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1) SA&F04F HEste] FAF o= e £ dold 3¢ 14A =
2) HER2(Human Epidermal growth factor Receptor 2 protein)7} 3
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1) frdetel o 13 QWelA  E22H2(50 mg/mA)F HEA =AE

AY & 9, ol FeIF ETiERTe Wopyo] Eui

Fo] 2% o] ofF BEoE A & T}

* EPYAEFWNS 27| SH0R AF kg G 4 mge 9080 AAH HHHUF
A & O FREEE dF AT kg@ 2 mge FAJHESAEFTH AF
o] 8 8% Ix)

3) o]7 &staal AT FetelAE o] o 75 ~ 100 mg/m*S v 35u}

4) 74 el W gsle] QtEZAlo|ZAA oFES XTI el A
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28 GCSFE 7o & Jdth(&Fx=de ).

2) HaTHAS AZRE2R0E AG F, EchaFEEn §Eshe], HER2
b BREE e sbsd R B $4 F BREQH(ACTH regimen)
1) AC: 1~4 F713F/157))5e ) 35nit}, 2204 (A) 60 mg/m’E
Eojaly, ASFEEZ 2R E (C) 600 mg/m’E FoJgheh

(2) TH: 5~8 F71(35F/1%7))%<t u} 35 vttt =AE4 (T) 100 mg/m*E 14
7 BQE Rofdty, EdtaRRY (H)S ulF olsh 2 Ao Rk

@ ESAEFEE 5379 195e] 2705 §F 0T EetAEFEY 4 mg/kg
0E7F BAFT o]F 170l §ALLOE 2 mg/kgE 3087 A3
(57719 8YA}FE], 8F7]7kA))

@ =AML 5779 2U At R 6~8F 70 = 1A T3t

(3) Rzsstaylo] 2y Fo] EfAEFT 6 mg/kgE: BEAMOE 357
vt} 30&37F Foi ot

Ega2EFre F 149zt o},

3) 7HEEtRlY} Egt2FSF9y WEste], HER2ZF H'2dE <€ 7t
WeE #7ke] & F BE QW (TCH regimen)(1-6571)

1) =AE2 2 stRZee: 353ud =g (T) 75 mg/m*S 143 5¢
Fo g 1R E" (C) AUC 6 mg/mL/ming 30~60%-3t Foist, 157]0
= 293l B, 2~ 7)ol 1Y bl Fod s},

() ESF2EFT: 1¢A}e] 27| Re8Fo s EAEFT 4 mg/kgS 9083t
TG}, o F 170 fA1§F02 2 mg/kgE 3087 T B},

(@) Bzssteyo] $2Y Fo Egt2FFT 6 mg/kgE 3FuiT 3087 F
ol@th EPAREFFE & 191 Foldrh

4) NE2Z2H| =8} tﬂ%okﬂ T/t 7Y A9 FE T BHx g
(TC regimen)oll X, 355 157712 3t 457] &<k, vl F719 1¢atel] =A)
e 75 mg/m*S 1A7 old F¢ dta, AZEIZAFAHE 600mg/m’S
30~603t A FAZRT =AEE Fo 19 A, AAAR AFE dAEE
8mg, 1¥ 23] FoAE AJZstH, & 53] &k A& & ok
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2. N AN ZEAY

o] oF 75 mg/m’e 3FviTh 1AES AU FAGT WMF frael By
staloz A2A Ad 75 mg/m’o2 AW

ol Aol BEFaMoE Amue AHo| Qi BAA o] o 100 mg/m’E T
A TR WA YHANPAN AB-BA AFE, dd, A 540 F
747k A ek

a-

3. APt

ZP VL2 HEA o ¢ 75 mg/m’S 3Fuith 1A7ES A F AT
ZHEYEES 1Y 23], 13] 5 mgs AHH SR HFFAS

4, G2

dE == ZHoldE Ay dAadd O 13 gHe=E JIREGRY HE




ato] 33Ttk o] oF 75 mg/m® 1AZHES AW FA F ZA spEZee
AUC 6.0 mg/mL-min < 30 ~ 603t A3

* JlREEE 832 Calvertd] ]S o] &3ty T3t}

£ (mg) = tAUC* x (GFR + 25)

GFR Ab-A| o #-&(glomerular filtration rate, mL/min) : Cockcroft and Gault
2] B Jelliffel] 2]& o] &3fe] F3io)

* tAUC 5.0 mg/mL-min ( 51CrEDTA & ©]43}e] GFRS 73 49

—

5 2 HAH3Z 43123 (hydration)S W
L HAE A =Ao S 93ty Yo Ao T G-CSFE &
UGAIE TAX323 E TAX32404] o] k&

o2 PAAE Fo WYt
T3 @ H(TAX323) : F&°] E7lsd o4
TR APAEE] FE3F_WA o] o 75 mg/m’E 14ZHE
g &, A2ZEtel 75 mg/m’S 147 o)A AW FEAFTHAINY). L
229 AL 750 mg/m’/dayE 59 59k A% AWFAGT 35S
¢ Bzt sete S e & A 9SS Whe
1 a¥ Aol f=3s e W(TAX324) : =4 AP (EA E71sT,
= 943’43# Az 9D A7 BE) FA5F HHAEZLY =3 ayAl o] oF

3]

B AWFAG F, A2FeE 100 mg/m*E 308 ~ 3

= Y =

Z ) I ¥ FFLLE9H4AE 1,000 mg/m /day &
A& AHFAGRHALY ~ A4Y). 3FE 17712 3o 3F77] T FAGh
setafle w2 & Fshiabd oS RS .
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1) 28Fe BEaoR o o 75 mg/m’ 3Fulch 1475 AW FALw
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Fo 29T HEEAA o] o 75 mg/m*E 1A 5
Qb AMEA F, A2ZEE 75 mg/m’e 1 ~ 3AZ Bk AWFAGT A
B FRE ZTRe292S 750 mg/m’/day &FO.
FTH1F7)). 35k 2 Wyog ot AxZw

243t 3 (hydration)7} E a8ttt Y shH
dol AFE =ol7] A3 dEH AR o F G-CSFE Fosteof gt

{\_}
FEFE AoA 19 18] o] o 70 mg/m’S 1A o4 3 ~ 4F A
A

= A FAse], Ao v we Ads gauc

8. ZX] & (Premedication Regimen)
of of Fof A TEHE & e T35 AWURES 2 AYA[FE H23} 5479
3l MASE sfok sty MAS= S0l ofd 3, o] of T 3% M




d 16 mg(°l, 8
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52E B34 Aold AYAYIA ZAsUs EE ZIHSULED B8}
v 49, AANRRA o o Fo 1243} 3A2L 142 Aol 47§ HAvE}
£2 8 mg¥ Fojst Zo] WART

0. gzd
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?, ®E 75 mg/m’ol| A 55 mg/m’Z %
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oA o] oF 100 mg/m*& 27| &FO R FF AN I4 TFT
14 2347} 500/mm° wEh, 2 2

WEAS, FF9 TRAAFl yEhd A9 o] <ok &FE 100
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B@ wo] A&E A9 75 mg/m’olA 55 mg/m’E F7 gEFSAY Fol
2 Zgath 220 B2AAZ(Grade 3 ol4h)o] LhEhE A9 oleke] XmE
AR Foay

Frotol

Aol A o] et FASAIEMR WEA, A ERIY] &7 2d S 9k, Jt
AR e AFHARAE Faddo. B AR 2E 5

toxicity)©] HHE o3 Fo HA7HA AEHHAE 0 ~ 15(Grade

gt w7ix] BEFEAE d7Ista, Fo ANACE oA F
Fogth 25 54 (Grade 2 toxicity)o] FHAZ L
“d(Grade 3 toxicity)°] A2 &2 UYAHE HAfode F
0 ~ 1%(Grade 0 ~ 1)& ZAo] &332 wj7lx] Fo
Aol EAEA 55 mg/m*S Tttt 540 AFHA HEIUAY, 45 =
’d(Grade 4 toxicity)o] L&@sl= AFFole FoAS TEI

Y B o] oy Z&FHA, AFERxzvn| =] HE(TAC

regimen) & EFF47F 1,500/mm® o142 Agolut A&t 94 sET
Fag dJea/EE 5FFLAE AW BYe AYHE BAAAE oF =
E F7)0lA o] ¢Fe] £FE 60 mg/m° o2 ZFdle] FodTh FF EE F
g IRarg, F550 AANAE A% ¥ S £ 3 ~ 45(Grade 3 ~
4) PGl YehdE A%, o] ko] $8S 75 mg/m A 60 mg/m o= zt
Fath o] o 60 mg/m*S FoatE FeloE o2 whgo] ALHW o
& Foad

EfoEFge] 4% 24e AL EfsErge] AEAPNES Fud




FHY oMo Z ACTH 5& TCH QWO 2 o] ¢S REoquts 3A F,
AR sETRLFNY FPe BolE BReAE o F ® o
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AC-THEHAE 100 mg/m’olA 75 mg/m’S.Z, TCH L¥oAE 75

3 sick. whebd, B
o AHEFTHEZ AP L AN LGS 1] G-CSFH AHEH
ojof gt} A& QW] WA, 3~4%(Grade 3~4) TUHES Hol 3halolA
= mAgAl] g#S ACTHLHAAE 100 mg/m?lA 75 mg/m?C.Z,
TCH S£¥AE 75 mg/m’ol A 60 mg/m?S.& ZHekgict,

2) MM et

N2 ZH gl dEaHoR o] o 75 mg/m’e 27| EFoE R
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23} 717] 98 G-CSFE Fo3teof gt

G-CSF Foo= E38ta d4eFTT44F, A

Zaq el vyeuE A$, =AEAY %S 75 mg/m A 60 mg/m?
o8 At EFHSFTHLETO] YEHUs Aeodle =AgAY 7S
60 mg/m° A 45 mg/m’O. 2 ZHFIT} Grade 49 F&A3FAFo] LEhE
ASoli= o] ko] L 75 mg/m’olAl 60 mg/m’OE T T

oA
7} 1,500/mm® 232 3 EE 3 F43H47F 100,000/mm’ 272 3B ook
o] ¢k g F7] FAE ANE F Ak FAo] A&LKEHE A5 o] ok
s T3
AN2Zgd 2 Rz 9y
HA F4o e &7 2He o

X

i

=4 2 XF

H OB LA ER2RCHAI 23 20 % 24
& At (grade 3) - - -

S B ZHA 0 %o 20 % JH

HOHM YSAl 0 & ERZR4AS B 20 % 2
 Ab (grade 4) _

T M ZEA E B

U ZEEA  ERLERCHAS 22 20 % 2
SLiE/Ee -

S B Z2EHAl ¢ ER2222A9 EUSH(Z2E FII0A)
(grade 3) _

M EHI ZSAl 0] 2o 22 20 % 2
SLE/ A H W LA ERZ2RH49 EUHEHHIE FIIUAM)
(grade 4) S HM LAl 0] Yo B 20 % 2
N2EHRE B EReRSRE §F 28 ANAE A2E0Y 2 FRe

O ZtAel 3hztol| tigt £

o] ¢ 100 mg/m* S BEOZ Fof L Fzo] opEsHH Amol| AL,
A ol AGEASALT EE/18]3 AST)7F ULNEG 154 o) &1, &
%4 ALP7} ULNRET} 254 o] && Z$ole o] ¢ 75 mg/m’S Fojdle
Zol BAHEY. 84 W FH $X7} ULNET =AY, ALT, AST7F ULNXE
t} 358) o] Eal FAlo] ALP7} ULNETH 68 o] & HASdde= &3 7
Fo] AAHA ¥i FAE FA st Aol uigFAsith Al~EgdE, EFE
e gt gt X8 A, 8 UdAFANA ALT, AST7} ULN
Rt 158) o] =oWA ALPA 7} ULNXETH 258) o] w31, g FHlo]
UNLET £2 A= Atk olgd A=A FHHEE F 7120
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oM, WEA aFHE 357k obd @ Fo
A B oFE3 PEEe & ABE Yok

2

<FAE A () =AE>1-Hlold AA A #3t)

o] ¢Fo] A A, Edulo|dy} fujulo|dr FAHH TE =AEA AAS

A ARSI A= F It

o] oF2 gujo] M Fga Qlo], vtz Fq A7} 7Hsdin.

7} wpold2 &3] Abgsfok &tH, JiE F A AR

1. o] oS W& Ead Aeods, vloldE Ao 583t 2ol Radd.

2.0 ¢ 1 mLell= ©] ¢ 20 mgel &= Utk EF°l As FAV

(calibrated syringe)& ©| &3t v HlA FANS A FHsto A2

F FAY EE S5 % EEY FARY 250 mL 5 ¥ e ol 130 Fd1

shot injection) ¥T}. ©] ¢F 200 mgRE T B2 &2 Ago] Q3 Afole

HZ 34 v=7} 074 mg/mLE 9A ¥EF S}

3. Fdo] &3 EFHES E59 E

4. 7 24 F F2oA 1A FAATE 238 6 ool HH o

2 FArsto]of Fhtt

5. O] ofe] Fofd WtE=A Ske
AMEAY JAdEe] A4 B¢ &9<
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<FAL &4 ZAY>(1-Hleld AA o))

1. Pre-mix §4(10 mg =A1€4/1 mL)9] =

1) o] of nHpolds WA RHUF Ffoles B npo]d} Guf uio]dS A
ol 5&1t oA Byt

2) &m Hlelde AFE st V&0l FAVIE SulE EARle] S O
2 vlojdo] &A HETH

3) 7 o] 43 EFHES HAE 45% F<U¢ Pre-mix AL A3HE F
o] BtEAH o7 M=t} TS50 4z == s

4) Pre-mix 8o A2 Fsiof st ZejL=EWolE 80 wiwol & A
Sl AFol A4 F= Ank AFol &AE wj7kA 53t Pre-mix %—.
WAs E=oh

5) Pre-mix &% o] ¢& 10 mg/mL T3t o, SA FH ZA| o A
gxojof gt AFEF Premix&W2 2 ~ 8 °C g AH2oA BHAs= 74
T =8 -3ty o7 gA R &<k kA st

O
mlo

FAt7](calibrated syringe)©l Pre-mix &S A7 FHalo] Ag

5 % XE5F FAY 250 mL o W s o] Fgth

200 mgHth W &7 ARgo] a3 Agoe HIFT A & 074

mg/mLE g

2) FYo] g3 EFHESF E50] ok
Ly

3) o] ¢fe] Fopd




o] MAFHAY JHdEo] A FF &d& wWof I
(normal lighting condition)°llA] 1

1) 59 24 F 4L D HEe] zRalolA
AZbe] FAAZES TELe] 4A7E ool Mo R FAshelo G

5) e obEd Efstel AgslAE R

N ieion (CH@@—%&)(B%ku}o]g%), s 9 580 2] 13

)

<FA &Y =AY>

1. Pre-mix 8§ (2 mg =Ag4/mL)¢ =A|

o] ofe] Al A, Eeufoldst Gujnleld® FAHE "E =AEA AAE
A AHESiM = ok "o

1) o] oS W% Bad AFfole volds Aol 583t F2olA Badin

2) o FAIS vbEE AREse] mloldel] el Y 5 mL(20 mg
AF) E=E 38 mL(80 mg AF)E ¥
3) sAAEELC] &3] Fol FHI &do] & wriA Hox 1+ Y

o
Pre-mix £ EE9] 4=t
o

N

S~
Dl
20
O

ol A4 & Ak AFol 272 "7tA 5&
5) Pre-mix &2 ©] ¢S5 2 mg/mL 73}
f5ojof dth AL A Pre-mix §Y& 2 ~ 8§ °CollA HHB3}
spetHo g 8N AL F2(15 ~ 25 QoA BAd= A5 B - 53}
Ao ® 4N Tt AA T

[o"

2. 7 =

1) =5°l & FAl7|(calibrated syringe)dll Pre-mix &2 & FH3lo A
A FARY 200 mL Y W == o FYgt

2) FYo] M3 THRHEE E£5°0 Foh

3) o] °Fe] Fopd ‘ﬂ'l:—/\] <k

4) #‘—’L‘ E_Zﬂ ¥
AZEe] FAANRHE E9ste] 447 oy é—ﬂ S8 FARstedof gt
5 4 k=¥ et AgsiHE b

HZAS|7IUAL | 2023.03.13
2521 29 FxMA"E )
2
S| Y-8 | BY FxmAd 49
MR ArgAe | L e
mo|Ajat | =E FELE LT
S7t=A 7] s 7k 5
ey U] Taxotere, Sanofi Aventis, 1996.05.14. <]
29 sty | | “
o 3 Taxotere, Sanofi Mature, 1995.11.27. <!
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1. S7H-AAL AL (TET el Be A, A4zAG ¥

oot
¢
i

)

HA
3 oldel shstamel Ase oMoz WA fue we Hold ket
O ANAEN P ese] dEeASUA FBL THE Foayel AN FaHom
WA et mE Aol fuke

O s T Bxay

D S4aFHASg NF2xanv| e B45td g 89 £ F BxaW (TAC regimen)
1) #zd 89 ¢ 7t FuY

2 #zd FAHY 7€ 7ted FHRHEAPAATL skt o) e HEFFAT] > 2 em
AH (HA, SEEFEASA, TEHEHE 2 T 3)

2) ZAaFHNG AZEIANE AL & ESARFRI BH835te], HER27F L3 d
& 7ted Y d49 & & Bxa84 (AC-TH regimen)

3 7t SR EgfAFEyy) ¥Este, HER2ZE HEdE e 7Hed 7Y &4

& & HzQW (TCH regimen)
4 NERZZ TR ES} HEate] Ferted 73y #4Y v F RxaH(Iom<dLFTY
=A7|<7cm) (TC regimen)
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T eag
AR Fets ese IAQNARA A9E B Hol8 434 Bad

6. AY

D %4 g Hold == %MH%H Flge] HEan

2 Nezetd 8 22 Waste] Hold BEe maARY A9 14 A=

3 SAeEe (EM 271t/ EHEH AL F) B Eete] AR w4 YA

g g5
AHLAGOY e d HxaW

otg-ol-
O %/\;H o7 AYPHE = FHolA fuketk
D fRgel A 1A WA HAFNAG0 mgm)T WA EAEARA 75 mg’
< Eojgint
2) B3ha¥ N8E W Ho| gl HER2 #hud Holy ¥l EARFgn g o
AR gt A9, o koA 100 mgm’ F 3Fvitk 60 AH FARGAFAwTG E
ST ARl B of of FoiE /\W%} 9, o]xd Folgh EgtaEFae] ujof
Aol Zgtld E = o
* EgpaEiy - k@ % 4 mge 0%l AH FARATAT T 08
THE< vWlF AS kg mg% FodtHEG2FF AFY &9 - &% FD).
3) o)A setae] Aujdt gl o ¢ 75 T 100 mg/m*S W 3Fvich 1417 Bl
A Fo%0.
4) 7} A ERRLY B E35te] FEERAfOl S YA FEs X
AP T8 = Hold FddelAs 3FuH o] oF 75 mg/m Eo3iA FHH A EH S
257k 19 28], 18] 1,250 mg/m® Fojshal(4]F 30% olu) 157 Fokste Z2BFE F712
ol AREH. MM &F FHAERLeY AFAEHAE FEste] AFxH A wet

L

10
PN'
N
ol olo
N oﬁ

Z313l 318t Q ol A3t ZAFHOF

D S4&F0AY AFEx v e} yaste gy
FEAEAANA FE F BEQYPOFE 3Fuint FAFHA 50 g/m JJr AIEEJJ\J} 1=
500 mg/m? Fof 1A7F 3 o] ¢ 75 mg/m*S 657] T FTHTAC regimen). &osts =4
AHPS Z0]7] YalAE dpH o8 G-CSFE T & QJrHeH ez 9. 8324 %LEE)
2) 52T ANFEEATUE ALE § EfAEFud} ¥ 83ste], HER27F A E




% 7153 Y 1o =% 3 B % Q W(AC-TH regimen)

(D) AC: 1-4 F713F1F7D%E et vl 3F v, Z4F04 (A) 60 mg/m*E Fo5ta, ANF2E

231 E (C) 600 mg/m’E Fof 3},

(2) TH: 5~8 F713F/1F71)%<t w 3Fvitt =AEA (T) 100 mg/m?ES 14

i, EGAEFT (HE w5 ofefiol 2 dFoE Fo3rh

o« E}2AEFRE 5579 1Yt 27 RLFo 8 EFAEFT 4 mgkgs 9087 T
o} o]F 1Fnig FAEHFOE 2 mgkgE 3083 FAITGF719 8YARE, 8577t
A))

° 1:/\1]\51-/141 5_]_7]/]

(3) Hz=3}stawol

3},

EZAEFHLE F 197 o

3 7R EGRY EgtaRFaa W 8ste], HER2ZF 3 d < 7}

& & BRZQW (TCH regimen)(1-6571)

(D) =AEHE 2 718 Zge: 3530t =484 (T) 75 mg/m’E 1M7L B¢ Bo 2 71w 2}

g (O AUC 6 mg/mL/ming 30~6023t FH3tm, 1770+ 2d%}tol] £, 2~6F7]= 1Y

zte]] Fof gt

(2) EF2EFRE 19t 2r|RetgFog ExAEF 4 mgkgS 9083 o3

% 1Fuith A L&ZFoE 2 mg/kgE 3087 T3t

(3) Bzx3zlstg o] d5¥ o EgffAFEFY 6 mgkgs 3Fvtth 3023t Fosth Egtx

EFe F 1493 T35

4) ANEFRZgu| s ¥ gt FEvbed Y &Y e B2 H(TC regimen)ol

A, 3FE 1F7|12 st 457] Bk ) F719 1¢3te] =AEA 75 mg/m*E 1417t o] %

F9 slal, AZFEX 20 E 600mg/m*e 30~60E3F AH FUdh A o 1Y A,

AAANZE A& GAERE 8mg, 1Y€ 23] FoAE AlFstH, & 53] &< AlE 58 3ok
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2. N AN 2 H

o] ¢ 75 mg/m’S 3Fulth 1AZFEQ AW FAETh WMEF S5 9 Bitslelaos A&
A A 75 mgm’e g AH Rejgich

Aol sfstafoz g8 Fdo] e FAolA o] oF 100 mg/m*Es T T2
A QAN FNA A5-3d AMRE, 749, @988 549 F77F dHEHAT

(%]

3. AP
ZHEULEES HEA o] &F 75 mg/m*S 3FuiTh 1A AHEARY, ZYEYEEL
19 23], 13] 5 mge A&EH o T AHFLEAF T}

4. I
Ay PE{— Aolg AuA dage t@d 12 eyow stREeRs} Wasle 35T
o] ¢F 75 mg/m® IANZFEQF AW FAL 3 ZA] 7hRZ ke AUC 6.0 mg/mL - min & 30




60F7F A WAL

* 7R Zg el &3S Calverte] 2] o] &3she] T3t}

€2 (mg) = tAUC* X (GFR + 25)

GFR A}-A| o 3+&-(glomerular filtration rate, mL/min) : Cockcroft and Gault 2] = Jelliffe
o] 2]& o] &3t T,

* tAUC 5.0 mg/mL - min ( 51CrEDTA = o]&3slo GFRE& +& %)
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5. 7 - A5

N=Zetel 5o Ao JFEA dA5 D AHS 3t Y(hydration) & H== 3ot &
Hetx =Ado] PSS &3str] fte dAHo®E G-CSF& Fodtoof gtk 774 5ol
gk AP TAX323 2 TAX3240A4 o] o Fo W SE52 BT dzo=w 34
AE Fol ¥ttt

D A 8 deo =38 aH(TAX323) : <o B/hsd 4 AP FAF HAFA =
otol f=3psta Al o] oF 75 mg/m*E 1A e AWMFAG & Al~Zg" 75 mg/m*S
Azt ol AMFEAZDTHALY). 1 F EFzZ9ekES 750 mg/mi/dayE 5¢ B¢ A% A
MEAGTE 3FE 1F7|R st 4F7] B¢ Fodh sEg e S we & YA aWs
HE g g

9) SEAA 2w Ao & ﬂQPE‘ﬂ(TAXBZAD 2 AYHEA BT, e 97
g 9@ A7) BE) AR APAzYge 553 2HA o] oF 75 mg/m*S 1475 A
FA % AzZelE 100 mg/mie 308 T 3AZHEQH AWMEARTHALY). 1 F R
Z92dE 1,000 mg/m’/day® A m—“ﬁwiu}(zﬂl% T AMY). 3FE 1578 sk 3F
7] B¢ FAs) st S Be & SehAd 89S BEE i

6. At

D AgFe gdxayoz o] ¢ 75 mg/m® 3Fuith 1A e 13k,

2) N2Zetd 9 2202983 HETEolA o] o 75 mg/m’S 1AZF e AWFAL 3
N2Zetel 75 mgim* S 1 © 3AZF B¢ AUFEAGT AaZetEl YA B FRE
EFeE9IAE 750 mg/mday §FO= 59U T AHFU/TAFID. 3FviTh 22
Hog BAdth AxZgd FBodd FFEA] Fojof HAF F3hhydration)7} E a3t
o Ay 49 APEES =ol7] AT AHH W eE G-CSFE T4 + ok

O:

3 SAYEH P S-13 W] WAL Fa YA AL O 5% A HE 8
A129 o) & 50 g’ Az 147 B¢ FUFS F S Eee 100 mgm'e A
N ZEQete, A1YRE A14L7HA 1Y 23] S-1 40 mg/m’*e ATFFEAZ 1
% 15712 Sief ) 3Fec £, o WEAYE S A 3F/1FL AR
o Se A HEeEE AYSE B¢ A B4 YL s st 157] 7
G-CSFE A48 % Atk 54 A BzaWe Adss dadts 4 99 W=
Fe A Y] Ave] BASTLOMEFS] FeAG 5 Uuky
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>
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A =9t
2 AoldA 1Y 13 o] °F 70 mg/m>S 1Az ol 3 7 4F Ao R AW FaAlst

SF2
, BAke] Al wet 23] ek

_Eo?d-\’

8. A X E(Premedication Regimen)
o] ¢ Fof A WA F Qv FTFTY HAvvkE H ==
sfof &t HMAE= F7IAMFe] ofd g o] of Fof & HREH 3Y et AT FZEEHA
2HZo| (A ERES] A9 oY 16 mg(el, 8 mgH 23)S F o}=
E/\-l,] olg S 9ka}sly] 915kl 9wA o= G-CSFE E@lﬂ T Ao

A Aol AN ZHEUE B ZHEYEER HEste A, JA 5
i/ﬂ o] oF Fof 12413k, 3AIZE, 1AIZE Ao 73?%— AL EFES 8 mg¥ Foste Zo] A

9. §F=Hd

o] of FAA TE 3t ayAlet nriA 2 F4E WYs A or s (EAH A
o A) EFF47E 1,500 cells/mm® PRk 79, o] X ooz I E F ujrlx T
g A7]%

A4 ZFTRAET, T5Y FTTULRTAF o4 TFFF7F 500 cellsimm’® wwh), % =
E FHE AR9gold F39 wxAAF] Uehd A o] ko] £3S 100 mg/m?ell A
75 mg/m’, TE 75 mg/m’olA 55 mg/m’Z ZFFsfor atH, o]H 3 wkgo] x&" A$ 75
mg/m’ell A 55 mg/m’2 F7} gAY s Fudn

El

Wbl A o] oF 100 mg/m*e Z7|EHoR FAd FxoA 4 T TEA
ET3 0 2Z1F ol IFTFF7F 500 cells/mm3 b, %5 2 49 57y
ZAZAZ0] el A9 o] ¢Fo] &8-S 100 mg/m’ol A 75 mg/m? HEE 75 mg/m’ol 4
mg/m*Z 7eFsj of z‘s}uﬂ, o]# 3k w0 x]’*% 4% 75 mg/m’l A 55 mg/mzi =7} 7reks)

Olo o|\
ofN ofN

— ol ol
SA (S

’

AY BoE Fodth F59 2244 Z(Grade 3 o)4Po] YERE A ok A7E A

L isia=y

oAl o] ofit FIHAEIR] WEA|, FHAAERISY] &5 2HS 5t FHHAESY A

ZAPME Fadth A A Lo g 25 =A(Grade 2 toxicity)o] L Ho| the Fo

ZA7A A &=H 0 %Z(Grade 0 = DE ¢3td wj7tA] HEFAE A7|sta, Fo AN
ol Z

pr
off
;

U3 S EA3ty. 25 =A4(Grade 2 toxicity)o] FHAZ LdHFHE 7
T EE 3% F5A4(Grade 3 toxicity)o] Ao E HAEHE ASolle FAF7] 5 ol Hgs
0 ~ 1=(Grade 0 =~ D=E =Ao] &2 W7tA FAE A7Ista, Fo AAdE =AM
Al 55 mg/m*< Er gtk ZAo] ASA YJeElUAY, 45 =X4(Grade 4 toxicity)o] 23 s}
= Afde T CRaria=s
Y B8 Oﬂf‘i o] ¢f3} FAFH, AIFEEZ A0 =t BE(TAC regimen) S %
TF<7F 1,500 cells/mm?® o)1 Ag-out A Z3th 94 ZFETH4AE 2YL/EE E5T
AR Qg ES A SAAE o2 F71olA o] oFe] &S 60 mg/m’o=

rn

B

o




Zste] Bogith 5% 25 HHE D3Nk, $5E g A 2 S8 =53 7
4=(Grade 3 = 4) FUgel YehdE A, o oke &S 75 mg/milA 60 mg/mioE
et o] ¢F 60 mg/m*E Foldte FoolE o3 Hhgo] AL FoE Fudit
EftAEET] &3 24 S M e EFAEFH AFEYME Fudg

et REQaHoF AC-TH & TCH 8o 2 o] o9& Fouts x4 5, 485574
oIy ZAES Hole AL olF ZE FV]A d¥d G-CSFE 54 & dth 4
AEZTREToIY o] FHAR TdEE 4% AL d%3 G-CSFE A% &
slojof sl A EA &3-S AC-THAQH A= 100 mg/mzoﬂfﬂ mg/ngi, TCH &
o A= 75 mg/m?oll A 60 mg/m?e.E 7hekdith.

