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11 KFEEEFACZIACEL T, BRI+ W% 4 pH | I e
DHFETE BEMBRICHL T, HALPRACH o
REH - BREFOEMNS & T, FHDRE /@) N 1
RN S W BEBICOVTORRET 52 & BHE SIHER | o g | imelml e~
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IGEI- 2. RSEHEL. BOEREETS C L 5.3 L M DRI Z & DRI ML R
[8.3 B EHIT O REIA L, AAOARER V% b % 15>
i - - CHAEL 7= LT, BEORRETO &, [17.15 B
2ER(ROBEILBES L& L) (RF_E B2 1 < SR B UF BETMEIATS)
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31 # (BAERacR RAE)
R 5 4 G %R w O o# AT IFEDOHAIIBNT, EE. RAITIERA
LA 7 )L ) FLFtERELT, 1 H 1 500mg/m? (KK &
RARNLF+ RF 1 /\’f Z)I/FP 10 N TRBEHEL, 2a< &d 20 HEKRET
RARLEE R FUgA«ExyDV/~R£%n %, INE1O—AEL, BEERVET, kB, B
AERER | &K e o FOIRIEIC & DB H IR 5.
100mgM=7my |~ 13L1Img|kecy o1y d ) (GBTRE AT - BROIF/MERIEGTE)
(XARLFEE R WH. RAICEARARLFELRELT, 1HLEA
£L7C 1085mg) 500mg/m? (KK % 10 5 THEHEL . 4
LTIV S < &b 20 MRS 2, e 1 a—2&L, #5
. ?ﬁgz*gh?jyvy:h—w EEVIET, 2B, BEOREICK VEETHRET 2.
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i 6 16me | i ik ZAIV R T GRAET-HA) O & R UEE M 4] &
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RIEFEL, Da< & 20 HEKET 5, Inz 1
I—RAEL, 3A—AXTEREZBVIKRT, Iab, BE
DIRBBIZX VD BEHBET 5.
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7A KRN KA EERFIERAORR R T 5720, KL
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<50,000/mm?3

BEITT L — R 3O MEHENFER L2551
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KEER EPRLS U
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720 X3 | HIEIOHED 75% | #ilelO HED 75%
7L —R3#HL
<1E 4 OFHi
fg%ggxw:ﬁ@@%%@5@6%@@m%@1m%

1 1) KREENLEERFZERT @ #E BE (CTC)

1% 2) tEaE 2 PR <
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WIS FEIMIRFENRD 5 NZHEXIET L — R 3 &L
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BHENE R ORI L T, 3B, AT I5F
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FE E5ENDOEEIIRHTH DN, o ZEREAH TSP
TEIWEH OBEmNRE SN TS, [1.4 B8]
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13. BERE

13.1 fEAR
TRV, A BE (PR, /R B RS
BRRMOFEB TH D, iz, BEADTTRBHSOND L
NH%,

13.2 &
FEIRITIS U SR 2T Ol R F— M b2 AT K
DUBEZREFT D L

14. BHEDEE

141 EFHAHEBDOIEE

1411 AFNIMaHEE 2GS 5720, REFICIITFREENT
HTENEFT LW, FEICHEEN S LZEEIIES AT
WTELPERE L, MEICAHE LZSAIREBICLEBEDHRKT
KL TEWIHRTZ &,

14.1.2 KHI OB OFHRICITH R EEAEKOAZFHT S
Z&, MV LEERETDHHEREDEGICEVDED XIIIL
BRI N TWBD T, A 7 IR M N > 7 )RS
DG ERT D Z &, T, A& DIRIEEITTORNT &

1413 A% 1 N1 7IVICHREBRAEKZ, A MLFEREA
MEER 100mgl =7 0 O 42mL. XA KL FE R
WEREA 500mgl = 7 0 O %A 20mL Z7EA LT HoI0E
R D, WHEHRDONA N L F & REBEIT 25mg/mL (EHIfE)
Thd, BERBISCTHEBORMIREZKZID, HR4E
HEHERIEML T 100mL &L THWS,

