MHmFEHz LA ST 5/ H 5, MisEaf
T2 BRI T D AA G- OB, N OEBEDOREBFIISLUT, VAT «_XRXT 1y
M oIl BE LI BT, EMEMERICHE ¢ 2 06E DD, £, BBz AT 58
FICAKN OG- 24T 5 BpElid, FrICERE L, Bl 2 01247 9 72 SHEEIH IS E1TV,
MM 25 Be oA D & 9 ZRIERDFER D DIV EIE. AR OG- 1k 25 o TR Z2 %S
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EITHOMENRD D,

9.1.4 THXRMEHIMER, %RAMEELRE 26T 285 1%, BKRBROXIG R4S
. INHOBFITKT DAKNOLEVEFERIZ 0 IR STV R0,

9. 1.5 B OW/ KRR (AVF2107g. AVF2192g, AVF0780g) DOAK|EGRED 2 HE4 L,
ZEET AT ¢ v 7 BlR AT E W TE R I3 CEIR AR ZERRE & OFR IR M2 2848
JEDSEIRIN % Z 52 U AR, BhRImAR ZERRIE DBE 24 L T 5 B3 K ORIk I F2 2
IEOBEEA A L TV D EE T, 22, AFIE 51 T o Bk 42 FE A2 5E O 5 81
U 27 R OARANE G OFIRMGERIEORKI Y A7 nEl kb tEx b, L
7ol o T, FHBtARTIC, BRI AR ZERAE K OV IR fiAse ZEARE 12 B 3 2 BEE O 1 2 fife
BTHLEHIT, ZOX ) BRBEICKANZZRGT 555, FICHERE L, MirWBlgEs
AT O T EOHEBE LKL EIT O LERH D,

9.1.6 BERFEE CTARAIZGICL VEIRMGERIEORKE ) A7 RNEEDLEORENRH D Z &
MBS Lz,

9.1.7 AFIOHEEIZ LV @MENEETLZENMONTEY , AFIOBGITEK L6 ihE
PERE K NS IMJEME 7 U —B R RE L, ECICE - -HIRSRE SN TW5D, £7-. BRR
BRICBWT IEMER 2> o — L SRTWARWEE IR SR SN2,
TN OBFITKT HARANOLEMEE RITER I TR, Lo T, #&554600
(2 EIESE OA K QBRI OV CTHERR L, B ORRBIZIS U T, &5l OME &
DI 21T ) LERDH D, £, [EIMEEOBRE ] 126 L TARIZ EET D H5121%,
B EAIZE ONBREHR 2 Sl X v EylicimEE 2> he— v Lz E TR EBBL. A
F OGP IIFR A NWBIER 2+ 01217 O 7 EEE KNS EIT O LER D D, 0k,
AFN O G I 1L, B EEOHEC) D BT, T XTOEE BV TCEBAY 22 1M
JERIEZITH Z &,

9.1.8 HafBMEFLIE 2 x5 & L= iAMEARRER (AVF2119g iBR « AFROEGEREL OHEN) (12

BT, SFIREE & bl U CABIR GRET 9 o MO AR EOFRERNE -T2, 728, BN
S DOEFARFERIZ BT, FEBEMED 9 s A4e U NYHALD —1V) K OVe=EBEH
F50% AT DO BFIIRIRN ORI LTV D,
) S IMPEDAREDORBRERD EHZRBDT-OIIEICHES - BRAEEZ S L LEERBRTH
D, TV RNT7H A7) RIEANT X DRNTER OB & CHRERINT 9 o M LA 4 X
HEEBRR EORERDMEBROHHBEICONVTIL, BbTEBEARHDLZ LD
HEERXISEZT O LERH D,

(2) BHEETESE
REIN TR

(3) HFFEEEEESE
REIN TR

(4) XhEae 2 AT 58
9.4 HIEREZ AT HF
BN 5 ATREMEDN & 2 MR, ARG, Y RRHEEZH WD X HHET 52 &,
T, AABEGH TR O EAK 6 7 HREITBRETIEEZ AW S X o852 L, [9.5, 1521 %
i
<>
AN G SN BETHEZAET L IROHERRESNTWD, £z, v E AW A5H
AR ERERAEE) T, B RREER OMEFEERHRE SN TS, IBEORE
WCBWTIIEF EIIMO CEECTH D LROLINTEY ., RHAD IgG 13 2 @45 =
ERHBNTNWD, LEE-> T, AFNC L VIRIROMEFTAENLE SN AREERD D,
R L CTWAHEEICBW T, ARORGIZE D ERRIFIRIZIFICED Z EREZLNDHT20D,
TG UTIEAR L WD ATREMED & 2 BE B W TIEAKIZ W 2 & T3l BIFE LA
PERfERMEZ EA D &P SND LRI ORBEET 52 L,
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T2 IR D ATRENE DS & D AMEIIE AN O 8 G-I A OV AT O F G-I T1% b &K 6
VoS MBS Rl i SR LRI NI =F - A RS TN

CARH D T B RE A0 % 58 L. AR O 5-HIRIRE 7% 1231 2RI 2 . ARSI G% 6 1 H &%
ELT)

(5) WEm

9.5 1%

Il SOTHEHR L W2 AIREME D & 2 £otE ik, 16 LB REN G %2 BB D &l S
NOGECOREET D L, RElZHRG INZEETHFBEAET I ROHERHRE SR
TW5, £72, AFIZ VX EEEAH) 1CE5 Lzt 24, I8 - BIRFEN KOS
D Bz, [9.4, 15.2.1 &R ]

SR>

ARG INTBETHEEZAET L IROHERRESNTWD, £z, v &2 AV A5H
BAERMERE GBI S) TR RBEER OMETEERHRE SN TS, £z, BIEO
FEHEICBWCTIME A IO CTEETHL ERDOLNTEY, fRHRD IgG 1T 2 EiE 4
L2 ENRMENTND, L7eho> T, AANZ L 0 IR O MAEFANRE S NS REERH D, L
Oz NG, HIRL TV DEE TREAFOEGIZL D BERRITREFICED Z ENREZ O
D70, M XOTEER L TV D ATEEMED & 2 BF I W TIE, 1RIFE Lo A RN Gt 4 EF
L SN DA ORZEET DT L,

(6) E3w

9.6 RELIF

B EOFRMER ORFREORSMEEZEE L, BALOM UTFIEE2miTTo2 &, K
Floe TR ~OBITHEICOW IR TH 528, & b IgG Tt it s 2 &0
MHNTN5,

<>

FEERRER (1 =7 A Pk 2 ER SRR Cid, FHHPcs 0, By BE
RFRO BT, AFINE NILHFICBITT 20 ENERATH D08, BHIRD 1gG LI
BATTDHZEDNMBNTND Z EnD, AEINHLEOREICERELE KIET /RN H 5,
AR OF G A NCARFN OB G THORAK 6 W AR ITRA LN EREE LUy,
CAFI DS B RE LI E R ERE L, BT IEOME 2 AR ORBIE 5% 6 A LRELRE.)