T, AA QA EFFEATE 1F7] B 5 Ak wEbA, 3R] d4sF T
Zas APR8 2 HAY AnAgS 1#3te] G-CSF& A 4 dth A5 8¥ w}?/‘r

A, 3~4%(Grade 3~4) TFUHS Hole= A= ZAgAS] &3S AC-THRHAA= 1
mg/m’ol A 75 mg/m?e. &, TCH &yl = 75 mg/m’olA 60 mg/m’e.& 7heFsich,
2) Bl AAZH Y

H AAZH oA =@ o g o] oF 75 mg/m’S 27| 8HFo 2 o3 3o A 35
T4aZ, B2e 29 357843 0F o4 TFF47F 500 cellsmm® vwh), £5 2 =
AE 9HGkE == 3 7 45 HEYsty mA4o] Yehue AS 540 dAE wrtA A
B2 A7)s)oF sla 55 mg/m’E etk 3% o]Ate] wxAAWZo] YEld A A
55 ks Fosfof
H A 2 Gol A A2Zed Eme 7R EES o] oF 75 mg/m*S W83 Ao, o)A
82 a3 £x7}F 25,000 cells/mm® ¥ THA ~Z2tel §8A]) == 75000 cells/mm® =] gt
IR E2E HEA) 02 YeYs A e 94 3704 S, U g 54
] YehdE A, e F719) o] oF &S 65 mg/m’o 2 st AlaZdele] g8 %

e flste], AzSetRe] AFERAE Faddoh

oFil TP ULERY WES TFT47F 1,500 cells/mm?® o] el 73 9o gk
AR dAESTRAS, 559 IFTEAFAF o F T 500 cells/mm® v
), %9 IR, FoEo TRANAF/FZI7L Udebd A$ o] 9o &3S 75 mg/mdl
A 60 mg/m?= ZHeFsof ahn, o]2gk Wkgo] X &E A FAE Fih
4) 1,]./\01-
Gaghl A AAZeE w2 JHEEFGE S WEste] TAEA 75 mgim* 27 §FOR 3=
Ao A o)A XBE iAW Fx7F 25000 cellsmmi(A2=ZetEl), 75,000 cellsmm’(ZFEZ
Ze) WTd A9 = dASTTEAS, T35 AT 540 Y A, o F
7)ol EAEA &3S 65 mgmoR gty AxZeRle] &3 2H S 95, AaEE

&9 Xﬂﬁ"q‘%‘/‘ g Fadoh

5 AxZetd 2 222 9epd ) HEEAAN(YY, FAEY
N2EHE 2 F22 e BEste o] s RS IAAE FTEA T 3
A3k sshhydration)7t F a3ty 53 s3704F5Y @S 45tA717] 918 G-CSFE
Foid 4 9ok
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o] ¢k 100 mg/m’

b, @A otrdE
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g7 o] obEstE A mo] 27
/18l 1 AST)7} ULNEtTh 158} o¢ &3, &% ALP7} ULNET} 251} o]4
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: 22 F %7 ULNET
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ZZ9o] I AZ] 1575 FAT & dot mEA, olgs YIS 43str] 95t

A AAE A ARG =

Sulel AT Fa glol, Btz 9 A7 7hssit
& @3 Agsok sk, e & S ARSI
L o] of& W& BT Ao, Holds 7o} 523 d20A Hadn
2. ©o] °F 1 mLolls= o] ¢F 20 mge] =] Atk +7°l = FA7|(calibrated syringe)E
oAM FAdS AP FHste AYHA FAY Ees 5 % EEF FAY
+ Wl 13]o] F<4( shot injection) ot o] °F 200 mgR Tt B &7F
o] AHgo] Eagt Afdde HF Y =7F 0.74 mgmLE HA FEF A
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3. Folo] 913 EFHES EEo| 2rh
4. %0 22 F Abeol A 147be] FANZEE E3kske] 6417 ofule] HHoR FArshe]of e,
5. 0] obe] Fopd wEA §9ro® QAEel B WAl RE BASL, So] WAlE ALY
AREo 47 A §AL welof Fu.

6. ThE SR EFsIel AN E SrAT

O Aol FelAg

1 A

D 2715 ool Ui, LEFE Fol Wi 3 1243 3l

2) 7t g4k ¢ o] ¢F 100 mgm’e “Eo® T

(ALT ==/a8)3 AST)7F ULNRTH 158 o] =

Ade AMgo R olofd 4 Qe AHZA S, AT %@ﬂr g4 i%—?@i%, Z.&C’é,
o]

m
£
=
2
=
E .
i
J[}lr
Q‘L
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i, A4 SEPRES, A, B YaBRAEF, FF PUY, 3 554, 540
A% AR APo] ¥OHE FE FASE Zo| HFAt LB, FFLESH
g gstel PP AR A, F& YPAPeNA ALT, AST7} ULNETH 158 o4 o
®A ALPZ)7} ULNBTh 2.50) o) %1, Melsule] UNLET % A%E Asisrh ol
3 BASN FHHE G 71F0] glor], wEA ATHE F97) obd F FAE FA3
oF Bk,

g BAelA e kB WEES & ARE Yok
g el of o FolA] o] ool FHE ool FFo| wejxofo} Ttk
) 55757k 1500 cellsimm’ vlgkel ¢ o] °k& FolsiHi ¢ Bk AZSAL PAS
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5 WE&FAA, BE&F=ol 571U FHFTF A7eF &4, detESE, Haide, vy
Eoll FRIgEEo] e &4 )

6) ZddS FHTol e FAGETol 43 Ha, AF ol 2 + )

7 2 ol AiHe FAGHETol B Ha, X E ol 2 + Hh)

8) T2 I AVt e FAHETF FET o= Lk, AHAHl 2 AT

9) ZE&=2H|olE 800 thel TFo Hrutgo] ¥Ho] e SAHE L= E 80 FA
Aol 2kek)

3. T Aol AF3] FAZT A

D E5dA471 e A EsAA7E 43tEa, 35 49S 5 72T 7 Avh)

2) 715 % ) A= €T =Tt R, olduteol st uehd 27t A6
dnkz ol Hx)

3 A7sA FAHAZNE A3AlE 7 AT

4 AR AE Be HAF5e] s S-S FFAZE w17 A

B FYPL Agaok Bk

2 g
FAT F 4NY B AAWL AgE BOHT. YN, ST
)

o] oo AR F YW AR
1

2 JAE THsA o

o dRkg] AN EE wl¢ A= 10 %), A= 1 %, <10 %), HH2(= 0.1%, <1 %), =
=AI(= 0.01 %, <0.1 %), "+ =E&AK 0.01 %= JYEioh

SHIA - EFAe 71 dAshE o] dnkgo]l yEhd ¢ Utk 7 HIREH

T A&(G-CSF Fof A &2 F-9)7F dEEI o, 794e S HA &t &5

T AAE o o FAZ F 7TLANFTI) HEHoeH, 52 5T 74 500

YHFLYED A& AT APAE DAt TFT57F 1,500 cells/mm® ©]3}

d AF B FEoR 5 QA Fofe Sastoior I

FFT A 500 cellsimm)el BHEE AHEFT ga D FECE, HEEIES 2 A"
Ze FFe A AW Ae =Zshol dehdth =F, Fawzta3< 100,000
cellsimm?), Z2E(EEA 22 2370 2A22(< 50,000 cells/mm®) FaEAH), 918, HIL 1A,
WP 7, dwFRNtast RaE ¥ itk

H'o =2 [¢] ) = = = yal o=
AGAFST AHEYT T Rud v Jok (N=EH)

ST, ANEREZ AW HEEAR Ae TS 1 %olA YTE S4o= Q)
o] oF& ZHHFEAFL. HZFo) o3 Al-e HuE A gtth TAX316 A+to] tha 103 3H
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4 | Z2X ATV EE Y EFAHFACT) 736
9 32 F 1%H0.1 %oAlAX FA4 Z4 W (Acute myeloid leukemia)e] YEbSt). F2 3




27175t TACH 3 FACTAIA 242 2} 19o] g4 =4 W o2 A2 a2
71zke] F3hk 89, 01 oFi} ZATRN, AIFREANNEE YEEAINTACT) 74492 §
2t & 298(0.3%3 EF E—rﬂ}é, SaFHL, AFEZ2EE HEFAHFACT) 7367
9] 32k F 190.1% A S0 8 A ZMyelodysplatic Syndrome)o] VERGTH FA 544 W
| O 2 NEE Yehgth

e WA A me} o] of §aTelA

ESAEFGET §EA of of BERlg) Hmste] A S0 Z/HAIE BFT
232 % vs 22 %). GHEFT PAEFTRLY HPZY NE =P PERoA 27}

SFATH23 % vs 17 %)

(D B5Fo] 8 Z2FuT PEFIH FS

A -&(%
UEEo T

8 Fof A

100 mg/m? 75 mg/m’ 75 mg/m’
_ _ = 96.6 89.8 99.2
SETHET ZZ (4%) 76.4 54.2 91.7
A sETgAEZ 11.8 8.3 34.1
a7t ez = 7.8 10 28.1
ETe == (4%) 0.2 1.7 0.8
.. x 90.4 93.3 96.1
v 223~ 4%) 8.9 10.8 9.4
e = 20 10.7 35.3
i =23~ 4%5) 5.7 5 7.8

Fob #atoll ZiHAlE Y HEE
(3-4%;3%)°] UEFS T

0
il
o
Pkl

aA I3 stk Riol Ao fdd
i is 7§—°r D BT AS(3-45:63%), F1E(3-4%; 10%), Bty
Q) HlaA ZH Ao WF 3 e HEFA 4

ok

B
ol\

5 &%)
= X E} A 2
SAEA 75 mg/m? + :?]_H:;Ea}z IZ%T;
AN Zetel 75 mg/m? S
mg/mLemin
. E 91.1 85.8
23THES 223 ~ 4%) 74.8 74.4
g = 88.6 89.5
= =@ T 4%) 6.9 10.5
o az = 14.9 25.1
eETTe ZF2(3 7 4%) 2.7 7.0
o E3 14.3 19.5
i Z23 " 4%) 5.7 7.7
= 17.2 16.5
7hed o (BERE)
aaslel et Bd 23 © 4%9) 1.2 0.5
A FFULE 4.9 3.7

BE YFABTAXRZDAA ZASUEES FEFAT 45 - 0
(66.5%, 3-45:4.9%), ZFHB2.2%, 3-45:5.7%), ST 45(40.9%, 3-45;32.0%), LA 4AF
(3.4%, 3-45;0.6%), B8 T 5T 42FQ2.7%)°] YEFRLTE

(6) S Ase YA P Y Bl B YINDTAXBIOAA SLTu4, NZE




g Eet WEFAZ A WE0921 %, 3 T 4% ; 42 %), SFTHAES(TL8 %, 3 T
4% ; 65.3 %), @& HAZFE95 %, 3 7 45 ;5 2.0 %), 7 glo] vERd HAGE6.6 %), T
(29.2 %, 3 = 4% ; 32 %), YRZFTTHAET246 %), TITALAY AAAT3 %, 3 T 4=
3.6 %)l ‘/}E‘r"‘”ﬂr

6) Aol +d SAol ESt2EFH BEFA% F5 0 vl

55 32 %), E4ETTHASTEE 2 A AR BdEE 5L
g WEF23 %), WIAFHAS %)o] VEbR

<

(M) fiskell AN2ESd B &5 i%a}é_laﬂr o] oF 75 mg/m*E WEFAZ AF v AF
RIE(96.8 %, 3~ A% 182 %), 3FTAZF(955 % 3 T 4% 823 %), 7 {lol UERG T
AG35.7 %, 3 1.8 %), BAHLALZ(55 % 3 ~ A% 7.7 %), TAQR4 % 3 ~ A=

16.3 %), %HE?? 235164 %), TFTH2AHAA5.9 %ol YERST

BHETTHAET FEE ST THES G-CSF A&l #Aglol, 249 32.3 %ol A
F ol 229 18.6 %(F 719 10 %)l A%k

Zz gd/rs= i%—'ﬂ.}ﬁ:@ ZEe iy og G—CSF% Fof R

=] 1=

Ay G- CS = 2234
AREEAT GBS THEA
oo 3174H26.9 %)HETh ot
o},

B & B/ AP FAEG e AGAF(TAXIZ)oN A AlxZedd H FF2
293 o] o 75 mg/m*E HEFAT A ule AF ZFTTHAEFTO31 %, 3 T 4=
76.3 %), R1¥@B9.1 %, 3 ~ FA425(236 %, 3 7 4% 5.2 %), 7THE glo] v
Ebd WHE@316 %, 3 4% 0.6 %), ZEHQR70 % 3 T 4% 8.6 %), T THAATHEA3.9 %ol
et A5 dREFTH42F0.2 %o UERST

9 F2FPAH FARG O e YA A(TAX32D)NA A 2Zee 9@ Z20 79843 o
ofF 75 mg/m*E WEFAS} A% ¢ ¢ AF TTTEAEF948 %, 3 T 4% 835 %), W
(90.0 %, 3 ~ 4% 124 %), Q@ABTFAFQTIS5 %, 3 = 4% 4.0%), 7E glo] YERE wE(29.5
%, 3 ~ A% 3.6 %), ZHE231 %, 3 T 4% 6.4 %), TTTHAAE FEALT %), EAEZT T
235121 Bl YErST.

(10) < 7Fss 224 54 T4 A o
NE2Z =9t o] ¢ 75 mg/m’E H-EF
1.3 %), 3573435711 % 3 - 4% ; 65.5 %), &44A glo] yepd Hd17.9 %), A4
(120 %, 3 ~ 4% ; 11 %), 79054 %, 3 ~ 4% ; 11 %), AT EHTTTF4AF0.6 %),
ST THARATAGE %, 3 T 4% ; 1.3 %)o] YEGT

N
PH
[de]
Do
§
i)
b~
=)
n\l

rok

F A7A F(GEICAMIB0S) A A ZA4FH] 4l 2
A5 wl A NEO4T %, 3 T 4x

et

TAC 214 a2l G-CSF Foi7} o538 8 F o]% Fof we AxSel4 Grade 49 =
FIAAF, QHEETLAES, TETHAALD Bl Fadgon, BAELS e B
.
a3 G-CSF A= qdu-# G-CSF A= g
ek A9 (n=11D 785 (n=421)
n (%) n (%)
S 5T 44 5(Grade 4) 104 (93.7) 135 (32.1)
I FTTHLET 28 (25.2) 23 (5.5)
SETHAEA S 14 (12.6) 21 5.0)
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| 2 (1.8 | 5 (L2 |
d bk kel thd Al F(GEICAMIS0S) Al Al gk 10 570
TACT 32K1/532, 0.2 %ol A FAWE o] wAYstATh
Y Ftol]l e HEeyoF AC-TH QS AT Al A o
LE3 Ae Wl AF S RIFENTA7.0%, 3-45:3.2%), B F0A
b Z(86.3%, 3-45:71.3%), PAB7HAZ(32.8%, 3-45:1.2%),
HF(12.6%, 3-4%:1.9%), EAHEZTTH42500.9%, 3-45:;10.9%), &+<d
QFEH(10.9%, 3-4%;0.4%), AF ZAG-4= EFTUAFT TIH00.2%, 3-4
5:9.2%), ZFAEFT T LS BH)6.5%, 3-45;5.5%)°] YERLT

toF hate] tigk HzeWoz TCH QWS 53 AAAFA o] of

oA A5 o ule AF A ESERAA(96.3%, 3-45:5.8%), BIFHALF

(83.0%, 3-4%:48.0%), 3FT7F4%(81.3%, 3-4%:65.9), PAB7F42(63.2%, 3-4%:5.4%), A5
HA(E T oS F9EH0.3%, 3-45;1.5%), E8ETTH45(9.8%, 3-45;9.8%), A (3-4
T se7HAET W%, 3-4557.17%), BEA(EFTEAEST f19)6.6%, 3-45:0.3%), HH
(ANCE)(3.6%, 3-45:3.6%)°] UrEME}.
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FH2Y, A%, SFELW FEY EE FEOT
A% Uehgtt F3e AU, VADE, AALHFNT 2L FFe| FRwrgo] e
ASolE Bobe Fusta AAe ANE Wtk FF JUNIS FEL FUSAL A
AAE & F 2AHUOY FFE) BSo] ekt BANA B AFAAE H
o

.6
J o-upof ﬂx}cﬂ] qm AFAF(TAX3LO) N A FAFHA, ANSFEEZ
z9} ‘%‘%Er@%& 7@% : —FOEL'@X} % 9.0 %(3 T 4% 5 0.9 ol HHIRESo] YERG

A

FAFG e AFAFTAX32)NA Al=Fee 2 EFE S
s BEFAS A AUE6.3 %)) TSI
TR dd YA DTAXZDANA AN2FHe @ SZerepis o] oF
7% 2.0 %)o) TABAT
dxd 4 g B thd 934 B(GEICAMIS0S) S A Ha2u)al 8 A2
ZEx oA =9k o] o 75 mgm*E BEFAF A AUEolB6 %, 3 T 4= ;02 %) T

%‘% 7}%?‘& T Ao oigh R g ddAIFelA AC-TH fRoe= o] <
100mg/m*E W8Eos A A9uk-3(9.8% 3-4%5;1.4%), TCH 83 o2 o] ¢F 75mg/m’ES 9




o] LyEhyt

|

)

L

A% F F=2 d

a

75 mg/m*
4.7
1.2
2tel AUC 6
10.2
2.0

3T

mg/mL - min

SAEA 75 mg/m? +
A=)

B

Kol
s O

S (%)
2.5
A E(%)

)

4, 4=

75 mg/m?

10.6
2.5

25.9
9.3

SA e 75 mg/m?® +
AN 2Zgel 75 mg/m?

100 mg/m*
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2+l AUC 6

=

=

TA e 75 mg/m?® +
FIR

A& (%)

SAEH 75 mg/m? +
AN zZge 75 mg/m?




mg/mLemin
= 13.3 9.7
AHE F °
E=REE 0] == 0.7 0.0
a5 % 11.1 14.0
T 23 " 45) 0.2 0.2

@) APt Aol tidt ZAJ(TAXRZD A ZHEYEES] HEFAT AF 0 E8FH
3H29.5%, 3-4%;0.0%), X1/4+2](6.0%, 3-45;0.3%)7F “HeEFRTE.

©) < 7Fedt 3xzd A 78 Akl i YA F(TAXBIO)NA FaFHA B AIE
2yxxyvEe) HEEAS g 0 3Fo]H16.1 %, 3 T 4% ; 0.7 %), £EF013184 % 3
T 4% ; 04 %ol YERSTH

6) dold Fd SRl ESAFFU BEFAAT A5 0 TR %), T4 %), EEF
o] H17 %), &4 #AHd ETFFAAL %)) YEkRH.

(D) gl AN2Zed B 229845 o] o 75 mgim*E WEFAR A5 #/7le
=118 %, 3 = 4% ;09 %), &LF W3B1 %, 3 4= ;0 %), AF 8

; 0 %)7F YEFS T

@) F< 27t TP FARL e AFAJ(TAXI2)ANA A =Eetd 8l E2FL
295 o] oF 75 mgim’E W& A5 g A 7115 %ol UERAL
A5 AFEAZRGT %), AFEEEME4.0 % 3 T 4% 0.6 %)7F JERSTH

(9 FAaZWY FARG i AFAF(TAXZDANA A=Edd D EFLE2HAT o]
°F 75 mg/m*s WEFAGF A - e AF /7 $019.9 %ol e, AT fRAax
(4.8 %, 3 = A= 0.4 %), JF4922.4 %)7F eSS

(10) 7€ 7Fed H2d 54 789 Aol it A/gAI(GEICAMIBOS) A FaFH| Al Bl
NERZoTu e} o] ofF 75 mgm*E WEEFAT A5« vl¢ AF EFIHIT %, 3 T 4
5 ;0.6 %), 3Fo]H16.5 %, 3 T 4% ; 0.6 %), A F=(A33 %, 3 T 4% ; 0 W7} UEE
o}

(1D = 7Fed U $Atol] g Bxawio= AC-TH 8W<S FAT YIAIZAA o
°F 100mg/m2< oA A5 - vl A5 EFHIN39.6%), TXI25.9%, 3-4%:1.3%), =
(21.5%), A5 FFF5576.7%, 3-45;1.4%), I F A 2(6.5%)7F e T

T 7Fed Y A digk RxgWoZ TCH 8¥E FoA% YGAFHA o] <F
75omg/m2E WEFAL Ae o vl AF EFHIH28.3%), FX(22.8%, 3-4%:0.4%), T=
(18.2%), A=+ v

b

—u

41 %A JdeEgem olF 2 %=

e TR FE FYJo] AAFHJL olHS Tl YElUH £FS - oF iy
A&D A ARE FOsloF St YA 73 S AAFAHl YENE BAES FH =
A Azl A2 RE 81Y(FURDO0 T 74Dl At oz Fato] FEFHUTH FhE AE
H7 B8Fo A of

L %, 1% 1 %o)we] FF)o] Lpehgth o] ok Folsh: F9

Ql ol2jaao] et olel@ whge WU OFE FUAe] Uehdth E3 vzl Y(aste




perversion), W&zHZE e, oA, &r], &+, o9, 4, EH 59 o|dwtgo] yEd F
s o]q.
=

(D) BEEe] B SLF0AT PERAD F S

1Ay 8-(%)
= Eo E=2F043 3 EEy
100 mg/m® 75 mg/m’ 75 mg/m
ZF 213 7 o] A < 50 24 30.2
T FZ(3%) 4.1 0.8 0.4
PRESR & 138 9.9 23
Z=503B%) 4 2.5 0.4
(2) StEZGAI|ZFHA SHES X3S steta o AFgh FHt SRl FHE A ERRIY {85
A%t ¢ ¢ vZto] i 15%, 3-4%:<1%), FZrol 3 (11%, 3-45:<1%), AR A= (9%), +5(7%, 3-4

=:1%), 15&73%%( %°] VheRgT.
(3) MAEAZAG A W FAGET P GFAT B

A S (%)

TAEA 75 mg/m® +
TA e 75 mg/m?® + ] - g
. 9 7t E2t" AUC 6
Al=E&ZE 75 mg/m ,
mg/mLemin
= 40.4 22.9
ZV 7Y X)) A o] AF —5—~
Al ZZ@ T 4%) 3.7 0.7
SE A A o] A 3 12.8 10.2
3@ T 4%) 2.0 2.0
3]

(4) APAUL Aol tigh YA H(TAXRZ2N A ZH=EYEET HEFA3 49 v)zto)yd

(18.4%, 3-4%;0.0%), 7+Z2+21740]1°3(30.4%, 3-4%;1.8%), +8A170]7H7.2%, 3-45;1.5%)°] }E}

prq=g

5 F& 7t A Y Satol did YA F(TAX3IE)AN A SA&FH|A, AZFE

zavu|=el HEEA3 A9 njZol dHDysgeusia)27.3 %, 3 T 4%; 0.7 %), Tx 74 4l

AWS231 %, 3 T 4%; 0.0 %), ¥ 5 AAHWFQT % 3 T 4%; 0.0 %), A204 % 3
T 455 0.0 %), 2203 % 3 T 4%; 0.0 %)o] YrERsT

6) Hold fFd ghat EE}*EX‘@M HEFAG At vl A ol dE2 %), FE

(21 %), vz}l 414 %), ZFZASHIL %)7F LEFSETE

(7) ol ANxZge 2 EFoz ety o] o 75 mg/m’E WEFHT 7

E550629 %, 3~ A% 21.3 %), AT o]ZH38.0 %, 3 T A%; 7.7 %), A1AH(A5.8 %, 3
T A% 45 %), AF A o]8.6 %, 3 T 4%; 3.2 wo] UEMSTH

®) F= B/Ied FAFYY FAEL gk YFAF(TAX32)oN A AlxESd 2 EFQ

2t o] oF 75 mgim*E WEFEAI AS : ml AF 225408 %, 3 T 4= 34 %),
ES

r
uich
[H
it

(o]

0,

"

(¢}
g
=

T 42t AABHSAT8 %, 3 7 4% 0.6 %), W7 2 T2 FH10.3 %ol UEbaL, A5 #
2 T AAWFC3 % 3 T 4% 11 %), AAHAR2.3 ol FEFRT

(9) ZA2ZPA FHEG e A A(TAX32DA Al ~Zetel 2 Z2 0 2 9ehala) o
°F 75 mg/m’ES WEFEAF A wj$ AF 0614 %, 3 T A% 48 %), v D F7}o)
24203 %, 3 T 4% 0.4 %), oJAAA5.9 %, 3 T 4% 4.0 %), Tx 77t NAWZ(139 %, 3
T 4% 1.2 ol YERSS, AF Tz &5 AAHEF08 %, 3 T 4% 0.4 %)°] YERTH




el o

(10) =< 7Fs3 gt A7%A B (GEICAMIB0S) Ol A =45
NERZ2TH E9) o] oF 75 mgm*E WEFAS A5« vl AF w7t (158 %, 3 T 4
A7 =50

5506 %), TRAAHFA4T %, 3 T 4 2 %), A+ Tz 9*% A7 F23 % 3~ 4
5:0%), 2 33502 %, 3 ~ 4% ;0 %), AE=4H0.6 % 3 - 4= ; 0 %), AA0.6
% 3 " 4% ;0 %)°] JER

(D & 7Fsd 78 o] ok Hxeyow AC-TH a¥<S T AEA A o
°F 100mg/m’E WE&E

& A owe A5 27 /‘JZ%‘%%(M.S%, 3-4%:1.9%), W Zol

(27.2%), TE5(16.4%, 3-4%;0.6%), EHA11%, 3-4%:0.1%), A5 ARAH-(7.3%, 3-4%:0.7%),

&% AAWZE(5.3%, 3-4%5;0.4%)°] LFERTE.

T 7hed Uy Fxte] digk HxaHoz TCH 8WE T4t AGAIPAA o <

75mg/m’E HWEEAS AL 0w AF 27 AAWE(29.9%, 3-4%5;0.6%), 1ZFo]sH?29.5%),
5(15.2%, 3-4%:0.3%), A5 EH®.8%), AXNH#(6.6%, 3-4%;0.4%), =5 A173EZ(3.6%,

3-4%:0.3%)°] ERsT

5 431714 AAH=E] UElE F Joerr EF EY, dW 5ol UEve At F
g FA3E & AAS AXE Pgt) =3 AHFo] YEPE & Jlerg BF Fo] UE
= A% FAE SASe T A HAH. 79, AL TE, FUHYE Sol BEREHIoH
ol g TS ArstAY FEER YEET WY, BRI A9, Sz, A 853,

A5, 9 - AolAAAY, BMAE, g5d Fo|l Uy AAHeR WAl A ARS

(N4 (colitis), A  thAF<dlschemic colitis), &TFT Zr4aA  A2%ZAZAMmeutropenic

enterocolitis) *Z3He] EJ_Q It S 2 ERE, AEHETe I A oS

of o3t g7t BT EEA AHAFTH FH A o] BAEHGT o] of FoA A &H X0
el & A, ZHAIE S B8R Ao e A&RZIET ollgt AT AR dojd

At oY= FHHAAENG WEA ASEY, FERES, 74, AsHs So] R vt

g Az A8 Y Ak tigk o “\]@(TAXSlG)Oﬂ/ﬂ SAFHA, ASFEZA
vr=el WEA, 7449 F THolA AR, FE, A Fo] HREFHJSH, o] F 2 o]
2 A3t Foks T SHAITE ol9f TS A2 RIEXA] gttt
D @55 9 S4£FHAI HE8FAS 7

DA
EFSETRE!

