% % 20244E4 1 CLRET (552000

BFEEma EES

% 20244E1 HEGT 874229
g E =
o "fﬁnﬁ*nﬁﬁﬁ,: T%%E%ﬁ] . AAMF P EERHER | <AL R iR
RABRMLFERFPUDLANIND 2K SiEEREH 100mg[ 7 1} 500mel 7V b
;‘J%s Mﬁggﬁ%ﬁ) AERES | 22800AMX00472 22800AMX00473
o . BRI 20214591
e AXPLERER 00t
HRHEART ¢ 34 ° -~ -
AXPLEFER 56500010
Pemetrexed for 1v. infusion 100mg/Yakult]
Pemetrexed for 1v. infusion 500mg/Yakult]
) AR -EMEOMAFEICLYFERT I L
. 5. MER B ICEET 5iE

A O AL Ti. RRRBC AN TE (HBEE)

: =XER ERIC R  RREFICH XIS T * 5.1 WFEHIIREEC BT B ARA OB MR %4 3HE7 L T\ e
BEBMIEIC 5T, HALERAC 9 LA - BRER ITRARERIRI= B 2 AR AR ORI e s
T@&*&%Té:&o i@m%%@iﬁ?}?(:ﬁf:’)f‘ix %T#FH 5.2 75&‘/\1 2Ly AN, il L:j’o’c 2 1) Z5h U\“""’/\w 1 7
EHOBFRXESHUCHIIBT 5L, $7-, AHH VAT R B0 A RO AL O

IRICHKIL S BERIITOREKEICHEMERVTERMZ +28

BAL. ABZETH,PSHRETHE,
1.2 FRICL P2 ERLEUFAORB BT 570, bTERR
VEZIY B DREDSH EICKBERETD L, [7.1
SHR]
BEEDEREREEREC.ARCEALAZLEZSNBET
PRESNTVEOT. EENBEREREREICEFHZHR
BELEVWCENLERLL, [9.2 BE]
SEDHKRIEKRIEDO SN BBETIE. FEAROHHE
REY B & MOERAHMBERA T, WA IIEAEDOH
BRDEBHAED 5N B BEICRS U I-5E. BEHERADHER
PEHESNTUVD, [9.1.3 BHE]
AEDOBEICLY, BEMEMRPHE5DLDNBZENrHBD
T, XEOREICEEL T, BB XBREZZITOLER
L& +2ITV, BEEHRPRONLZSICE. #E5%F
U, BYBLEZEITS & [8.3 ]

1.3

1.4

1.5

(UIBRANBE 4 1T - R OIE/NARRGRE)
5.3 ¥ _ERIESE O 2 & OFE R K O B IE B T O
BEBIL . KFOHRME R R T S8 L7z T,
HEOERZTH 2L, [17.1.5 BH]
(R LERE %< FE/ MR (< 5 (T 2 TRIFEENEE L)

% 5.4 FERERICHAAN S N2 BB ORI OWT, [17. BER
B OHEONEEZI L. RENOA K N2t E a8
fEL7- BT, MEBEOBERTITH 2. [17.1.6 SHE]

*6. AZERUVHEE

(BRI E b 7 i)
VAT TF L EOHHIZBWT, @B, RAIERA LR
LT, 1 H 1H500mg/m?* (AR % 10 42 C s
L. ALy 20 HMWKEST L, chx la—RL L, &5
EHEDRT . B, BEOREICL)HETHET 5.

(VIR BE & 1T - R OIFE/lahtE)
EE. RAZIERXA ML FERFELT, 1 H 1A 500mg/m? (fk

i

B2 (ROBFEIIIBELEWNIE)

1 RFN OB UEE 2 BBEDOBEARED H 5 B

2 BEREHIHOD 5 EE Ve REH s E L, Sy
LT ENH D]

2.3 IR SURHFIR LTV BT REE D & B k(9.5 2]

2.
2.
2. By & 7%

FKfR) % 10 WA TRgEFHE L, 27 < &b 20 HFAREES
o TN 1a—RAEL, HTGEEVIET. 2b, BEOIRGEIC
L0 EERET 5,

(R LR % b <SR/ BRI (- & UF 5 fiTRifRBI A )
=RV T GRIZFHIRA) KO PSR PUEEIEL A & OfFF 12
BWT, @#HE., BAIZERRAPMLFLFELT, 1HI
500mg/m? (RZMEHT) % 10 M2 CRuEfEL, A< L d