B, BILFOBE L, BRRBROMEN OB SN TN, 2D XK 5 RBEICBT 5448
PRSI S Tunany,

(7) NR
9.7 /NR

9.7.1 /WRZEE G & U= ERRFBRIT SN L TV 722,

9.7.2 /WNRETEHE (FALUSNOENAD) BNdHbbhbd L OHRERH D,
<SR
9.7.1

FEREIRRER (=27 A P ick i) 2 KEEGEERR) CiX. Bk n T, Bimik
BRIZEDRO blz, £, KREFE TORRKRBRICB WO TR & L7 BEIL 18
LA ETH Y | ARMARE, FrAaN, f, ShIR USRS 2 22k K OV 2h X
fESE L TR,

9.7.2 A Z85 S ilz 18 Al D BE BN T, BHUSN DI OEEFEOHRENH 5,

(8) EhE

9.8 BHhE

BEOREZ DB LN D EEICER G T2 2 &, WAMERRBRIZEBW T, 65 Al
DR L L, 65 Ll Lo BE TAFIE G X 2 M ERIE, — BN mREIE, D
FEZESE O BRIMAR ZEARIE DR BLR O EH 3380 bz,
<SR
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s iR B (AVF2107g KON AVEF2192g) (28R TC, 65 iR B & il L, 65 Ll Lo
B CAANE G X DM AE S E, BRI VR, O R ZE4SE O B R A% ZEARE D FE B
D EAPBO LN, Flo, —MIT, mEnE L, BHEHOREY 27 L s ml+2HFLTW
HZENBNEZZ BN, BN, BHERECEF OWREBSEZ ol L, &5 0
BERPIT D E &b, AAOKGFITFHICER LHIDWBIER 2 T024T 5 7e SEE IR %
1TOMERD D,

7. tBE{EH
(1) BtRZEZ L ZDER
BRIE ST

(2) HfRAFEELEZDER

10.2 BtFGEE (HAISIET A L)

SHEHI 4 B RAEIR - FEE TR HeFF - fElRIA T
HUREFI] LY 2 2 % B930S 6 % 52 s
AR HI3 3 Hbn s BFNNH 5, a

o H5.
U7y 5

<SR

AANC LD HMOBEESENBO SN TS0 THERERZEE SN TWEEE] 2B\ T
%, ARG OEG A2 EEICHET 2 0ERSH 5, £, AFORGHIR P, 2 b o BTkt
LTI, FRICHEE L, M WBIEZ 31217 0 72 ERRCIEE RIS 21T 5 2 &

7k, EWNERARRERIZIV T, DEERAT 10 B DANIZ IUARSE IS5 3 2 Frinse il o 5- 217 > T
LEE ] KOS 7~ F S0 BMERR RIEMERB OO i/ IMUEEEZ I+ 2354 (1 B
325mg LA L7 AU VA D VIEIEAT B A RPIRIER) ORENLESD L WIEIHR5F o
BE N, BB ENLRIA SN TEBY., Zhb0BEICKHT AR O ZEMEERIL. H0ICHE
RN TWRLY,

8. ElEA

1. 8lER

ROBWERRH B0 DZ 05D DT, BlEZ STV, BENFRO bNICGEITITE
Ha2dIEd 5 7 EEU e AE AT T L

(1) EXGEIERA & MEAREK
11.1 EX%GEMER
N1123v9, 77745F2— (1.9%)

vawv /., 774 7% — -infusionreaction (ZEFIE, WEIREE, 1 ISyRE, WHEEEARE
) MbOLOLND I LN D, BBEIERNFED SN HEE L. AFoORG 21k L, WG
W (7T FLF U, BIEREAT A FALL fie 24 I UH1%) SEO@EURAEEZT 52
Eo
11.1.2 HILEZFL (0.9%)

IR DHRHRE I N TS, HILEZRILEZSINTHE1E, BEERMELE ZILNE
KT LHBENDRHLDT, AHZFKEG LRV L, [1.2, 9.1.1 ]
11.1.3 #F (0.3%)

HLEE (B8 REE, BEE, JUERIEEY) XEE DS OBl (KB SEEE, W
JRAFEGHE, JHEHES) NHObNDA I ERHY ., FECICELHINRE SN TND, T,
KERBEEIEEOELND SO EBE T, Afl2F&RE LW &, TESEE
XfGe L U T s R R T, AL E g (B IEESE) (8.3%) \ THILE 8 (IE ) (0.5%) .
HALE LIS O (FEEIEES) (1.8%) NEOLILTE Y, BB H 0L X, BT~
DIFRERBEO B HREThH - Z EBRHESL T\ 5,
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11.1.4 BUEAEEE

BUMETE IS B E T T ATREMEN B 2 v, BIETRIEEEIC X581 LB (0.5%) M OMiTi4
Hif (0.4%) EOAHERH LD Z ENH D, BUBEBIELIC LD AIHEN D b
5EX. AMEN BT 5 £ TARIO®R G2 ik L, @mbleEs1r5 2 &, [1.3.1-1.3.3,
8.1, 9.1.2 ]

11.1.5 Hi (19.3%)

N B i 2 & e, VB i (thif, Fif) (2.0%) . A (g - vgif)  (1.2%) .
fiHii (0.1%) ERH bbb I bbb, £o, SHim (15.1%). EAHIM (1.4%) .
I (0.1%A3) ZEORBEHIMASH Hbhd 2 ENRH 5, EEOHMIZBWTIFETIC
ELHHINHE SN TWA o, Mittifn (Fi) XIFXEEOH N H & biizgHaiE, AAIO
eIk L, dUREEITY 2L, £, 20X D i d S b BE T, BE
DOHIMAFHET LB ENDRH LD T, KAl fEG L &, [1.4, 1.5, 2.2, 84, 9.1.3
Z ]
11.1.6 M2

i & AE (BEEE A . —@PERME M EE (0.1%) . OiE%E (0.1%A3) . BE0E (0.1%) |
MMRE i (BT . MAEZE (0.2%) FOBhARMARIERRE, K OVESEIRMARGE (0.2%) .
JHZEARIE (0.1%) ZOEIRIMARIERIEN D LD Z ENH V| FHLICELHINHE SN
TW5, BIRMARZERIEDN S S b B TlE, FREFICETICES/REEL H D DT,
AR FHEE LW L, [1.6, 9.1.5 ]
11.1.7 SlEMERE EEAH) ., ShEES )—€ BEEAH)

a v br—/VRROEIME, &IEMERE, SiEEZ )V —823H 6 bnimaicid, K
FloBeb 2L L, @Y EE1TS 2 &, £, @MEMEME, @ifEMEs U —8 RN ER
THBZENNHLDT, ZOL ) REFITIFIARNEZHEG Loz &, @illEORIRT
ARFNOHEIAHRE LT LT 2N R I TCns, [1.7, 8.2 5]
11.1.8 aI# & A EREEIEEE (0.1%AK7)

AL VB REREGRRE IR - SR, R, REPRIREE b, RREE, EE%) »
HobNDZENHY ., EIEEMED B & DR WEIRRE SN TS, BIEgE +0121T
VN, AT B RMEE RN B T2 AR, ARloF G AR IR L, mEOa Y fe—
o, PURSEIRO BRGSO R @EE1To Z L, [1.8 B
11.1.9 27 0—EEREE (0.1%A7)
EEDOEARFEORENRO bNI-HEICE, &5 E2PILL, @URAEZITO 2L, &
F IR DR BRI AA O FHEICHB LT LA T 2N R I Tn5, [8.3 %]
11.1.10 E&EHHI

thOFUEEMEREEEA & O ORI IV TULMERBAME (0.1%A3) . 4 HERBD (24.5%) . F L
kb (24.3%), &l (8.7%) . I/ (10.4%) BdHOLLNDLZ EndH D, 70k,
AR T O FTEM R EANC AR 2 0 L7ZRECB W T, R L TO R WS ik LT,
15 DI R ERJRE | FEEVEAF TR ERIBUDE O BN E £ 5 Z E R ST 5, [8.5
2]
11111 BR9E (10.0%)