14.1.4 ERIIHESNICRET D 2 &, RETIHE13mE 2
~8U)ICTHREFEL., 24 FHILINICEHA 5 Z &, IWfRL 7=
FRIRIZEERA LT &,

14.2 EHBEEDIE
AT EERIRNIR 5 & UL R, AN G Lisn D &,

15. ZOfDEE

15.2 FEERPRFABRICE D 1
BEHEEABRO D B, YU A/MGABRICB W T, BIEORR
NRESN TN S,

16. M ENRE

16.1 MAiEE

16.1.1 MEFFIRE
BREEMEBEBRF ILHAITRAMLFERZ 300~
1,200mg/m?2 ™) @ F B i T 21 H Z &1 10 4 s EsE
U7z, Mg SR TERNRbE . TOBEDCH
WG U, WA 2,74 WEfE] (#iPH:2.28~3.62 i) T
Holz, TOEZEDMEEY ) T T > A1d 53.0~109mL/min,
ERIREEOMARIL 106~148L Tho/z. 1 I—AKN
%2 d— AWM TR EEICE TR SNAEMho 2D D,

16.3 47

16.3.1 M2 7
(%)
X AT MC Rk A 20mg/kg EBEIEHE L 2 & & %D
JRE 7RSS « RIS MO LTz, 25 1 BRI IS,
PR, DS WNIEVE. 3. BNEY. B & ORI bR &
WHEHEE X 41, XA b LSt RSB EP N IR
R ORI R S D T EAVRB S 7299,

16.3.2 EEEAER
NRARLFELROE MEAMERITH 80% TH >k, /.
NARLVFEZRFOE MEAKBERIIBHREEEIC L 52 EE
T & EZT - 729 (in vitro)

16.4 X3
NRAMLFERTIEELUTRFPAREAE L THRENS
ZEnsY, REEIFEAEZITRNEHERIN-,

16.5 HEitt
HEEMEEBE 3L HICRAMLFERZ 300~
1,200mg/m? ™ @ I B#iPHT 21 H Z&1C 10 5 s FsE
Uize RABLFt RESREER 24 FEFLANIC, DK
BB INENT IR ARZEALE & U CHRit S 41, #2588 72 Wi
FTORBRFPRE(AIEM AT 75.2%(64.5~82.7%) T
Hotz) 2,

166 HENEREZHIIEE

16.6.1 BEEEEERE
HARNEH EEANEEOREMITICEZD, RANLFER
DB 5 X 5B HEEED BTG L7z, HARANDE
BRETEEULT7FZ22 U7 52 A 45mL/min) 12X A b
L ¥+t K 500mg/m? &5 L6, BHEENIER EH
D VL7FZUUT7 T2 A90mL/min) I L T, XA B
LFE ROMmEE7 U7 52 AN 32%W%< . i rsah
R HEFE (AUC) 2% 48%IE KT 5 & Pl /=7,

16.7 EYHEEIEHR
HEEEEY I B, OfFAIE. RANLFE ROBEAIKS
B, HEWIETATIF L EOMRFEGREHERA ML Ft
ROMKBEY )T 52 ATHEEGZRBWI ENREINZ, £
2o RARLF Y RESAT TF UIFH QY BIREIC 5
ERIESBNWIENHENERS 28 GREAT—4),

1) AFIOAR S N/ 1 FAEE. 500mg/m? (KX HHE) T
H5.