=R o

§ 8 5o

100 mg/m® 75 mg/m 75 mg/m?
SR Z 40.5 28.9 64
B =253 4%) 4 3.3 5
% 24.5 16.5 45
T 3206 49 3 0.8 5
PPN %1 40.6 11.6 45.7
=3 4%) 4 1.7 6.2
21853 (Anorex1a) 16.8 19.0 8.5
HH 9.8 6.6 14.3




o % 418 24.8 58.1
T 26~ 4%) 5.3 17 7.8
=K

(2) FEALO)F F=S XS oo A Y Exol FHHAENS HEF
oAst A . FHLEO67%, 3-45;18%), BAH64%, 3-4%;14%), T9(43%, 3-4%,6%), TE(33%,
3-45:4%), WHH(14%, 3-4%:1%), B5-5(14%, 3-4%;2%), A23E3F12%), &5 550%), &
(5%), 2 &-F-2l(Anorexia)(12%, 3-4%:1%), 2187 E|(Appetite decreased)(10%), &(8%, 3-4
=:2%), AF72(6%)7F Ve

() Hl&A| ZH| k&t W F35leE HEFA3E 49

A E(%)
TA e 75 mg/m® +
TAE 75 mg/m* + 7}]EEF/}EI AiC 6
A zZed 75 mg/im? o
mg/mLemin
z 73.9 55.6
=]
TETE ) 12.1 7.0
XA} %‘~ 41.1 29.7
at 4%) 6.4 4.5
A8 mz = 28.8 19.7
% 4.9 2.5
z 23.4 24.7
=]
e D) 20 0.2
] 94 6.5

(4) AFAG Ao gk AAAF(TAX32DNA ZE Y& HEEFEAS 49 - 79
(41.0%, 3-4%;2.7%), 2AK31.6%, 3-4%:2.1%), THGD/AFH(19.6%, 3-4%;0.9%), TE(16.9%,
3-45;1.5%), 21 &52(16.6%, 3-45:1.2%)°] VFEFSTH

B F& 7t 22 G4 FEY Aol o AGAF(TAXZIONA FAFHA, A2
Z2~vr] E L} ‘%‘%5@1?‘{ 745 0 79004 %, 3 T 4% ; 51 %), THEGS4L % 3 T 4%
71 %), TEWMU25 % 3 ~ 4% ; 43 %), B H309 % 3 T 4% ; 32 %), WRI245 % 3 T 4%
;0.4 %), 285870199 % 3 T 4% ;22 %), 8565 % 3 T 4% ; 0.5 %)°] YERT

©) Hold et A EfAREFHI BEEAST A 0 vl AT FHU3 %), HAHL3
%), TEQRI %), |A¥Q27T %), THARO %), A£3=EFH14 %), BF(12 %ol UEbTh =3 A&
BX@22 %) ¥ AFS7HIS %)7F e

(1) Aol ANxZeel 2 2729845 o] o 75 mg/m’E WEFA3 4 @ v AF
AAHTT8 %, 3~ A% ; 204 %), 79733 %, 3 ~ 4%; 158 %), TE065 %, 3 T 4% ;
14.9 %), THHEG9.3 %, 3 ~ 4= ; 20.8 %), AERHG07 %, 3 T 4= ; 131 %), ¥HI(25.3
%, 3 = 4% ; 1.8 %), A=d/AstEH/AeE16.3 %, 3 T ; 18 %), 9138 T5/744
(11.3 %, 3 ~ 4% ; 1.8 %o] YERh

B % B/l F43%4 FAFRG e AGAF(TAX32)A A Al=~Zeel 9 72
2943 o] of 75 mg/m’E WEFAI A v AF FHAUT] %, 3 T 4% ; 0.6 %),
TE@64 % 3 ~ 4% ; 06 %), THIEU25 %, 3 T 4% ; 4.0 %), BAK328 %, 3 T 4% ;
2.9 %), WRI16.7 %, 3 ~ 4% ; 0.6 %), AEEZ16.1%, 3 T 4% ; 0.6%), A=F/AsLHA
35126 %, 3 ~ 4% ; 11 %7} YERGT, A5 BRE %Hﬂﬂﬂ(m % 3 T 4% ; 0.6 %),
2327152 H6.3 %), AT FHUA0 % 3 T 4% ; 1.7 %)°] YERT.




(9) ZA2ZPA TR e A A(TAX32DA Al ~Zetel 2 Z2 9 2 9ghala) o
oF 75 mg/m*E WREAF A oS 2AF F(765 %, 3 T 4% ; 139 %), TFEG6.2 %, 3
T 4% ;84 %), TWHGST %, 3 T A% ; 211 %), BAHAT8 %, 3 T A% ; 72 %), &R
2(40.2 %, 3~ 4% ; 124 %), W71 %, 3 ~ A% ; 1.2 %), AEQ/AST/ABE25.1 %,
37 4% ;127 %), BREZ/YAGALT %, 3 T A% ; 4.8 %), A3VEF/7IS2H012.7 %, 3
T4 5 16 wol YElgta, AF AFE 2906.2 %, 3 T 4% ; 0.4 %)o] YERT

(10) = 7l 3=4d 4 8% gatel gk AARA(GEICAMIS0S) A =4FH|[ 4 9
NEZZE2Tu| =9} o] oF 75 mg/m*E HE&FAE A9 ¢ mf AF FH(7T0.7 %, 3 T 4% ;
4.9 %), FHEGAS %, 3 ~ 4% ; 45 %), TEGA3 %, 3 T A% ; 4.1%), BAH263 %, 3 T 4
%5 36 %), WH(19.7 %, 3 T 4% ; 0.8 %), ASEZA16.2 %, 3 T 4% ; 0.6 %), BH5(120
%, 3 = 4% ; 0.2 %)o] EFSTE

(1D = 713 3 Aol st RxaHoZ AC-TH SHE Fo3 JdAIFAA 9]
oF 100mg/m*s WEFAT A% : wWl$ AF FAEO7.2%, 3-4%:5.3%), TUH(65.0%, 3-4
%:3.0%), TE(55.3%, 3-4%:6.4%), AAH45.3%, 3-4%:5.1%), WH(27.1%, 3-4%:0.9%), 2 &H7
(19.2%, 3-4%;0.5%), 2=3+E2K19.0%, 3-4%:0.3%), B5(12.4%, 3-4%;0.4%), A5 TF2(4.0%)°]
UERSETE

5% 715 S0 3zl Ulsk HxaWozm TCH 89S B3t AAAHA o] <F
75mg/m*E WEEF AL S 2AF F9(80.8%, 3-45:4.6%), HAKE5.8%, 3-4%:4.9%), T
WHA(G1.8%, 3-4%:1.4%), TE(39.4%, 3-4%:3.0%), HH(22.0%, 3-4%:0.6%), 2S5 71(21.0%,
3-4%:0.5%), A3HEEH20.0%, 3-4%5:0.4%), H5(13.4%, 3-4%5:0.5%), A5 T-ZH2.7%)°) e
=3

6) AduA - AYSd, AFA, TR A O, Axes, B, dgto]l TEHAG
A ANEANASH A28l Haug b ok 955 s SAFH, EFLES
g s AZEIXIAGEEE Z3shs RAEA BHE gRoR ARE W SAtollA
Ad A, A A, Tese 2T AARAY RlEs dEAA G20 RiuFgoH
A ARJA A= AT TS HEA]L SAREA %, 56 T 4%) 1 vl UErE
T AUTh

ZHEYUEES B8, HAAT A6 %, 556 T 4%) 0.3 w7 UEPE = JTh
TE€ 7Hed HZE A4 S BAC Y AAAD(TAXZIE)ANA F2FHA, ANFE2EX
grjeet BEFAA, Uao AEHA Aol Rty FA6.2 % R grade), ALY

(1.9 %, =& grade), =@4FACHPGS %). A771%t & TAC & &3 T 267 lA =&
AFHCHR)7E B st o, i F4a273F F¢F Rude. &d4AFHCHPHE st
of TAC oA 2%, FACIZ oA 4wo] Apatith. Asfol= TACTolA CHFS &0l ¢

SEoi@ BAlAE F44 ARAZo] UBA g uhi, EGARFEY B
Aol FARA F 22 %ol T4 ARRFC] Ueith o ¢ Fold nEaWOR =
FAol2e ASHUY Aol Y FAE BEE B F 55 %UY 2] W EfaR

() HEFo] ¥ 4T n YEEAT A4S




&%)
gE5Ed9 SAFH 2 B8 FE
100 mg/m® 75 mg/m’ 75 mg/m®
AE 3.8 1.7 0.4
z 4.1 2.5 1.2
aRet]
TR z= 0.7 0 0
el 0.5 0 2.3
2 < 7Fed dx2d A8 FEY Aol e QFAF(TAX3LE)ANA FALFHAL AIEE
Eosu =) tgg—ﬁroq@ S QPATRQLA % 3 T 4% ;09 %), APANCE % 3 " 4
£ 0.3 %), A”HLE % 3~ 4% 0.0 %, AUAOI % 3~ 4= ; 0.0 %7}k vebsich

(3) < el /\l’\**—ﬁ} 2L %
% 3~ A= ; 23 %), A

e29etdat o o 75 mgm*E WEFAE A FEMUS

=520

@) & B7hed =23y F
m*E
L

%ol e
ool thek UAAF(TAX323)o - Al~Zetel 2 ZF ¢
253 o] oF 75 mg EFAR A AT AWo) B4 %, 3 T A 2.3 %), A
28 E17 %, 3 T 4% ;5 1.7 %), FANAT %, 3 T 4% ; 1.7 %ol YERST
B) FA&HPA FAEG tigh AFAE(TAX32D A Al=Zed 2 ZFZ29eHald o
°F 75 mg/m’E WREAS AL - AF BAMG0 %, 3 ~ 4% ; 2.8 %), M) H3.6 %, 3
T AR 5 24 %), ATHEA6 %, 3 T 4% 5 1.2 B)o] YERS
6) & 7Is3 d2d 34 U Sl tig AGAA(GEICAMIB0S) A =4-Fr] 4l
NGz Zzadm =9} o] oF 75 mg/m*E WEFAd F$ 0 A5 BAWQL %, 3 T 4% ;0.
%), AHME11 %, 3 ~ 4% ;0 %), W2 AEP0.8 %, 3 ~ 4% ; 0 %)o] YEITH
= 7hsd 9=Zd A4 Y Skl gk /A A(GEICAMIB0S) AN A *%%7]
TACT3} FACTFolA 247 39(0.6%)2] eA7F AR H(CHP) S X 0}"%3} ke
TE NFAGFHAZ7ZE F03 108 5719) TACT o= €84FAE 7Hx 47}
142 &34 A H S(dilated cardiomyopathy) .2 A3t o).
(N < 7Fed i S gk RxaWo g AC-TH 8-S FAT dFAI-AANA o] oF
100mg/m’E W EEsa A9 . 2 A7 5N E.5%, 3-4%:0.5%), AATFAB.4%), E4
HIE(1.8%), Wml = A& 9H0.9%)°] UEFSET
TF& 7Fse Y Sl tigk Hxawog TCH LS FoJdt A HolA o] <oF
= ‘ﬂé%—groﬂf?} AT AT AARRAS%), FENWQ2.2%), A D757 N (1.4%, 3-4
(e}

-

o
W

Do

o)

gsamgrﬁ
>’~9r_\lﬁo}n
B e

N

a,

(¢}

H

_‘?_% %’%}01 %‘ﬂ% A4 *é /\}74011 Eﬁd 39 74 @& AC-THT = TCHolA 2+,
2.36% 2 1L16%ATHN 27 AC-TFo A= 0.52%). =E AR (CHF) AFAB-4%)e] 3@ +3
WA S AC-THT 3 TCHT ol A 242t 1.9% 2 0.4% [t =7 AC-TT ol A= 0.3%).

7) 2% : o] oF 100 mg/m® BEFA At 5 % Rk A A Fe] ALT, AST, ALP, g
FW X7} ULN(Upper Limit of Normal for that institution)e] 2.58] o] A&stF o=z 717]
T AR 1§ To ZA B/HESIAL ool JIBE Ao FAE vxl st T AT AAE
gty &9, R4, LDH A< 5] #EH vt glow, w9 =54 HEFE 7|E HEESE
zra Qv A A YEtu djuj 2 XA Qo] B aE Qi)




A E(%)
A FH A
BEE N
" g5l
100 mg/m® 75 mg/m® 75 mg/m
AST Z7} 2@ " 4%) <3.0 0 <1.0
ALT 57} 53 T 45) 2.0 0 <1.0
e FRF7F 2@ " 4%) <5.0 <2.0 <2.5
ALP Z7} 2@ " 4%) <4.0 0 <2.5
(2) FEZAPo|FHA FEe XS FStar] Auid et SAbo] FHE AR B EF
A A A FNESF (556 T 45) 9 %ol UEETH
(3) N2=Zge s o] oF 75 mg/m’E WE&EAS A Ay I =713 T 4% ; 21 %), ALT

Z7H3 ~ 4% ; 1.3 %), AST Z7K3 -~ ME;059@,MP:%HG T 4% 5 0.3 %7} VERTH
4) < 7153 Uy Ao g BxeHoZ AC-TH 8 S T3 YA FollA o] oF
100mg/m’*S ¥EEds 4% : ml$ A5 ALT Z7H54.2%, 3-4%:1.8%), AST Z7H42.5%, 3-4
%:0.8%), ALP Z7K19.3%, 3-4%:0.3%), A+ Ml F8l Z7H5.1%, 3-4%5:0.4%)7F YEFSTE.
F& 7% % )y ﬂx}oﬂ g HxgWoz TCH SWE T3 JGAHAA o <F
75mgm*E WEEAS A vl A5 ALT 27K53.1%, 3-4%:2.4%), AST Z7H38.0%, 3-4
Eﬂﬁ%ﬂ%P%ﬂ@4%34CO%@XP g 29 Z7H5.8%, 3-4%;0.4%)7F VFERGTEH

8) A FA AR T T35 A7 YEhE & ernz Ve AAAE Fo 1A
#zetal o]io]l JdABE Afole FAE FASE %— ﬂ%d_f& AXE gty @Eln
K+ Na - Cl - Cao]”, BUN, Z#olEld A4,

==2EY H - 3y o’ 7IUebAl(CK) o] Fol Yehd 9}1‘:]'.

< L A

ol 2ERAMENZFZCIADH] YEd & Jong AEgdZed g2t AU
FE%, 2% YERNA, oagd 5o S40] Uehls 49 FoiE FAsm 5EAH

foll et Hxaxo thgh AdA P4 AC-TH 2 o= o] of
%L%‘-(G %, 3-4%;0.5%), TCH Qo= o] of

[e)
o
9 ANRAF . =P o o] ¢F 100 mg/mz—% 3%_‘71}-/] Xdﬂxl@r ?:}771] f‘roﬂ T2 o] A
3ol = dol*é T A 28 e E, AYAF 01**‘1}&9] TdeS FFH

2T Ao

gl

]

At 4HS FFY ANAFE 2 FHY L, 5‘%‘—"* s %—EE"
FasgHoes 100 mg/mte Fol

1,021 mg/m?olm A YA F wde] £QHE AZFe FUYFHS 164 F0O - 42 F)o]

4%
IR B SR S 519 mghm)el A% AAAE WA e BAGEH
£ FYG 4897 mgm)o] M FEE WA FZe] AAAF wHol AaNUt 2en




©
PO
flo
[
B
N
e
-
rﬂ

SgApo MRt R EAT. ARARE F4 Wy Aol FHhEA

oF
=2 gek HFFol RuHdn AAAF S o o FF TA F AA3] &

A &(%)
T F o SaFH AT HEE
100 mg/m? 75 mg/m? 75 mg/m?
= 64.1 24.8 35.7
== 6.5 1.2

S 0.8
() vlaA ZH Aol WMF3 ey} BEFA 45

SAEA 75 mg/m? + N 2~ZHE | EAEA 75 mg/m? + 7R S E
75 mg/m? AUC 6 mg/mLemin
= 25.9 18.7
T35 0.7 1.0
(3) APAS 3xtol] Ok YA I(TAXI2D A ZHEYUEET HEFAS 49 ABAF
(24.4%, 3-4%;0.6%), AF57HT7.5%, 3-45;0.3%), ZZ=5F5(18.1%, 3-4%;0.3%)°] ‘%E}”E‘r

@) % 7Fsd AZA FA I Bl ot A TAX3IENA S4HFHN, AF=2

ﬁ*ﬁ%ﬂ]‘:sﬂr Heeod A9 D2RE(266 %3 - 4% ; 04 %), AFZ7H125 % 3 T 4
; 0.3 %), AFEL2026 %3 - 4% ;03 %), HEIRZ03 %3 ~ 4% ; 0.0 %ol Uehsich

(5) Hold i s EgfaRay yE&FAS A wl A E2FEFTU0 %), B

B2(11 %)o] vtk

6) gl ANxZEPgE 2 EFez el o] o 75 mgm’E BEFEAE A% ¢ d$ A5

AN F14.9 %, FZF ;0 %), 5% (13.1 %) epsteh

(N % B7158 20K FARG] et AAD(TAX32)NA Al ~Zetel 9

ZSetdst o] of 75 mg/m*E WEFAR A9 BF126 %, AFS7HET B} 2

A520.1 %7} YERET

®) FaFPAH FAFEG Uit JFAIF(TAX32DA A Al2ZEtd F FF 293} o

oF 75 mg/m’E WEEAF A BE12 % 3 T 4% ; 1.2 %), AFZ7H0.4 B Ze A

HAF(13.1 %, 3 ~ A% ; 1.2 %7} VERGTh

v 3 =
1] ‘__,_
10
L

A

_1% to

O & 7t 224 34 U S i A F(GEICAMIBOD) A A FA4FH][A
NEZFEAvu| =9} o] oF 75 mg/m’E WEFA% A% v$ AF T2RF(164 %, 3~ 4

0 %), AF AZZE7H34 %, 3 ~ 4% ;0 %), W2 JYZEZ08 % 3 ~ 4= ; 0 %),
74]7 1208 %, 3 7 4% ; 0 %7 YERST

(10) F< 7Fs’t 3 @Al e Hxamoz AC-TH a¥& & QA F oA o
°F 100mg/m’E WE&EAIT AL w9 AF ARAFG2.2%, 3-4%; 15%) A= Z7114.9%,
3-4%:0.3%), A5 AF7F46.6%)7F VERRTE

=% 7153 St 3l oI HxQewWoz TCH ¥ Eo3 AAAHoA o] oF
mgm’s WEEAT A o vl AT AGARGLO%, 3-4%:14%), AFZ7H14.6%, 3-4
5:0.2%), A AF7HA(5.3%, 3-45;0.1%)7F LEFSTE

100 2F7IA - SASFITESITO] YEd g Jloene SFR o] HAAE A=




gt} ol = FHH A EFRI W84
HEE v low, =EA HAALAH

(Pneumonia ¥ Pneumonitis), XHEA #HAS, #HAHFF, SFFxo] RuHAT. YA HES
B85 Sxtoll A WA HHo] EEA LSS St Afole &4 A
£ #E3A, #H 39 5ol " Agole o] 9o Fo B WA HAE FASE T, F
A3 AXE gt
(D ZHIAIERI 3 HE8FASE A @ A3 F11%, 3-45:2%), SFZLHT%, 3-4%;1%), 713 (6%,
3-4%:<1%), =8B, 3-45:<1%)°] YEFFT
(2) AP A o] gt YIAF(TAXIZ2NOA ZH=EUEEY HEFATT 49 0 =
(5.7%, 3-4%;0.3%), 713(12.3%, 3-4%.0.0%), &FLH(15.1%, 3-4%:2.7%)°] YEFST.
Q) F& 7t 22 G4 FEY Aol o AGAJ(TAXZIONNA FALFHA, A2
Fogu| s} HEEAS 49 0 T3zt 3.0 %(%—% 0 %olA 715 o] UERTH

O

(@) HolY ¥ A ESAETEN EEAT A BT %), AFEFA6 %), &
FEAHU %), 71303 %, 2212 el epge.

6) F& V¥ TP 4 PG B BT YA B(GEICAMISDA A FaFu4l g
AR EaT S o] o 75 mgm’E FEFAF B 1HQL % 3 T 4= 0 %ol U
eht.

6) %% bt F3 ol e HzaPoR AC-TH RS Foid YPAZA of <
100mg/m’s W85 A : vj$ A5 THFZB5.5%, 3-45;1.5%), A5 vZH6.7%), 7]

7(6.2%, 3-4%;0.2%), B14(6.0%, 3-4%;0.1%)°] FEFSITE

F& 73 0y Al tid RxeWos TCH 8WES T3 AAAHAA o] <F
75mg/m*E WEFA3 4 vj$ AF EFLHA4.9%, 3-45:1.7%), AF w=H(0.8%, 3-4
%=;0.4%), 713(3.4%), v19(4.5%)°] YERSTL,

1D A 2 m=z

D figtell ANxEed R FF29e4 o] F 75 mgim’E WE&F3 A5 FZ s}
6.3 %, 3 = 4% ; 0 97} e olFA, A4 BiEs B4 Fo] olF4dS yE

e 02 GEEY #AAS 45 238t =EA 2ok

2) 7% B/1ed FaFYAR FAELG i A F(TAXI2)ANA AxZetd 9 S5
298443 o] oF 75mg/m*E WEFAR A$ : AF FANG.T %7t »}E}kﬁ:}.

(3) FxZPH FARG e YA D(TAX32DANA A 2=Zetel 2 Z20 298125} o
oF 75 mg/m’E WEFA3 A ¢ vl AF FZHFN12.7 %, 3 T 4% 1.2 %)7} UrEME}
< 5

12) = : A%Ee SustAL
o WEFIT BANAN FHANZ AT FEF o] vl SEi BIHYT

o] oFe Eojsht Boko] ANt BAT ANHA AZRel(F, F)7t =EA waH
lom, Folg FRE 45 5uHn

OE ARG PRIAR o] o Foid BANAE GEFWRFCMO)Y oIt BuHY
o}

13) WA 2 GPA - A BEF A7k RuHRh AGEFYFE v nuson,
WEE Y TE A¥d BUUNth ABEUZ, Avkadl# % 5 ALHUZo] w2




149) =44 =AEAS 3dE 2590 ERaE]Hh

15) 71&b : 25, et

7F BAskA Ee)e

=

FTHA HR /\Hﬂlﬂ Hu=nk o
2, 9

WA S-(%)
g Eo ST B EE
100 mg/m?® 75 mg/m® 75 mg/m’

= 79 38 94.6
o = 62.6 488 54.7
e Tz 11.2 124 8.1
. x 20 5.8 8.5

=5 2= 1.4 0 0
FAE S HES 5.6 0 3.1
== 16.5 10.7 17.1

(2) AEZHAO|FUA FES e ARl A Fuet Ao FiHA e HEF
st A3 - ERU1%, 3-4%:6%), FH(23%, 3-4%;3%), HE(21%, 3-45;1%), 3] Z7H21%, 3-4
5:4%), #K13%, 3-45;1%), AHAT9%, 3-45:<1%), 71HS6%), T6%), T=57H12%), T
F5(14%, 3-4%:2%), #HAEF1A1%, 3-4%:1%), LF5(7%, 3-4%;1%), T T56%, 3-4
E:<1%)°] YEFST

(3) HI&A ZH Ge Aol WF35EH HEFAT A5

S (%)

SAEA 75 mg/m? + TAEA 75 mg/m?® +
AN2Z2}8 75 mg/m? |ZFRZgE AUC 6 mg/mLemin

oo = 73.6 63.3
= ZZ2(3 T 4%) 0.7 1.0
oo = 51.5 45.9
e Z= 9.9 6.7
S 13.8 12.2

1.0 B (8]
= == 0.5 0.5




FAHE S HES 6.2 6.7
5 5.4 6.2

(4) APAL Ao ik AFAI(TAX32D oA ZHE=YUEES] HEEAZ 49 @ €2
(65.1%), 3 Z7H53.3%, 3-45:4.5%), T<55(14.5%, 3-4%.0.3%), ==(9.9%, 3-4%,0.6%), #H4F
(8.1%, 3-4%:0.6%)°] Y E}STY,

6) F< 7Fed 22d 8 Ee %‘rx} o] tha YAANRD(TAX3IE)NA EALFH A AF
ZagvEe} HEEAS A9 - GRI97.7 %), FELE5026.2 %), FHT92 % 3 T A%
11.0 %), 550228 % 3 ~ 4% ; 0.8 %, 345151 % 3 ~ 4% ; 04 %), A S
7H101 % 3 = 4% ; 0.1 %), Z29EB8 % 3 7 4% ; 0.0 %)°] YERtTH

TAX316 I F TACTANA A= 7IF T AFE FAHAZ7I7HA A&H 71 &3 ol
Hﬂ}%% 0}?41 LQ} Z2oh(FHBE7IZE F35k 8 ASH Y o] ARk A AE7

il

SAE 75 mg/m® + H4&FH)Al 50 mg/m? + A/ FEXATu
500 mg/m?
n = 744
A 7717HEE FH /7 7HA FHRBATE FEA AL
e Y F
n(%) n(%)
gn= 687 (92.3) 29 (3.9
79 236 (31.7) 29 (3.9
47 202 (27.2) 121 (16.3)
EEATES 11 (1.5) 6 (0.8)
e 119 (16.0) 19 (2.6)
Tz 37 Ay 84 (11.3) 10 (1.3)

rlOl'
ok
o

TAX316 A7 F FACIZ A A= 7|3t & Azts o] FHB27107HA &8 7H
Fo ATt (FAAR7IE S35 8 ¢

Z2o 2984 500 mg/m® + B4 F8A 50 mg/m?® +
NZ2x2~9mE 500 mg/m?
n = 736
AB71H5E FA B2 7A FHBEATE FEA N A%

= Y F

n(%) n(%)
g 645 (87.6) 16 (2.2)
4 180 (24.5) 16 (2.2)
T47 125 (17.0) 86 (11.7)
Jr iz 1 (0.1 1 (0.1
P 23 3.1 4 (0.5
4z 7 MRS 15 (2) 2 (0.3

AR
6 Hold 3 el EgfaTFygy HEFAS A - GR67 %), ==37H2l %), 2
112 %), ERSA1 %), <55Q7 %, FEFQ7T %), AAT16 %), WFS(bone pain, 14
%), 9500 %), FHZA5 %), TLEQ9 %), IAZ024 %), dHFEF03 %), 5512 %), IZF
AAFAEE2 %), 75501 %), A1 %), EFT %)°] YERth
(D) o] AN2Zeel @ Z2ozegada) o] oF 75 mgm’s HEEAI A - 22665
%, 3 = 4% ; 5.0 %), w=0B.1 %, 3 = 4% ; 0 %)°] YEFIGT}




rulu

@) & =73 43P ool st YA H(TAX323) N A Al~Zetel 9 S5
29843 o] ¢ 75 mgim*E W8 A5 gREBL0 %, 3 T 4% ;109 %), G =
gt 5207 %, 3 T A% ; 46 %), =17 %), A=AQ]1 %), AWl H34 %, 3 T A% ;
2.3 %), <5508 %, 3 4= ; 11 %), ASTS7HET %) F& 7407 %, 3 T 4= ; 0.6
%)7F YEFST.

9 FA2HYH FAEG i FAF(TAX3R2DAAM AlxEed 2 FF2 9 o
oF 75 mg/m*E WEEAT AF : BEO677 % 3 T 4% ; 40 %), Fo= AT 5F(171 %,
3 7 4% ;88 %), ==(16 %), AuAHN2 %), AMo]F3B6 % 3 ~ 4% ; 24 %), <5568
% 3 = 4% ;04 %), ASS7H04 %) S 72143 %, 3 T 4% 5 1.6 %7t UEET.

(10) 7€ 7Fst H=d A4 789 @Akl tid A3 F(GEICAMIB0D) A F2FH| 4l Bl
NEFEZ2u =9} o] oF 75 mg/m’S HEFAF A W AF &R(953 %, 3 T 4% ;
0.2 %), F8(72.0 % 3 =~ 4% ; 85 %), F¥7420.3 %), A=4H@0.1 %, 3 =~ 4%; 0.2 %), &

o o

55194 %, 3 = 4% ; 0.6 %), HEF16.4 %, 3 ~ 4% 0 %), A+ vF S7HLL1 %, 3 T 4
= 0 W7F YERS T,
T 7ted FAE@_ =4 FHY sAte] ik J/AIFE(GEICAMIB05) F TACT oA X5 7]
T AFEO FHAAVIA A&E TP E3F o] dNkg2 oY ®oF Aoh(FH AR
L 10 5 AEH dREY o) FARART|E I EHIIT:
SAHEA 75 mg/m? + SAFHA 50 mg/m® + Al EZE MU=
500 mg/m?
n = 532
AB71HY FABZ7 7 FHAAZTIE TN AL
A &4 8 F
n(%) n(%)
gn* 49 (9.2 3 (0.6)
9 12 (2.3) 2 (0.9
47 18 (3.4) 7 (1.3
IRz 5 (0.9 4 (0.8
P 4 (0.8 0 (0)
x4 AAH 10 (1.9) 3 (0.6)

*obgal BT BRMUY, 19%E FAVL/EN AREAY o oEE
A

T /s 9z d 24 U Aol ik YA F(GEICAMI805) 5 FACTANA A= 7]
T AREO FHARTIA ALH THE E7F o] dHkE ofEf e Aoh(FHBEYI
v S8 109 5704)
Z2 o2 500 mg/m® + S4FH2 50 mg/m?® +
NE2x 291 E 500 mg/m?
= 521
X 27| RE F2H B2 A FABETIE TN AL
2] 45 Y F
n(%) n(%)
g 35 (6.7 10.2)
4 4 (0.8 2 0.9
47 5 (1.0) 4 (0.8




qERE 2 (0.4 10.2)
LEET 2 (0.4 10.2)
T2 47 AN 4 0.8 10.2)
*ofEI #ddE E9RE0Y, 5.8%T FAHBEVINES AFEHAY ¥ osE
1D < 7Fedt 3 Aol tigh Bxzamo= AC-TH aWs T3 d3AAA o

oF 100mg/m’*E WE&F3 A9 . ul$ A3 ©2(98.0%), WZE@B1.3%, 3-4%:6.6%), =55

(50.9%, 3-4%;4.9%), WHE(39.7%, 3-4%:3.0%), EFHEF LAH29.1%, 3-4%:19.9%), T

(21.3%, 3-4%:0.3%), AAF ZE9.7%, 3-4%:0.4%), T2(8.1%, 3-4%:0.4%), A=rA(8.1%), 23

(5.9%), FAFFE-AW-3(4.7%, 3-4%;0.1%)°] FEFFTE.