3. MRk - M 20 HEMKRSEST 2, hd 1 a—AL L. 33— AL TR EHD
3.1 Mg BT B, BEOREBICL Y #EETHET 5,
iy, | SA DL FAUEEE SR L R 7. BEROHBICEET 35
e A 100mg [ 27 )L b | A 500mg [¥ 27V b | (B LE)
NAMNLFERFIYT[RAPMLFEELRF R Y 74 RANC L 2 HEELRRBEN OB EZRMT 5720, DTO L)
By (A NI R TR | XY F KW ERKEOE Y IV B ak54+52 L,
134 7L |13L1mg 616.2mg CIERE  ARAERS O 7 B LR S HEREE LCLH 1 E
rh (RAPLFELFELT [(RAPMLFEFELT 0.5mg % # RG340 B, REIOHKG % ik ad#
1085mg) 510mg) TFAHEIIE, AFREIESH2 5 22 HH £ CHREZIRD
eayllil . . %EE 595, B \
g7 PFr= bf)vg 1064mg D~ = ]‘T”’Q 500mg - ¥ 3 Y B AKEMERGOL % LS THENZ, B4 3
i pH A E pH FEIHK]  Hm Y Bz & LT1H Img # AN G T 5. 2DHh, RKHIHES
MR O GHmIEtR 2 HBEETCOHATE B3a—-AZE)
3.2 WEOHK 21535, [1.2 2]
Gy, A P LR N AEEHE S A b L R A 7.2 BOKOEHIET 1S, REORRELO MY DD,
oL 1 100mg [ 7 v ] H 500mg ¥ 27 v b ?FﬁkfgﬁgT%ﬁ%%f{(kE*?3*7\;%17,‘?5%@%[?5@;@% 3;@
ST — - D7 — AT ORMBE LR AT MRS X iz
L HE-JROBORLIEA FHZE, FBICH SR A B oI5 A G LC b
o 66~78 S BIBEHCIE, 1 2, 3O A K74 GBS &
25mg/mL (A EHH) 192 8o SNOSRAFAHBANILL AT TF >~ L OPHTH
BT I , ) AT BT IS EHT 50
(A= B LT e - 1) AH CEALEIN) BOY 27T F > o R i
V552 1) Img/mL (EFAIRK) | Smg/mL (ARHAIRR) ] ‘:f
KER Y AT S5F v OHE
* 4. BEERIIZNE (mg/m?)

O3] L
OB Ee & ET - BROIEIRIRhRE
ORF L&#E R < NRIEIC B T 2 TR B S

IRARAF i ER %< 500/ mm?® & UM%

(BRI = 50,000/ mm® R O ik D> 75%




SRR EREUZ B D S R

< 50,000/ mm? AT O il 0> 75%

SARIF R EREC B & 3 il &

PE 5 B < 50,000/mms HiTlal o> ik 02 50%

B L — F 3L EoJRMEHEES R L 72561013, &5
BIAART OME LT ICEE S 2 F CARB O G 212 52 L, &5
HHIZE20HA RS54 1) 2 &,

22) KK (BHSUIHH) ROV XTS5 F 0o AER-IEmiE

D H2)
A O i ATTF D
(mg/m?) AR P
(mg/m?)

il 2 < 7L — R 3

V% 4 oM Hi [l D 4 0> 75%

AIE O =D 75%

ABEEZS 2 TH (7L —
FiZRbav) s L —
F3#L<IZ4DTFH

Rl =D 75% | Ailnl o H= o 75%

7 L—F 33 4 Okl

AT\ &= 50% |FiE o & 100%

J5 g

D CREESZEUFE L EE (CTC)

1 2) ke bR <
TR O FEBRFIHERE SN B AH & ¥ 27T F > O R
EEIIRT . L — F 3T 4 0RO S
IZidGE PR A2 L,

#3) AH (HFIDUIH) RO Y AT T T O H w1

= SATTF D
CTC 7L — I fﬁaﬁf Fi
& (mg/m?)
0~1 BIEIO & 100% | 8581 H &= 100%
RiE O H o 100% | #7i\ o F 50 50%

2WHOBEAZIZT L — K33 L <134 oM %\ IdIEIm
WP RO SN GEIT 7L — F 34 L L IT 4 omigs
PR INZGAITE S SRR OS2Ik 52 &,

(B E S R RE)