17. ERPRER 18

171 EHERVRLEICET 258k

(B B B o B )

17.1.1 EIREE I/ T #8:5%
TR WL rp e RS A R R IC RN CENE L - ORI GEE 1/ 1T
FHFBR E 192N T, XA M L3+t K 500mg/m? Kk A
7T F > 75mg/m? ¥ 5 I NRER O FER)EIE 36.8% (19
FilH PR7 ) TdH > /2o
KRG E O RBRIRZ E TERWIETHI N2 5AEH] 25
B 1 BHCER® 5Nz, RIS 25 IO 5N
TEBAEEERIT. EBEL960%). NEZOECEAD
(96.0%) . BERAR(88.0%) . FRIMEREA (88.0%) . i H R
D (84.0%) . HMmEREA(80.0%). MEM:(72.0%). U > /NERJ
A (68.0%) . I H R FEHNN(64.0%) . &2 (60.0%) . A
D (60.0%) TH-729, [8.1 B

17122 EERAEREENR E U S EE THFER
FEME N R R R AR (L2 ARTAFR) 2 GUTKIENZ N 20 5
ETE SN BENAHRBRESICBITS, XA NLFEER
500mg/m? O AT 5 F U GEE 7T5mg/m? KT A
75 F > 75mg/m? B HEE CGRAERR) B D OpAEIE. K&K
DEBOTH-7/10 10, 2B, ARBIIEBRMEZRIET S
ZEEEEHMELTHEEL 2.



Z 1 IMES MR I 3B 0 2 B R R b R RS 15 2 5

/{)ﬁ;xl/;it;} loergsrs
P 5 2 B
NTE2) 226 222
12.1 9.3
e HAR [} -
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F1) AT TF UM GRGRER) 21 HE 1 O—2 &

LTH 1 HEIZ,

AT TF > 75mg/m? &l

1 2) A E K G INER CGERE. E5 32 B, Ot
UAERFZ &)

{3 O T ke (EMEICEET 20E)
NRARLVFERECATSF L OMAFZREGRIIBNT, A&
B E DORERE G E TERWIRTHIN R 55ER 226 f#ih
SHNIFRD B, WINDHERKLUOESY 2 > B, N EE
SNTWRWEFITHo 72, [8.1 ]
(U EBE & ST - BROIEINARRME)
1713 b EBAEREENRE L -ERE I H:8

FE/INKE R FR A (T2 BA#) & MR ICEN TERE L 7=

55 MAHRBR 19128 T, XA R LF+& R 500mg/m? % #

HBINIER O ZEE)HRIT 18.5% (108 #H PR20 ) TH >

7z.

RA K LFt R (500mg/m?2 X1 1,000mg/m?2 =4 5) &0

RIRRBE (7 & & 8 T Z 7R VSE L HIAY AL GAER] 226 FIHh 1 #11C

RH LN, [8.1 B

I 4) AAOERRI N 1 BIAREIE. 500mg/m? (K&
B)Ths,

1714 L2 FERBEBE EXNR E L SESE THEER

FE/INHE AT R (T2 ARIE ) & MR IR EE THEE S
N7z BT 1918175, XA MLFt K 500mg/m?
KO AT ZF > 75mg/m? ft G ET LT H E S
1250mg/m? kO3 A7 5 F > 75mg/m? Of ¢ 58 O st
E. REDOEBDTH- 19 W, nd, KikBIIESEZE
MGEEd 5 2 L2 EBREME L TEMLZ, (8.1 B

2 2) HVEIEE AR RUBR T 51 % FE /Nl i £ 3 (LA RIERIR

W) IR 23N R

RARLFERRG| 5L EZ R
SATIF AT IF
PRI GREES | PR RO

NED 862 863

AT i () 10.3 10.3

(95%(1= HE X [H]) (9.8-11.2) (9.6-10.9)

NF— R ;

(95%{E <) 094(0.84-1.05) ™9

E5) RARLFEREOS AT IF U OtA#ESE:21 HE
l1a—ZA&LLTHEITHAR XAMLFEFR
500mg/m?2 J X AT T F > 75mg/m? % 15

E6) YA HFES KRR AT IF OG22 HE 1
I—ZXELTH 1 HE. 8HHIZ. YA FEY
1250mg/m? KO 1 HHICY A T 5 F >
75mg/m? % # 5

T 7) 9T OEMEREIR S N7 5E B

7k 8) 4R E LT ECOG PS. . i, JREL2MB W 5
EEHWEE LNV — Rk

AFABRIT BT D MR EL R DB SR AT DR IR 2 LT 0 FRIC

g 14 15)