F& 7% Ho*?.} Aol o Rzayoz TCH QWS Fod JGAFolA o oF

7omg/m’E WEEAET AL ol A3 ©1(95.8%), 3] E(80.4%, 3-4%:6.9%), T55(33.4%,

3-4%:1.4%), E‘l—'lLiq 74(32 2%, 3-4%;21.4%), HAE(21.8%, 3-4%;1.0%), F5(10.3%), AF
E(6.3%, 3-4%:0.1%), FAFEFS(5.8%, 3-45:0.2%), BZ(5.4%), 23H5.1%), A94(3.3%)

o] YERstT

16) A =¢to A o] ¢F 70 mg/m’S S

AAAAE HAL = gle Ol%t&%ﬂi SET A R wdS %:7} E 498N A

= al, Grade 3 o]ie] HHEL 37 A 878 %, WA 4 735 %%lﬂr. A4S

22~ & Grade 3 o9 35 77aA #de HALL 184 %, 8.2 %Atk tE 9

GRE= R I P N R R d ) | 7,}4 67.3 %, 65.3 %= =AY}, Grade 3 o4

&8 122 %, 36.7 % JTh i a0 BHLL 286 %2 A BA FoAE

, Grade 3 o142 4.1 %{t}.

o] & 7| JAFHAE uiAE 7 gl oldHke2 ¥ RE 939 %, IE 87.8 %, A&
73.5 %, WrZ/3)R2ukeE] 46.9 %, AL 40.8 %, CRP Z7} 40.8 %, = 36.7 %, 7 36.7
FUA/RITFE 36.7 %, ALENEZ 34.7 %, AST 4% 34.7 %, D ALT A% 32.7 % S|
HEH ZA4 o2 Grade 3 o] EdEo] 10 %5 =33 AL A&5H7 184 %t 7

~

2

mgo

Hrﬁrlo
ol

32

o)

¢

Aol A= F X E(premedication) & 4 /\]z‘s}X] 0}9};(] ol BE Fom|ebd) 2 AHE =7}
A& 242 143 %, 82 % H 82 %E 2F%tal, Grade 3 o]/ WENA Ut ¢
HES/RIRES, iRz 5o A 1740]’“2’“ ‘%dgL 25 204 %924, Grade 3 ©

’:m%o{No:{rujgug}m%,&-{mmaxiﬁmomi

Ju-S-2 9Fol A 13710] WAH AT FUF ol U e Adolt BAYEFT 7
5o BT gas BUE A0T AZHE o] 67, A&, Y, YW Ba, BB
TSP AL A ARAE 2 25 oAt 72 1l
) FErbsd FRABA] $¢ F OHZSWOER AZRI VYIS Wgstel ol

r
SAEA 75 mg/m® + ANEF2X29v = 600 mg/m? (n 506)
Grade (%)




e e <1 <1 0 <1
IECEE

e 43 32 3 <1
=z 27 7 <1 0
e 14 5 3 2
7o 8 1 7 a
Exas 22 10 1 <1
o 38 13 2 a
i o 8 3 <1 0
AR 23 10 <1 <1
TE 9 5 <1 <1

18) Mal®E == Hol® A o FAA 1 LHAZ FRESR Y BEg5te] o]eF

EAEA + 7l EE
(n=539)

S22 84 + 7t ZEE
(n=533)

Grade (%)

Grade (%)

o] dHt-& . .
AA %) | 3453 % | AA % | 3-4 55 %)

YA A o] g
IETRAES 98.0 94.4 96.0 83.8
IR LS 97.6 70.3 95.5 40.5
drugas 57.6 8.6 61.0 9.6
na 94.4 10.6 93.8 7.7

H P52 o] kg
dg =2 Nk-g /3R S 19.2 3.7 8.1 15
BE 70.2 8.2 64.7 7.9
AXNZE 17.1 0.9 13.3 0.8
¥ H| 53.1 5.6 58.6 5.8
A AL 52.1 6.0 38.9 3.0
A3 EF /752 E 18.1 1.5 15.2 0.4
24 71.5 8.6 69.9 5.1
71Et BEFEHA 4E 944% 10.6 0.9 8.3 1.5
Rk 48.8 1.9 32.1 0.0
n] 2} o 31.3 1.9 20.9 0.2
TE 37.2 8.0 38.9 4.2
IZETA = 1Y 13.8 2.0 10.7 1.7
oA & & 14.0 0.4 12.8 0.8
2 12.7 0.0 13.3 0.4
N2 - $e% 10.4 15 12.2 1.1
Tx EEAAYS 8.9 1.3 15.6 2.4
Bz AAAAEE 45.4 1.9 78.4 8.5
Bz 21.7 4.5 16.5 2.1
B pE= 2RAy 31.3 5.0 27.8 6.0
FE 12.3 1.3 13.2 0.6
HHE 19.2 0.7 32.3 2.4
o585 20.5 1.5 32.9 2.6
et 5% 18.6 0.6 17.9 1.3
Be 3§ 16.6 2.4 17.3 1.7
gx 93.5 - 96.4 -
£EW 3} 16.0 0.0 0.9 0.0
71 e} 9 REA 13.0 1.3 11.8 0.2
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T 5

o]/ge] ADR =

Aol G

HZQHOZA
o

A Rzayoz SAuZgd 9 S-13 o

Q}:

o] ek ke Zelel 9 S-17 W-8(DOS) 8

e 2419 ¢ 2E2HPRODIGY A+H) < < A AY E& &
T AT FTEAHA 86.89%2 ﬁx}oﬂ*ﬂ oFE- o] FHH-8(ADR)O] X

ADR & F= 1%

121441_.2
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% ol 3 ADR o] 22.41%9] $AbolA RuE A, b W

FAv

%%A ™ 2-0

FYT

T A BE DOS 8] o
Zdy

Huso

(9.54%), T8 =+

T THO=E ol =
&%

7+~ (8.71%)

ADR ©] ¢l

(9.13%) 0.2 23] Eo =t

TE A BEX 9HOZA o] oy A EtE 9 S-18 HU 3F7|7HA HE Fo e
a2 ZPAA A Aol A e ol Hid BE %T} (=210% &2) % 353 ol (=5%
ZhHe] ADR
Fe A 1Hx gYoEA AU 3F7I7HA ¢ o] & SA4AEEHY 9 S-19 ¥ -8(n=241)
B 358 ol
n (%) n (%)
2% 9%% &
ER 115 (47.72) 11 (4.56)
o4 86 (35.68) 6 (2.49)
7 62 (25.73) 5 (207
nE 61 (25.31) 5 (2.07)
2% 42 (17.43) 6 (2.49)
u m) 36 (14.94) 0
9% % set =3 3o
g 116 (48.13) 0
PEIE T P 28 (11.62) 0
AL 2 G ol
N8 e | 123 GL0Y) |4 (166)
A el @ Fo B Wy
W= 90 37.30) |4 (166)
Z+E AAA Aol
Wz 7h7r A7 W= [25 03D Lo
9y AA
o R |25 (1037 |21 8.7
ol 2 FZA ol
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HAa, 7 WIHEHA HaE 355014 ADR & ST T 4 U3T%), T84T LT
(2.91%), 3= (3.4%) Z A+ (2.91%) A

AA A o= 4.37%°] At A X7 F7- THLE o]oj A= ADR o] AL, 40.78%] &=}

oA FAT F A (1117%), 2AF (8.25%), BAF (8.25%), M & (6.8%) B FHT 4T
(6.8%) = Qs Fof T 2 fF2H=E o]ojx= ADR & R 18t
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Te A Bx 9HOEA o] ox SAg|EetH W S-1& HY 3F7|7HA HE Fo
& A Y BAA e o HuH BE 59 (210% ) ¥ 357 ol (=5%
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Fe A Bz Y02 AY 357 | FE+FE F S1 Rz Al
7hA) 9t o] <k SAEEEE 2 | (n=241)
S-1¢] W8+FE+5E F 51 B
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AA 359 °ol% AA 359 ol
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o4 23 (11.17) 0 43 (22.05) 2 (1.03)
nE 26 (12.62) 0 33 (16.92) 1 (0.51)
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9% 2 A3t 23 o
SR o A |23 1117 0 51 (26.15) 0
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0y 77 ol
P A
9AL 2 Qe ol
A8 pha | 72 (34.95) |3 (1.46) | 79 (051) |5 2.56)
A Ao 9 Fo 29 W
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ZE AAA Al
oA & 34 (16.50) 1 (0.49) 35 (17.95) 1 (05D
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W go] aHA o o
)} B4R ol s B Eel FAHOD M-s} | Z7beke o= ek

5. gHkx 9]

D JPA = HolAd e FAaALA g dEee ue8Ss ZAR FriEge #
Wy #AdlE 49 MA B2 AEVIY SV 53 28 44E fUAS dEseE A
3 Axe= Qo

2) o] °Fo] 2w ote)] 3t FEAL WSS ZAS Fu Jdom HENN FV 53 2o
A4A FAS YEstE AAaAlF(controlled randomized trial) Hile

At
g dastel o

[e3]

BA

AaMAZA YD = Aol 4 3
2t 3} e 9

9

1
ol He F2 FHALATICR st AE7]

AF7kA o AGA =z} 5
A2 goQAel  FAFA  YEHxA  Eigon, FRZdElx s IxF
progression-free survival(PFS)9] gk 1570 dollar, 21 AEE&2 64.2 %o Ut

su

4) F& 7tsd 3xE A AEY SAA o] oo FEAN RS WU oolH,
N, FAAMA QFAIE(TAX3L0] HFTEA A, o] oF2 FAFHA, AIZEX 250

HEEA(TAC) Al EFLE2FTHAIY Z4FHA, AFE2EATU|E Y EFEAFAC)T 13|
FHAAE7IZHDES)e] oA o Atk 10d9 FA7I3to] FEEH= AlRoA AT $130]
FACT(45 %)l vl3ll TACT (39 %A FofstAl o ki, AAYEEOS) T3 TACT ol A
TosHAl H =476 %, FACT 68 %).

5 % 7153 2z S48 AP AEe FAoA o] ok R RS B
o, 0, A A4 F(GEICAMIS05) A2 7171 Fozke 77709), TACE
oAl FACT-oll ®lsf| FHAE7]XHDES)e] frolsiAl o ZJ_ Itk o] k2 TACA] FAColl H]
3 32 R AL Y HLAEHRE eI, FACE gk S wiEl 24 %A= A
& ZaAFoY AAYEEO0S9S F #3F FY3HA %?EIE}. FT4# 109 SMde] F2%
Z A}, o] ¢f2 TACT©] FACTol vIgl] 16 %8 = AE o] AastH o, Eﬂlx“’i
Fol5kA] &ttt (hazard ratiolHR] = 0.84, 95% CI(0.65-1.08), p=0.1646). TACE 3l 3z}
ToA FACE T3 Aol nls) 9 %AE AAEH o] 7433 ch(hazard ratlo[HR] =
0.91, 95% CI(O 63-1.32))

TACE gk 532 9] A} F, 282 % 7t T5e FoF & o] YRESHTEAE)S Z @3t

HErH ZAHoF Qs &5 o] FAFr] F 1.5 %ol A DA 4.7 %2 A7t o)
o=z 8l Feks FUEAth 4 gle UHE ¥ 55T ATl FFHe Ut

3 &
Alolgith 4k ATe] wixet Fop 3 309 ool AE AR fIon, of oo ®
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1 ol
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Moz AC-THE2W 2 TCHaW
e AIHFA7IZEY] FXEEE 36




M), dz7d AC-TRWol nls] FAHAEDFS) 2 AAYEE0S)e] FATHSZE fFols)
A S7HAH. tzatoll vHlste] A o) AiA] as AC-THa oA 39%(p<0.0001),
TCHw oA 33%(p=0.0003)] AT thzwell Hlste] Al 9@ Al ZHa= AC-THT Ol
A 42%(p=0 0024), TCH&ll A4 34%(p=0.0182)c] At} DFS<} OSell oA, AC-THT3 TCHT
7}01] o] gt 7<}°1E oA AT
} ek 3ate] & 3 HEQHo g TCRYHOR o] oFo] faAx} okd
%7}2‘} %"é}/\l}j«l AIFA7Ie] T2k 59, & ACTel Hlste] TCTelA +4
AZDFSe ot MAdS BAY FHAHAYEES TCTAAlA  86%(435/506), AC-ll
80%(408/501) ©] A THHR=0.67; 95%CI 0.50-0.94; p=0.015).
8) o] ¢fo] EgtxEFwry 8 oW AEZ HER2(Human Epidermal growth factor Receptor 2
protein)7} IFAHC 3+ == FISH FAD=E L st ey Ag& &2 Aol Qe Aol f
Wekell gk FEAES W&o SAE T Ao AEVZF S TH A <
AS3t= /Al (controlled randomized trial) R e Utk ool F29ulg #2754
AFAIFANA A EA TE5F(94)0l vty TH gAY EgtaEFg HEH929)S 13}
434 % vs 61 %)*¥EqF ofyel 2xH 42l TTP(Time to progression, 5.7 vs 10.67)
) H AE7IZH22.1 vs 30570 DellA B BAFCE Foj AdE YERAT FaF o
o] of¥} 2 TaxaneA| °f&=2 AIFe|gAdel 45 w2 tiste] EYAFFH HE
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e
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e oz TTPE 1x H7PHSFE b= Bl 529l A3 oA d5axd Bls) TTP7}
oAl ddE S RoAFATH

9) AAZFs3 =4 AP A S A8E 93 £F A8 37719 & A DOS Bz
L&A, SagEeE, S-D F7HAe fad Bl bdAde BrUkshr] fske] A, o
71, B g, 2z uﬁzo ¢ A E(PRODIGY - EFC13833)0] AA= AT LAl B7HAF

£ FH8 AEZIZHPFES), olxF Hrbbes Al AE7IIH0S), € F WHEldd yr], o4d
HA) RO resection rate) = ?}Zd‘é o] EZIHAT FA9 wiAES AFE7IH E TNM
staging(T2/N+, T3-4/N+, T4/N-)ell U}ﬂ' =3y AA A O Z T2-3N+ E+= TANS| U4
stageE H A3 24199 3xLEo] =& A DOS HZAWy EF X 5E Wk, 19599 3
S BF ARE WYY E2F 1E°ﬂ < X DOS Hz3stawS F7IEo=x F313
A EZIZHPES)e] o 3tAl A= o (HR= 068 [95% CI 0.50-0.93], p=0.015), 3@ FXsg A
EES 66.82% W 60.24% Aoh WETA Wre FosiAl RotHth & FF Hl(stage 0)
= 10.36% o 0%l =23 31(p<0.0001) &+A /?d_Zﬂ%(RO resection rate) 95.5% ©l 83.74%=
oAl S7FATHP<0.000D. Aol 4 WrI7 & SAENA 7}%} 2 o|Ho] #F
A} (T3-4/N+ =9l A HR 0.72 (95% CI, 0.53, 0.98) 3@ Aol F Z oA TollA
T AA AE 7IZHOS) TG =2ekA %al, 23 A|H(FH R Z‘”%k 67.38712) ol A
FAST oA Z3tagle] wel B OSel tigk HRCZIAZ TNM ®W7E=2)2 0.77 (95% Cl
0.56-1.17; Cox proportional hazard model p=0.1177)°]t}. HA 7153 =4 MY g 3
2] A 5E A% e A BXRQWA, FEd REIGay e 53 HA A=) Fris
A gskermg, Al d pAA FAEY AAFAH ol el F&EE| e EoloF gtk B
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o 5

Aol dasty, $xte] AA|FdsHo Y 7 AdS 2 arzstedof jitt

Mook




10) o] oF=2¢] &= 1A <1xHDose Limiting Factor, DLF)E &%+ ZH4o]H, o]= G-CSF ¢
W o3 stE 4 Qi) o] ¢kE] AlRd i) FFY EFIAFE TFT D),
T TYES 59 T8 o] hrE E o] ¢kEHe QY %ﬂr AE AT

5o
N, 7J:L/\l %l"?*%l iﬁl"ﬂ T A= «lE /\l“
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011
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D $3 - o7 A=A AU e Aol i %XMW 100 mg/m*& Fof W 8
A F A3H WS 2He A9 o oa AW AL 2.0 %(19/965) Atk 1715 ol
S 7FRIALT, AST7F ULNRTE 154 o] ¥ FAlol ALP7} ULNET 258 o) =5&) o
o e B A o] of wAE AL 115 %7/6D ATh 60 mgm’S o whe Fx
F 7% B A o 3t BEE AP 06 %3480l T, )% oldE Tk A% 7
W % 39o] Agegith Aol v AErl Bal R F7)o HAHT A F8 9Ae )

2) ‘ﬂl/\/ﬂuiﬂll"L cold MEs VEOE I ARAFYC] Uve Fa&YAE e ol HlA
Az FAolA g=o =2 100 mg/m’S Fo] v A9 o] okmt #AHH A AFvt 7}
o]

9tH14 %2 5 % T T vlw AR, 75 mgmPE Fol WS S 17679
A F 28 % o] <k #AHAA AMG olHy, AW 59 T 3Wo] AlFPEY]
status 23 th.

12) o] <Fo] FofA ANRAF 2 FHyukgoz QI ol utgo] WA 4 Qlomz FI|A}
go] ofd gk o] oF FoF 3% HMEE 3Y <t A ElE(6 mg/day, 8 mg 1Y 23D} 2
S ATE 2HRo|l=ER WlEE AA T AYGAG FAfo| Al AXEZA o] oF Fo] 124]
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14) A7 575 HAAXE o &F Fo T 7TIRA(TIIDA ‘/}E}lﬂur ool A= =
ARE B A Aols o Wy ATl dEE F QUth o] oS Fo W
= Aol A AT HEF BUHE S slloF ok 577 1,500 cells/mm3 ooz 3B
oJof o] ¢ko] FRoE AMTE F QUrho] ko Fo Fd FF9 EFTFHEATK 500
cells/mm?, 79 o]’ho] Yeld A T HIZTTHAES, 4559 Fde] vede 5ol
< o FUIA Y &F A % <
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=13 75]
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22 2De) ABe D] A5 vE G-CSFE ol g 4 Utk TCPE Fof e @
A s mUE P oo} it
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SoF @k,

23) 47K o] "HEA F 8 A ) oo "HEd AU ik SxbelA TAC

=
24) ¥ HolH 4 tig a3
Hes aHSh
25) AgaAA g #AFS FE3] dlof FrHumE AR, det Ash, AW, ¥9 5ol
UEhte= Yol o).
26) & gAlF VIR E =AgAEAE FoA3 %‘rXMlﬂW E%“il‘%—%(CMO)Ol
v ok AlopEAto] Qe SAbe F74Fo Q %
ZFol Xed A5, o] ¢ Foe FHstoof stH, A3 A5
27) HA7FA ¢ o] ok 0.395 g/mLe ARE(FH)ES EIStaL
0.395 g, 80 mg/4 mL ®}o]&: 1.58 g)

() ¢2e $53 814 A9 A2 5 Aok
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(2) AT EE HAF BAS} gL DY PT BA FolA Folstelof Ak,

(3) FFAAAN FFe vA FPsA e nBstelof Ak,

(4) o] oo ZFHE Fmeo| Fe TE oFEe adE WHAY F Atk

(5) o] obol EFE w;Ee] Fe e EE A 22 UL AL F Uk

6. A58

D In vitro A@@sbe] W2, CYP3A4S] of8) F, oAl mi tAEE R o}EA B3

A ZUE, ARIZIUE 9), AEZ2EY, Hadud, deEznte]ll, SYeERIol
I EZdQtEviolalo] o] ofo] thAFE WIAE 4 OB R ol e WEFAA Al
3] FofsfoF ot

CYP3A4 Aot WE3st= 4%, o oFe) A ez Qs o) dutgo] F7td <+ Aok
FE3 CYP3A4 AsfAl(, ARIZUYE, olEtmUE, Sz rioldl, Ivun]o], vz
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). 7% CYP3AL Aa|Al9} WEEAS 0 4 gl A, 42T CYPIAM ASHAS ¥E
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o ol ofsh AHT CYPIAL AHAR ARZUES BT SSTANAT AHND ©f &
o] HAigo] 49% AT

2) Bagu Aol o] ofo] WEESA o] ofo] Fago] ZrlatAT

3) o] ofe] TMARL S Aa =T 95 %). In vivoolA o] oFz} W EokEo] AEHgo
TAH o7 A ¥ glo, In vitro AF An), gwAGHo] %o ogERufol4l, T3
cely, Zwalss TeudE dyEe, e}a@aﬂole Ao EALE, BTz oo]E YE
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22| kot 17491 Itz QAP R EeRI A F5ag 7ol AAEATE o]
k7l W83l S o, FMRZgE e dEEA BRud ART FAEo] 50 % A4 JERGTH
6) o4 APAYL FAE tFoR ZHsUE EA) stollA o] o] FEFEHIF AFEHA
t}. o] ok CYP3A4el o5 tiAl=m Zg=uee CYPIAMAE fEste 2o U4#A ok
o] ofo] ofEFEjoll et YT Eo FASH R [Fo7 FFE BEHEHA FUTh

AR, FRE 2 QA sbsAol e At O F
1) o] QFf —r4 o]’H(aneugenic) 2717 o3 FHR=FA]

2 AP o] ofo] ZHgr]He] wEH o] o2 ¢ o
T ATk dFolA Y o] of Foo i o] §Vbed THEL H o= 3

o] ofsh FE AUA 7%, 4 T mAS} o} Ragve] dnge
otk AzEAHo| W o] oF AE B &3] 0.003u<} 0.0281 8 A7 E7, ﬁ
N2 F TP o =3 wi L Ejxte] ZA@ - A XA 2L, Hol 2 EAAe @
S A, A1, AW AE AR 20 FAHATE YeT, HEA
FEIE S ZaAAT o] oL AEIL 583HE Wl Hotsde i F glonE HEY
o) kel wheh WEA oG F9vt ohyw Pal Fol Felshx etk 9 2 YA b
gk AR AXNA FAZQL Ejote] @A thal deFolof k. o] of Fof JhA| oA
A 7HsRE A8 Y AXAl A ARE Flsof ) dAl ThedE AR oAl F

ik Al 5]

o] Ve =

o =3 o] oo A8 F Bl ARE TAY F 2Nd FF e Hsfolof Tt o] oF F
oA Fol dalo] &AdHE A5 e HHE Arole FA FAE SA &Mk I

2) AL o] o A8 T B ARE TAT F Uid F& EAZHA AU AREdorRt
o FAL o] oo Ag T ARE TATL F e st EAHR] AYHES AHEsfioR g
.

HI Y AFElA, o] oF& 43 o] Haneugenic) A&7l o3 HFHAFA FEFo] Yo
T FHHEE ML £ Ut mEbA, o] for Agite FAES °] oo A7 F Y
A8E FAFT F HE T ofolE THAA dotok sk, o] fo = XmH FAb AAe) o
Fol s =d& FslioF It

3 o] o2 A AT Ef TR o|FARI} XA adtt. wekA 719
Goboll Al ol/dntsol UEhd 7HeAdol ACBER o] o R Fols FRE Tk IHE

=dJdEHBE)NA 5 T2z #07F BuH ).

8. &=oto] TRl Fo
axofel thk o] ofe) FaAdt ko] B E] A AT

9. ALl THI T

D oldel ststayE W 1 B2 HlAAEZH LS oz g YFAIF(TAX 3260914, o] <F
I ANxFHE S Eroq A F 14878(36 %ol 654 o] Fol Tt o] % A2xFetEl Fo
oA 654 PIRE Ao} Hlwste] 654 o] SRAF A AHAKES % vs 43 %), ZFHME2 % vs




31 %), T=HZFBI % vs 31 %) FHAEE % vs 21 wo] B Bo] #EEHATH

2) ool s}t S W] ¢k YA NN EHY A XEZ o] oy IR EZEIY
L5t o 65A o)e] St A o] ofF AAETGRICE X EHFE {FAEE A4 BT
O 2 o] dA At I8a AL e S dxETo] BedRlYg AXFEHY B8 F
A" 17 A oA Bt t A5 EAY s

3) o] o FFHIAERRIS W83 604 o) ALY AR A5E A A, 604 o)t &

Ao HlEte] FEBHE 3 T 4% o|AEFS(Grade 3 T 4) D GEHHE FZ ok Wy,
FEAH X7 FoFHe W= FUFSIA T ARG B Este @A) g, 7 Al
Eldle] e Qs s A e AFEAEAME Faste FEA Y 27 8FE 75 %
2 st Boste AS dAgth

4) AP A4S Yoz 3 YAANF(TAX 3274, o] k& 3Fuith Fo] we 3331
A} F 2099 0] 654 o] ol o, 754 o] 68 olth A2 A1 Hlaste 654 o]
ol mEAANA 10 % ol F71eE FEF FAHAE o) gukE oz W71 % vs 56 %), T

Q7 % vs 24 %), &FEFHSK34 % vs 23 %), AEFZQ2L % vs 10 %), AF7H2(05 % vs 4 %)
o] AT,

5 o] o= ANzEee 3 EFFe=ebdd WEste] 22199 AR NA FAd AGA
FollAM, 654 o] d2 547, 704 ]2 29It o] Aol 654 o)t &AL ¢ FHe
AAFe] HEgol ik Zpol & Flsted FRA FUT Ty TR o) diks AL
= Aol miste] nP Al Bt =t £, TUE, 2L €4 S THaS/EST
A Ade] B d2 Aol wisty 654 o4 &AM 10 % ©l4

o}
o obg NiFAE U FTOEPEANN W KT YA ANs LU PseoF Ao

6) °] ke AxEFgE 9 EFez oy WEste] 174 % 25199 FAHRYG AjolA
fEsistam oz Eojdt QA F(TAX323 2 TAX324)0A, Zhzh 18510 %) 2 3293(13 %)
o] gkApto] 654 o) do|ltt o] YA ANA 1E fAY e FHS A AolE AT
st7)ol EZFE3ith

7) 704 ool i fAtoA o] ks FAFHA, AFEIZANPES} HEREATL ARE
STa=d

10. 73 SojAle] A%
o] ofe] BRI HEAZ @
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11. #8749 9

D °] °F2 in vitro # FEANPANM AzEE 71700 ol dE =i, AE=H] A=




Ae e FehEolA el 2ol A5 Ffdol Al mAls AEA

< Fdna A AT Fo AA Fon.

2) o] 2 FFTFEHER, FAE S ZABIAY o] oFE TE W FolE5 7|&dck &
ot o] oF Foke ol Fes AT A Aol A= Aol ATE FHoNAM AAIsk ok
st JAIRE Abgo] o] SFES FHFslAM e ddEH

3 WrEAl AFE FEefor st FE(EY, H)o] v Fo HEHIUS A FA HlF o
Fo 22 22 Ads Mol A u#Fe 2 =2 Aot . A4 o9
H 2ds2 Fost H7|stodof .

4) 7 wholk2 &3] ARgsfof &, JiE F 2&53] AR

5 4 ZAA AL Fhd 13]o] FostH( shot injection), Fh2 =] & 2&3] ALE
atH, 284 S Afole 25 °C olstoll A 1AZEe] FAAZE Ejete] 6A13F ool AH&-
gt

6) T REA HAAHY Fojsta v5 ZHHE FojehA] Feth AUy FAT uf of
dol dHE FEE AT FA FHol A T LdoTl= AU demm o] 9]

2 A FEF Fogrh

12. 33 3 HFZY FYAR}
D zpgste] 2 7 25 °CollA] Bggitt,
2) ojdo] e} £o] A Y= X :
3 vE 871 vl ¥ A2 Alad]de] HAY F2 FAIHA HigAstA goernw

o1& FoTIth

13. 7€}

D FES 0.3 mgkg F4, E719] 0.1 mgkg T &% 7L AFAA €A AMLE
o] F7tatal, E3A Aol AZEH T

2) F47], 7] 299 HE 0.2 mglkg FAToANA AL LA HE 2 T dE A4
o] =S

I TH T 2 IdvyA =443 HE 0.3 mgkg FATANA wwr] €5 7]XHDuration of
cohabitation)o] Fo|atAl A= ATt
4) o] o2 ko] w9 FHETEAIT AA5H HAE&F - HE 0.2 mg/kg/day, E7] 0.1
mg/kg/day, UAE()A)_=F : 160 mg/A /35 = 2.7 mg/kg/day).

5 TEAFM2, HE, /Do o] AL FAo] JAAHERE, A2 THegh AFe] Ao A
oY a7t Je Ao A tig dFS vHs)oF g

1.3 37tz 3gele)
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15 ARAAE @#HFsts 49

O TFeRAMY, A35x20] WE AAAE R
- AR -FEAL B A5(BHEHF A W 7d)
- HEAY A
16 AEH
T B FEAA7} A FrEAR #E A=
AR LA} 2022.06.15. 2022.06.15.
BaAdUzt 2022.08.10. 2022.08.10.
Hebgaedat 2023.02.03. 2023.02.03.
FFA LA 2023.03.13 2023.03.08.
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. 5111—1101]/\1‘1& AAE A 3 dEAE ARE ZAR 58, §HETF 2 ALY F9
& )

. %LHOHH: A 7bsd 54 XWH” Hobl Bede e E%/BE—‘E Bxesrsgrayo] A
Faoly, 34 dFAHANA & T 223G AHGS-Do| €4 TAEA, SAEEeE,
S-1(DOS) F<+steta ™ & ’27\13}01 Xli AFRE MNAste FaA % A =3tk o}"iu

o FASTAA Zdak 3@ PFS7 wHAlel Al - BXES. 3@ PESe A3, =3 99
2 FUI% AL 66.82%9) HFRA3Y AHEL RolH, &4 T BFXAH(60.24%) vl e uj,
HAFY¥IHRZ 0.68% 32%2] A3 T4 B3E EU(P=0.0159, Cox HHHE = 4.

o 12 F&A HrPHSE FASTOIA 3d /s ¢F 24479 A A A oA PFS 43}
E= Ao, PFSE AT &+ & oz &4 5%‘7}2‘*5_ 205 ¥ ¥ %7](%
28t 4AU-S pCR), RO HA|&S 3t vlwsda, 059 A¢, T EF FU3d =
SHA = XKoo, BAXHCRE 98 #HAE %‘%?‘ﬂﬂ E‘Pﬁi% T3 ¥ %7]%
B7ret A3, CSCToNA 10.36%2] HARSES g S FAst L, FAST oA
Wegad Wr) 17] o8¢ thAR7E CSCRONA 35.1%=2 SC 11%5TH B, 224 A
(curative resection)E 2Jv]sl= RO AAEL 2 %9 #AHo] Jom, 13 AlHeA CSC
To] 95.50%% SCT 83.76%E Tt TAHCE FstA =3+ Oq:rLZLoﬂﬂ%ﬂr«] A=
A5 Fofste] AICC 7] wiwgs 7Iute 2 WEldhy stage A4S A% = viwds
2hdetdar, Wl B8 2 2AHA T WyhE e AR S QEE‘}%‘\?

e & QS e CSCE A F 29o] AFSEH AAH AU, €48 557 &
223 FAHA APFAEIE SASAES. ADRY wE AMEANE 7 @AY 3, ASCO 2
EORTC 7tol=gtlol Al o] &A= o G-CSF7h A gler=s &ed 9
ALE2de] FoAlate] o2 G-CSF ARg-9] 3]go] eEldsitta AR,

e OS EXZAT}S] 7%, 22 AmuAAAAE vlAds Feigior, 3d 2 5d OS5 #4119 4,

T2k Zol7F e HE OSE E33 AAHHRIAE AZFSHA R, FIHEA 0S¢

FHBJEAIIE Tl ARAEE FUHE FHALVEDG A94A FE 2SS W FU)

Ql OS #Ee Fashx| &S A= AEH. vyl s 2o @A vl FAds A

NE F7H ABE A FoAEE ‘11 71EE o] o]ef ##T ASE FUFeEA
om QA7

o o2, 3T A olA AABAFY Y77 =2 S-S T3-4INDAAA A58
oldo]l ¥ IA HRHEHIOEE F HEE AMELY FYAE e 3SR

e 11 9, 8EF 2 /‘P%“«l FoAE T AHAE A FAAHF IS oFE7-4234
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o AFH : BAE]-vlo| Y EMEAFE)
o oFg] &R o] W& EF(Pharmacological class): 421 &Fe}Al kA
e MA BF&I}

6.