7.3 VAT IF v UM OPEEEIES A & OB B L AR O
RAEVEIE L TR\ BB, Y AT T F VIEARFES 30 2
%12 7Tomg/m? (R #4595 L. &5 1CBL Tk, Y A7
FF Y OBFELNNECEFB RO 720 OWEEZ 1T
&O

7.4 KH) % BH THEIT L2358 OF MR O3y LT
Wy,

8. ERGEFNIE

8.1 LD EHIELITERZ 50T, L ORI CEIEL 7 Bk § %
2o, AIBREIVECHIOFHRGZZET 52 L,
(17.1.1-17.1.5 ZH]

HFHIHEOEELEMEAIEZ 222550 T, HFIIE
[PRQEN 7SN =T DAY 97 S e G R &bl vy
Ar, FEREREME. BRmeMASE) 24T) 2k E2, RO
52725 Tld, G-CSF AN D@y 2 I L TOEET %
ZE.[9.1.1, 11.1.1 ]

R 225 OB 2T 2 2 L3 5 DT, AHID
Pl 7o TEL BRARAER (MFICIRAE, R OV 588 D A 1)
TS L, mBR I X e T ) J ke E2. &
ZG U TR CT Mt BIRIMERZE 73 (PaO2) . Ml Bl
MRS EEA (A-aDO2) . Mifk#kae)) (DLeo) HEotdk 17
W BHEOIREE T Bg T 52 8. [1.5, 9.1.2, 11.1.3 &
]

HEOBFHKREELRE T, FANIERLEZR 5N LTH
WE SN TV LOT, REGANEH OERETHLT 52
Lo [9.2.1 ]

BENEREATHBEICHT IR

BHHE - EEEZFDH 3 B8E

A BREIFEIOH B BE

[8.2 ZH]

9.1.2 EEMMKX. MRME. RIEhSDREDEETENH 3 E
&
(8.3 Z:Hi]

9.1.3 MARIIEAHIPROS N 2 EBE

% ORISR 55 B TR, BRGNS AREET O

PR ZRRET 5 2 &0 MR, BEAKRERIEE O ARHFB G~ D5

8.2

8.3

8.4

9.
9.1
9.1

BUIAWTH B70%, MO FERAHTHUA TEIEH O R 50 534
HINTW5, [1.4 ]

9.2 BERERE

AHNIEE LTEL VIR SN S, BERBEEOREIIS LT
AR DML DWMAED bNT\ VD, JLTF=2 )T
7 ¥ A% 45mL/min K O B F X R TR S T

%, [1.3 ZH]
9.2
[8.4 Z:Hi]

9.3 FEERERE

A BEEOBRERERE

FRREERCIIBst ST 5,

9.4

HIEEEE R T B

AEFETTBE 72 AR O BN G B BN D HEITIE, RIS
T B EEET H Lo BWFEER THEMEATHGH N 55
B (oA HETFIEEREEORT & 5 WISRMBELE,. 4 X 8
MG LR DD 5\ IZHEIE) P EN T,

9.5 1T

TG SR L CW B T REME D & 2 I3 G- L e v 2 &,
B (7 2) TGBERIRE S Twb, [2.3 2]

9.6 RILIw

BILLRWZ EPET Lo FLHPAOBITIZOWTIEIANT

H5bo
9.7 NREE

ANREER R E LRSI FER L T2,

9.8 SimE

BEOREZBRE L 2P EEICKRG T2, —FICERE

REMRT LT
10. HHEEA

ZEDL

10.2 BHAEE BHRICEET S L)

FEH 15

RRAEIR - 587

Wiy - falale T

AT O A NI
HE A
47707 %

ARF) O L A JEE S
L. BIEH A5 5
LBENDVHDHDT,
BERRE AT A
IME I R i
AT I EEREDIR
JriR e A N 2 =
Zk,

th 0 3 P A R F55 B A
THEIEH O 58 A A
LNTHEY FANB
WTb7 V77 YA
DT 2D 5T
b\%o

HEEE T 5 HEH

AT B PRI 5]
AT RO S AN et
) U

R O L Hh i JEE A
L. BIVE R AR
LBENHHDHDT,
PRFREZAT ) e
i EEICRG TS

s > % R A3 5 A
TRPEM % AR
&2 2 & 2505
nTBBH.KHD7 )
T T ARRIE RS

& bLBEND DA,
U RES# F AR REIIHIE O R & B 125 B sE il

EM DR 2 BZFEHEET 5,

nhid 50T, P

EEATOHAIE A

HOWREL 5128l

ByYL Ik,
1. A

ROEWER DB 5D Z EDHDLDOT, Bz 5512470,
BEDFRO b NG A IS 2 Pk d 5 % ) R MLE 2 4T

T &,
1.1 EXLEIEA
11.1.1 E5EIHI

PR (71.6%) . GFpEkigd (64.4%). ~EZ7mE >

WA (54.2%)
(46.2%) #ifi,

FEBNERF P ERIRA |

NHT LW, [8.2 ZH]