IR ERR D OB IEIZ Do B IR (0.6%) . BUMIE (0.2%) . BEIEMERRIRZ (BEFEARB)
FOREGLEN B DI, FECICEDHINIRE S TN D, 7o, BEFEMEMHERIZ OV T,
BIETREELE, WALE AL, ALK LB lmiE ShTnd,
11.1.12 5 >MEDFL (0.1%A5)

FURE A RR L LA ERRBRTlX, 7 L— R 3 LU EDOESMERER SN 2.2%DHEFE TR
SNTEY., FRREABIOLIL, T b TV A7V BB OREIE, 2 BE~D fi it
IR SO HHBRE Th o2 ENHRESN TV, [9.1.8 2]
11.1.13 & M2 (0.4%)
11.1.14 mieMEmu/hmERE GEEARH)

AR L NGB PSRBT . Vs LM PR FE S A S5 D AR PRV NI E 23 0 o 5 2 &
oD, M RIMERZ M5 i, f/ R, B EENEO b NEGE I, 5%
kL, #UREEITH L, [8.6 5]
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11.1.15 EhARARRE (0.1%Aik)
RBVRAREEZ 2 CIIRREE DS H 5D D Z LB H D,

<PERD
11.1.1

11.1.2

11.1.3

11.1. 4

11.1.5

AHNEL, B ME~vTURE ) 70 —F AP THY | BERHIZT v 4 =— A NLRAH—
PREARZ VTS Z &, KU 2% I VIEFBHER OB TWD AR Y Y b_— K
BEENTWDHI NS, ZNOERPICE DYy ay s, TFH747F v —%@LZ 40
REMEN G ETE RV, EEMELIT- 7,
Fio, 7 v —F VPR S ERE A A H 9 5 B2 I2IX. infusion reaction 237§
BT 5 REMERH D Z N LTV DY,
* Points to Consider in the Manufacture and Testing of Monoclonal Antibody Products for Human
Use, FDA, February28,1997, (62FR9196)
AHNZ L > THELEZRALOFRBLY 27 BHEINT 5 RS H D . HLEZRFLICBEE L
IR ST FIRHE S TS, HEEZFLOFEE & B\ I3k~ T, JEMEM X
BARA Tl A 2RO T NALE 2 L CHEE LIRS 5 — 5T, 1 bE LIS
K923 CHI, BEOBKRBR TALN TS, {HLEZF OB —EDMH
miE7e < (AVF2107g 5% : ¥ 5-Bi%A7% 8 H#~3883 Btk (BEL-HICOESIE BN
171 BHE&/1 . 215 B2 #1)) . 2fG5HEZE L THEBLL TR0, HE LT,
BHHMF O EDORFRICB W THRELT L RN H D L VWZ D, HILEFILOEE
bEBi <EIITRIRENEETHY | AFORGHMTICERR ERH - T2HE .
HILE IO EZE O CRIEICKHET 2 Z E N KREITH D,
W, BT 1112 HEERILOHEBIZ THLEE] 2508 L TR, 2ok,
ST I T D RS CIHAL BN OFR G REBL L, A CTHTICE L6 b S
N2 et BHLE LTHAEZ L CUERMREZIT > TS,
[E PN CIEAE I « B 2 x5 & U= ReE i ARG A IC W CREEE (0.07%) . IBEE
(0.04%) . IHERIEHE (0.11%) . BBEEDEE (0.04%) . ZoPEAERRZRE (0.07%) OiE
D5,
FESERE & R LTV R AR (GOG-0240 585R) (23T, EFLIXMbLARE
BET 222 M 5 5l (2.8%). {LFEE+ T NAF > 15mg/kg BET 218 fH 23 {4
(10.6%) IZRBNRBD HIL TV D, fLFRE+T N A F o 16melkg B TITIHLEE
B (EMEES) 2% 8.83%., WHILEHE (EME) 28 0.5%., HLE LS OB (Bt
) N 1.8%DBHE T, HHICRIT A EALNEO LN TERY , BB DL 13,
TR A~DBEHRRIEREOH HHEE ThHoT-Z LN HRESINTW5, B, ENFEI
FRFER (JO29569 lR) DL HlixSf] 7 izl VT, BAITRD b TV
A%
BT 8% KX T AIREMEN S 2 AL, BIESTRIEEAE L X DA U BA M OMfi#4 Hiif.
EORIHERHLDLINDZ ERH D,
AHN OB 5P AETEREIEIZ L A LB LK Ot H il D& PHEN H b b5
BITIE, AT 2 £ CARAlORGZF 1L, @URLELZITS Z &,
7B, BRRBRIZB O TR E 2T 28 HERRIE L TV e WBE TR 2 &5 LT
FRBR L7200,
ENAOEERRERIZ I 1T A2 RFEW 2 MM FGE, MOk g i & T B
i) T U7z, KRR H M X E A I3 BL L 72 i C, & O K4y i% NCI - CTC
Grade 1 @& i (HMEER] 5 43K0) Th 0 EHEICTHAE L, PP 2{bRiE
ROARANOTEREAE TN B IR D> o T2, NS B M I XA AN R e RIER O 1 > & L
THONTEY ., FEHaltERE cBOCMtm (i) & L TomERLZR
DHNTWD, il (i) (X3 Rt EE ~OF G I W TLeX R B, I
WICHEBERENWEH & UTEMT b, BISHARIZE T D IE/ IR fHE O FERHZ I
1. BHOBENMSUTEEREN S, ENOBRKRBRICB W TEMIZ L ST
fil b STV D,
— 5. WA R R N OV TR I BV T, EE RS RS M S TICE -
TBIDEHE SN TR | EBMHEGE G OISR i & L ik, WikEHm (F
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11.

1. 1.

1. 1.

1

.6

11.1.9

1. 1.

11.

11.

p—y

11

.12

11.1.13

i, A V) B S A ST b,

B R M A% ZERRAE] VAN ERPRRBRIZ 35\ T BhR MR ZEARIE OO FE BUSRE DML S 1 B
BEL Ll L. AFIOFRRCEAEE TR b, BIRMARZEARAE I, AN FE1E,
—IBVERRIMSEVE, OAAZE, S0ME, MM, RSN S ., FLEICE -4
HWE ST,

[ R FERRE] VS BPR SRR 3\ N CHLE O IR IC & 0 BT IS - T2 il 3 ity
INTWD, FTo, ALFREIERMEE & bl UARKIOF BRI @5EE TR0 B 7= 3lBR A
HDHZ L. RO RICHEN - EGRE RS T, Lol &0 A CHlRIMAS ZERRE 3
GORBRNHIAE N E OWENRDH D Z & 005 | AKFIOFKGIZ XL ) KESHDORL
VAN ERTHAREMENRTETE RN EB T,

AR OFEIZ L0 EMERERTHZENMONTWDS, MLEZRDOIZEED I H
%< OGEIL, lx OB IREBICE U ARER R EER (DL o LE5iH, 7oy
FT T R ILEA BT, FIRE I OREER]) A HWD Z & Tt
DAy b —/LRAREIE o Te Ay, — T, WS IRERER (AVF2107g & Y E3200) &
O IREE IZ 3BT M EMEE & OV I ENE 7 U — B R Sh Tl v, L
(S T BB Sz,