DAY 3 Aol e FaAqdd Ade] 458
2 ANxEgd 9 %—-E%&E%EHJJ Bgste] Mol Ee AR Sde] 14 AR
3 ZAETte 2 S-1GEI7FE7 v L H e 2 )3 Bt AV’ w4 A4

D Agse BEaos of o 75 mgm? 350 1R A FAa,
W ERom el WaRelA o o 75 mgmie 147k Hek FuEA F,
NaEehe 75 mgm2e 1 ° 34 B AUFAT AxZed guEa) 2

HE Z2o298 S 750 mg/m?/day §FOZ 59 Fob ALFAIGAF). BTH}E}
2o o E BEAdit AXEHE FoA R FFEAY Foe} HAHg sHhydration)
7} @astth. @95ty 549 YPS =07 AT A s oR G-CSF& Fosto ok
St
3) %ral e g S-13 Pgate] dAVtsd T2 AP Al Fd F& A Bz 2
c A1Yel o] oF 50 mg/m*E HA 1A B¢ AWFY F Sk Zake 100 mg/m*S
23]

N2 202 B AALASAS, AL AULAA 19

oZ L3l o]E 1F7]2 sho] v 3Fuith Fokstar, o] HEAWHE F£& A 3F7]
ot NHT & A HEaWS Adste o g9 =249 S &3}sr] 9
st 1577188 43 G-CSFE AST &+ At ¢ A HEaHS Adgsie g3

™ oE

A HA A s Aol e Agsta Wl

ol FolAE 5. dwbA Fo Fa1)
o oFE]ZE 71 wA AT @5 3HdepolymerizationE At ME F7]e] M7IoA HEE
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12. 719 2 AL

o 47 FA9 wg APl sk S-1 BELMW EE SOX -1 + SAle)Eele) EE CAPOX
G + ST EHE) BE SARAT HLE S % o8 Rz sHetare opalololA
o) %2 Amolt} 20180 ZwE Siokel 7 FFe] W7 sjol=ehelo] m=w, WelstA 1

217} 7] == 117120 9t 3kxjo] X834 4<% 3 D2 %E@ AR T Bz 3stay -1 ¢
58 Ex A EN + SAEEGRDe] ARAAHAR AE: AY, TA T8 9.
5“44101] TFE-A3D2 § AAle A 2 3?) SOX7} LAGC #A}ollA] CAPOX HZ Qo nHla) 3d
T2y AESES FostA N4k 5_ 2o AFSHAY. Hx ey nugds W, e A%
SOX+= T Wr s IA HAaAFHI(< pTl 14% W 3%) RO AA&= /NHAIAT. AF =7
oA, & ¥ Igal(Te A 2 92 T WIIE ARATIL ZAF dA s AEe S
ZINZIH, @A ke AASEL X 5ol tigk vhE-e] A W) BIPL 7HsetES shr]
o AsEe HIHolth 97 o5 AT 93 YEAIFMAGION A, LAGC kAol A ECF
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(ol 3] 12, AlZetel 2

3] 7] B A, Fetks "

AEPFS) 2 A AE09S FrolatA Mtk Uz, & HFo Fod FLOT H(EFL
290, FREY SAYEYE, AR (& A 43 77 2 < F 43] F7)D2 LAGCe]
JE FY FAfellA] ECF (g F1]2l, AlaZeied 9 F98 EFe=298H4)) =& ECX (Oﬂﬁi—a%
H2, AlzZetel, FHAERDO vls)] o 3 WEsd wheE(< pTl, 25% of 15%), U =

RO A& 85% ™l 78%) % ©] 21 OS (43t 507/1€ o) 3BADE Jepioh

AP Aol e =< &2 IS o= DOS (AR + S4ke]Zebel +5-Doll gk &
- Alge] FAETh 7 219 719 1Yt EAEA 525 mgm*y SAE &Rl 105
mg/m*E Foldta 1925 E 14LA7HA] S-1 80 mg/m’*S Fojsh= Zlo] DOS Wl thadk A%
EFoE HuHAt &F-At 54 4T FaFoIRL AA ¥-SE(ORR)2 67%ATh

floll 71=d A% &FllA DOS e FEA B Fo ThsAdo] o|F HolA 2ol e 449
o] F=Ql gt x3hd I A PolA AFHJT 57 4 AHE 28] 98 AHT
At A5 AAHG-CSH7F FAHJ oW, o]d F7]olA 557 Z4aA AtElE ZdAE EatelA
2 G-CSFeb ora A= sl85A stk Fo" #7119 3 FYk2 83)(1-363] H
AL T8 HHL 45T THT BATB72 % R 9T FAF271.9 %ok ORR°
54.5 %R 1L, PFS T¢#2 7.670€olAaL OS TLak2 12.07H-d o] iTh

THA FdE 1 AgANAE, 4195 =20 LAGC Aol < d B2l DOS (DOSe o
o] AR SFo 7+ 21U Fr)o 1Y =AEM 50 mg/m? 1Yt LakElZEtel 100
mg/m*& F435ta, 1-1493kel| S-1 80 mg/m’S FoIdhs oA 33 F7] B¢ A% F
FEE 3 REaWA S-1 (19 Bt 6570tk 1-28Ue]l 80 mg/m® Fo)& T @]“W
G-CSFe} otz A= 3852 Lyuth. =E A7} 389 DOS % A HzaW F715
=3y AAZ oz, Fx F 97.6%7F RO %L:Ml%é 2N, 6o $xH14.6%)7F W2

&4 W= YUEllen DES Fditdle = 6‘}%] FRKIE # 29 DFSe 24 94.9% 2
89.7%ATh. DOS «+< A HxoWS whe 52t AL =3ed AT FET65.9%°1

zi 4}4

3 4% F2H9.8%)7F 8 TAT TaTes AY
Szpo] Bof SR(ZF 21Y F719) 1Y9xpol] TA e

Eodslal, 1-14¥}e] S-1 80 mg/m?S Fof)e
o] 83t M3 Hx ey F & H
S-1 (SO Rz AAS 7$-of n
I’ A& <1 PRODIGY®l théte] £ = Atk

1:}

50 mg/m?, 1¥x}el SAtejZebel 100 mg/m2
AA 7Fs LAGCo] Sl& gh=<l gkAtollA DOS
318 @ H(CSO= AAsh= Zlo] vz <3
M = e AS A8 s 2AE
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9] 8718
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AED PR siorg
SALR(THELNS5S) AT -OeiE| A | 2006.04.27.
AL U0 L= (NS4 3HE) el of 2010.05.24.
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0= Taxotere Sanofi Aventis 1996.5.14.
=8 Taxotere Sanofi Mature 1995.11.27.

JHLICH | Taxotere Sanofi Aventis 1995.12.31.

2 QI3 AMg A SE 769,000

RAAA R toz QT A 131 & 1700 si%) FAHM, AAA EHE 59 =
AP Rl 4918 AR T oA Aol M EskA AdEE ool de® IR AL

W 1el F 49)0]t,
e 5202 9 HAXS A9 Mol7} Qe LAGCIA RO A7} BAHE A% 24 7%
9e F Ut BF /1B a¥olth ek o|dd S @ dFE 59 YEE

0% o173 £A e

e ERoedenUG-] B ARG GEaPoR FolsAl SAYSH 1 +5
A FRGOX) Ex AIARY + $4YESRCAPOX)] EE EAGAADT BE £
s Bz shstamol ofAotel A LAGC #abo] thd EF A molth Ao, £&-HF(D2

o
= T

KA ANG Ao2 YFHAT. BE sstas ude W, & AF SOXE FF
| ZeAZAT (= pTL 14% ©) 3%) RO AAEE AAAZT 93% o 87%).

FLOT §H(EF029ehd, Faud, S4e548, SAGDE ol 88 +4-4F 34
&A= PTL, 25%), RO BA HEL F7HA713, Z71e] dvl st

A5 el t@ AA U ok sEEE s g, Fd vl
- =g WALTe] UEFS AAFOEA AE F7] F M AN AE
4e oASE B HholE AY F stk =AgAe g

A

i
AEAL, 919, AR, dah Awek

P e
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o o
O

= o
ANzEgdolyg 7R EgE Y &8 @4 ~HER S /AN EFE29Yuds X33t
& o 7HA AlZz=A sdEd 38 A FUHEQ Qs s 84S dERT
SAYEGES AW ) FYoE FAHT FAmiie AR ARY FE ALY A=mo o
st 3 71E o] Ut

- S-1 (TS-12. 2% ¢4#HA aiho Pharmaceutical Co. Ltd. &)< HI7}F
2(-FUY A+ =) LEyYudoe g, WAy HZAY =
H 7} 1:.0.4:1°]t}. 7]w 5-FU9| B3l #A3t= Y=z grd 54840 A4
A JqAA =R, 43 2 FTF =4 W 5-FUY g A cHAE LS T
WollA 5-FU¢ QI4FstE Alste] 5-FUSH #HE A3 54 a7+ d 7o
o] of& FhmoA PA e
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HE Q¥

AToH13. D2 YTE MHSS Tas IAIE 25 T HalsE 17| £E 17| $/Y St ois 2
Z= St Q ¥ (S-1 £ = capecitabine + oxaliplantin)0] #RECHEH: £5, #3: ZotAD).

D2 Al ERe 4 Al glotel EaxlRolch Tk U4 flotel Bo 2
A% 2H) Fol5 % 9 A9 Aol ¥l E7h e 0n, 7 oS o 2 vl e A etk

R A3 Bolr B FgAstet o ¥ e et 24 WE Folstehay 2 HArbes
9l Aot #hxto] thall 54U R0 2 Alg¥si 2R EES0 Yol egT Aoz Y
5 9lh 134,135). 0| 2% g o] AR sl A D2 A A7t 2eEE A 27 30% -
s0%0] S2tet7] W 2ol, D2 = HA|7L EEH 0 2 o] RojA| = FotAlofol A 5 HE
Fastete e BEH A 22 WolEai A gotch 2 2 otAlot FAE S e R 4
Y 270 9] o AR N 34 Aol A HA|7HsRE 919 Batoll 4 D2 F = HA
£ 2 2AH 24 F a8 oin] Rz Fusiet e el felst gE 8ol o] ZelEg]
ok [136,137). Y 22] 151 2= etetet ¥ g AEF(ACTS-GC)Ol A, 271 (TL Al 9)) =37
2} ¢ (by Japanese classifcation, 2nd English edition [138]) &#} 1.osoH ol A| D2 A A& F 7
Fues YA AL 24 F1d 2 18 Fojailichize). 319 Ale] 2R HES
L2 5170 A 72.2%, $% DETo|| A 59.6%%] 0 B (HR, 0.62; 95% CI, 0.50-0.77; P<0.001), 3
A 282 747} 80.19%2H70.1% TF (HR, 0.68; 95% CI, 0.52-0.87; P=0.003). o}A|op &
AES oo 2 & B x getEst e Hol giE ® 2 ddA T E 8, 3 2 dinie]
4 238 capecitabined} oxaliplantin 25 §H9t8}8 @ ¥ L(CLASSIC) 2 A, £ 7 I11IB
7] A <d(arce 63H139] 714E) FAt 10357 0] D2 YA E F oY St A Al
22 Ut capecitabine T} oxaliplantin & Fo 2QFC [137]. 31 B 4282 2 x 3hobstel o B
Fol| A 7493 O 1 424 THE ol A= 59% %] THHR, 0.56; 95% CI, 0.44-0.72; P<0.001). 0| 5
7ol sd 2P ool B2 B2 gotetsta o] Y=g Mo i ARt ohal
2 2He1 = 9]t [140, 141].

o] @50 Ao 7|z8to, F YA ¥ R5(S1 T capecitabine + oxaliplantin)
A Sobrloto A D2 Y EA & o] F H S H 1 m7| JYe) BE AR 2 dolEe{z| T
gichax 1)

A

0%

24

209H15 D2 2 OE ERJL NBEE F2, AMAHOE X sttt f el My sornsta o)
oigt a4 2HE ZEHOIR YTHZA: &8, #1: ATwS).

R A ATl M HY s e Y TS e BT FUS e A Hor Y
A|7H 7Hs 3k ol i =4 ThE ojs] 1 A& 20| 9T zlo & Z L 9lch Macic YA
Fof| A 520 2| B2 FHxio] HE 8-S 45 HF epirubicin, cisplatin 2 Y £ 5-fluoro-
uracil (5-FUj°| Foi E F=tet v] W5ty o o, pNcLCCFRCD Y A H ol M = =& AT cisplatin
9 #9085 Fuo] Fold ghxte] JEE-S vl watgrHss 163). o 5 AN, 5 A T
stetayle AR YESeL B33 27| progression-free survival, PFS) e FHAERS
8 oJ5tA] Ak FLOT-4 S50} 4] = 5-FU, leucovorin, oxaliplatin 2 docetaxel 2 o|£o|z
$4 H T GobeHsa Ho| 424 HF epirubicin, cisplatin H 5-FU = capecitabine B CF 228
HEES BYTHB4). 22 o] & R AT S0l M B 30%-50%0 AT D2 A TH
A7t A Elon R p ALY A7t BE 2 el 2ajuate] FRlo|AlL oj2ift =& H
T erdststato] 85 28 4 Ut 32, 22|34 106 0501 B0l A WUHH =4
34 ST FRE A0 2 254 1T} cisplatin®] 8 8/ & 257 £ T2 43 55
15 Fojgl e W T YRSt Y S 2 44 T B2 51 Q¥ H sk o] Y/dAre]
27 HA Y E S R Y E 7|7 54| 3 07 5ok xbo| = THEE| 2] 29ttt [164].

ahebd A 0 2 AR Aokl e gYsstay e 8 SeuRtd AL 1 &
4ol tht 2A7H Aol ek 1.

2ot ¥
BLEREHEL

ot 184, Biatel Ml e o xe ¥7| 7ls0| BEH F2, 34m02 udd R &7}
£ HO|Y 92 SRl A| 23 15} platinum+fluoropyrimidine P2 @¥o| ZnECH (2
7: 8, A0 2st 20).

of &

ey glotol matbE ol ME=A FoAolls U8 5-FU, T8 fluoropyrimidine, plati-
num | A, taxane?, irinotecan ¥ anthracycline7] 2| So] Tk F2H9] v AL 50
24202 198 WA EE Tol4 ele] 3| RE 4F chofe SR ke @
RS 0| H7A=I2ckuos197). ol o1k ATEE T ek Aol H4lel A A AR chl
HUHLRUOR RO AT 218 B0, 1 AVL SFerhe B 2R
Uelsich =3, 48 248 B2 ol o] BAL0 R felu ATt 2718 Reic
[198](22 4).

F08 5-Fu7t deg A gistel 7 RubH 0 2 ALR 5= MRS A gl F shtelAlgt A
£ 2 Fol 99 717h2 AHBI L EHE P UGS A2 4 ook 229
34+ AEoll 4 71 fluoropyrimidine 2FH| 2! capecitabine [199-201]2} 81[202, 203]0] =4
£5-Fuol B8 25aHR] g-gol Y E%ich wtetA 778 fluoropyrimidine (capecitabine &
52 AaA 9o gatol| A plainum®He-23ke] Ha 2% 0 2 spus HelshH i
%= Ql=ofA ot of 2| 3 59N, cisplatin 71943 Sl 59| M 20 71 Hho] ALREE
Ml ==/ FLA YT 22 Y cisplating] 79, T, 4154 3l o] 54 22 A g7 &
£ 11|5}7] 98}, c}2 platinum A4 50| HLE 2ok REAL-2 BT Z 7, oxaliplatin 7| ¥
B84 2 HAYYER FHO|A cisplatin 7]¥} HE QY tfe] AE54A] 2 202 HaE
SlcH199]. SollAl - T2 oy A/dATolA o]k B2 BAtol 4 oxaliplatin®
cisplatin 2 e}t 225t R 54 S B o, HAFd SYo| lEE o F2 7102 e}
rh204]. YEo| 4 9] G-sOX H-7et sh=of 9] soPP Aol M= 512} oxaliplatin ©] 215
’d Slet | 2ofl 5] 517} cisplatinTHE FT} A ojof, M YoM = Hp 4G Aoz R
315]91cH{205,206]. wh2HA oxaliplatinZ Y& 7] 7+ 2ol 9loiA Ho = cisplatin B2 F 2}
o] thH 2 vjory 2 of st shzlch

A Z=S7g el H-8a it dedsio], 24l 2k 34 F G2 o] o o] Ho| glsA o2
of 5] E4slal @k 34 v325 EFolA docetaxel, cisplatin, 5-FU (DCF)2] H-&2%0]
cisplatin+SFUS] A2t H 9heg, £zl AE7|ZH 4 Ha HEES M7
202 Uebtch07]. 22iu) vazs A HnE AL Fare e sa(ds
Z9bgh554)), 2 4420 Seo| 22 Qgtd (9.2 [DCF] vs. 8.67HE[CF]), B 2 9w
S44E A Z7HAI7)7] 2ol HA| 2l 2 Aol A DCF 34 e 8 & A Rothe e
oj#-&o| gict. ot YAddTEolA, BFolut Y S 24T € DCF 202
YA 9ot Fate) oray T2utel Spiat oAl R EA 0| YEH ek mhakd, AR Qe
HAEL docetaxclS TR 34| G a2Ho] 0|28 5 YA, oo up2 228 ZtE
HHEA] ol ghrhE-S, oFetA ATLH).

ol HAgeEY

e

10, Extel B Y YH 3 T2 FY| 7|50| EEH FL, A+H02 pdE BH 0l
0|4 9foh stxjol|| 2telx] 2k HAIZSte ¢ o] @D ECt Ramucirumab + paclitaxel 0]
o2 A= irinotecan, docetaxel, paclitaxel, == ramucirumab2| BHSa% Al 1
oIt (27: 52, 21 2a ),

o
ko
o

+

2AHY QAT 9 He 2ol A 28k 22 FL8HeE2 ¥ (irinotecan F= taxanc Y
2 H4le A2 7 oET Hlwsle] 24202 RYH WA B = Mol 9
oF @bl A M folFt E 8o 2712 YZ MG THHR, 0.64; 95% CI, 0.52-0.79; P<0.001)
[209-212)(2% 4). FAHE 2 29 343 AAATE0 4 F 13 paclitaxel 012} irinotecan F

£ AR EA 427128 2 cH213,214] EEVEGER2E HAH O R 5h= U2 2 24
2 ramucirumab & 4] 2712 34 ol F 271 YIS 2 AT B H R HEE &
/42 2.9l REGARD ¥l A ramucirumab & Fofgh2 #ats 9ok Sojdh2 Sa
3} u) o] AP Egot FHPYER 50| )4l & B cH215]. o) 2h FAHSHAl, RAIN-
BOW 1720l 4] $13] paclitaxcl @ ¥ 0]l B]3}o] ramucirumab+paclitaxel -2 2 -2 H 3 4 &
7174-& Rl abA| BaFAIZTHO.6 vs. 7.47HE; HR, 0.807; 95% CI, 0.678-0.962; P=0.017) [216].

et 22k Mg A ol e H A4 AT 52] Aol 25}, paclitaxel+ ramucirumab
e e s i s =22 WA 0 2 PRI inotecan, docctaxel, paclitaxcl,
ramucirumab £ Rp7E ot 12} HAI gt oM 0 2 o] oFAl S5 Folx| Yokeichd,
ool op 2 Ted 4 9lck

2| anti-programmed cell death (PD-1) #2|2] pembrolizumabo] Z7] ¢ahd Al geka
F Axyo| DY Fo)F 2] 5944 A (microsarellite instability-high, MSI-H) £+ 59U 2| &
T ZH3H(deficient mismatch repair, MMR) &8 <te] 2| 2oj tisl| 0|3 4] Z2]2F2(Food and
Drug Administration, FDA) 2] &-1-& ¥okct wf2bA], pembrolizumab-& MSI-H -2 dMMR 9
ot SRbolA| fekA 23t e Do) Fe] HAlgeta ¥l o 2 nsiE 4= JcHar)].
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CONCLUSIONS OF MULTIDISCIPLINARY FINAL STAGE! PRIMARY TREATMENT
REVIEW Non-surgical
X K ER2 Endoscopic
cTis or cT1a candidats ER? : surveillance®
: 11 £ or
Medically fit Surgery® » | Surgical OQutcomes
for Patients Who
cTtb ————» Surgery®in Have Not Received
i * | Preoperative Therapy
Medically fit, "1 Surgery™H" see GAST-4
potentially
resectable or
T2 or higher, Perioperative chemotherapy®
Any N & —* |(category 1) See Response
or —— = | Assessment
Preoperative chemoradiation®P? (GAST-3)
(category 2B)
Post-Treatment
Locoregional Medically fit, Chemoradiation®P Assessment/
disease (cM0) surgically or Additional
unresectablef Systemic therapy® Management
(see GAST-6)

Non-surgical candidate™

Mat

tatic di (cM1)
3 See Principles of Endoscopic Staging and Therapy (GAST-A).

d See Principles of Pathologic Review and Biomarker Testing (GAST-B)
fSee Principles of Surgery (GAST-C).

! See Staqging (ST-1) for tumor classification.

I Medically able to tolerate major surgery.

» Palliative Management (see GAST-9)

Palliative Management (see GAST-9)
Medically unable to tolerate major surgery or medically fit patients who decline

surgery.

" Surgery as primary therapy is appropriate for ZT1b cancer or actively bleeding

cancer, or when postoperative therapy is preferred.
? See Prnciples of Systemic Therapy (GAST-F).

P See Pnnciples of Radiation Thera,

GAST-G).
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PRINCIPLES OF SYSTEMIC THERAPY
Perioperative Chemotherapy Postoperative Chemoradiation
= For patients who received less than a D2 lymph node
Preferred Regimens ‘_, o chiag:
+ Fluorouracil,” leucovorin, oxaliplatin, and docetaxel (FLOT}® iop.[3se Principles ofSurgary (GAST-C))
(category 1) « Fluoropyrimidine (infusional fluorouracil® or capecitabine)
« Fluoropyrimidine and oxaliplatin®d before and after fluoropyrimidine-based chemoradiation®

Other Recommended Regimens
« Fluorouracil and cisplatin (category 1)2

Postoperative Chemotherapy
(For patients who have undergone primary D2 lymph

Preoperative Chemoradiation node dissection [See Principles of Surgery (GAST-C)])
(Infusional fluorouracil® can be replaced with capecitabine) .
Preferred Regimens

Preferred Regimens « Capecitabine and oxaliplatin® (category 1)9
*Nong + Fluorouracil® and oxaliplatin®

Other Recommended Regimens

« Paclitaxel and carboplatin (category 2B)? Chemoradiation for Unresectable Disease

+ Fluorouracil” and oxaliplatin (category 2BT)4-5 (Infusional fluorouracil® can be replaced with
« Fluorouracil and cisplatin (category 2B)® capecitabine)

+ Fluoropyrimidine (fluorouracil or capecitabine) (category 2B) Preferred Regimens
. Flucnrouracills and oxaliplatin 47
+ Fluorouracil and cisplatin &7

Other Recommended Regimens
* Fluoropyrimidine (fluorouracil or capecitabine)
and paclitaxel (category 28)1°

B Leucovorin is indicated with certain fluorouracil-based regimens. Depending on availability, these regimens may be used with or without leucovorin. For impartant
information regarding the leucovorin shortage, please see Discussion.

¢ Due to toxicity, three-drug regimens are recommended only in select patients who are medically fit.

9The use of this regimen and dosing schedules is based on extrapolations from published literature and clinical practice.

& Cisplatin may not be used interchangeably with oxaliplatin in this setting.

National - . I L
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PRINCIPLES OF SYSTEMIC THERAPY—REGIMENS AND DOSING SCHEDULES!
PERIOPERATIVE CHEMOTHERAPY

PREFERRED REGIMENS OTHER RECOMMENDED REGIMENS

Fluorouracil. leucovorin. oxaliplatin, and docetaxel (FLOT)P Fluerouracil and cisplatin

4 cycles preoperative and 4 cycles postoperative (4 cycles preoperative and 4 cycles postoperative)
Fluorouracil 2600 mg/m? IV continuous infusion Fluerouracil 2000 mg/m? IV continuous infusion
over 24 hours on Day 1 over 48 hours on Days 1-2

Leucovorin 200 mg/m? IV on Day 1 Cisplatin 50 mg/m? IV on Day 1

Oxaliplatin 85 mg/m? IV on Day 1 Cycled every 14 days

Docetaxel 50 mg/m? 1V on Day 1
Cycled every 14 days!

Fluoropyrimidine and oxaliplatin®

(4 cycles preoperative and 4 cycles postoperative)
Oxaliplatin 85 mg/m? |V on Day 1

Leucovorin 400 mg/m? IV on Day 1

Fluorouracil 400 mg/m? IV Push on Day 1
Fluorouracil 1200 mg/m? IV continuous infusion
over 24 hours daily on Days 1 and 2

Cycled every 14 days4

Oxaliplatin 85 mg/m? IV on Day 1

Leucovoerin 200 mg/m? IV on Day 1

Fluorouracil 2600 mgim? IV continuous infusion
over 24 hours on Day 1

Cycled every 14 days13

Capecitabine 1000 mg/m? PO BID on Days 1-14
Oxaliplatin 130 mg/m® IV on Day 1
Cycled every 21 days”‘

b | eucovorin is indicated with certain fluorouracil-based regimens. Depending on availability, these regimens may be used with or without
leucoverin. For important information regarding the leucovorin shortage, please see Discussion.
| Systemic therapy regimen and dosing schedules are based on extrapolations from published literature and clinical practice.

The selection. dosing, and administration of anticancer agents and the management of associated toxicities are complex. Modifications of drug dose and
schedule and initiation of supportive care interventions are often necessary because of expected toxicities and because of individual patient variability,
prior treatment. nutritional status, and comorbidity. The optimal delivery of anticancer agents therefore requires a health care delivery team experienced in
the use of anticancer agents and the management of associated toxicities in patients with cancer.