) v S ERE A (51.1%) o I/ B A

PLMERBAMEA S 5 b

HOME, i8S OEE 2 BIIEVH 5 DND I LD %

HEMmE 3

MiFEEDIEIE D 2 VIS TERE B D L2121

.6%)

[ER=Y

FHNZ & BiEHEE I L, AT 0 A FiGHEEOBY) 2% 0Lk &
179 2 &. [8.3 ]

Yav I FF747%—
WP AL, elS, MR, 3895,

Xj'é

i 23 ORI
792

RO LN E I E G ek L, ) 2 MLiE &

Eo
11.1.5 EEDOTFH (1
11.1.6 Bik (1.3%)

FE RO BN EI1E,

.3%)

WY RMEEAT) Lo

72,

i RZE, HE. ERE S



11.1.7 BF2

JVTF =y bR (7T.1%). B4,

VAKTFRH S bNLE T EDDH D,
11.1.8 hEMREIBSERAFIE (Toxic Epidermal Necrolysis: TEN) .
RIEFHEIRAE(REE (Stevens-Johnson fEfREE)
1.2 ZODEIER

JVTF=Z )T T

20%LL 1 | 5~20%Ai | %A HHPEANHH
N3 7 MAERE -5 | RBER
JHE . O T |PRECIE K
el b ot 00 W RS ARRE | FESTRR ANHR
*H*E}Tqﬂ#ﬂ:/‘ﬁ I;_ﬁ;% r\ 'ﬂ:EHR\ ':l%
D HRE R
MRS i
i m. R EkEz
FE. RIS
M E5- G
TR LR B
1, AEIR
k=g 13TH AL
Lxo< D,
Bk MR SE
I it L3N N
I PR g
IR ARBR
BRCR, VR, TR | TV g8, B Kk
oy Oy MEME TIASE - IHEEE | A B
Rl e, AL, B, &
NE FEE
AST L H B VE Y JRB 7o E
ALT E& | B A y-|U v
- I LDH £ |GTP k5
F I Al-
P L5
E ZOHAE | LA B
A B LTEAL
W, FRRE
TV T I v REEE
KT A
e PRI
I Btk & E
R HEER T,
4 . BUN
et/ 8
BRI BT R BH G R S A R G
B CRP |4, B, H|FRAEIR, B Y 2 — )V X
ats MERSEZ | 0 |3 ARBST: |0 o ¥ I 14
HERIE S | IE, FEIE, & AN
Z Dt ANBLHE % |, A
teai HERMZ |
.7 LIVE
— G/
TEE

13. BERE
13.1 fEK

FRdERIE, FHEmE (P ERE A, /MR ) R
JEI N OETH Do L2, BERPTTRED5DND Z L

H5bo
13.2 @&

FEIRIZIE D723 iRk 2 o, R F— AV 7 L1285
ML BB 2 Lo
14, BAEDEE
141 ZXRREFOZE

1411 ARSI FTEEZ AT 5720, U IZTREEHTL S
EDEFE L, HFICEESMHE LoBETELICAHITA
TE WG L, KIS LG ERE LIS EDHKT X
CPVIRT Z &6

14.1.2 RHENOER R OHFUIE HREREEROAZHH T4 2
Lo ANVTTLEERTHEREDERAICEDEH D IL
BEDSHERE SN TV B DT, FLERY » VRN ¥ 7 viliss
LOREGEMIFILI L, T2, MH EDREERTHOENS
2:0

14.1.3 KHI 134 7IVICHRARAIEE 2. <~ X ML ¥t N
FH 100mg Y27V b+ O¥AE 4.2mL. RA R L ¥ & R
WEREH 500mg [V 27 )V b | 854 20mL &AL T4
BT 5o BIRBEONX ML F v FiEEIL 25me/mL (2]
fili) THbo RIS L TLEROEMBEZIKEMY . B
A FRATE I IRAT L C 100mL & LTV 5,