WA T R 1% B OISR IRERBR IC 35T Al litEf: B ESE BERE S s STV b,
—WRIT, TR B IMEIE R, R E (RRRUEMERE) TH Y | RERHE
e LT, EEORIE, 7R, RBREE L, HREE, EEEOER K Ok E
R, Fo, BIMEIEZ LD BE E DR VWEE E ARSI TV D, RIEERED
FRARBRIIZER TH D FFR TRV 2| BEEZMNCIT, BRIC L 22WBR0ETh 5,
AN OFe G I BIZE & 01 AT VO, AL R NE SE R S B L T S A
AR OFGZPIEL, MEDOa Y ha—/b, JrEEERO#K 5EOMY)LE 51T 5 2
&

YRS RRER . B PR E TR IR W CEE ZER NSRS STV b,

sk & ENRLE IR e I W TR ORIEHBERER STV D,

V9L b ETORKRERIZ B W CTRBEOFEBUE A 2358 5L TV D DI TIEZe s,
WEAMEAR BRI B WD CHUBMEREE AN AR 2 0FH L72BETiE, R LTV 2RnEE (bt
SRR RMEE) & bRl U R R O i R BRI AME . FEEVAE A TP ERIBUE . i ER DK
DIE R O RYYE  (IILIESS) ORBHENS LD L OWREND 5,

WIFE DB A k5 & LB I —HE SR EE A biiEalE (BO21990 ER) 2k
W, RYYENAFIRE ORI+ EHRiE/ 7€ 1 I R) T 51.9% (241/464 f1) |
FIvREE (X TR HBERIETE Y 1 I F) T 38.0% (170/447 f5]) 1238 5
. RKAFETRARNEL o 72, Grade3 A b HEE YL E Tlx., ik
(2.4%vs.1.6%) & UMIE (1.83%vs.0.2%) TARHFIBEN 77 & AREE L O TORE N
R L IR,

I REREAE & OBIE SR 2R EIYE DRI L FZBO LN TWD Z &b, Bl &
IR OFEEMEEE & UCERE LT,

LR 26 & LT VS R AR (E2100 58BR) 1238V TRERIHR A 5 M OV AR o 2
7 2 (AdEERS ; National Cancer Institute Adverse Event Expedited Reporting
System) (ZCUNEE L7= Grade3 LL LD/ sSEERE R 2B 92 FRORIRIT 2.2%
ThoT,
FEARBTERRENTZHIEROHENSIIANN D, BB E SRR Z e
> & RFN OO FHZN R A fit U 72 85 AE bLie ikl (AVEF2119g 380k A A 15mg/kg/3 i)
2B W T, SFRERETIL 9 o MO AR 215 Bl 2 ] (0.9%) el 7= DIckt L,
AFNGEAEETIX 229 Bl 7 61 (8.1%) IZRD BTz, D DOFRITHEIELITIENH
D, ARG LT _XTOBEFCT Y b TH A7 Y R3EA (R: ey B
B 58 240~360mg/m2) ([Z L DIREEN DV, o, INHOBEDZE ATEMEEC
%9 D B RRIRIE ORI TIRE N 8 - 1=,

FERG - EAGE A G b LI ENEEARRER (JO18158 #klR) K OFEM HEMRAE G
AR : 2007/6/11~2008/12/31) TUUE iz TRVEMERIZE) 12 EFID H &, ENER
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11.1.14

11.1.15

RERERIT 1 6™, FrE i HEGERA L 11 HlCTH o 7=, JETHITEEERH ERAE D 2
fFlC, ENERRBRICI W TIE TRVEMEMZ ) I2 XTI HE S Tneny, AA
EALFEIRIEDFH T CORME MR OB BRI EFRIEDO L THE STV A 5B
EHZ5HOTIERWD, KA EALFEEOAIC LV BERRE SN TND I En
O, BERAEEAIC THREMEMSE) 2L, EERmiZTsZ L& L,

% TARFLORBEA T TREMMZK ) OFRBUTRD SNARDoT-0, ENERERER ) & KR % O BER

BRI TRIC TRVEEMiZE ) S S,

ENRLERFEZIZBW T, MARMER/ N EE S HE STV 5, AR/ M
SRBER . IR AR R IEE RS O AU NI EIE R S Db b Z ERD D7D, E
MM 21T 5 72 PEIER 2 012470, BRI ER 2 0F 5 i, f/ Mg, Bk
BERE N R LN A1, AR EZ il L, @R E 2175 2 &,
EINIZEBW T, AH L OBEMENGE CTE W BRSNS ShTnbd, AFI#E
A EIRAREE 2 R BL U 7RG 02 < I, BIRMEBEDRILY A7 & L THLILTWVWD T
T 11— L PEEIHRAE A LE <0 1 L5 DO BEE R K VA OHEZ A L = b o0, BhRAZEE
DY AT R =R/ WVEETORBLBDO LN Z Lnh, KAl & ORFEGRISG
ETERWEHIEr L, ERZEIERIC TBIRAREE) Ziod L, RS 52L& 0

7’9
—o

(2) ZDthoEIER

11.2 ZDftbDEI1ER

B AR O &

5%LL E 1~ 5% A 1% AT BEEANEH
PR ERME CRREME | SRR BLE  SE. R | AR, IRAriE
EE = —m Ny | IRIE, REWED £ | £, RE, IR
. , —. RIEPEEH= | v R, Ohp s 6
FAPERRER | L L oo~ R, HEEEE
TR B )
(15.8%)
O B OB | R ERE, DB | HEE. ERR., | BBkEE
(14.7%) . E.D | &, HARPE B2, HLETEE.
(14.1%) . AWK i, FEEE. IR
H{bas (11.7%) . TF#i, B PR L R L YT
Mgk, {E PEAIER . P2,
Bl N NN
JEIPHIRE .t D il %
B K OE A B M| R BUN #n, w2
(10.5%) LT F = N
JFEgRE R E (AST | B U LE
L FH. ALT 5. |
ke y -GTP ¥4/ .
LDH #3/in%)
U v SEREOE A, | INR#I, 7 47
TA4TIVDEA |V U, A
e e ~—HE N i Bk %% # 0
L APTT JE5.
BEm, 7o b
oV BT R
O - &% it (18.2%) B, JRMEFR ERMAE R
BLBAE (10.7%). | LS. TOIE | AL, 255005, 8 | REZE G, FBirE
5 W95 e, OS2 | wolde, RJEHIL, f2 | &%
9 FENE JE 2% TBR 2%, TV
FA, wmal
P R &R R, A ERiE VOTE ., i Hs A
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WeBLe, frPhm e
L. IREAERERS &
(FEARE) | i
i
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IR EIBR N RE 70 AT « B ORENG - B ICxE 2 EWNERRRER [(JO18157 3k,
JO18158 Bk & 1 JO19380 iR ], RIAHE DR LRI % b < AT - B O IE/ NIaifiE 12
*4 5 E AR ABR[JO019907 B ], FHFAGE ST I 2% 2 E N KRR [J019901
B, M5 OBIENE IR T 2 EB LR AR R [(BO21990 36k ] (EWNAERF]) . I EIERR
FRRE L) 2 ENERR R [J022506 38R ], JFHLRE (233 5 ERE L FERAR B (GOG-0218
ABR ] (EWNIEFD . T SUIFERE O = SEE IS 2 EWNERRER [J029569 A5, YRR
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<ZERHR>

EHEREIERRIREE
2 /NG G 4 Pr-ata
S0 - I sl T S RN P el Rl
[ B AL [ [ B L[ | BRI Al -
EW - EAN EAN EAN SRS SRS EAN e Gt
AR ﬁ;gﬁg Bk | ks | Eats | mkats | PPV ey [ ERIRRERT | ppargy | BRIRPURT
(J019907) | (JO19901) | (J022506) (B021990) (AV03390) (J029569) (Y040245)
a2 DI 140 2696 2814 125 120 31 19 50 24 7 35 3175
I E 2 O R BUEFIEL 140 1668 1789 125 120 30 19 49 24 5 31 2143
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1 2) RV LR % bR < UIBRARRE 72 AT - B3O IR/ NIl
1 3) FMTREE UL AN
HA4) AT UTFEIR O 1= S
T 5) BIBRARRE AR
H6) JO18157 iR, JO18158 #kbik & Y JO19380 sk DA F
7)) EAEKRERD & REIRGE% OFEMR A BGER AT LT 22 Hlo B ZBRW 2 FIE O A5
H8) EWEHITOER
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10.