Continued

Note: All recommendations are category 2A unless otherwise indicated. Rm
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. elEl= TS
GAST-F
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IV & AlAaZ2bd 75 mg/m2
2 13X 1V, o] 2

$2tA 750mg/m2/day &%
oz 7F J&z=ol(127]). 3
_7'5

=
5
ojc} e Yo Fof

ﬂﬁﬂklﬁ}‘ﬂ 1000 mg/m2 PO BID 1~14Y
=2t 130 mg/m2 IV 19X}
21%‘ £7], 857 vhs
@ 220 2ujzju|g+ A}
SATe|Zelel 85 ma/mz IV 1904}
%E’_‘#d 400 mg/m2 IV 14X}
Z2029akAl 400 mg/m’ IV Push 12}
L2}Al 1200 mg/m2 IVAZ, 24X17F oAt 1~2Y
140] 7<7]
FE euejEelEl 85 mg/m2 IV 194}
34 200 mg/m2 IV 14X}
Fluorouracil 2600 mg/m2 IVAGZ, 24A17F o]i, 1UA}

-U-E

1491 7]
14 AAEED BAE 229 GFH A AR FANY F
o Sigtel AzFee B EFo2 A of of 75 mgm’E WEET AE - ule AF WY
(96.8%, 3~4%= 18.2%), EFT74(9.5%, 3~4= 82.3%), Zd 1o L}E}‘r} BAE5.7%, 3=
1.8%), @AaBA2F025.5%, 345 7.7%), 7FH29.4% 3~4%= 16.3%), FHEFTT2HAELSF(16.4%), &
FTRAAAA59%0] ek,

AHEFTHLS WYEE SFTUN BGE G-CF Aol BAgll, T2ke] 32.3%004 04y
39tk G-CSFE 234 o EH o2 TCF R kel 186%F F719) 10%4 T ALtk
AYEFTHLSE DEE BFPRLY B9 APHoR GCFE Fol WA g A
(26.9%)5T} oA G-CSFE Fof we oA o whe vl8122%% A
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§ St - FEA: ALY Fed HP35aN

[PRODIGY] 244 AAlFgo] 7Fed B A @AM e A Bxgddsstany] =Agd/ S E
g/5-1D0S) + & + e F RXIUSTaN S-1e e + v & RxId3stan S-13 Hlwsk= A3
2, 3N, TR A EFHZEE: 2011.12.30.~7EA 9 AL wEA|el jRE 2021.12.13)

34 | EFCI3833 e ZH A [ 530/ [<1 frad>
REsetaW(| WA | 479 [FASTOIM XS AYZPES)
ZAEAjS A Z | o] | CSC |» 3 PES
geis-Del | sbser| B4 | - F3R0Ak TMN BIIT2AN, T34+, TANS), Uhol654]
SEwA. obxA B | AWK | SC: ol’d/olsh), 4, Primary Tumor(T), Lymph node(N), 2
Wery e mmw | sk | o9 | A%k fr3ntestinal, diffuse, mived, 27+ FFaW &
A SR, A8 Rzsstg e g v-{CSCH)
- A3} CSCE 66.82%, SC* 60.24%

S HR 0.68 [0.50-0.93], p=0.0159 (Cox -4}

EANE, 504 A2 2UHY AAAON0NA FES 338 OCE FI=E SC2 TTA07HE06%

o S - CI 53.19-NR),

Zake =l % A(FIHEA) 37} . 54 PES

S - A3} CSCE 60.95%, SC 55.57%

e masEoz Baw w9 o oz FASTA A sC csc

_ a8 BEPFS) (n=246) (n=233)
ARSI A 7 249 BAFEel ew w| L
4 e AR 9P SR | 101 (41.06) 80 (34.33)

- TNM 971 T2, 3ING. TaiNany 9 e (i 7B B e RSH 199 (65,80
7P (ZA F71E ATE mgels WA szt L ONR NR. NR]
§lo] TGshort axis) 8 mmeldel A P NR]

Hol 4 WE o 4P B OI(HR) 0.68
95% CI 0.50, 0.93




P
=
GA | AE hE NP EZ AR | (=3 A}
24=)
p-value [Cox] .0159
<A 71> p-value [log
- A% W04 W, WI6A o] rank] 0152
- ECOG €A4Aag A4 =2 66.56 71.36
- A 9 WEol Qe Yoz Feure | 29 PFS [60.12. 72.20] | [64.93. 76.82]
AL A5E A3 Fe3F RZIISETe T+= 5 60.24 66.82
- . .
Asen andlor WAHAE andlor Ay Xz 39 PFS [53.55. 66.28] | [60.13. 72.65]
£ we 2 55.57 60.95
L:]
54 PFS (48.37. 62.17) | [53.45, 67.61]
CFAD . i T
o FEHQWCSCEY W) =AER A1 M
50mg/m? IV+<-aHe] Zetel A19 100mg/m? IV +5-1 Ty 5
1~149 40mg/m® BID PO, 35=u}t} 337] ukz BN
« F& CSC Aged F 185, SCo warellg) 0 e
F 23 o] AA, D2 91HAlE g T — .
o $&3 oW 1 1289 BSAol wel 40~60mge| £ e
BDZ 75, o) 65mich, 857] wh
0.2
’ ’ ’ 1EPr[;;;:resl::\i,::n Ff:e S::rivarilm;:mo:;l - " " N
C 233 206 B 172 185 138 110 o5 78 82 51 ar 17 3 a
= ITE B4 A
ITT=0] S} SC CSC
AJZ(PFS) (n=264) (n=266)
AR R SRR 107 (40.53) 84 (31.58)
Z oA SHRp 157 (59.47) 182 (68.42)
77.40 [49.08,
>dar NR] NR [NR, NR]
21 3H|(HR) 0.69
95% CI 0.51, 0.93
p-value [Cox] 0.0162
—-value !
P llcg 0.0155
rank]
66.07 70.62
1_;]
24 PFS [59.78, 71.62] | [64.23, 76.08]
59.98 66.16
L:]
39 PFS (53.44. 65.90] | [59.52. 71.97]
54.82 59.80
L:]
54 PFS [47.76, 61.33] | [52.37, 66.46]
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Figure 4 - The Kaplan-Meier Curve for PFS (ITT Population)
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p-value [Cox] 0.3956
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rank]

29 PFS

0.3939
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39 PFS
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Figure 5 - The Kaplan-Meier Curve for PFS (PP Population)
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12} HR 0.82 [0.57-1.16] p=0.2532 (Cox &4
3d OS: CSCa+ 74.82%, SC- 73.35%
5 0S: CSC 66.95%, SC- 65.71%

FAS#o]  HA| SC CsC

AE(0S) (n=246) (n=233)

AR A SRR 72 (29.27) 63 (27.04)

F A SRR 174 (70.73) 170 (72.96)

>4t NR [NR, NR] NR [NR, NR]

1 H[(HR) 0.82

95% CI 0.57, 1.16

p-value [Cox] .2532

—val 1

prvate llog 2523

rank]
80.72 84.12

1_;]

2\ PES [74.98, 85.28] | [78.58, 88.33]
73.35 74.82
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34 PFS [66.95, 78.70] | [68.30, 80.19]
65.71 66.95
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od PFS [58.25, 72.17] | [59.27, 73.51]
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- 22 AR T BE SR =2 1%
12+ HR 0.77 [0.56-1.07] p=0.1177 (Cox 29
3d OS: CSC+ 75.36%, SC- 73.94%
5 OS: CSCa* 68.79%, SC- 66.68%

FASTO XA SC CSC
A=(0S) (n=246) (n=233)
AR A SRR 87 (35.37) 73 (31.33)
Z AT SIK 159 (64.63) 160 (68.67)
ok NR [NR, NR] NR [NR, NR]
AHY|(HR) 0.77
95% (I 0.56, 1.07
p-value [Cox] 1177
—val 1
prvatie llog 1167
rank]

80.72 83.69
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2 PFS [74.98, 85.28] [78.11, 87.95]
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230 subjects underwent
randomization

264 subjects were assigned
Surgery + Chemotherapy

266 subjects were assigned
Chematherapy + Surgery +
Chematherapy

9 subjects did not receive
Adjuvant Chemotherapy and
SUrgery

- § withdrawal by Subject
- 1 Discase progression

]

241 =abjects received
Neo-Adjuvant Chemotherapy

25 subjects did not recefve
Neo-Adjovant Chemotherapy
- 24 withdrawal by Sulject

- 1 Adverse event

| 255 subjects underwent

surgery

224 subjects underwent
surgery

17 subjects did not receive
Addjuvant Chemotherapy and
Surgery

- & withdrawal by Subject

= 3 Adverse event

- 3 Disease progression

0 subjects did not receive
Adjuvant Chemotherapy

- 40 Diisease progression
- 19 wathdrawal by Subject
- 1 Adverse event

125 subjects Received
Adjuvant Chemoiherapy

2046 subjects Received
Adjuvant Chemotherapy

Td subjects died at time
of anakysis

T subjectadied at time
of anabysis

Table 13 - Analysis Set (ITT Population)

15 subjects did not receive
Adjuvant Chemotherapy

- 11 Disease progression

- & withdrawal by Subject

- 1 Adverse evem

/\] 3

=

F - 99GFE Fold 240 mep

sC CscC Total
Efficacy Population
Intent-to-treat Set 264 286 530
Full Analysis Set 248 233 479
Per Protocol Sel 180 181 361
Reasons for Exclusion from Full Analysis Set
Never received DOS |P (for CSC) / Never had surgery (for SC) g 24 33
Violation of Inclusion/Exclusion criteria 9 4 13
No post-baseline result 0 5 5
Reasons for Exclusion from Per Protocol Set
Never received 5-1 IP 59 40 99
Never received DOS IP (for CSC) / never had surgery (for SC) L 24 33
Out of dose modification error range 7 10 17
Violation of Inclusion/Exclusion criteria 9 4 13
Out of dose modification error range, never received S-1 1P 0 7 7
Safety Population 195 241 436
Reason for Exclusion from Safety Set
Never received DOS IP (for CSC) / Never received 5-1 IP {for 5C) 89 25 94
wlo]zkel £
- ZA QeKITT)
- % 5309 F2FulP(CSC 2667, SC+ 2648)
P ek - 43695308 5 9478 A2
CSC 257-4<7 DOSSW wkx] ok-5
I~ o) P25 o)
SC 6978-978 = WA By, 608 FeFoy WA B+
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Table 3 — Baseline Disease Characteristics (ITT population)
sc csc Total
(N=284) (N=266) (N=530)
Location, n (%)
Gastroesophageal junction 12 (4.55) 16 (6.02) 28 (5.28)
P-value [2] 0.4495 (c)
Body 144 (54 55)  125(46.99) 259 (50.75)
P-value [2] 0.0820 (c)
Pylorus 9(3.41) 12 (4.51) 21 (3.96)
P-value [2] 05154 (©)
Greater curvature 38 (14.39) 42 (15.79) 80 (15.09)
P-value [2] 0.6536 (c)
Posterior wall 61(23.11) 49 (18.42) 110 (20.75)
P-value [2] 0.1836 (c)
Fundus 10(3.79) 6(2.26) 16 (3.02)
P-value [2] 03026 (c)
Antrum 91(34.47) 95 (35.71) 186 (35.09)
P-value [2] 0.7640 (c)
Duodenum 5(1.89) 6 (2.26) 11 (2.08)
P-value [2] 0.7703 (c)
Lesser curvature 76 (28.79) 79 (29.70) 155 (29.25)
P-value [2] 08176 (c)
Anterior wall 31(11.74) 26(9.77) 57 (10.75)
P-value [2] 0.4647 (c)
Others 40 (15.15) 43 (16.17) 83 (15.66)
P-value [2] 0.7481 (c)
Histological type, n(%)
Adenocarcinoma 253(95.83) 258 (96.99) 511(96.42)
QOther 11(4.17) 8(3.01) 19 (3.58)
P-value [2] 04730 (c)
Tumor staging, n(%)
T4IN- 9 (3.41) 4(1.50) 13 (2.45)
T2IN+ 13 (4.92) 13 (4.89) 26(4.91)
T3-4/IN+ 242 (91.67) 249(93.61) 491 (92.64)
Others 0 0 0]
P-value [2] 0.3651 (c)
Overall clinical stage, n (%)
1A 0 0 1]
1B 0 0 1]
1A 8 (3.03) 9(3.38) 17(3.21)
1B 42(1591)  43(1617)  85(16.04)
A 75(28.41)  62(2331) 137 (25.85)
e 97 (36.74) 95 (35.71) 192 (36.23)
nc 42(15.91) 57 (21.43) 99 (18.68)
v 0 0 0
P-value [2] 0.4643 (c)
12-lead ECG, n(%)
Nomal 156(59.09) 160(60.15) 316 (59.62)
Abnormal; NCS 106 (40.91) 102(3B8.33) 210 (39.62)
Abnormal; CS 0 2 (0.75) 2(0.38)
P-value [2] 0.4189 ()
Chest X-ray, n{%)
Normal 190 (71.97) 194(72.93) 384 (72.45)
Abnormal; NCS 74 (28.03) 70 (26.32) 144 (27.17)
Abnormal; CS 0 1(0.38) 1(0.19)
P-value [2] 0.7329 ()
Lauren Classification, n (%)
Intestinal 52 (19.70) 62 (23.31) 114 (21.51)
Diffuse plus Mixed 110(41.67)  82(30.83) 192 (36.23)
P-value [2] 0.0478 (c)

(35 = Olinicallv Sianificant NCS = Net Clinically Sionificant
[2] Difference between treatment groups (chi-square test or Fisher's exact fest)

Note: Denominator of percentage is the number of subjects in the column.
Missing: 12-4ead ECG (Participant IDs 003001, 005001), Chest X-ray (Participant ID 003001), Lauren's Classification (224 participants).
Data Source: [Module 5.3.5.1, Seclion 8.1, Table 8.1.7].
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Table 20 - Study Drug Exposure and Compliance before the Surgery (Safety Population) %‘:)iz::::;‘sw{mﬂ/m eek) ”
csc n 15.94 (1.35)
(N=241) Mean (SD) 16.55
Med»:;! 957.18.10
Patients who started neoadjuvant chemotherapy, n (%) T LU
1 Cycle 220 (91.29) Oxaliplatin 241
2 Cycle 217 (90.04) n 31.88(2.70)
3 Cycle Mean (SD) 3307
Reasons for patients who did not receive all the 3 cycles, n(%) 13 (5:39) mm‘:"l’,;x 19.09, 36.21
Adverse Event Death 5 (D,é.a) oL
i Pi n or Deat ”
g.;:;:i léiﬁ?sﬁﬁmluding both withdrawal by Subiect with or without follow-up visit) g Eﬁg; s-1 241
Other (Lost to Follow-up, Poor Compliance to Protocol, Other) + aﬂean S5 330.16 (59.08)
338,60
Median 102.08, 436.16
Min, Max
ge of dose i ity(%)
Total Dose(mg/m?) Docetaxel 241
Doceiaxe| 241 n 9561 (8.12)
n 137.02 (28.78) Mean (SD) 99.29
Medn (50) 150.00 Median 5739, 108.62
Median 4964, 15417 Min, Max '
Min, Max
Oxaliplatin 241
Oxaliplatin 241 n 95.64 (8.11)
n 274.18 (57.64) Mean (SD) 9921
Mean (SD) 300.00 Median 57.28, 108.62
Median 98.73, 308:33 Min, Max
Min, Max
S-1 241
S 241 n 88.44 (15.82)
n 2855.06 (833.12) Mean (SD) 90.70
Medil(30) 307143 Median 27.34, 116,83
Meder 14583, 398773 Min, Max
Min, M .
. e Average percentage of projected drug intensity for all drugs (%) i
n 93.23 (9.33)
Mean (SD) 5.97
Median 6076, 111.36
Min, Max
PN
2 F= .
O =]
0 En s R ALSHSE =
CSC* 95.28%, SC+ 100%, -+ w3t FEdxe A=
0, 0, o
Open and closure s+&2¢] 7% CSCa- 1.35%, SC* 7%, p=0.0019% x}o]
pen 1 A 353 o] AAo T Jol3t fede I
= R — i QUL LY
ALV T 7 BF 10¥, RO A" Foifolx 35 BASAS
mnE Aol CSC 1% Xt
0, jus| 0 3 =1
HZ=o (CSCT 139%(6.13%), SCT 20%(9.71%), &% otlﬂ ol
s T 'Only
Table 21 - Surgery (FAS) surgenf], o) = , . §
sC csc Total 0&C 0 0 0
=246 N=233] (N=478) Bypass surgery :
{=2e) == Tola gasiretiomy Hegasy  EeEd) dh
246 (100.00) 222 (95.28) 468 (97.70) Subtotal gastrectomy 90 (43.69) . .
Surgery performed i 0.0006 (c) No surgery 0 L 09518 (c)
P-value [1] o Povalue [1] -
3(1.35 2
pen.angd clostiza B s 00018 (c) Number of Total gastrectomy [Only RO 116 (56.31) 120 (36.60) Z361a6:46)
Pyaliz (] resection] D.9518 (c)
25 [ B (1.71) Pvalue [1]
2 L L] 43.40) 182 (43.54)
e (1) Number of Subtotal gastrectemy [Only RO 90 (42.69) 92 (43
14(5.69) 7(3.15) 21 (4.49) resection] 05518 (c)
& ) 0.1854 () Pvalue 1]
P-value [1]
RO 206 (83.74) 212 (95.50) a8 (39'32]) Surgery Type(Lvymphadenectomy)lonly RO
<0001 (c resection], n(%)
P-value [1] : : 1(0.49) 2(0.94) 3(0.72)
D1 resection 208 (38.11) 410 (95,09)
D2 resection 202 (98.06) (
X 5(1.20)
Others 3(1.46) 2 (%941 5
No surgery 9 08789 (f)
P-value [1]
22> F =T " =0t
I e F ek Y &3 Zolgk 371-55.86%) 717F Eob ol
2= o ~ T
O A< 2~ o = =z 4= T AT il
S-1& = 4 o 3~6F7H AlZHE oi—l—- TE=F B 1UUF(FIEL
L 0, 0,
877 Eo gtas cscal 70. 541), SC—?L 84.62% o] A
— L= o 2] %
-] = =1 w= xlulo] o] ;]—7_( 3 7]':]7_) T N ,1__"[‘01 ol
> - A AL T ) QLN
Hzsleto W W] b2 F9 At 3t PD E= AFelR
[e3] = = 61—
ol’de] &F=A glo] 83 —r04 54
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Table 22 - Study Drug Exposure and Compliance after Surgery (Safety Population) Duration of Treatment (weeks) e - e
n 5
sC csc Total Mean (SD) 4537 (9.79) 44 58 (10.57) 4497 (10.20)
(N=185) (N=241) (N=436) Median 4814 48.14 4814
Min, Max 5.29, 55.86 3.71,55.14 3.71,55.86
Total Number of Cycle P-value [1] 0.1763 (w)
1 Cycle 195 (100.00) 206 (85.48) 401 (91.97)
2 Cycle 191 (97.95) 202 (83.82) 393 (30.14) Total Dose(mgim?)
3 Cycle 187 (95.90) 196 (81.33) 383 (87.84) n 195 206 401
4 Cycle 1685 (94.87) 193 (80.08) 378 (86.70) Mean (SD) 14468.45 (3553.86) 13950.08 (3646.50) 14202.16 (3711.54)
5 Cycle 178(91.28) 186 (77.18) 364 (83.49) Median 15661.02 15296.70 15453.95
& Cycle 175 (89.74) 182 (75.52) 357 (81.88) Min, Max 698.11, 1848000 88344, 1843709 69811, 18480.00
7 Cycle 172 (88.21) 1756 (72.61) 247 (79.53) P-value [1] 0.0772 (w)
& Cycle 165 (84.62) 170 (70.54) 335 (76.83)
Dose Intensity(mg/m2week)
Reasons for participants who did not receive all n 195 206 401
the 8 cycles, n (%) Mean (SD} 318.25 (39.74) 311.61 (46.65) 314.84 (43.50)
Adverse Event 12 (6.185) 18 (7.47) 30 (6.88) Median 32727 320.95 324.93
Disease Progression or Death 13 (6.67) 31(12.86) 44 (10.09) Min, Max 132.08, 387.31 75.69, 382.97 75.69, 387.31
Patient's request (Including both withdrawal by 3(1.54) 16 (6.64) 19 (4.36) P-value [1] 0.2227 (w)
participant with or without follow-up visit)
Other (Lost to Follow-up, Poor Compliance to 2(1.03) 6(2.49) 8(1.83) Percentage of projected dose intensity (%)
Protocel, Other) n 195 206 401
Mean (SD) 85.25 (10.64) 83.47 (12.50) 84.33 (1165)
Median 87.66 8597 87.03
Min, Max 35.38, 10374 2027, 102.58 2027,103.74
P-value [1] 0.2235 (W)
by 2= >
<F7HAE

- 13} frEY B
- 39 PFS
> 3 H/EE of 244719) ARzlo] WA Aol PES B4, F7HEA(G0% ARA12270) A ADAA
- 23§54 BpAs
- 0S
> interim& 13113570 A7 24 A, HF 05 BAL 24717 243k 34 olF 8 24471 PFS)
BAE F A
- %% F 7] P 9 WHCR)
+ . AICC ¢ 7] B4 71% (73 A ol gdtel £& 5 sty Wr1E ARsha M
- RO HA &

v 5% F AAY RE 2AL A0ZOR AL, ol BAKSIY F8 s Fa grde) 24
Moz AAFI Ug) Holol e 2A ®x AAHCR D Aol o] % AZ7} gl 7
oz Hol=) Hlw

. Q1A: TEAE 2 §3, W%, Z=NCI CICAE vA03), Zth4, Aldetate] AsaA w7}, 4
AP AR, BHYF 2 g BEad

A3AE W7 Al IDMC dAfEke] we} 12k Jrds §A
oy By 9 2AAA T HI7PH e ARl A3k ‘T‘7]‘X]'—U—’€ Bz 2A A=
PRODIGY ¥3L= blinded independent central review (BICR)O| Ot l|ocal investigator review -7} &f
Y ARSI o0 2 & RAZ 7|1 G F7|& B7st= Y2 AJCC (American Joint
Committee on cancer)dj| 2|5 £ HEE 0|0 HEE3IE| 0] Z*E-H 1, PRODIGY €L 7HA| FA|
2] Iy 7|20 EUE AJCC 72 2 Y e UAE 2 o_q;L M ZAZE|iCtH
4t PRODIGY B2 AE{S0N 4 912 Z3 B4 HRLE 2E BeleEol 2011 128 1720
201 AICC ¥7| DirE-7HE 7|9tz HE|skd stage A4S St A= NiRES FAMC. O 229
PSS ST 22 FWS U
- 9% RO WS 42 3 25 stagingdt AR H2ISLA0| Jh HBEUCL
- AJCC 7| HwE 7HEZ —FEE AMESHO (1) 3Y MEQ ZAMFEL (2) UMHA| Y MEE 7[Hte
2 3F TNM 97| staging ot=0 OfsH #A| F2|sfatE 7H0l| 20|17t §130| ESH QUL A0, THabA
BICRO| ERSIA| 24U,
PRODIGYOIM 34 2|3 7| staging® 2 9Igr @2 9Ige THg 27{2 0|0jstn Tk,
- BICR2 EFet 0] w7152 Ao 2f0|2 QIgh 7| staging LFE E0I7| s H=4 34 Al

oll
= r|r|




35
WA AW s AREH R = 23
o4=)
A Z25[Th PRODIGY e TISHEEI3HEIS) 710|S 510 AJCC 7| Hf&2E ARgats 33 AE|
S9r0| FOIHCE FAOIMS S| 7| stagingdH HEIZI| EU| LS HFHO|2HE 2Ol &ol
goict

u}

4olH|, PRODIGYO|AM = local

4 O
S5

Ho

- BICR ZEQ| 3t7= RZ H¥
reviews ARESH7| jF0f, O|E18I- -?43:.% _I.__Z 52| QrQfLt.
a|

r|r
i

N U
ro
rot
to
3
do
o
ie)
$0
ful
rr

N
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FASToll A F-Z1 3 A =(PFS)
» 33 PFS
- SR AE7)E, TMN B7)(T2/N+, T3-4/N+, T4/N-)
- A} CSCT 66.82%, SC- 60.24%
HR 0.68 [0.50-0.93], p=0.0159 (Cox ¥21)
PFS %43k CSC# v, SC 77.4071€(95% CI 53.19-NR)
e 53 PFS
- A3} CSCT 60.95%, SC+ 55.57%

SR AIH2016.5.31): A WAE Fo /12 000319 EEEA Zeglen, o F
NE AYA ARSI 3de] F BE A7 FUG F DEE 244790] PD EE A Ao
T3 o HF o] AaEAIEA v8.0, 2018.11.12)

" FASE 3 T2 REAE SANOE d3sision, PPdE SAH fl3 8
PP 7.‘=,Er( 1)2 CSC #0|= 3 cycleQ] neoadjuvant DOS 22 BT 223 § L& U2 23}
2M, #2 & S EZEP"R“"; AlZfer MAAE Egh SC ;Loﬂ £& 5, 5-1 EX SistafE
20, 2|5 £8&=7F E2(8F HH 80 - 120%) HAUAE E3

MHEbdoz PP HRCHO R HME M 45 £ 361HOZ, 2219 HIYE 530 A = 169H
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o2M S1 HYaHeEn Mg (A™ 1)
« PP BT Mol E3F neoadjuvant DOS 2%S E0f drof RO AHES 20| sy 2|20
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4% 5 S-1 HZSSQYS W CYMALE CSCZ 85%(206/241%), SCZ 74%(195/264%)22 RO
M| g0| SCROA B SQt7| mj20|Q{CHB3.74% vs. 95.5%, p<0.0001). AIHOZ SCRO|M Cf ¢
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39 Al™ PFS7t 6% &EE A2 5| UMz 0@ 52510, PFSY hazard ratio= FAS 2
HHOM 0.68, ITT ZXHHOAM 0.69% 20, O|= neoadjuvant DOS RO = ZtH Ui 30| FAS
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# 4 - Key efficacy end-points by type of population (ITT, FAS, PP)

PES

Stage Resection rate

N events HR Stage 0 Stage < 1 RO

! NT (%) [95% CI] | Nevents/ N1 (%) | Nevents/ NT (%) | Nevents/ NT (%)
ITT
-Cs8C 84/266 (31.6%) 0.69 23/224(10.27%) T8/224 (34.8%) 214/224 (95.5%)
-sC 107264 [0.51-0.93] 255 (%) 27/255(10.6%) 215/255 (84.3%)
-P value (40.5%) P=0.05 P=0.0001 P=0.0001 P<0.0001
FAS
-C80C B0/233 (34.3%) 0.68 23/222 (10.36%) 78227 (35.1%) 212/222 (95.5%)
-5C 1017246 [0.50-0.93] (/246 (0%) 27246 (11.0%) 206/246 (83.7%)
-P value {41.1%) P<0.05 P<0.0001 P<=0.0001 P<0.0001
PP
-CsC S50/181 (27.6%) 084 237181 (12.71%) T4 (40.9%) 1817181 (100%)
-5C S6/180 (31.1%) | [0.55-1.26] (/180 (0%) 17 (9.4%) 180/180 (100%)
-P value P=0.39 P<0.0001 P<0.0001 NS

o M E-THFAS, ITT, PP)O| ZHAQI0| &= % stage 0 ¥ £%& F stage 0-1 H|&0| ZF SC
0| HI5{ CSCFOM [ASHA ZHME UL

RO HAl&2 FAS © ITT 20N |20|5H 7HMO0] ARLLE, 221 RO HA|E 2AfiE £
5t7| mZof PP EYHOM £ oA RO HA|&2 HIX3MO

RO HA|&2 FAS © ITT ZZHO|AM SCFO| H|si CSCFOAM |20[5HA HMEIUT. T3 Lt

=1g

o

PP B0 142

oro
T LS

AZE AL, =40l EHE #PQ| 100%7F RO EAles &
7] M=o SAH 7o §dS 20[7|%=

HZsiCHunderpowered).

ahel 24

Q2 FEAD

o AAYSFAST): vld<

- 2ABB FU:

SAPol Abd WAIE Ho] 22k}l F3f gl o %
A, dudow, A8

41.1% ; HR 0.68 [95% CI 0.50-0.93]) o F-&2]
skl B A (F5 A3 2xAs, 20228.3)

Fi= CSC Fo o

1=} 377571 2IQR: 24.31~62.16 mo.)
22} 67.3870€IQR: 24.38~89.30 mo.)
1= AAE> *=H=E OS event 5=A+2] observed powers= 17% 3 S(&F =
- 12k Ao A TS B2 X3

12+ HR 0.82 [0.57-1.16] p=0.2532 (Cox +49)
3 OS: CSC+ 74.82%, SC 73.35%

- g ek 12} 2019.1.21., F7H2xb) 2022.2.3.

JAAEE Cox ¥ 918 EE-& o] 83l FAS FdelA
218 (CSC FofFoll A 34.3% vs. SC Fofoll A
SEeell Al LA

w3 s, 2022.8.3)
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X SUBCGROUP HR (95% CI) CSC better SC better
ge
<80 years 0,68 (0.44, 1.05) &
>80 years 0.78 {0.50, 1.20) =
Sex
Male 077 (0.54, 1.12) i
Female 0.50 (0.27, 0.91) e
Location
GEJ 0.43 {0.08, 2.42) L
Gastric 0.70 (0.51, 0.98) —
cT stage
T2 000
13 098 (0.41, 2.32) A
T4 067 (0.48, 0.93) i
cM stage
MO 0.00
N1 089 (0.49, 1.61) —el
N2 0.70 (0,45, 1.08) =l
N3 0.42 (0.20, 0.88) e
cStage
Stage |l 066 (0.20, 2 18) . |
Stage lIIA [ 1.07 (0.58, 1.97) —p—
Stage 118 0.58 (0.35, 0.96) —
Stage IIC 0,50 (0.26, 0.98) =
cStage (strata)
T4IN- 000
2N+ 0.00
Ta4/N+ 0.72 (0,53, 0.98) —=—
Lauren Classification
Intestinz/ 0.38 (0.16, 0.88) s
Diffuse+Mixed 0.81(0.48, 1.37) T
Overall 0.70 (0.52, 0.95) ——
008 025 05 10 2 4 125 Hazard ratio (HR), PFS
59 OS: CSCH 66.95%, SC- 65.71%
Q@ A3>

- 22 AN E T B Y EE X%
1%} HR 0.77 [0.56-1.07] p=0.1177 (Cox #4})
3@ OS: CSCi+ 75.36%, SC* 73.94%

51 OS: CSC#* 68.79%, SCi 66.68%
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# 7 — Definition in Clinical studies on neoadjuvant chemotherapy

Study Definition

PRODIGY 1? PFS:

PFS was defined as progressive disease (PD) or death. with PD defined as
follows:

(1) in the CSC arm only. RECIST PD during neoadjuvant chemotherapy. and

(2) in both the CSC and SC arms, (a) finding of distant mectastasis or reporting
of distant metastasis from pathology irrespective of intraoperative curative
resection: (b) persistence of wisnally observed cancer cells at resection margin
(R2) or microscopic cancer cells at resection margin from postoperative
histology (R1) that could not be further removed: or (c) recurrence. either local
or at distant sites, during follow-up after RO resection

RESOLVE’ DFS:

Disease-free survival was defined as the time from randomization to the
recurrence of primary cancer. new gastric cancer. distant metastases (assessed by
cach investigator). or death from any cause. whichever came first. For paticnts
who did not undergo radical gastrectomy. disease-free survival was defined as
the time from randomization to overt discase progression.

FLOT4* DFS:

Disease-free survival. defined as time from randomization to disease
progression. relapse. or death

Diiscascpropressiomeonld be aprogressionof fho primury or the Hamphasdesior
the occurrence of new lesions before surgery. or the discovery of metastatic
disease during surgery GF this was notretrospectively judped i pro-existent by

the investigator).

MAGIC PFS:

Progression-free survival was calculated from randomization to the first event
(i.e.. local recurrence or progression. distant recurrence. or death from any
cause).