14.1.4 BIRBIIERLPICRG T2 L. ET LA TG 2~
8C) TR L. 24 BFRIDINICHT 2 2 &0 &fE L 725K
WA L vz &,

14.2 EFRE5EHOIER

PR G E Ly BT BRI G LA nwa &,

15. ZOOEE

15.2 FERRERERBRICE D 154k
BIEHERBO ) b~ A/MMERBRIZB VT, O R
HEEINTW5D,

16. E4EHHRE

16.1 Mg

16.1.1 MmighiEE
KA 31 B2 A B L F b R 300~1,200mg/m2E o
FHEHEPAC 21 H 2 & 12 10 201 A U7z o e v o B 13 00
WTEEPROE . TOHRMRMITHER L, WP 2.74
R (HIPH:2.28~3.62 B¢ []) Tho/zo ZOLEOMIEEL )T T
¥ Z1% 53.0~109mL/min, 7EFKAEG i % F7 12 10.6~14.8L TH
5720 H1 A= ARVE 2 2 — AR TR REEIZEITRO 5
o722,

16.3 9

16.3.1 #A>
(%)
< ANZMC B R 20mg/kg & BARIERE L 7o & & VSR o 5 7
A5 BRI PII A L 7ze 325 TIRERITRICIE, IR B 5 A
e 3L BN B K OS2 P S RS S R &
AN L F b RG5O iR S h s
Z LIRS YD),

16.3.2 EEFEEE
NAPMLFEFOL PEAGEFIIH 0% TH o7z, T2, A b
L¥t Foe PEAMGFIIBERERS I CL 28I AL
F 7705 729 (in vitro) o

16.4 X3

NRAMLFEFIEEE LTRENRELEE LTHI S 2 &
oV, R##IFEAEZ TRV EHEESR,

16.5 HEitt

HARTPEE S % 31 BIlC~< X b L ¥+ F % 300~1,200mg/m?® o i
RARPAC 21 H T &2 10 43 B R EE L7zo XA b L3 FId
HHER 24 BER DANIC . 2 O REBS DS AR ANKRZ LR & Ll
S, 5% 72 R E T o BRR AP RZILAERERIE 75.2% (64.5
~82.7%) TH-o71:V2,
16.6 JFENDEREHT 2EH
16.6.1 BipEREERE
HANEE ENENEEOREIEIICL D X ML ¥t FodEY
BIREIC G- 2 5 B E LG L7z HEAANO BRI T EE
(zVv7F=v21) 75 A4mL/min) I2XX hLFEF
500mg/m? & #5- L7236, BiRESIER 2B (s LT F= v
)75 A 90mL/min) IZHEL T, XA ML ¥ L FOI4Es ) 7
T VAN 29K L MHE AR R AR TTERE (AUC) A% 48%34

Ky seFlans?,

16.7 EMHEEIER
e C 8 2 Y B OfFHIE, XA ML F L FORAESE, 50
WY ATTF L EOPRBGRELRA M LR FOMEZ )T T
VA BE SR RO EDIRENT, 2 RAPLEFERE VR
TIFVIEHECOEYBEICEHERIZS RV EPHL LR
2728 BEANT—% ),
) AFNOAEE SNz 1 RHEIE, 500mg/m? (KEHRE) T b,

17. EREREREE

171 BHMRURLSMICEY 5558

(Bt g & i)

17.1.1 EAE I/ IR

T P R T B TR A S BN CTERE L7 BRI S5 T/ AR
SRERER |2 BT, XA ML F Y F500mg/m2 RO AT TF v
75mg/m? & P& 5- S NTHEBI O ZER 1L 36.8% (19 I PR7 ) ©
?)Of:o

AR & OREBR T G%E T 2\ WIBTEHI 238 SR 25 Bl 1
BNIFRD BTz, A TEE x5 25 Bl ICRRo b - e HES
S, B (96.0%). NEZOE VD (96.0%) . AR
(88.0%) . ARIMERIKA (88.0%) . IFHERIKA (84.0%) . FIMLERK
A (80.0%) . MM (72.0%). U 7SR (68.0%) . MiH R



e (64.0%)
(8.1 2]