11.

. BRRBRERBRICRETEZE

RESH TR

BERE
BREIN TN

BARALEDIE

14. BHLEDIE

14.1 EHIFANBFOIEE

14.1.1 KA OPGRH TV EE A2 TSR CHRE Y . B RABRAERIZEMN LT 100mL &3
%,

(P & B Y JFHR D

REHY & (mL) =1K&HE (kg) X 1A% 5 & (mg/kg)

25 (mg/mL)
1[mli 55 VXY & (mL) FHHE
5mg/kg HE@Y & (mL) =&E (kg) X0.2 (mL/kg)
7.5mgl/kg HERY & (mL) ={K&E (kg) xX0.3 (mL/kg)
10mg/kg HERY & (mL) ={A&E (kg) X0.4 (mL/kg)
15mg/kg HERY & (mL) ={K&E (kg) X0.6 (mL/kg)

14.1.2 BRAEBEBHEIELANIEHA L2 &,
14.1.3 HRFRR L, JRZIESCH AT 28, 2, BRIIEETL 2 L,
14.2 EXFIBSHOFE
KA & 7 R OBERRIR ARG LT2BE, "NV AT OSIMlOBITENEC 52BFNNHH7-0,
7 RO BERIR & ORA ZRET . AFI L 7 R OBEREROR U ST A > & AW R 53T
brnz &,
<SR
14.1.1 BIR L7 HEL OHAERISISE U T, AFIOLERZFEHE CHRERY . BRAHESHEIRICHE
AL THK 100mL & 452 &,
HEL LT, IhERY BOKRERELL R L,
[(25] (KE#HFEE

K 5mg/kg 7.5mg/kg 10mg/kg 15mg/kg
(ke) BEE | HERVE | REE | HERVE | BSE (KSR E| B5E |[KERVE
(mg) (mL) (mg) (mL) (mg) (mL) (mg) (mL)
35 175.0 7.0 262.5 10.5 350.0 14.0 525.0 21.0
40 200.0 8.0 300.0 12.0 400.0 16.0 600.0 24.0
45 225.0 9.0 337.5 13.5 450.0 18.0 675.0 27.0
50 250.0 10.0 375.0 15.0 500.0 20.0 750.0 30.0
55 275.0 11.0 412.5 16.5 550.0 22.0 825.0 33.0
60 300.0 12.0 450.0 18.0 600.0 24.0 900.0 36.0
65 325.0 13.0 487.5 19.5 650.0 26.0 975.0 39.0
70 350.0 14.0 525.0 21.0 700.0 28.0 1050.0 42.0
75 375.0 15.0 562.5 22.5 750.0 30.0 1125.0 45.0
80 400.0 16.0 600.0 24.0 800.0 32.0 1200.0 48.0
85 425.0 17.0 637.5 25.5 850.0 34.0 1275.0 51.0
90 450.0 18.0 675.0 27.0 900.0 36.0 1350.0 54.0

14.1.2 KH| & DIRGFHIOMED AL 20 T & DR STV D%, AR O TH
Do AFOFEIZIT, ARABRRBBROLZEHT D2 L,
14.1.3 AFNFHARAITH Y | EMKR OBEREMEOHERFOBLEN D | TR OFRIRIIFEET L 2
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Lo BRIRO PSSR ZHITDRNWZ &, ek, RANX, PLEEEA 258 LT
U\fafll\o

14.2  AH &7 FRUBRRKRZIRS LI2hE. "NV A T OO E L H2BFNNRH D57
O, 7 RUBERIKE DIRE ZRET, AFIE 7 RUBEROE U sl 7 A > & iz [FR
Hidftbienz &,

12. Z0foiFE
(1) BRERFERIZED CI1ER

15.1 BREREAIZE D < &%

15. 1.1 AR ARERER 1T 3 TARA &AL P E 2 FH L 7 PR Rl 2o /B3 1 AL P iE D B %
FEhn L7 B &bl L CL IPEAERER A (B -HCG ERMA M < 3 7 A UL Efkei+ 2 4%
A#7H>> FSH=30MIU/mL) OFBENEWE OREND O | ML T O i REM: A R IE
Stz B, AAIPIEZICIEE A EORE TINEMEDEIENFED LN TND 08, AFH
DILZEE~DO B2 BT R TH 5,

15.1.2 RABEGRRICHBEHN BB LI EOMERDH V| L ITEARAR I — FREH %
BHEHRH L WVIBRERBRN S D BE TH o7z, £, AFl &2 EemE P ERER L 2K
AR F— b R BUH % OF R C S B DO FE BB 2 AIREME AV RIR ST & DE N D
5o

15. 1.3 HISAMERBICH T D AN (i - HESD BEFICBW T, MBREE, IRNZE,
A, MRS OIREEN S Db s Z ERHEINTWD, REIZH IR
B3 212H1-> T, AFOREG) /2 BEEIE T CTO/NGFIZ LY, BEERIREREENS O
b, KIICE S ZBIRMEN THRE SN TWD, £72, MEIMIBW T, DFEZE, MR
NH LIS I ENEE SN TU D 5759,

<>
15. 1.1 M4 CRHRRRT £ 2 % 5212 U C Il S 7= IR AR BRI B W TARKI SRk 2 R L

TERECIE, ALPRIEO % i U728 & el U CINRBSRER RO RBLR N @ o T2,

15.1.2 WBAMC B W TAFIEEIZ L 0 B AR AR5 — b RHIE 510 L 5 B E O B R
DR I NTZHENH 5,

15. 1.3 A& ORI T D il RN 52DV Tix, BN TR, kE, B 2%

IZBUWT, 2008 FFICAA Z i FIRNE G L7-%I1C, EEMERNRSENEHLZEOW
Haz, EEEES IR LR SCENEAT S e, £ D%, 20114 8 AT, XK
ElZB W TEBEMEFE ISR LIEEESCE VNV ST XA T > O IR S
WX DG Y A7 12OWT ) AEA S, ZROEERIREIENS BB L, KBICE
STEBIRH D Z Ll HONWTEE I, F72, 2011 4 12 A3 HHIZB W TER
PEFF TR UKE & RO NE OF B SCENEAN Sz, s S EIRN
RIZHOWTIE, A2 /Ny LB o T8 EORBEIC X 2 M@ TG Yo /T REME 2N Hids X
QA 60)O
TSN ORI Z T, ENIZEB W T HARFIO#E ISR BRI D RN B 5T
L0, HEERIEE, RN, MR EOREEN RS SN TEY ., T ENEEREOIR
o S PR RYYIE S & D I B9 D IR BMAE 2 2 O OEE I Re# LT,
F 7o, VSRR Tl AME R T H DN B AR L TARKI 2 F 5 LI A1T,
DARFEZE, RPN H L d Z ERHE I TS 5759, 5 H—E0RERTiX, N
B BE A VEIC R 2 ARIBHEIR TH D T = A~ T 25 L2a L i L <, OAE
FECZEFR DRI A7 IZEEBORD -T2 OO, BELREHERERLOREY 2
INEL D ELMESNTEY 0, £2FMHEOFERL TH 5 OHFIECIN AL
WT b IEEME 2 Z OO EEICEHE LT,
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(2) FEERAREABRICE D 1B

/}\\

0.