2 3) FhE S MAHRGUER T B % IR/l R 28 (B2 A RIE R TG
) 19 2 AR B DR IR

P {5 SR ) -
B (95% <) AL,
%Kﬁ% RARLFER TFhIHEY (95%(= 18
BRI ATSF | RN ATTF > X i) a
PEAIR 51 P ERE
T | 9.4 108 123
(N=473) |(84-10.2)|N=244|(95:12.1)|N=229| (1 00-151)
B 126 10.9 0.84
(N=847) |(10.7-13.6)| V=436 | (10.2-11.9) | N=411 | (0.71-0.99)
Kl | 104 6.7 067
N=153) |86-14.1) =76 | 55'9.0) | N=77 | (0.48-0.96)
ZOMEL| 8.6 9.2 1.08
N=252) |(6.8-10.2)|N=106| (8 1-10.6)|N=146| (0.81-1.45)

9 NTF—REN1 ZTEZEGERAMLFEREN
SATITFUMNT AV E RO AT TF R
WCHE U CEEBNEN & 2RT

13 10)

s

25 & LT ECOG PS. 1. Jwlll, JWER2RIZH
FEE WL NT— R

TOME, —REZWARE T BRI K O
JEDWT NS ND DRI SINTRN -T2
iE Bl 2 5 O

H11)

1715 (EF AR ERE £ MR & L 5 EE TEEER

FE/INH R Bl R ([ LR 2 6 RICKENZ D 23 5
ETHEES NS MMHABRE®ICBITE, XA RLVFER
500mg/m? 5L Rt Y Ft)L 75mg/m? & 5HEE 12 0
BRAEIE. KERVCROEBDTH o719, fab. Az
S EMREET A EEEEHNE L TEMBL 2.

2 4) SMEE MAHRGUBR T B % IR/l i 28 (B 22 ARG

W) IS B3R

XA MLFER R Fwl
B58E e Gt 12

NiE13) 283 288
ATEIARE TP YLfE (F) 8.3 79
(95%fZHE X [H]) (7.0-9.4) (6.3-9.2)
NY— KL 0.99(0.82-1.20)

(95%fZHA X [H]) p fi=0.251 7 14)

12 REeyFu)l 5821 HZ2 1 3—-AELTE LA

HiZ. R+t 75mg/m? 25
1 13) I XTOEMEREIN S N7 AEF]
1 14) UV RBUE GESMEICE T 2 80E)

P

q

— AEf
— D&

T T T
6 12 18

0 24
U 20 &EF (at risk#0) ETFRE(R)
AZ 283 174 51 2 0
DB 288 158 50 4 0

1) S EES M ARGUER 12 3B 2 JE /Nl i B LAk Bt
) I B EFEROHER
AFEARA B L F1 REGHE
DB Rt & F 55



AFABR T BT D AR D

OEITRTY 19,
2 5) SHE S MAHGUER 1 8 2 FE/ Nl R i 8 8 (e 22 R RE TR

R ST OFERZ LT DR K

) 1T XS B HLERI R D% R
A BT ) N
S (95%{5 #EIXTH) JLIEIS) 16
M | A AR LFER ResyFr)l | (95%EH
55 e 50 X [id)
P LR 6.2 74 156
N=172) | 49:80) | N=78 | 56°9.5) | N=94 | (1 08-2.26)
T 90 92 092
(N=301) | (7.6:9.6) |N=198| (7 5.11.3)|N=143| (0691 22)
KRl | 128 45 027
N=47) |(58-14.0) =18 | 23%9.1) | N=29 | (0.11-0.63)
ZOMELD| 9.4 7.9 0.57
N=51) | (6.0-10.1)| N=29 | (1.0:8.9) | N=22 | (0.27-1.20)

H15) NY—REN 1 Z2FEZHEFIERA ML FERE
RN R4 F)U b U TAEFEI RN E N
ZEEIRT

7% 16) HZ8& & LT ECOG PS.