FNCLCC and | DFS:

FFCD'? . } .
DFS was calculated from a landmark time of 6 months after the date of random

assignment to allow the difference in the timing of surgery between the two
treatment groups and a modification of the logrank procedure was used.

Ewvents, including incomplete resection, local and distant recurrence, and death,

arising within the first 6 months were regarded as cvents at this landmark time.

2) ALY 2 M M sish 840 QUOjM PFS/DFSE | 44E(overall survival: 0S)0f Tt C{2| O
surrogate marker2A HIOFSO{Z| 1 QIC}

» PFS/DFSQ} || 44Z(overall survival; 0S)2Q| ot A W2 YFOIA 617181 Qokg mwehy0a2
SHRIE| AL,

. 36 79| BRI HYY A0 ChFH Z3F BMPS E3f, PFSQ| Hazard Ratio®t Z| A4Z(0S)2| Hazard
Ratio 79| &2 Yo H&Go| 27510 PFSIF MA| A4E(0S)0 T3t surrogate marker@dS &Hst
RAEHOrf 23 3).

1% 3 - HR of PFS/TTP and OS in 36 trials

HA of 08

. v
5 1 15

HA of PFSTTP

Fig. 4 HR of PFSTTP and OFf in 36 tmals. A sigmficant relatsonship
13 seen between HRs for PES/TTE and OS5, with the p valuc of 0,80

# {95% CL 0.68 (o 0.92; P=0.0001)
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M2 Lo OhgS Bttt
- ROl oheh 779 e MY sreraf AL HHEh 229 meta-analysisOf IFEH, AYH YE
(0S)2 ROt =2 Ee|sty &M HhS-E(pathological complete response)id} AE-JO[ AR (T

gnts 7| =l
Ancrew W, Lowy 1283 o 3 3 58 45% 024 rcu 0z, 5. zr]
FLD. Paixoio 2014 o 8 24 B3 B5% 0.6 [0.04, 23]
. Larenzen 2013 B 48 &7 12 230%  0.68[0.40, 1.16] —=
Ultike Heger 2014 B 32 411 BB0 43.9%  0.40(0.22,0.73) -
¥oung Wha Koh 2013 4 18 BE 127 220%  0.37 [0.16, 0.6 —
ota ] pe i N
Total [#5% CI 78 000 100.0%  O.44 [0.30, 0.63 L
Total avenis 20 B17
Hetaroganeity: Chit = 3,53, df = 4 (P = 047); 17 = 0% F t y 1
0.01 0.1 1 10 100
Test for overall effect: 2 = 4,309 (P=0,0001) BCR  mon-pCR

Fig 4. Forest plot of poaled redative risk for five-year 0% from eligible studies. The area of each square represents the weighting, and the posicions of
each square demonstrate the risk eatso point estimate. Honzontal lines represent %% confidence interval (€11, M- = Mantel- Hzenszel.
Events = patients died from any couse within five years,

E3F Iotof TH3H 2 HA(RO resection}S TAISHA| 23 EAfe} H|WBI0, 9O/0I5H EOF WI|
&(tumor downstaging)0i| 0|2 JFORF =2 2 HAE(RO resection rate)of| 2Jsf A 27t O
IHME (™Y 5)
33 5-— Survival in patients with resected locally advanced GC according to
tumor downstaging and R0O/R1/R2 resection
1.0
08
s
£ o0s e
; Pio T-cownstaging
E 0.4 41.2%
E
£ -
0.2
E R1-2
00—
a I 24 %
Months
Figure 1. Cumulative survival in paticns with rescoted locally advanced
pastric cancer afler preoperative chemothermpy: effect of RO-resection
and T down singi .
PRODIGY 0N =Z2Ql =i H|WSIK &= & 3 cycleQ neoadjuvant DOS f¥& F7IRC=
M Qo|doz JjME b Z*Zﬂ-g(RD resection rate)(95.50% versus 83.74%, p<0.0001), == H|&2
Ha|3td 24+ HES(pathological complete response)(10.36% vs 0%, p<0.0001), §ojZdoZ Zr4A= 4
= 5 g4 o] ek A H|E(2.25% vs 13.82%, p<0.0001), 1311 P2 HIY O] ZE A0

R
Aol goln|stA| A PFSS S8 1 0|2 USSIRCHIHHE CSR, CTD 25 % 2.7.3)
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4) ORI, A AL Al BO e & e ik HA YE0S)0 FFs 01 = ULH,
PRODIGY A& AM(protocol)= 2 2 Al HH =S Alerefr| HUL, Ol =Fsl SAH + ©

A HE(0S) oMo Ht=
(end-point)2 7t2= 4 QIC}

AEZH>

o 2a Q¥S FUIECeEHN RO BAleS 2 &
SEY Tt BES0] == FAE2 oln] o AT ¥ HERREA AuE v
£ o|&s}7] Y3t surrogate markergt= upsHA & .
o E3F Ojgtgloiste] MUt AR e, 24F duPgsistaye] gadol S50
Aol BRotn SNl g D 224 W) Agel Al WA £4H FARY
ol ofd @RpE 2P Jbsgol 948, @ UA gl Aolh
o ol =740l oF 10%2] &AtollA UERGS @ SCoflA] 4~
2=, ol dst oujoa A oz & %319'31 oo w2t &=7] Ao PFS AtolZ

959
> E”O
©

Holil £ Z71o] AETHE WA olRE A(REA0] 22 AN HolRA A% gxlslnz A
2 UBEA| ¢ 02 B £ AL

o AR PEOSOIN 27t Ato] Qo HE 052 st AL NS ASSA WAL 3d U 5
W F702A] 05 Abs CSZat SCSZol Atol7h Qiglout, ol% ThE ARSFE A7t SR AW 59
weQlo] B, EAX 7bde AASH: Jo] ohloz og okgo] §akol ok ﬁﬁﬂévl%

o8] 2. Esh Atg0p7EA(2022.2.3) 7]&0=2 089 FAMAZ|ZF F A4S 67.3871LIQR 2
89.30)0], FASH oA 58 OSE= CSCHolA 68.79%, SC+ 66.68%0C 2, dutxio g [~7] ¢ ,:,_,]
2R BE7I7bo] (IF R comorbidityo] Thet ThEAlRh ErlAo 2 5AZR AXEE AL 12
s, Qg 7hs% oz mu

Ahp g2, 2] A ZX]ANCCN Gastric cancer, v.2.2022)2] AA| 755t Y& SxHcT2 £= 1 9]

e met AAl @¥ & 24K SX| 3 (Perioperative therapy) 24 E=AEHAL, AAZEtY U

5-FU(FLOT) Qo] preferred regimen(category D=, 2/34F UAA]H(FLOTA|A OSE= ECF(35

W) 2ot 716925070, HR 0.77, 95% CI 0.63-0.94). 2W ¢ XA &(2018)0| A4 = T A

S 23t 3A ey AAYSE, B4 AEIRE 2 A AEES S7HAZ (V35
82 gxpEolA oS %.}C’J@ uf Q1.

Q]
=
- AbgAFol FOIAIG ‘5. U £O)' o IgAl AWES cheut Pol Fu1d

. S&F WS WIFASD)
Haghd ¢ WHS-E(pCR) CSC+ 10.36%(23/2227), SC 0, p<0.0001
Bestd B 171 o)kl didAt CSCa 35.1%(7878), SC* ll%(Z?‘%‘)
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Table8.2.7
‘Postoperative Pathology Findings
FAS Population
[Subgzroup: patients who underwent surgery]
Page 1 of2
5C SC Total
(N=246) N=1212) (N=1468)
Pathologic stage, n{%0)
Primary Tumer
TO0 ] 23(10.36) 23(491)
Tla 7(2.85) 18(8.11) 25(534)
Tib 9(3.66) 21(9.45) 30(6.41)
T2 22(8.94) 33(14.88) 35(11.75)
T3 93(37.40) 81(36.49) 173(36.97)
T4a 84(34.15) 41(1847) 123(26.71)
T4b 14(5.69) 2(0.90) 16(3.42)
Tx 18(732) 3(1.35) 21(4.49)
Povalue [1] =.0001 (c)
Povalue [2] =.0001 (c)
P-value [3] =.0001 (c)
Lymph Node
No 53(21.54) 121(54.30) 174(37.18)
N1 37(15.04) 391757 T6(16.24)
N2 47(19.11) 30(13.51) TT(16.435)
N3a 50(20.33) 23(10.36) T3(15.60)
Nib 40(16.26) 6(2.70) 46(9.83)
Nx 19(7.72) 3(1.35) 22470y
P-value [1] <.0001 {c)
Distant Metastans
MO 212(86.18) 217(97.75) 429(91.67)
M1 34(13.82) 5(2.25) 39(8.33)
Pvalue [1] <.0001 {c)
Overall pathologic stage
Stage 0 0 23(10.36) 23(4.91)
Stage [A 9(3.66) 321441 41(8.76)
Stage [B 18(7.32) 23(10.36) 41(8.76)
Stage [IA 30(12.20) 47(21.17) T716.45)
Stage 1B 25(10.16) 36(16.22) 61(13.03)
Stage [IIA 35(14.23) 18(8.11) 53(11.32)
Stage I1IB 49(19.92) 24(10.81) T3(15.60)
Stage ITIC 46(18.70) 14(6.31) 60(12.82)
Stage IV 34(13.82) 5(2.25) 39(833)
P-value [1] <0001 (c)

A B Ay (FE

1

w5 wEAlE, 2022.8.3)

pT pM Overall stage

100%

B0%

60%

40%

20%

0%

sc csc sC csc sC csc sc csc
p<0.00011 p<0.0001" p<0.0001" p<0.00011

* RO A &(FAST)
- 12} Al A CSCE 95.50%(212/22278), CSw- 83.76% (206/24678), p<0.0001




Compared to 5C
Difference vs. SC(SE) 1281(2.82)
95% Confidence Interval [7.29.1833]
P-value [1] <0001
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Table 82.10
RO Resection Rate
FAS Population
Pagelofl
s5C CsC Total
(N=246) N=212) (N=468)
Number of Subjects
R0 Resection Rate 206(83.74) 212(95.50) 418(89.32)
93% Confidence Interval 7913, 88.33] 192.77. 9827} [86.52,92.11]

a9l 24

29.3% ; HR 0.82 [95% CI 0.57-1.16]) thi-3-o] sle]Ttoll A I

P>
» TEAE
- <73 TEAE
1 95.85%(231/2417) Nl 4] 184971 TEAE A}

: X% Q0 TEAEE 1.66%(4, 571), SAE 27.39%(66™8, 80%1)
974 X 5T TEAE 2.49%6, 871)
R A 2 SF2AGHE B Fo A 55.19%C0 A4 o] FoA
Table 23 - Overall Summary of TEAEs before surgery in CSC arm (Safety Population)

Aoz, A& "= CSC FolTol #2etaUCSC FofzellA 27.0 % vs. SC FofollA

**CSCaollA = A whe- 7k CR 2.58%(69), PR 13.73%(32%), SD or nonCR/monPR 81.1294189%8)

R TR 155(13017) e 2553867, 35T ol 42.32%(1027, 16271)

csc
(N=241)

Number of Subjects with TEAEs

231 (95.85) [1849]

95% Confidence Interval [93.33, 98.37]
Number of Subjects with TEAEs (CTCAE Grade 3-5)° 102 (42.32) [162]
95% Confidence Interval [36.06, 48.56]
Number of Subjects with TEAEs (CTCAE Grade 3) 96 (39.83) [137]

95% Confidence Interval

Number of Subjects with TEAEs (CTCAE Grade 4)

[33.65, 46.01]

19 (7.88) [20]

85% Confidence Interval [4.48, 11.29]
Number of Subjects with TEAEs (CTCAE Grade 5) 4 (1686) 5]

Exact 85% Confidence Interval [0.45,4.19]
Severity (No. of TEAEs)
Grade 1 1301
Grade 2 386
Grade 3 137
Grade 4 20
Grade 5 5
Number of Subjects with Serious TEAEs (other than death) 66 (27.39) [80]

85% Confidence Interval

[21.76, 33.02]

Number of Subjects with TEAEs leading to Permanently IP Discontinuation 6(2.49) [8]
Exact 95% Confidence Interval [0.92, 5.34]
Number of Subjects with TEAEs leading to Death 4(1.66) [5]
Exact 95% Confidence Interval [0.45,4.19]
Number of Subjects with TEAEs leading te Dose Interruption or Medification 133 (55.19) [287]
95% Confidence Interval [48.91,61.47]

IP = Investigational Product; TEAESs = Treatment-Emergent Adverse Events

[1] Difference between treatment arms (chi-square fest or Fishers exact test)

MNote: Denominator of percentage is the number of subjects in the column.

Severity is displayed as number of evenis and the other are displayed as number of subjects (percentage of subjects) [number of events].
* Parficipants are counted only once for the highest grade

Data Source: [Module 5.3.5.1, Seclion 8.3, Table 8.3.5).
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- P& APEEA TEAE

: CSC 95.63%, SC+ 97.44%°ll 4 TEAE A¥ (p=0. 3251)

- 7180 &eizl kA Z2od vad o, 2L

—lm&iﬁﬁ&

e $55 15 TEL(CSC—?L 105671, SC* 129771) T+ 25 a3(CSCH 3237, SC 3457), 3+
Ao T T BT 9F 354% HAY(CSCT 739, 997, SCT-'_1 697, 10271
H 2l TEAE: SCEL 0.51%(1%), SAE CSC+* 19.90%(41%, 5871), SC+ 29.23%(57, 7971)
T2 XEFH TEAE CSCH 8.74%(189, 2371), SCT* 5.64%(11, 1671)
o FA P SHFFAHAGTF =5 Fo A2 CSCH 49.51%, SC- 57.44%01| A o] FoF
Table 24 - Overall summary of TEAEs after the surgery till End of Study (Safety Population)
sC csc Total
(N=195) (N=2086) (N=401)
Number of Subjects with TEAEs 190 (97.44) [1744] 197 (95.63) [1478] 387 (96.51) [3222]
85% Confidence Interval [85.22, 88.65] [82.84, 98.42) [94.71,98.31]
P-value [1] 0.3251 (c)
Number of Subjects with TEAEs (CTCAE Grade 3-5)' 69(35.38) [102] 73 (35.44) [99] 142 (35.41) [201]
95% Confidence Interval [28.67, 42.10} [28.91, 41.87) [30.73, 40.08]
P-value [1] 0.9913 (c)
Number of Subjects with TEAEs (CTCAE Grade 3) 68 (34.87) [97] 72 (34.95) [98] 140 (34.91) [195]
5% Confidence Interval [28.18, 41.56} [28 44, 41.46) [30.25, 39 58]
P-value [1] 0.9867 (c)
Number of Subjects with TEAEs (CTCAE Grade 4) 3(154)[4] 1(049) 1] 4(1.00) [5]
Exact 95% Confidence Interval [0.32, 4.43] [0.01,2.67] [0.27,253]
P-value [1] 0.3588 (f)
Number of Subjects with TEAEs (CTCAE Grade 5) 1(051)[1] 0 1(0.25) [1]
Exact 95% Confidence Interval [0.01,2.82] [0.00, 1.77] [0.01, 1.38]
P-value [1] 04883 (f)
Severity (No. of TEAEs)
Grade 1 1297 1056 2353
Grade 2 345 323 668
Grade 3 97 98 195
Grade 4 4 1 b
Grade5 1 0 1
Number of Subjects with Serious TEAES (other than death) 57 (29.23) [79] 41(19.90) [58] 98(24.44) [137]
95% Confidence Interval [22.85, 3561 [14.45, 25.38] [20.23, 28.64]
P-value [1] 0.0298 (c)

Number of Subjects with TEAEs leading to Permanently IP 11(5.64) [16] 18 (8.74) [23] 29 (7.23) [39]
Discontinuation

95% Confidence Interval [2.40, 8.88] [4.88,1259] [470,977]

P-value [1] 02314 (c)
Number of Subjects with TEAEs leading to Death 1(0.51) [1] 0 1(0.25)[1]

Exact 95% Confidence Interval [0.01,2.82] [0.00, 1.77] [0.01,1.38]

P-value [1] (14863 f)
Number of Subjects with TEAEs leading to Dose 112 (57.44) [259] 102 (49.51) [225] 214 (53.37) [4B4]
Interruption or Modification

95% Confidence Interval [60.50, 64.38] [42.689, 56.34] [48.48, 58.25]

P-value [1] 0.1120 (c)

TEAESs = Treatment-Emergent Adverse Events

[1] Difference befween freatment arms (chi-square test or Fishers exact fest)

Mote: Denominator of percentage is the number of subjects in the column.

Severity is displayed as number of events and the ather are displayed as number of subjects (percentage of subjects) [number of events].
* Parficipants are counted only once for the highest grade.

Data Source: [Module 5.3.5.1, Section 8.3, Table 8.3.1].
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Table 10 - Incidence of TEAEs with Grade 3 or higher by SOC and PT before surgery
csc
System Organ Class (N=241)
n (%)

Preferred Term G3 G4 G5
Gastrointestinal disorders 39 (16.18) 0 1(0.41)
Diarrhoea 12(4.98) 0 0

Nausea 6 (2.49) 0
Abdominal pain 7(2.90) 0 0
Stomatitis 5(2.07) 0 0
Vomiting 6(2.49) 0 0
Enteritis 3(1.24) 0 0
Abdominal discomfort 1(0.41) 0 0
Dental caries 2(0.83) 0 0
Enterocolitis 2(0.83) 0 0
Gastric haemorrhage 2(0.83) 0 0
Obstruction gastric 1(0.41) 0 0
Intestinal ischaemia 0 0 1(0.41)
Skin and subcutaneous tissue disorders 2(0.83) 0 0
Palmar-plantar erythrodysaesthesia syndrome 1(0.41) 0 0
Rash 1(0.41) 0 0
Metabolism and nutrition disorders 11 (4.56) 0 0
Decreased appetite 5(2.07) 0 0
Hypokalaemia 2(0.83) 0 0
Hypophosphataemia 3(1.24) 0 0
Diabetes meliitus 1(041) 0 0
Type 2 diabetes mellitus 1(0.41) 0 0
General disorders and administration site conditions 7(2.90) 0 0
Fatigue 4 (1.66) 0 0
Asthenia 3(1.24) 0 0
Investigations 14 (5.81) 11 (4.56) 0
Neutrophil count decreased 10 (4.15) 11 (4.56) 0
White blood cell count decreased 3(1.24) 0 0
Platelet count decreased 1(0.41) 0 0
Urine output decreased 1(041) 0 0
Respiratory, thoracic, and mediastinal disorders 0 1(0.41) 1(0.41)
Dyspnoea 0 0 1(0.41)
Aspiration 0 1(0.41) 0
Blood and lymphatic system disorders 27 (11.20) 7(2.90) 1(0.41)
Febrile neutropenia 20 (8.30) 2(0.83) 1(0.41)
Neutropenia 4(1.66) 5(2.07) 0
Anaemia 1(041) 0 0
Leukopenia 1(041) 0 0
Thrombocytopenia 1(041) 0 0
Infections and infestations 5(2.07) 0 2(0.83)
Herpes zoster 1(0.41) 0 0
Appendicitis 2(0.83) 0 0
Appendicitis perforated 1(041) 0 0
Infection 1(0.41) 0 0
Pneumonia 0 0 1(0.41)
Sepsis 0 0 1(0.41)
Musculoskeletal and connective tissue disorders (0.41) 0 0
Neck pain (0.41) 0 0
Psychiatric disorders (0.41) 0 0
Anxiety (0.41) 0 0
Vascular disorders 3(1.24) 0 0
Embolism 3(1.24) 0 0
Neoplasms benign, malignant, and unspecified (incl cysts and (0.41) 0 0
polyps)
Tumour haemorrhage (0.41) 0 0

Table 11 - Incidence of TEAEs with Grade 3 or higher by SOC and PT after surgery till End of Study

visit
sc csc
System Organ Class (N=195) (N=206)
n (%) n (%)
Preferred Term G3 G4 G5 G3 G4 G5
Gastrointestinal disorders 24 (12.31) 0 0 21(10.19) 0 0
Diarrhoea 6(3.08) 0 0 7(3.40) 0 0
Abdominal pain 2(1.03) 0 0 1(0.49) 0 0
Nausea 2(1.03) 0 0 0 0 0
Stomatitis 0 0 0 2(0.97) 0 0
Vomiting 1(0.51) 0 0 1(0.49) 0 0
lleus 4(2.05) 0 0 3(1.46) 0 0
Enteritis 2(1.03) 0 0 0 0 0
Ascites 1(0.51) 0 0 0 0 0
Mechanical ileus 2(1.03) 0 0 0 0 0
Enterocolitis 0 0 0 1(0.49) 0 0
Intestinal obstruction 1(0.51) 0 0 2(0.97) 0 0
Colitis 0 0 0 1(0.49) 0 0
Dental caries 0 0 1(0.49) 0 0
Intra-abdominal fluid collection 2(1.03) 0 0 0 0 0
Pneumoperitoneum 0 0 0 1(0.49) 0 0
Small intestinal obstruction 1(0.51) 0 0 1(0.49) 0 0
Abdominal hernia 0 0 0 (0.49) 0 0
Abdominal mass 1(0.51) 0 0 0 0 0
Inguinal hernia 1(051) 0 0 0 0 0
Intestinal ischaemia 1(0.51) 0 0 0 0 0
Intestinal stenosis 0 0 0 1(0.49) 0 0
Ischaemic enteritis 1(0.51) 0 0 0 0 0
Large intestinal obstruction 1(0.51) 0 0 0 0 0
General disorders and administration site conditions 5(2.56) 0 0 (3.88) 0 0
Fatigue 2(1.03) 0 0 (3.88) 0 0
Asthenia 2(1.03) 0 0 0 0 0
Chills 1(051) 0 0 0 0 0
Metabolism and nutrition disorders 7(3.59) 0 0 (3.40) 0 0
Decreased appetite 5(2.56) 0 0 4(1.94) 0 0
Hyperglycaemia 1(0.51) 0 0 (0.97) 0 0
Hypoglycaemia 1(0.51) 0 0 0 0 0
Hypophosphataemia 0 0 0 (0.49) 0 0
Skin and subcutaneous tissue disorders 4(2.05) 0 0 (1.46) 1(049) 0
Pruritus 0 0 0 1(0.49) 0 0
Palmar-plantar erythrodysaesthesia syndrome 1(0.51) 0 0 1(0.49) 0 0
Urticaria 1(0.51) 0 0 0 0 0
Rash maculo-papular 0 0 0 2(0.97) 0 0
Dermatitis exfoliative generalised 1(0.51) 0 0 0 0 0
Drug eruption 1(0.51) 0 0 0 0 0
Erythema multiforme 0 0 0 0 1(049) 0
Nervous system disorders 1(0.51) 0 0 (0.97) 0 0
Dizziness 1(0.51) 0 0 1(0.49) 0 0
Syncope 0 0 0 (0.49) 0
Investigations 11(564) 2(1.03) 0 13(6:31) 0 0
Neutrophil count decreased 6(3.08) 0 0 (4.37) 0 0
Aspartate aminotransferase increased 1(0.51) 0 0 0 0 0
Alanine aminotransferase increased 1(0.51) 0 0 0 0 0
Weight decreased 2(1.03) 0 0 3(1.46) 0 0
Blood bilirubin increased 2(1.03) 1(051) 0 0 0 0
Platelet count decreased 0 1(0.51) 0 0 0 0
Blood alkaline phosphatase increased 1(0.51) 0 0 0 0 0
International normalized ratio increased 0 0 0 1(0.49) 0 0
Neutrophil count abnormal 1(0.51) 0 0 0 0 0
Urine output decreased 0 0 0 1(0.49) 0 0
Psychiatric disorders 1(0.51) 0 0 0 0 0
Irritability 1(0.51) 0 0 0 0 0
Renal and urinary disorders 0 0 0 3(1.46) 0 0
Hydronephrosis 0 0 0 2(0.97) 0 0
Urinary tract obstruction 0 1(0.49) 0 0
Hepatobiliary disorders 2(1.03) 0 0 1(0.49) 0 0
Bile duct stone 0 0 0 1(0.49) 0 0
Cholecystitis acute 1(0.51) 0 0 0 0 0
Cholecystitis chronic 1(0.51) 0 0 0 0 0
Vascular disorders 0 0 0 1(0.49) 0 0
Embolism 0 0 0 1(0.49) 0 0
Surgical and medical procedures 1(0.51) 0 0 0 0 0
Finger amputation 1(0.51) 0 0 0 0 0
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Respiratory, thoracic, and mediastinal disorders 1(051)  1(051) 0 2(091) 0 0
Atelectasis 1(0.51) 0 0 1(049) 0 0
Pneumonia aspiration 1(0.51) 0 0 0 0 0
Pneumonitis 0 1(0.51) 0 0 0 0
Pneumothorax 0 0 0 1(0.49) 0 0

Infections and infestations 7(3.59) 0 1(0.51) 6(2.91) 0 0
Pneumonia 1(0.51) 0 0 1(0.49) 0 0
Influenza 1(0.51) 0 0 0 0 0
Abdominal abscess 1(0.51) 0 0 1(0.49) 0 0
Appendicitis 2(1.03) 0 0 0 0 0
Parofitis 0 0 0 1(0.49) 0 0
Pharyngitis 1(0.51) 0 0 0 0 0
Abdominal infection 1(0.51) 0 0 0 0 0
Gastroenteritis 0 0 0 1(0.49) 0 0
Peritonitis 0 0 0 1(0.49) 0 0
Pyelonephritis acute 0 0 0 1(0.49) 0 0
Sepsis 0 0 1(0.51) 0 0 0

Blood and lymphatic system disorders 11(5.64) 1(0.51) 0 9(4.37) 0 0
Neutropenia 6(3.08) 0 0 6(2.91) 0 0
Anaemia 3(154) 0 0 1(0.49) 0 0
Leukopenia 0 1(0.51) 0 1(0.49) 0 0
Splenic infarction 1(0.51) 0 0 1(0.49) 0 0
Febrile neutropenia 1(0.51) 0 0 0 0 0

Eye disorders 1(0.51) 0 0 1(049) 0 0
Cataract 1(0.51) 0 0 1(049) 0 0

Musculoskeletal and connective tissue disorders 1(0.51) 0 0 0 0 0
Intervertebral disc protrusion 1(0.51) 0 0 0 0 0

Injury, poisoning and pi icati 7(3.59) 0 0 8(3.88) 0 0
Wound complication 0 0 0 1(0.49) 0 0
Gastrointestinal anastomotic leak 3(1.54) 0 0 1(0.49) 0 0
Anastomotic leak 1(0.51) 0 0 0 0 0
Anastomotic stenosis 0 0 0 1(0.49) 0 0
Hand fracture 0 0 0 1(0.49) 0 0
Postoperative ileus 1(0.51) 0 0 0 0 0
Afferent loop syndrome 0 0 0 1(0.49) 0 0
Extradural haematoma 1(0.51) 0 0 0 0 0
Facial bones fracture 1(0.51) 0 0 0 0 0
Gastrointestinal anastomotic stenosis 0 0 0 1(0.49) 0 0
Seroma 0 0 0 1(0.49) 0 0
Skull fracture 1(0.51) 0 0 0 0 0
Subdural haematoma 0 0 0 1(0.49) 0 0
Tooth fracture 1(0.51) 0 0 0 0 0
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Tabile 14 - Incidence of other serious TEAES (excluding death) by SOC and PT before surgery

CSC
{N=241)
n (%) [events]

Number of Participants with Serious TEAEs 66 (27.39) [80]
95% Confidence Interval [21.76,33.00
Gastrointestinal disorders 24{8.9%) 25
Bbdominal pain 6249 ]
Ermsritis 0168014
Diarthoes 3124
Gasiric hasmorhage 2083
Stomatitis 2(083) 14
Vomiting 2(080 @
Enerocolitis 104111
Haematochezia 10411
Intestinal ischaemia 104111
Nausea 1041 1]
Clstruction gastric 10411
Blood and lymphatic system disorders 23(9.54) 25
Febnie neutropenia @B
Leukopenia 1041 11
Neutroperia 1041 1]
Infections and infestations 9313 [
Appendicitis 2083
Pppendicitis perforated 1041101
Atypical preumonia 104111
Infection 1(0.41) 1]

Table 15 - Incidence of other serious TEAES (excluding death) by SOC and PT after the operation
1ill End of Study visit

sC csC Total
(N=195) (N=206) (N=401)

n{%) [evenis] n (%} [events] n (%) [evenis]

MNumber of Participants with Serious TEAEs 57(29.23) [79) A1(1990)[58]  98(24.44)1137]
99% Confidence Interval [22.85, 35.61] [1445, 25.38] [20.23, 28.64)
Pevalus [1] 00298 )
Gastrointestinal disorders N05WE BOLNMR 5B0132268
Abdominal pain 6(3.08) [6] 6291 M 12(299)[13]
lleus 6 (3.08) 5] 401944 10249 (10
Enteriis 60308 M 0 8(150)[M
Diarrhoea 42054 20087 81150 161
Mechanical ileus 420514 0 A(1.00) ¢4
Enterocalitis 1031 M 20087 [@ 3079 A
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Oral candidiases

Preumonia

Sepsis

Upper respiraiony ract infection

General disorders and administration site conditions
Pyrexia

Asthenia

Chills

Fatigue

Wetabolism and nutrition disorders
Decreased appetite
Metabolic acidosiz

Vascular disorders
Embokzm
Haemorrhage

Respiratory, thoracic, and mediastinal disorders
Aspiration
Dysproea

Hepatobiliary disorders
Bile duct stone

Investigations
Neutrophil count decreased

Neonl. benign, andd
polyps|
Tumour haemaorthage

Skin and subcutaneous tissue disorders

Palmar-plantar erythrodysaesthesia syndrome

{inci cysts and

104111
1{041311]
1041511
1{041371)