15.2 FERRRREAERICE D < 1H#R
15.2.1 XDt - JEIEHABR (10~100mg/kg Z#+ B EEHES) ([CBWT, B IRIAEOH

15.2.2 #lhh = 27 A YL TIXAA O RIE RS (2~50mglkg. # 1 [6 XL 2 F#E) 12X

WULRDIENN, S « B ERE 2 AT 2B EOBNNRO 6, (9.4, 9.5 2]

A BRER TH Smilkd SR AN biT,

SRR
15.2. 1

15.2.2

FEMIRRBOMERD 5 6 FRCEHAREMRICB O CTHEREZ BT D AFI O AT IO\ T
RLTe, UHFICL DR - A RBRICB W T, XX X <7 10, 30, 100mg/kg %
R X GBS (&G L& 2 A, - e REMHE L ORAF T ER RO b,
B SN, REMWIREORINENE L OWR B ORERD . WIS O, &Y
JRIRIZIIT DVE - BACEFE RO S Th o7,

FERERRBOBEIRD 5> 6, FFICEHEREHICB O CTHERZET D AK OB RIZ D\ T
RLTe, W=7 AP LDiE 26 HEORERGHAEBRIZIBWNT, "IN 7I2L
2 HICE RIS BV, BRECE BIEAR O 72 DB, AEARIRE O IRE,
UE N ER DI NERA~D MAERAETH - 72, Btk s Rk, R HEDE
HE%Z TEIZHENORD bz, 7272 L, BimikE BIEAIL, BEERDPAH L T
WEMZ DO BFEBLT 5 RICOWTHET D HERD D,
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X. JEEGPRERERICBA9 HIER

1. ZEIBAAER
(1) EMFEEAER
(VI 3EZhSEBLICRHIHE | OB

(2) REMEEEHER
=0 A PN QNN X2 T ORIERGEERBRO L UTHEmM L, PIRARSR, O
178 % PP g R K OB RS 6 9 D VR 2T L7z, —fBelRRE - AT8h, G, e, (OFER,
FR S e DR BRAEE (R, JR pH 5%) ISR 2 BITRED b o T,

PERI K OF

Beh &

RERIA H - B 550515 (mg/ke) R
rhARfE R 2
— AR BE - ATE) | MEMES 4~6 1 | FRURN (G 2 [8] 4 BRI & O 13 98 | 2,10,50 | AR L
SEREAS 4 151 ) 10 WL
MERES 4~6 B | AR GE 2 1] 26 ) 2,10,50 | gose/e L
R GA 1 19] 26 )
HEIGIR MERES 4~6 61 | ERURPY GA 2 [0 4 JE MO 13 3 | 2,10,50 | 887 L
SEREAS 4 1] ) 10 WL
MERES 4~6 B | AR GE 2 1] 26 ) 2,10,50 | g/ L
R GA 1 19] 26 )
IDME R
iR MEES 4~6 61 | FRURPY GA 2 8] 4 RO 13 3 | 2,10,50 | 27 L
i R ] ) 10 WAL
MERES 4~6 B | ERARPN GE 2 [7] 26 H# ) 2,10,50 | gaern
EURAY G 1 (9] 26 $EH)
X MEMES 4~6 61 | SRR GA 2 1] 4 RO 13 3 | 2,10,50 | 827 L
MRS 4 151 ) 10 WAL
MERES 4~6 B | Rk GE 2 [7] 26 ## ) 2,10,50 | gaern
EURAY G 1 (9] 26 $EH)
(SN ER
IR 5 MERES 4~6 61 | ERURPY GA 2 [0 4 JE RO 13 3 | 2,10,50 | 887 L
SEREA 4 1] ) 10 WL
MERES 4~6 B | AR GE 2 1] 26 ) 2,10,50 | g/ L
R GA 1 19] 26 )
ELEER
PRIGAS MEES 4~6 61 | FRURPY GA 2 1] 4 RO 13 3 | 2,10,50 | 2/ L
(JRE. JR pH | MEKES 4 41 ) 10 WAL
£y MERES 4~6 B | ERARPY GE 2 [7] 26 H#[H]) 2,10,50 | gaern
EURAY G 191 26 ¥EH)

(3) ZOHOEEHER
BB L

2. EMHHER
(1) BRESHEEHER 2
FEHE LTV,

(2) REZRESHMHHRY

1) 4 &G EERR
H=IAFMCARY R T 2, 10, 50mglkg Zilll 2 ], 458 HEIRASES L,
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2) 13

3)

(3)

(4)

(5)

(6)

(7)
1)

2)

SR BEALAR SR Tl, 10 XU 50mglkg BEIZ 38U TRBRE m A7 58 5 Bl e BB 3 2 B 4L
7oo MEHMEIT 2mg/kg &Eim S LTz,

G- B

=7 A PR A< 2, 10, 50mglkg % 2 8], 13 BREARNES LT-,

10, 50mg/kg #EOMETHIR K O H EHEDOWA & Zihul ﬁ?%¢ﬁ®ﬁ9%éwik%ﬁ:
Doz, o, HERFIE 2mgkg B2 Br < M THEMmIKE R RO bz, BEEMEEIT

2mg/kg A & flam S A7,

26 18 M G- MR

=7 A PR X=T 2, 10, 50mg/kg #i 1 8], XX 10mg/kg % 2 [0], ZHE 4 26
HEFFIRN 5 LT,

10mg/kg LI BB (BEHHEEICB L 710) Ot CTARBHO R, T EEE O NREEHO
Wb BB, 10mg/kg (8 2 [A]) &% Y 50mg/kg B CIIIRRI O REBLE . #HIRD K KDF8D 5
iz, 2FGHCERIRE BIERAHE D biviz, MEEEIE 2meg/kg K & fam Sz,

SEIEE IR
AR L

18 AR ER
AR L

Eﬁ%iﬂﬁﬁﬁw

IR - R VEAE AL BT % 5k

ﬁﬂv?;»V\/vvv7]0 30, 100mg/kg % . 4R 6, 9. 12, 15, 18 HICERNZS L=,

30, 100mg/kg #E CREMW OIREIEMEN WD L=, £, ;®#T®%WM@ﬁMLtO%E

%Ei 10, 30, 100mg/kg BE CH EBMKAFRIZIED L=, $£7-. 30, 100mg/kg B CITEE A
SRR 2T 5 REMWER OB A ZED H L, 100mglkg BETIIIE IR DOIME I OVE i F g @ﬁML

toit HMQ&gHLTﬁﬂhj@@mbEﬁxUmmyhﬁ?fi%ﬁiﬁﬁi1ﬁﬁﬂ%

{EE DWW 35880 Bz, R O—fFMEIC T 2 MEMEEIT 10mg/kg, IR IE% ﬁ#é

HEFEMERT 10mg/kg A & i émto

BRI
U L

Z D OIS ©

e At K O i & PE R

R SUIARN Y A7 (RK&RE dmg/mL) #t NEROI =274 P roamiEa L, EEYF
DANE T 1 B PR IE L CEmtE 2 38 h Lz, £z, %ﬁXiNﬂyfV7(%%kf
5mg/mL) Zt MO =27 A P OMmiGIXimsE & EA U, Wk OGEE oA A2 Bl LT,
I X T~ X TR IMERNEER D BT, mm&o I&t@ﬁm%ﬁ%h&woto
AR 7R

Y RO =7 A P OIEFMMIT N b MEFHE#EEZ © 4T b3 X+ 710, 400 1 g/mL
Z O TOREERARR A L.~y X~ 7 OF R Bt 2 i LT,

s, L7z Y 9k, =7 A 9L 30 fHik. & k36 fHikiCH VT, FRRAZRBEMESUS TR
O HNRNo T,
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X. EEMNEIEICET HIEH

1.