e, R E WL 2N\ — R
1 17) T oAt

I DN T U

k SN R ST b R
DHEINDOMNHSNTENS T2

AALZERRIE D 5 D S

i Ko DK

J A A
Ry
100 100
o0 RF LS ool L
% 60 & 60
B ey — AE¥ %;t — ARE
ﬁ 40 L, — DB * a0 " — DB
& L & .
20 e 20
| -
0 T T —— o T T T T
0 6 12 18 24 0 6 12 18 24
U A& (at risk#h)  ATFEAR(B) U7 (at risk¥)  AEFHARI(B)
AR 78 39 6 o 0 A 158 103 34 0 0
DE 94 49 17 1 0 DB 143 88 29 3 0
100 = 1007
| . 1y
ol KR o0 o
£ 60| % 2 604 e
i — AR = 4 — AR
H 404 " — D& H 401 § — D&
# it # L
20 L._‘ 20 L
0 r —_— r o r r r r
0 6 12 18 24 6 12 18 24
U R %M (at risk#h)  AEFHRE(B) U R %M (at risk#h)  AEFHRE(B)
AR 18 12 7 1 0 AR 29 20 4 1 0
DB 29 10 3 0 0 DB 22 1 1 0 0

2) HMEIEE TARGER (2 B 2 IE/ N R fifiie S (T2 i G

o

ABERA ML Ft REGEE
D #: Ry F I %58

RA b LFt REMERGHIC

8.1 ]

TR B ML I A R O HERS

BT, RKip#EEDORREERZ

Tﬁ’C%f;bw‘Et{ﬁm\Q&%ﬂF{ﬂ 265 filH 3 FlZFED 53N
o TEVEFHMER S 265 FIFICRD SN ERaERIL, 3%

5 (34.0%) HLN30.9%) . BEAIE(21.9%) TH o7z, [5.3.

1 18) AZOFEB M NEENLZBERT 5720, SMEERR
BT, XA LFEREEGORTANS G OEA

ETO3HM. FEYAYY % 1 H4mg, 1 H?2
FIREO#RG Uz, £, BNERRBRTE, BN
FHUEFNCRD . REIORA L Ft REGR
NOHNERREBRORE - HRESZE T3 Y AY
YV VEORIE EERIVE CAIOR G ERRES L1217,
(8.1 Z{]

(R LR % B < IR/ HBRaRHTE (S 3 (F B fiTRTHEBN & %)

*17.1.6 EFFFHFISE I HH 5%

B T B (AN 4cm BAE) . T SUEITA O JE/ N ALl
JE DA AT 19358 i (H A NEH 68 fleza ., =R
X T CGERTHMA) & A RYUBIEIES A 2 & O 2gik ot

FA(N+C B ) 2008 179 i, H&RPUEMIEER 253t
SEEEERE 179 B 2R 5IC, AbEEE IR E LT N+C ff
HOENE R et Emat Uiz, FEEMIEED —DTh
DM R N AR (P RE[95%EFAXE D X, N+C #fH
BET 31.57[30.16~HEEARGE] » H . {LZHFIEEET 20.80
[14.03~26.711# HTH D, N+C P S I3MLFEEITH L
WEtFICE B EE Z R L2 ONY— R 0.63[97.38%12
K : 0.43~0.91]. p=0.0052[ % log-rank F7E]. 2021
FIOHSHT—F vy A7),

1.0 Py
0o 4 —A— fcsERoRm R
05 ~ @ (CPRRRE
# 07
~ 0.6
> i .
k 05 @%
£ 044 T O @O e <@g
=
%= 0.3
0.2
0.1+
O'OAT T T T T T T T T T T T T T
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42
at risk# ;AN NETRE (B)
1EEEFE
A 179 151 136 124 118 107 102 87 74 41 34 13 6 3 O
LAFOERE 179 144 126 109 94 83 75 61 52 26 24 13 11 4 O