BRI (60.0%). AEWEA (60.0%) TdH o7,

17.1.2 {2 EEREEBE EHRE L S EE TEHER

K1 HHEE

BN B B (LR EEARAE) 2R RIRENZ A 20 » [H]
THENE S N2 B MATRERE S 128175, <_A b L ¥+ F 500mg/m?
By A7 7 F 58 Bmg/m? KONV AT T F
75mg/m? B 5. (RAKFR) BVoORfIL, kEOLBY) THo
720 B, ARBRITERMEEAMEET 22 L2 FRHMWE L CHE
Ltlo).mo

ITARBRER |2 35 1) 2 RN e i B2 A 1250 3 2 4t

NRAPLFE FROY AT TF v
ATTF Y HE e SR D
BE S

A 10.4 - 6.7 B 0.67
N=153) | @.614.1) V0 G590 | N7 |0.480.9)
ZomEn | 8.6 B 92 - 1.08
N=252) | 6.810.2| V16 g 1006 | NTM6 o g1 45

NiE2)

226 222

A R e il

(A

12.1 9.3

p fiti=0.020%%

(EIRRTBE

1) AT UHMEEGRE (RKRE) 21HZ1a—A& LT
#1HHIZ, YATIF Y bmg/m? %5

12) R ARG SNER (FERE. ¥4 3 2 B O % LIES
hEtr)

H3) v T v oiE (I S H0E)

NANLFEREYATTF 2 OHMHGEIC BT, RKiGEE D

B4R % 7578 T & 72 WIB TS B A % 55 Bl 226 Bl 3 B2 720

S5, WERHERR R Y & 3 U B MRS STV WER)

Tho721, [8.1 BIK]

KT - BROIE/ERAE)

17.1.3 L2 EABEERE E W R E LU LERSE || A5

e/ HIRRGRE B ((LREBERE) 2 R RICEN THEMRE L 254 11
HERBRE 192 BT, XA M Lt R 500mg/m? % #5- S 72l
DFEFNZ1L 18.5% (108 Bk PR20 B1) T - 72,

AR R FEF (500mg/m? iE 1,000mg/m#EDFS.) & DR FE
R HETE L WILTHID & GAER] 226 B 1 HIIZFED &1L
7212, (8.1 K]

pes 4) AHIOAEB S N7z 1 AHEIE, 500mg/m? (R ) Th 5.

17.1.4 L2 EERBEREEH/R E L 25 ESE DASER

I/ HIRRERE B ((LARERGE) 2 SIKRES CEB S 7
B MAHRERE S 12 B 5, «xbv#&bwmmmﬂﬁwvxfﬁ
F > 75mg/m? PER¥ G EE L F Ay ¥ ¥ 2 1250mg/m? kN AT
75 v 7omg/m? B SO, REDEBY TH-o720 %
B, RBRIIIES U EZBEEST 5 2 2 2 TEHME L THEM LAY,
(8.1 ]

W9 NF— R ZTRLZHEEIRA M FEFROTT AT
FF OB T LYY ROV AT F oI L TR

AR & 2RT
%5 & | C ECOG PS. 4.
WEEE L 72 /\*1' N

WD) Zofiik, —REWHP R LEE. RS

T

17.1.5 {b2EABAEREEWNR & L 5 ESE THEHER
I/l B (L REERERE) 2 RITKE
FEN S 75
SHER O Nt % & &)V 75mg/m? F5-5E12 o pliii i,
DEBYTHo7210,

HryE L CTEML 72,

10)

W IR RS M T 2

B ) OV KA O
ﬁ‘%ﬁéﬂ%@ﬁ W5 » T@#of_ﬁﬁfﬂﬂ'ﬁ%ﬁt

137423 #» [#ET
M AHSERTE 19123517 5, <A b L ¥+ F500mg/m? #%
WRER
BB BRI R RIS A 2 L A T

Fe4) HVER MAHRER I B0 5 IE IR lfE i (L EERER ) (0

ERCYE
NRA ML F b FREEE sz;%&&g
NiE13) 283 288
AAF T P (R ) 8.3 7.9
(95% 15 HH X [i) (7.0-9.4) (6.3-9.2)
=Rt 0.99(0.82-1.20)
(95% 15 HEX [H]) p fE=0.251% 14

12) s b5M21 B2 12— LTHE 1 HBIC,

+t % ¥t ) 75mg/m? &5
1 13) TRTOMMELEIF S 7R
W 14) UV RkE GESTEICET 2 0E)