MRH X5
B

T NAF A 100mg/4mL AEW) skl
T NAF gk E A 400mg/16mL é%mx@

C BISE. RIS
. BIEE AFEEIE Y

E) R EMEONFEICIVFERTHZ L

A5k Sy

. A

HhHAM - 36 & H

. BRIKETORTE

B - 2~8CHRAT

. BIRWEDEE

P NN AT BRI Z)

EIES

20. WL EDEE
AMFRBRER IO L TIRIFT D 2 &,

. A%

. BB

R
MV—6. BWHOFKREETIZET

. BERITEM

A A A 1
<TvwoLBy - f

- RBNE
Vi {ts2 SN

. EFfGEASFAR

—W PO

HEEMN] M

B
]

TIEC AR

20042 A 26 H CKE)

REAZEABRUVERDRES. %1ﬂﬁﬁ—?€—lli%i¢ﬁ H. REFKREARAR
BR5E 4 HERFGTABERR RES EMEZNNSKEARD | BRChBEAR
TAAT R | o007 4 51 18 71 | 21900AMX00910 | 2007456 18 B | 200746 A 11 A
100mg/4mL
TAAT L RIRAER | 0074 4 51 18 71 | 21900AMX00921 | 2007456 18 B | 200746 A 11 A
400mg/16mL

200949 H 18 H

- PREXIEREM. RERUVAELERENFOFABRVEZOAR

TR RE 2T - BRI - B ICx LT TRIER O &) OB

CRE R O &

fth O FEEMIESEA] & OPFHIZIB W T, . AN A~ T (Bl z) & LT1E
7.5mglkg (IKE) %

AR AR T 2, &REGHRIZ3EMUEL T2,
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20094 11 A 6 H  TZhEEFZh R KOV THIELR O E] OB

[ZhRE TR R
e bR & B < GIBRANRE AR AT - BRI OO /NI it e

CRE R O &
L DOHFUENERESH & PRI N T, WE ., RAIZIEIAIN A= T (Ba i z) & LT 1
156mg/kg ((KE) ZAGRFHIRNTES 45, REGHEIZ 3 BEUEL 5,

201149 H 26 B [ZhRe3zhiR) KON THIELKOVHE] @B

[ZhRE TR R

FINARBESUT AR L

TE R O &

N7 Y ZFRALEDOHMICEBNT, BH. RAIZIEAIN AT (B ##Ez) L LT1HE
10mg/kg (RE) ZpifFIRATER 3 5, REGHEE 2 EHEUEE T2,

201346 H 14 B TZhRENIIZh A KO THIIER OVHE] OBl

[ZhHE TR R
VR A

(R M OV &

WH . RACIFASNANY X~ T (BEE TR Z) & LT 1A 10mgke ((KE) % 2 BRI
18] 15mg/kg (KE) % 3 EMMNGE CAREMEIRNIERN T 25, 7ed, BFOREIZXE V&5 MR
ITEEIERT A2 &,

2013411 A 22 H  [ZheEXUTzhiR) KON THEKR OHE] oBn

TBhRE X AR
LS

CRE R O &
L DOHFUENERESH & OO N T, WH | AT A= T (Bfa i z) & LT 1
156mg/kg ((KE) ZAGRFHIRNTES 4%, REGHEIZ 3 BEUEL 5,

2016 45 A 23 H  [ZhaEXUdzhR) KON THIIEKR OVHE] oEmn

[ZhHE TR R
AT ST FRFE O+ S

TE R O &
L DOHFUENERGH & OO T, WE . AT A= T (o) & LT 1
16mglkg (RE) & pliFIRATES 3 5, G HEE 3 MR EE 35,

20209 H 256 B TZhRENIIZh A KO THIEKR OVHE] OB

[ZhRE TR
BIERANRE 72 T e

THE K O )
7TV AT (Gafz) LOMRICENT, BE, AT 2T (B
Z) LT 15mgkg ((KH) Z sUEEIRNTER 55, $5MRE 3 HEU EE§ 5,
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10.

11.

12.

13.

14.

202246 H 20 H FREEICx LC THEKOHE] 0B

TRE R O &

mB, BAOREBICL Y RGHFITEEIERT S &,

L OFUEMEREIGHA & OO T, E ., RAIZIEIAIN AT (Bia i z) & LT 1
10mg/kg (KHEE) % 2 AKX 1A 16mg/kg ((KEH) 2 3 8 MR TR EIRNESR T2,

BEEHR. BIEBERLAREABRRUZTORAR

TREOBRESUIBIRIC S & | B, EREGREOWE, AN VLM OMEREIZB T % k8
514 5 2 T 3 5 A MO AET CERRBIEGHER) OWFIUCHEZY L L OREEMRZG

776

WEIAEA H Bhae TR

2018429 A 27 H | - IR UIBRNREZREEAT - PRI DRENG - EHE

- PR LRSI
- S

* RV BB 2 B < BIBRANRE 7R AT - FRIE DI/ I i

BEETYM
TR YISR RAE 72 AT « PR OREN - EE

2007 £ 4 H 18 H~20154£ 4 A 17 A (8 4EM[))
R R % B < UIBRANEE 7R BT T « TR O IR/ INMAE T

2009411 A 6 H~20154-4 A 17 H (FEAHIR)
THTARRE TR L

201149 H 26 H~201544 A 17 H (AR
VAR BAE (A0 FH = 3600

201346 H 14 H~20234F 6 H 13 H (10 4E)
N B

20134 11 7 22 H~20154 4 H 17 B (FEAWIM)
AT UIFHR O ESEHm  (F DB A ESE )

2016 4E 5 H 23 H~2026 4 5 H 22 H (10 4Ef)

RELEHIRICE T 5 1EHR
AFNL, HG5HIFICEIT 2 HIRIZED HAL TR,

£#Ea2—F
= EEFBEEMELE | BAIEESRI—F - L7 rEELE
E = =
\‘ N IJ_“I: F2
TAAT IR 4291413A1022 4291413A1022 117780001 620004872
100mg/4mL
\‘ N IJ_“I: F2
TNAT A 4291413A2029 4291413A2029 117781701 620004873
400mg/16mL
REHBTEOEE

M LA
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XI.

1.