7290}
312 [
2087
1104111
104811

5207 8]
4(188) 4]
104111

310
20831
1041311

308N
104111
104811

104011
14t 11

104011
1041 1]

Tin4nm

1(041)]1)

104111
104011

Intestinal chstruction
Intra-abedominal fluid coliection
Nausea

Small intestingl obstruction
Colitis

Abdominal discomioet
Abdominal hemia

Ascites

Constipation

Dyzphagia

Inguinal hemia

Intestinal ischasmia
Intestinal stenocis
lschasmic enteritis
Oesophageal stenosis
Pneumoperitoneum
Rectal cbstruction
Vomiting

Injury, poisoning and
Gastromntestingl anastomotic leak
Anastomotic stencess
Anastomotic leak

Posioperative deus

Afferent loop syndrome
Extradural hasmatoma

Facial bonee fracture
Gastrointestinal anastomabic stenosis
Hand fracture

Penpancreatic fuid collecion
Rib fracture

Seroma

Skull fracture:

Subdural haemaioma

Tookh fracturs

Infections and infestations
Preumonia

Abdominal abscess
Appendiciiis
Abdominal infection
Gastroentesitis
Influenza

Large mtestine miection
Lung abeceis
Peritonitis

Pharyngitis

Sepsis

General disorders and administration site conditions
Pyrexia
Astrenia

Investigations

Weight deceased
Blood bilindbin increased
Platelet count decreased

Blood and lymphatic system disorders
Spleriic infarction
Leukopenia

MNervous system disorders
Cerebral infarction
Cerebrovascular accident

Deziness
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0
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Respiratory, thoracic, and mediastinal disorders 20001 1104911 30TH0

Preumcnia acpiration 1(051) (1 0 102511

Preumonits 1(@50[1] 0 1025Mm

Preumothoras a 104901 102511

Hepatobiliary disorders 1051 11 1104911 2050

Bile duct stone L[] 110491 1025

Cholecystitis acute 15111 0 10250

Metabolism and mutrition disorders 2002 0 20502

Decreased appeiite 1{051) (1] 0 102511

Gout 1051 1] 0 102511

Renal and urinary disorders 0 2097 & 21050012

Hydronephrosis a 21031 20501

Surgical and medical procedures 20052 ] 20502

Finger amputation 1@51 1] ] 10251

Shoulder operation 100511 0 102511

Eve disorders 1051 11 0 102511

Cataract 1051 M 0 10251

Musculoskeletal and connective tissue disorders 1{051 1 0 10025 11

Intervertzbral dise protrusion 1051 11 0 102511

Vascular disorders. [} 10491 102911

Emboiam ] 1049) 111 1025)11]
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o2 fFofdt 2L gle FF Xraye CSCH 19HolA wlo]2ElRl & H7iA d4H o2 FofF
o2 HES A5 19, S-1 157] Fo Al 27 &<l ECG= w7 Hs fi=

QS A
[DOCET_R_037611 4~=
Bzt Y GYT

Had A4S =& AARAGNA A8, SAYEgE 3 ¢ A
Al 1% 7}s4 (Feasibility) A&

> |20
NR A
K
::l,
ol
m
i
>
&

Ir

ZQ
ulfe

2%+ | DOCET_R T A A | 41 [Kdo|xERl B4 E =5
0361 | mEaorsse AA%| | AFeE @ 24
H(EA e 52| o) =i endsu
- WA $=41
2=t /S-De] [Ths & i A A % (%)
ol A " 2134 A oTsie 33(80.49)
Bt .
dieby, | el || =
o = A . EEEE T 4976
‘ITE— }‘o (RO Q_' Z}' olaterg 0(0.00)
o I B RO AlEeF HE
A A&, PFS jJu :"Ej 7‘*} 0(0.00
=\ o - SIAAIEAE A F 0(0.00)
O)‘—"— H]‘u’ Atz 0(0.00)
<#H7p SR zAl PlEt wEeT| 2 0(0.00)
gdr1, IINY, 59E As 2UEY 99 o e
SOMONA -4 B FaEA(EHEA) H7F .
e O St AR
R han B | o
B2 07sE Hy
F8AR71> . HRLEETR, SoAl (H2aH0E)
czAYHoR AW, A WWE, FEol
5 L TEA = (%)
TeEE Fh AN EE MY B
- REEA] 9] FFo] maFor EAs|ofF sh, o1 1331.77)
A= AR AU 2 9 s
_ = O 57 W71E A BT o AR TEATE
WAE 253 EUOZ BF7het =4 d=4d HE(kg) 637311216, 64(40-94)
ZHo] = (NO) T3 == T4 9 =24 HxHd BSAM?) 1.7020.20, 1.72(1.34-2.19)
. 5 REETSESY B SRR 4
Aol Sl T2 EE T3 Ko T YFOE,
HH-=RF CT oA oAl=H= 52 gFo] gl 1 00000
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T+
9A (AN HE NEE3F A | (=4 A3
4=8)
A, B34z 37 | a4 c APEA
e 18~754], ECOG 0~1, &3sts, 1t A&7 25 SAAYTE
_ . S EAF =41
ol 3zt EEEEE s il
PlFEI(ZH(R) ZHDLEETA (SD) 0.5310.25
<X—]]9,]7] “;"LZ_—> ﬁi%x‘m@ %5027,1.21
- %%— &okg] _/_’r:%’ _I[_/}_]l;_(jl '/'F%, =2 'E%]/\é kg 24 0(0.00)
APSQIEBEUS + YIHAIZ + CT scan 38(92.68)
T, EIF T AAH AAY APZRIBFE EUS + FUHAIZ + CT scan +
ARl A=MD &=t =23 2 me
_ AlA = & =z u:L. 71E 0(0.00)
NS, TE ¥ H= neoad]uvant 2% Eves] 34(82.93)
/s vAbA e 3oA™ Aazea 7017.07)
_ 7]]:/]— 601-%—001:9_}:%};] %%&]ﬂ % HUEF :Ji’:il\denocarcmoma) 36(87.80)
2=3 (Lymphomas) 0(0.00)
2| Z-a ZHIE 2 (Gastric stromal tumours) 0(0.00)
= E‘t F2Z (Carcinoid tumours) 0(0.00)
<TAO:1 > 9 Adenocanthomas 0(0.00)
b TEZ“IJ—'— ]:] »)—}\‘“ A—]E] Xﬂl??]_ 50mg/m Iv + "% HEMZ2ZE (Squamous cell carcinoma) 0(0.00)
AeEe A1Y 100mgim® IV + S-1 1-14% ot ez suzzo
9 — - o Fur| Aus 5 0 0(0.00)
40mg/m BID PO, 3'7“]]']:]' 3"!‘7] ]ﬂ_—l -Alcc 232 T 0(0.00)
. "/I:% D2 %@xﬂ)\ T2 5(12.20)
- 3 34(82.93)
« 523 aW: S-1 40mg BDE 437 ATEA, e
2% Fok, 1 Foku) 65vi), 857 w) N oow
gozzy No 2(4.88)
(Regional Lymph Nodes) N1 26(63.41)
{H7}skE> N2 12(29.27)
o =2 w P N3 1(2.44)
s T8 3 7]‘.1_'.T“‘ NX 0(0.00)
- #3818 (remission rate) = Mo 1010000
_ ;‘(‘ézﬂ 7]_%‘_/{6](resectablhty) (Distant Metastasis) M1 0(0.00)
MX 0(000)
- ;HL-/;\— ZH]Q ];‘l ;ﬂo]% 2EE EILEETA (5D) 2684166
-ld s2d AEE e o
-13d 924y B2 =S THEEE R 61402 13(31.71)
-1 ]{ﬂ ‘;\-l 9 1‘{1 {=RtS] }\g}__o -Alcc 234 :\3:64 j:.;i;sm
o QLA /NN I damz sdse o “92195)
_ ?l_ 1__/(6] ﬂ:llxl_oﬂ 7_]] J4_ :la;]_y_ :ﬂ__x‘l_il?_ (ECOG status) 1 32(78.05)
B B o]
- st gl ssta AxE zia a8 <AF 72D
Eﬂo]a * RO @Z—]]ﬂ- 3~ :L O]}g'u]"?s‘
- - Z = 3|3 ™
- et aFA <) Ay Asw 5y ga |02 W R0 8 b5 19 a2, -
G TG 47 oo AW 55 213
- 7 WA SAA F 419 55, RO EA 409
(97.56%), ¥-=4 13%(31.71%)
- 3}?)]— 7(]63 7]1 E/Kél O-]_‘: ﬁ]%ﬂz]_ 1212761 o]/g-’ RO
A hse B4 207 o)
"4 ZHE L AHE
TEA =
Hig 2 ekes
HEA (%)
RO BH E [95% &l =T7H 40(97.56) [87.14, 99.94]
2HE 2 [95% M= TZh 13(31.71) [18.08, 48.09]
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- RO HAlE 97.56%(40/41%), R1 AAls 2.44%1/41%),
R2 AA1& 0
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H e TlE

TEA 541
EEE ]

TEA 5 (%)
212 [95% A= 7ZH 21(51.22) [35.13, 67.12]
S e ~ 0(0.00)
=5 ) 21(51.22)
O AFEY 20(48.78)
SRR 0(0.00)
Hil=7ks 0(0.00)

QA FEAD

* DFS

T AaAL T HolE 9.76%(4 ™)

- 1'd DFS 94.92%

- 21 DFS 89.65%

- FH7IZHFSRD) 27.2271€4 [95% CI 26.89, 27.75]
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155 A} glom, 059} PR

HAL 5 (%)
ol &teks Ol &tefERhg
& 2|2k (all period)
0f sbubg 9 WA} == 41(100.00) 41(100.00)
H{EOSta of AbutS grade 1 2(4.88) 10(24.39)
grade 2 20(48.78) 21(51.22)
grade 3 18(43.90) 10(24.39)
grade 4 1(2.44) 0(0.00)
oyt ojaeE grade 1 3(1.32) 2(4.88)
grade 2 9(21.95) 9(21.95)
grade 3 16(39.02) 16(39.02)
grade 4 13(31.71) 13(31.71)
SISt o dhutg 2wl n|HA} 5 12(29.27) 7(17.07)
Ee e P2 grade 1 0(0.00) 0(0.00)
grade 2 3(7.32) 2(4.88)
grade 3 8(19.51) 5(12.20)
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9A (AN HE NEE3F A | (=4 A3
4=8)
grade 4 1(2.44) 0(0.00)
ojyutg oz QIsh Arsh m At 0(0.00) 0(0.00)
ojautg oz olaf St 8t mEA} 0(0.00) 0(0.00)
= F B=E3Etoy
o uuts it mER - 41(100.00) 41(100.00)
o Yo o] atutg grade 1 10(24.39) 14(34.15)
grade 2 21(51.22) 19(46.34)
grade 3 10(24.39) 8(19.51)
grade 4 0(0.00) 0(0.00)
Yo ojierg grade 1 2(4.88) 2(4.88)
grade 2 11(26.83) 11(26.83)
grade 3 14(34.15) 14(34.15)
grade 4 13(31.71) 13(31.71)
Fhst oMUt WM nHA} 5 8(19.51) 7(17.07)
FOf st ol &t grade 1 0(0.00) 0(0.00)
grade 2 2(4.88) 2(4.88)
grade 3 6(14.63) 5(12.20)
grade 4 0(0.00) 0(0.00)
o|MutE o2 QI Arbeh mE At 0(0.00) 0(0.00)
ojyutg oz QIsf F=Ea} o Wyt 0(0.00) 0(0.00)
& T H=sistey
O 4pute M | ETL 5 40(97.56) 38(92.68)
o YU B | &HEhE grade 1 2(4.88) 20(48.78)
grade 2 24(58.54) 15(36.59)
grade 3 13(31.71) 3(1.32)
grade 4 1(2.44) 0(0.00)
ol st oj4EtS grade 1 8(19.51) 11(26.83)
grade 2 21(51.22) 16(39.02)
grade 3 10(24.39) 9(21.95)
grade 4 1(2.44) 1(2.44)
FhHet oAUt UM mHA} 5 5(12.20) 0(0.00)
B0 s ojdut2 grade 1 1(2.44) 0(0.00)
grade 2 1(2.44) 0(0.00)
grade 3 2(4.88) 0(0.00)
grade 4 1(2.44) 0(0.00)
ojautg o= ols Apabst mEA} 0(0.00) 0(0.00)
ojdutg oz QIs F=wt ot mEAL 0(0.00) 0(0.00)
657. FE4 Aol & 2o % A8
o (¥ FEA H/HHSRE 738 A, AEvkztd 2019.1.21
- FASFToll A PFS F4aK(95% CD2 CSC FoTollA= =2ekA] 82 Zld Hls] SC T
o A= 77.40714[95% CI 53.19-NRIe|Jith. 53} QAAKAI @71 2 TNM H7Doll tisf] =27
# PFSel ok HRS 0.680]AtH95% CI 0.50-0.93; Cox Hl& ¥ =2 U 227 &9 AA

o]-8 Al Z}Zt p = 0.0159 & 0.0152).
- FAS Hell A, 3d PES HI &2 CSC FofollAl 66.8% (95% CI, 60.1-72.7)1 3L SC Fof 79
A 60.2% (95% Cl, 53.6-66.3) % .

- CSC Tzl #Fe7t LAk Hrhas nlae]

0

8L ITT Aol A gle At

53} QAo thsf HAGH PFSo| thdk HR2 0.69%tH95% CI 0.51-0.93; Cox Hld& 9@ =
9 32 27 ¢9 HA ol& A F4Z p=0.0162 F 0.0155).
3 PFS Hl&& CSC FoTolA 66.16% (95% Cl, 59.52-71.9N) 1L SC Fof ol A1 59.98%




(95% CI, 53.44-65.90)1 T}.

o (o]2h) AAAE, A=rY 2022.2.3.

- 67.3871 €92 FHAFE FTUH B, FASS ITT F oA OS TYaS o= T A
T =23 EYo.

- FAS oA 51d OS vl &2 CSC FoAToll A 68.79%H 3L SC Tl A 66.68% AT

o (o]zh) WEEgH &4A ¥-3EQPCR)

- FAS FdolA, pCROO7) CSC FATolA SC FoATFEHT 433 ¥ =3}th10.36% vs
0.00%; p<0.0001).
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o] 7(n=62, 27.9%)°N A O =
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e (0]x) RO AAE
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glo -zt Aol Yotk Akl iy ZEstde AT 9 SaeEeue geal o
Ay T2 AA o

o MRt o= 2417 F 2179(90.0%)°] 2= 35719 DOSE FHAIY o &3 HE9 F
OL%&% EAgA, SdeEdd, S-10 thal 242 99.3%, 99.2%, 90.7% 3t
473(1.66%)°] 53¢ A2l TEAE(ZF2d, 4 EF5744as, HES, dH, XL@%%)%
73}4. }95131 667 (27.39%)°] 801¢] 7|e} Fthd TEAEE A3ttt 45w TEAE= < &
199 ol Hu=ey 357 o 24019, 4.56%), 5744509, 2.07%), €484 35714
22029, 0.83%), &9, 0.41%). 713 &3 353 TEAEE= 94 33 774228.30%), A
/\P(4.98%), T T A2A15%), 552.90%), 24 3 FEEGHZA 249%), THE 2 A4S
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190] TR £unte FUHEPAERS RuSHE, GE 19 48 DOS 4T Fue

Z3 JEZH A 3FT04LES BustHTh
o M AF(=20%) Hi® TEAEE 218 7+4(53.94%), 2AH48.96%), ©R(48.55%), ¥ =
(38.59%), 2A1(36.93%), E5(32.37%), TWH(26.14%)°1R0 oM, o] A AL =E thdA7}t
NP Xzt AHEEII
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da, TS, 2, 7R, E37aa5@ G gAY of <6%olA)olnt. 53], AW =4
o] G-CSF= 8/ Ag A wet 5185 A skt

e ¥ EOS HE71A

e & F, HXE S-1 eSS AZe CSC Fola gt 24194 5 1709(70.54%)7} SC Fo
T A 1959 T 16578 (84.62%)°] A4A D Al wet J-E 8F7] BFE FAE)
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e CSC FoToA TEAEZ QI3 A2 gllen, SC Fo oA HEdFo= A7 A 1d
(0.51%)°] AATE 455 TEAEQ! t+d4d &3k 1xdo] CSC T4 Bag HiH, SC T
Nre= dF LFH S7F €49 & 74, dAZY, HdFASo] BuE T 19).
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(3.40%), TFT4425(2.91%)°1% 3 SC FoA A 718 25 BuH 353 TEAEE 57

A, T TS, A 3.08%), A8 7HA(2.56%) A T

WA o 2 98WH(24.44%; CSC Fol 419 [19.90%] ¥ SC T+ 579 [29.23%)2> 137719
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3t TEAEE A&t Fog +-3F zto]& AlAgE TEAE= §ldth 71EF i3k TEAE=
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vs. SCollA 3.08%), 2AHCSColl Al 0.97% vs. SColl Al 2.05%), 71AA A Z(CSCAA 0 vs.
SColl Al 2.05%)°] AT}

o T Rof o]o] BEF, HALZ fitE TEAEZ <Igh e A ATHCSColl A 8.74% vs.
SColl Al 5.64%). TEAEZ 13t Bo UA] =X &= 2147(53.37%) 0 4] Ba1E T

o 7} 2A(=20%) Bl TEAE(CSC vs. SO+ AAH46.60% vs. 55.90%), 218 7+4:(38.35% vs.
45.64%), 3 =2(31.07% vs. 33.33%), E%5(27.18% vs 30.77%), A3+==22.8% vs. 22.05%), I|H-
A A FZH11.17% vs. 26.67%), 244(14.08% vs. 25.13%), o] A& 5(19.42% vs. 21.54%)°] AT}

e PTHEZE, 714 &3] Rud I TEAE(S, ADR)E A E(=20%)(CSC vs. SO A AN37.38% vs.
50.26%), 2A41(11.17% vs. 22.05%), 3 =Z(28.16% vs. 31.79%), 2]E 7+4x(34.95% vs. 40.51%), =|F
A A 2H11.17% vs. 26.15%)°] ATk

o 55 9 I (L FATNA 2% TEAEE Al X85 FTO=Z o]of3 o). TEAEZ <IgF T4
A FTA == &5 HAL SC FAT(57.44%)9 Hl8] CSC Fo7(49.51%000 4 <F3F o
Skl 7Hd A= B g PT(CSC vs SO+ AAH9.22% vs. 12.82%) 2 E-5(5.83% vs. 9.74%)°]

ooy A )

w

o O{N

31

A

—_—

o)
N

g lo =

goﬂﬁA]- g AsL AL o]z H 21 71%E o)l E3HEe F FAF bl vl o=
& FoToA st o g 1% 55 Y, 3 e A o]} RamA Euth 345
dAPA ol WAR T FoTAA ko), SC FeT(T.69%ETE CSC FolT
(16.60%)1 4 o A5 Ryl 337 F Zave Ak 3/45H A o2 o= &
o Tol= 2% tidAtel A Bixith PRODIGY A27% /\]3401]/‘1 A3 DOSe MHA =23}
de e ThseEdal, ME ke dER ol duks ZEadd JdAEIAT. M2 drk
AHRE FAHA I

ll~l



659. 98-8 H7HCTD 25.6) (Aot )

e T2

DA% ==

AAAR R, 92 20209

769,000 (A A A AL 137

ot F=olA, g 7HE

2) ¥ A8 8

F&D2 9 dAE)e L9 dol7t = LAGCoIA RO A7 @AEE 4% 5 7

o] AWk, dFE 5 YEE] AL 0%E A3 A &

ofAlotol M E EFL2HFHHel S-1& ©58y, A Egdds ¥860X), sHAE

SAYEHE H8(CAPOX), EE S-13 =AEHA WHEawo] Bz 33tayo] BF A go|th

ol#g WM FAREAFL 49 TR wig AlFolA S E A

o, F&-A3%F SOXMD2 $ dAE A L F)7F LAGCo] &= obAlopl el CAPOX

BzaWd nlg) 3d F-AW &S FostA AdT Aoz J5HUT Bz seta gt v

wPE W, FE AF SOXe TFY W= ZAaAFIL RO HALE fFolstA MAAAS
2 F)e ZXFH HA s AE T4

3}3}
Sol et vkso] A W B7P7F 7hestEE sh] w2

i

o

—
N -1

| iRk Aol At FEVE EAgen 4 A A
of sigolar, AAA FAE 59 L AF A9 495 A
o}

|
| A gholw] gho A% AT A F 49]

{

Of

3}

rr

e

24

°
12
o

o}

oo -y
flo

5 o Jo
N
lo

FS-1 2xawd Huge o, DOS £ A Hx8W A= 33 F78 F19 A
A3 #dEo] ATh
o8 o 2AS (HR=0.69 [95% CI, 0.51-0.93], p=0.015)
- WA 9 wgEol oAl Bl =ke (10.36% vs 0%, p<0.000D)
- RO A g0l F28kAl tl ke (95.50% vs 83.74%, p<0.0001)
- A AEL obF] AR FRou DOS & A BREaW A g T

7d
o] skl 2A d@dA oIt FAS HatollA &

ﬁr{
ki
fof
i
rlr
>
x
2
Z o
>
o o

o
o
o&
ich
— _I_?l_',
o~
e
>
2
olo
il
o&
N
S
o
nj
Hir
ulfe
[
Do
N
—
I
<
1%
o
X
L)
A
I
o
S
=
tlo
fz
=
et
o =24

S 3
71 E3E I Ade 1 o3te] ®eElshy dAlo] =23 Fozte] WESTHS By riE
35). 94 AlAZ HlaE & 4= QAT PRODIGYOA DOS < A RzoW Fo A #He
st oA <1 G EQTT%S SALZHE Y =AgAS ¥E3 FLOT €9 Fof A #Ed
ZA@25%)F vHl<=3k Ao 2 HYoy, TAgAo] 3y R ke SOX(14%) =+ ECF/ECX (15%)
S o3 Ao vlE X 6 & AoZ Hth PRODIGYAIA 2 FPS & RO HAl& %4
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Table 35 — Phase lll studies evaluating necadjuvant chemotherapy in LAGC

Trial PRODIGY FLOT-4 (13) RESOLVE (12) MAGIC (17)

s N=530 N=T716 N=1022 N=503

patients (N}
Experimental DOS (3 cycles) then FLOT (4 cycles) then S0OX (3 cycles) then ECF (3 cycles) then
arm surgery then adj. 5-1 surgery then adj. FLOT surgery then adj. SOX surgery then adj.
(8 cycles) (4 cycles) (5 cycles) ECF (3 cycles)
Contral arm(s) Surgery then adj. 5-1 ECF/ECX (4 cycles) then Surgery then adj. SOX Surgery alone
(8 cycles) surgery then (8 cycles) or adj. CAPOX
ad]. ECFHECX (4 cycles) (8 cycles)

Follow-up 38 6 months (median) 43 months 40.6 months 4 years
duration (median) (median) (median}
il PFS 08 DFS 0s

end-point

PFS or DFS HR (PF5)=0.69 [95% HR (DFS5)=0.75 HR (DF5) =077 HR (PFS)=0.66
(ITT) C10.51-0.93] P=0.018 [95% Cl1 0.62-0.81] [95% CI 0.81-0.77] [85% CI 0.53-0.81]
P=0.0038 P=0.027 (vs CAPOX) P=<0.001
3-year PFS 66.2% (DOS + adj. 5- =h0% (FLOT) 59 4% (neoad). S0OX) =38% (ECF)  wvs
(ITT) 1) vs = 40% (ECF/ECX) vs 51.1% (adj. CAPOX) = 25% (surgery)
vs 60.0% (adj. 5-1) vs 56.5% (adj. SOX)
RO resection 95% (neoadj DOS) 85% (neoad]. FLOT) vs 93% (neocad). SOX) vs 69 3% (ECF)
rate (ITT) vs B4% (adj. 5-1) 78% (neoadj ECF or ECX) 87% (adj. CAPOX) vs 66.4% (surgery)
i vs 88% (adj. SOX)
P=0.0027 P=0.0075 (vs adj,
CAPOX)
Pathological pT0: 10.3% (DOS + pT0: NA pT0: NA pT0: NA
response (ITT) adj. 5-1) vs 0% (adj. S-
1), p<0.001
<pT1: 27.7% (DOS + fﬂ;f?&gégg <pT1: 14% (neoad oT1: 15.7% (ECF)
adj. 3-1) vs 6.3% (ad). S0X) vs 8.3% (surgery)
5-1), p<0.001 vs 3% (adj. SOX)
vs 4% (adj. CAPOX)
0S5 (ITT) HR =077 HR=0.77 HR=0.81 HR=0.75
[95% CI, 0.58-1.07] [95% CI, 0.63-0.94] [95% Cl, 0.63-1.04] [95% Cl, 0.53-0.81]
p=0.12 P=0012 p=0.093 p<0.001
5-year 05 59.8% (DOS+ adj 5-1) 45.0% (FLOT) 36.0% NA 36.3% (ECF)
(ITT) 54 8% {ad] 5-1) (ECF/ECX) vs 23.0% (surgery)

Abbreviations: Ad] = adjuvant, Cl = confidence interval; DFS = disease free survival, HR = hazard ratio; ITT = Inent-to-Treat; Neoad] =
neoadjuvant; OS5 = overall survival; PFS = progression free survival; NA = not available.

. 934

AAH o=, 241 ] CSCTA DOS o+  REgWd HoAx
F2(217/241, 90.0%) Al¥H 43] F7]1¢] DOSE Fof vkttt

ore 3 49(1.66%)°] HH, €4,
2 TF Fdor s ARdn & g, g
AN @zt os) AN A5 AddE Aoz AGsAT
A e Zhd TEAEZ} 6627

CSColl A
g%, 4 88,

KR
-
KR

=

>

N ®

Fe A HEQWHS

1=
T

%), 552.49%) 3 FA(1.66%) W&ol ATt

=35+ TEAE+=

d44 AT T
FAT HAaS3.73%) 0] T

69(2.49%)°] Y72 A8 T
AAZHOZ 5519%7F &% 2HL S

oo o
= T
(O = ]

i

rok

(9.54%), AT

7.39%)0 4 BA=EJ3, F=2

g+ TEAEE 2@t
TEAEE H13la, ol F2 2AK104%) 2 €4

FAT BaF
W 94 F
A

244 AT

H48.71%), A AH4.56%) H




ST A4aT09.1%) WEIUT. DA AZA A dtE G-CSF= 385 A &3ttt
|

T F, 40190 e F S5-1 Rxand Aok 3 ¥ =S JTHCSCH 20678, SC- 1957):
- 5-1 Bz 3sta WS AIZFRE CSCH 2067 5 1709(82.52%)3% SC- 1957 5 16578(84.62%)°]
A AA e wet AdE =2 83 F7]E FoUsith

- 7% $7H EOS Wt A7EA|, CSCHollA AMS BuHEA gt 555 HEF 3 1o
SCToll A Ba= et

- SUIgE TEAE(AFE A= SC(29.23%)0l Hla CSC(19.90%)014 Ay Eo] vlw 2 o ywoth

- 7+ oA <F 35%7 TFEUF 35 F /] TEAEES Ryt

- TEAEZ 1% Ald A5 T 1 &5 HATHCSC 8.74% vs. SC 5.64%).

- Z Fol A oF HWHCSC 49.51% vs. SC 57.44%)c] TEAEZ <13 &2 =4S Bugch HA
(CSC 46.60% vs. SC 55.90%) B 218 7FA(CSC 38.35% vs. SC 45.64%)7} A Eo] 7} =
2, 7H8 RIwstA Eae TEAES T

oyt @ AEe AP us) W ol R 2 A % ol =)
]

o3}

A

=

= pis o —
oh SO Q% 559 VA, 1 EE UG o)Fe ol
o AT & A4V SCTE 7.69%N A B EA™E Aol 13|

C
A AL A, 345F AT o3 F ART BFA AubH o2 Grkth<4%).

<

<7k itk 3A 3sista
HEAEA, SAYgEgd, SF=grd)y #4d s TRT AT
(PRODIGY A 3.9% versus FLOTAA 51%), @4 AT+ 7F4S(PRODIGY®lA 9.5% versus
FLOTel A 2.0%), AAHPRODIGY®l A 5.0% versus FLOTNA 10%) % Zx 41741 F(PRODIGY
ol 4 0% versus FLOTo| Al 7%)°1Ath. Tx AABZFo] mAgdy S4e&dd 259 3
SAYS 13T w, PRODIGYoA =35+ A7AHWFo] fidd AL =Agds S4eEad
= &3 719 3AD0S 33] F7)7F FLOT(F 83 F7DET wgkr] wj&d 4 Aok 22,
A8 FAHAT AT YA Eo] FLOTET PRODIGYAA ul ¥ © =A yewso. FLOT#
PRODIGY U¥AIdE AZAH 5= al3d G-CSF ALE-E AR ¢9tr] & o), PRODIGY 9l

= -0

A A4 FAT FAEFY BB O BUW AL ohAelel FATF BATA o5 FE
25 oA B4 T AokRe MAY £E A Hetay v F 2357 FAT BaF
T MgT 2ase 99 Tdes B nEA 05 AdT YuHow Bdol o
o o WA ZAeNS] FATY AT WAT = Uk 7 B 7)ol G-CSFe o
2 Abge 0Sel A= FFL VAN Fom EFT paH FYFS ERHOD o

Aeta(eradFe] A fo4-9d Bl weE F
&

2 794 3 F2 Aside Aoeta, Aoz Y= 7HA B7F=(value tree)7t ofzf ol
AA=E o AeHH 12).



Figure 12 — Value tree of oxaliplatin and docetaxel for the benefit-risk assessment in the
neoadjuvant treatment in combination with S-1 (Tegafur/Gimeracil/Oteracil potassium) of adult
patients with resectable locally advanced gastric cancer
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