H1FE(%)

e

#2) HMEE MARHERIC

B B IRE L ((bmdaRGi) (2

ERCRIES
NANLEFERNRVY | FLAVIE PRV A
ATTF Y TIF
B B PR - ©

NiED 362 363
A Al ) 10.3 10.3
(95%ZHE X [H]) (9.8-11.2) (9.6-10.9)
- R - ik 8)
(959% {E I ) 0.94(0.84-1.05)

5 XA MLFE FROVATTF BEAEGM2l HE 1 a—

0 ‘ ‘ ‘ ‘
0 6 12 18 24

)2 V&M (at risk#) TR (R)
ABE 283 174 51 2 0
DB 288 158 50 4 0

1) SHESS IHTRRERC 51 2 JE NN B % (LA
ﬁ) SHA B AR
ABEAA R L E b FESEE
D BE: N4 4 % 4L gE 5B
REBRI B 5 MEE R O S FRAT O B % T 0% K O

AL LTH1IHHEIZ, 22X L F+ F500mg/m? KLY 2T
J F >~ 75mg/m? % $%5-

H6) FAVIEU ROV ATIF MG H%e 1 -2
LLTEIHHA.SHHEIL, A ¥ % E ¥ 1250mg/m? KUV

2R,

£ 5) HMEIF MARRER I B0 2 I/l £ (LA REREAHR) 106

9 2 KT R OB R

1HHIZY AT F ¥ 75mg/m? %5 o ﬁgﬁﬂﬁ%?ﬁ:gﬁ{ﬁé(}:j) /\hL— K
) T RTINS 07 5| OS% ) i
7E8) #7258 & LT ECOG PS. . filll. BB 5% HOTREL [ b Lt MR | MRy g |(OSREHI
VL 7 KU fil)
AFERZ B 0 B AL ) 00 5 23 4R HIAT O #f R 2 LT 0 21278 P REE | 6.2 N=78 7.4 N=04 1.56
F1019, N=172) | 4.98.0) (5.6-9.5) (1.08-2.26)
%3) SRS ARG B 2 I MBS (LR ) 124 Btk 9.0 N=158 9.2 N=143 | 092
T+ 7 SLER TR ) 0 7 (N=301) (7.6-9.6) (7.5-11.3) (0.69-1.22)
EAEIIR e A ) L Kl | 12.8 _ 4.5 _ 0.27
:%Eﬁ%&a{-ljnu (95%1§¥EIZFE5) J:/[;«jj;):» ;) (N:47) (5 . 8_14 . 0) N_18 (2 ) 3_9 . 1) N—29 (0 11 O 63)
S | A LR NROY [ FAY S CRY | ory e zoEn [ 94 | [ 79 || 0s
ATTF v YATIFNME | ) (N=51) | (6.0-10.1) (4.0-8.9) (0.27-1.20)
e e
| ARG ki HE15) A FHATL 2 T 2B IR A b L F - RS
P LERE | 9.4 N=244 10.8 N=229 1.23 LY F VGBI L TR AR C & 2R
(N=473) | (8.4-10.2) (9.5-12.1) (1.00-1.51) £ 16) &R L LT ECOG PS. ML & WM, . 7l
Wt 12.6 _ 10.9 _ 0.84 E RO L= R I
(N=847) (10.7-13.6) N=436 (10.2-11.9) N=4ll (0.71-0.99)
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E17) TOMIE. —KEWARF LB, D N OORHIEHE O v
TSN DODW S D Th o IHElSE L &

100 100
o0 RYLES oo [
= 60 = 60
ﬁ =y — AB $t — AB
40 L, — D& % 404 L — D&t
iH S # "
20 R 204
) -
0 r . —l— 0 r : —
6 12 18 24 6 12 18 24
U Z 7 %H (at risk®)  EFHRE(R) U2 7%H (at riskZ)  AEFFR(R)
AB 78 39 6 0 0 AB 158 103 34 [ 0
DB 94 49 17 1 0 DB 143 88 29 3 o
1007= 100r
1 . 1)
s0l % AR - 20t
—~ 1 —~
X e0] % S
ﬁ L — AB¥ % L — AR
40 ! — D¢ % 404 1 — DBf
# oy # 4
20 Y 204 |
_||
o - — - 0 - - - -
6 12 18 24 6 12 18 24
U Z7%H (at risk¥)  AE1FHRE(R) U2 v %H (at risk#)  EAFEE(R)
AB 18 12 7 1 0 AR 29 20 4 1 0
DB 29 10 3 0 0 DB 22 11 1 0 0