SR

5| Xk

1) Socinski MA, et al. N Engl J Med. 2018;378:2288-301. (PMID : 29863955)
2) B EOMEMEDESOARARIE - HICINERERE AR SO AMEIR D HEE -

N A7 (BinH# ) (UREEE  10mg/kg 2 1 [ FRE & G-180)

3) Pujade-Lauraine E et al. J Clin Oncol. 2014; 32:1302-8. (PMID : 24637997)
4) FENEE : ENGE 1T ARER (JO18157 7llk)

5) fENER . ENEMEMERHER (JO18158 iR)

6) tENEEL : EWNE T /IFEER (JO19380 ABR)

7) Kabbinavar F, et al. J Clin Oncol. 2003;21:60-5. (PMID : 12506171)
8) FENER} : MESME AR LERER (NO16966 75R)

9) WA IFH LI ERER (AVF2107g 3Bk) (2007 4F 4 H 18 HAGR, HiEEMEZ 2.7.6.4)
10) MEAMVEE IAH ikl (AVF2192g #B%) (2007 4F 4 H 18 HKGR, HiEEEMEE 2.7.6.5)
11) #EFME AR R BR (E3200 7BR) (2007 45 4 A 18 HKRE, HFEEMYZE 2.7.6.7)

12) HNER : ENE TAHRER (J019907 #5R)

13) Sandler A, et al. N Engl J Med. 2006;355:2542-50. (PMID : 17167137)
14) FHNERE : HESNE TR iR (BO17704 #X05R)

15) tHENER : HEANE AR iR (AVF0757g 3ER)

16) RS IIARELEGRER (E2100 #XBR) (2011 429 H 26 A&, HFHEEMEE 2.7.3.3)

17) ARG - ERR LR S A el (BO21990 #6R)

18) LN} [EES LRI MAE RS (GOG-0218 #ER)

19) ¥ AR LEEGAER (GOG-0240 #6%) (2016 4= 5 A 23 HAR., HEEEMEE 2.7.6.1.1)
20) FENEEL @ EFEELE AR (YO40245 55R)
21) FENEEE : HESME T & OB AHRRER 2> & Offkfif 5588k (AVF2540g 55R)
22) FEWNEEE : WESNE 1T L O TARRER D & Okl 55885k (AVF0778g 75#)
23) FENERE : WESNE IAE LLEGRER (AVF2107g 75%)
24) FEWNEEF : HESME A EEGAER (AVF2192¢g 55%)
25) Kabbinavar FF, et al. J Clin Oncol. 2005;23:3706-12. (PMID : 15867200)
26) tEPNEEF : WSS I/ IAR ek ER (4599 7llR)

27) ENE AR (JO19901 #ABR) (2011 4E 9 H 26 H/KZR., HIEERHTZ 2.7.6.6)
28) [EWNEIMAHRER (JO19901 #BR) (2011 49 H 26 Elﬁm FGEE RS 2.7.4.2.1.1)
29) FEWNEEL : VS NAE L EGAER (2100 5857)

30) [ENE DR (JO22506 3BR) (2013 4F 6 H 14 H &R, HEEEEMYEE 2.7.6.1.3)

31) EWNE DAHERAE (JO22506 #ER) (2013 4 6 A 14 A&, HEESEMEE (H¥) 2.7.4.2.1.1)

32) [EIRRILIE S A b s (BO21990 #5k) (2013 46 H 14 HAGR, WEEEEMEE (W)5)
2.7.4.2.1.1)

33) MAMESNAREEGRER (GOG-0240 #BR) (2016 4£ 5 H 23 H&ZR., HiEEEMEZE 2.7.6.2.1)

34) Ferrara N, et al. Nat Med. 2003;9:669-76. (PMID : 12778165)
35) Ferrara N, et al. Endocr Rev. 1997;18:4-25. (PMID : 9034784)
36) Presta LG, et al. Cancer Res. 1997;57:4593-9. (PMID : 9377574)
37) Willett CG, et al. Nat Med. 2004;10:145-7. (PMID : 14745444)
38) Warren RS, et al. J Clin Invest. 1995;95:1789-97. (PMID : 7535799)

39) fHNEEF - b it xenograft ETIVZET D PUEE R ORGET

40) bt M¥LJE xenograft 7 /LIC Té#ﬂ@f%ﬁ%@ﬁﬁﬁ (2011 47 9 A 26 HAKRR., HFEEEHME
72.6.2.2.1 X112.6.2.5.1)

41) t NBIFHE xenograft ©7 /VIZEB I 2 HUEE N EOKET (2013 4F 6 A 14 HAGR, WFEEE
5 2.6.2.2.1 %1 2.6.2.5.1)

42) McCrudden KW, et al. J Pediatr Surg. 2003;38:308-14. (PMID : 12632340)

43) Yuan F, et al. Proc Natl Acad Sci U S A. 1996;93:14765-70. (PMID : 8962129)

44) H[AEHREOIEYERE (EWNE 1R JO18157) (2007 4 4 H 18 HARE., HFEE LM
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45)
46)
47)

48)

49)
50)
51)
52)
53)
54)
55)
56)
57)
58)
59)
60)
61)
62)
63)
64)
65)

2.7.2.2.2.1 } 1} 2.7.6.3)

NG ENE TR (JO18157 ikER) i #% 5o 3R yihe

FENERE - [ENEE T/ITAERER (JO19380 #klR) DI HE)HE

g5 e (ENE TR JO19907) (2011 45 9 H 26 H/KR., HFEEEHE
2.7.2.3)

FAEF GR o M (ERNE TR JO19901) (2011 4E 9 H 26 HAGR. T EHEE
2.7.2.2)

HNEEL . SN X 7 LR IES & oY) EAER
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<FDA CRERMXE :2022%9 A) >

8.1 Pregnancy

Risk Summary

Based on findings from animal studies and its mechanism of action [see Clinical Pharmacology (12.1)],
Avastin may cause fetal harm in pregnant women. Limited postmarketing reports describe cases of fetal
malformations with use of Avastin in pregnancy; however, these 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 0
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, 15% 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.

8.2 Lactation

Risk Summary

No data are available regarding the presence of bevacizumab 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 Avastin and for 6 months after the last dose.

8.3 Females and Males of Reproductive Potential

Contraception

Females

Avastin 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 Avastin
and for 6 months after the last dose.

Infertility
Females

Avastin increases 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 Avastin. Long-term effects of Avastin on
fertility are not known.

In a clinical study of 179 premenopausal women randomized to receive chemotherapy with or without
Avastin, the incidence of ovarian failure was higher in patients who received Avastin with chemotherapy
(34%) compared to patients who received chemotherapy alone (2%). After discontinuing Avastin 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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(2) /NEFIZEIT Do
KEDOUEASCEL D EU & SPC (BT 5/MNEE~DRGICHETIRARETLUTOLEY ThH 5,

i ERAR
KEDOUSHT CE 8.4 Pediatric Use
(2022 £ 9 H) The safety and effectiveness of Avastin in pediatric patients have not been
established.

In published literature reports, cases of non-mandibular osteonecrosis have been
observed in patients under the age of 18 years who have received Avastin.
Avastin is 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 Avastin 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.

Juvenile Animal Toxicity Data
Juvenile cynomolgus monkeys with open growth plates exhibited physeal

dysplasia following 4 to 26 weeks exposure at 0.4 to 20 times the recommended
human dose (based on mg/kg and exposure). The incidence and severity of
physeal dysplasia were dose-related and were partially reversible upon cessation
of treatment.

EU ®» SPC 4.2 Posology and method of administration

Paediatric population
(2023 43 A) 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.
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