3) EIRRIL IR 55 AR BRI 3513 % JE /N oD Al iy £ 1ot
T WA N MEFROHES

ZHRIIR T GEETHEZR), RANLFEREON AT TF
> 200 INOF R S S N BT B B e e MR R £ 83 il
61 B (73.5%) ICRIERADRD 5Nz, E/REERIZ. B
30 %1 (36.1%) . AL 21 $1(25.3%) . BARIEGE 15 #i1(18.1%) .
BRI 10 #1(12.0%) . F9% 10 #1(12.0%) . 7 FRERJEAME 9
#11(10.8%). EFHE O 11 (10.8%) TH -7 (2022 £ 9 H 6 H
FT—=%Hw hE 7). [5.4 BIR|
£ 19) BERHS H1E American Joint Committee on Cancer
(AJCC)/Union for International Cancer Control
(UICO) Wi (55 7 B Ic D <,
EGIR 8T ARG X ALK B G BB TFHET
HDTEMERINTWNDEFITHIRINE SN,
R IR LT, SRR T GR AR TR
Z)1 [81 360mg, FLAIAZE 1 E 1,000 #L<L
1 1,250mg/m?, A7 ZF > 1 [8 75mg/m? %
3EMMRETRA 3 1 ZIVEREE, Xid=h
V=7 GRIE TR Z) 1 I8 360mg. /X7 U &+t
)V 1 [a1 175 # U <1& 200mg/m?. A1I)VRT 5 F
> 1 [ AUCS # L <& 6(mg/mL + min) Z 3 JAM
F'EJKr%'CHij( 3HYAVIVEREE L=, LA E
JEETA IV HEKRD 8 HEICAMEEL
710
JER LRI L Tid, RV T GEEFHL
)18 360mg, XA l/:\:‘t’ R 18 500mg/m?,
AT TF 1 I8l T5mg/m? % 3 JEHMKE THRK
3 YA VAR, XS RV~ T GRIs TR
#)1 [\l 360mg. /X7 U&ZFt)L 1 [E 175 #HL<
FIVIRTZF > 1 A AUCS #HL <

F 20)

1% 200mg/m?2.
1 6(mg/mL « min) Z 3 JHREFE THRA 3 Y172
IV RTEEHE L 72,

BB AT TF KT 2 BEMENR D &
SNEH/BE, PATSFE2NNRT SF >
1 [ AUC5 # L < 1 6 (mg/mL * min) ICZEH AIfE &
N7z,

DA ERICB VT, =AY 7 GEIETHL#HT
) ERANCEE L. ﬂ:a"—%{f I=FI <7 Gz
TFHRHLZ) DG T 54 30 3 OREZE BN T
Behzmm LTz,



18. ERhEIE

18.1 fEF#F
NRA B LFt RIE, SR OERRBEEZ RIS
95 EICK D DNA GRkZHE L THUESRIE 2%
I 5, XA LFt RSHIEANICE DA ENRIC
KUY I VE L2218 19 FID)EY
¥ —+(TS). Ykt ROl ¥ 7 % —+t (DHFR). 7
VD7 IRURXILVAFRENIINIT AT
5 —1 (GARFT) /2 EZ2fHET %20,

18.2 HEEEWNR

18.2.1 /n vitro sE&
RARLFT Rid e b EMREI N U THUEEE
ZRL2D, BIZO AT IF 2 EOM A THIEE R D
BERNA SN2, i, b - hskIE/ NI
PR CIGE SBia - R, B, KMiiEhtisE ., RoE -
B 1T LT b IS B E G & o) L 72 29) 29),

18.2.2 In vivo B8
RARLFERIE, EFITE b skIE/N il
(H2122 l¥JE) 2R L7z BT AE X — R A DJf
EHERE A A EICHEI U=, F2. Rk z 2%
L =R X — R MIBWTEMERZRL

7=23). 24)

19. B3P ICET 2 B{EZIMEA
—f4 - XA BLFE RS YT ANI XK
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