X 2) AVE S AR B 2 /N EE (LB G

W) KT 2 ARMRE I A AR O HERS

ABENRA DML F b NS

D Bt Nt % 258

MR DL F L FHEAE GBI B W T, KGHE L OREEREGET

& VI B AR GAE B 265 Bl 3 BIICFRD Bz, HeVERE

kT 5 265 B 252D SNz ERBIERIZ. K (34.0%) . Ll

(30.9%) . EHAIE (21.9%) TH-o72, [5.3, 8.1 ZH]

1 18) EE ORI OEAEL T HMT 5720, SHEERKAER TR,
NRAMLFE FESGORA»LH5OFEAE o 3 HHM.
TERY AL % 1 dmg, 1 H 2 BHEECHES- L7z, F72.
ENERABR ClE, 85253 L72EFNCRY . kAo~
AN L F b NG O A ERRRBEO B - % 2%
T FH 28 VEEORITRE AR VE CHOPFS % HE L
L7217, [8.1 &H]

(BT LERE %R FE/ I lRRRRE < B S fiTRiHHENEE)

% 17.1.6 EFRHFES MHEFR

BRI I B (A5 4em BLE) . IIUE A oI/ itsE o
B ETE19358 Bl (HARNEE 68 Bl& &tr. =RV~ 7 (GEIEF
MR Z) & OERPUEMEIES A 2 & G2 IR (N+C fF
H) F2ORE 179 Bl A ESRPUEE IS A & & S LR R 179 1)
RIS, ALFFRE IR E LT N+C OFH ORI T OV 4k
AT L7zo TBEEHMEE O—2Th 2 M A > MR (e
it [95%EHX M) (2. N+C O T 31.57 [30.16~HEEA R
7 H AL HRERET 20.80 [14.03~26.711 » AT Y . N+C B
PG AL FIRENT LR EICE B R ER 2R L2 (=
. 0.63 [97.38% 5 M X[ : 0.43~0.91], p=0.0052 [Jg 5] log-rank
Mgl 2021 9 A8 HT—% 71y M+ 7).

1.0
0ol 9y —A— {CERROHE

o5 @ {CRRRRE

& 07+
~ 06 e
b 0.,
7 054 %u@\_%
*£o0ad W e
1F
= 0.3
0.2
014
0'0‘ T 1] T T T T T T T L T T T
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42
at riskE /AN MNETFHAE (B)
“‘Eg% 179 151 136 124 118 107 102 87 74 41 34 13 6 3 O
{LPMEBF 179 144 126 109 94 83 75 61 52 26 24 13 11 4 0

3) EIBEIE R S TAH SR 2 35 0) 2 e N it o ol i 3 (29
LA N RO
SRV T GEIETHIRZ) . XA ML F L FRIY AT T F D
OGS N2 BB BT 5L et % 83 #l 61 1
(73.5%) WCRIER SRS bz I ER IZ. E.L 30 6l
(36.1%) . fEFL 21 B (25.3%). EAGGE 15 61 (18.1%) . BRI
10 1 (12.0%) . %95 10 B (12.0%) « FAERIAME 9 51 (10.8%) .
EJHE 9B (10.8%) Tdh o7z (202249 H 6 HTF—5 v b A
7). [6.4 ]
W 19) B R 9% M 1 American Joint Committee on Cancer
(AJCC) /Union for International Cancer Control (UICC)
W (BB TH) 12D <,

EGFR EI5 T ARG ALK BiE Bz THmETh s 2
EDHER SN T B IE IR E sz,

H20) WP LEREICH L TE, =RV~ 7 GEETREIEZ) 1
360mg. 74> % ¥ 11,0007 L < 1% 1,250mg/m?, ¥
A7FF 11 75mg/m? % 3ABMECRA 3T A 7 v
MIEE. LE=Fv~7 GEETHEEZ) 1 [H 360mg.
N7 ) ZF )01 175 % L < & 200mg/m2. VR T T F
V1 AUCS# L <12 6 (mg/mL - min) % 3 AR HET
R 3V A 7 IVITHEE L2 7LV I EVIEET L 701
1 HERO S 0 HIZSiEEHEL 72
RV LRGSR LTld, =R v~ 7 (EfEFHELR) 11E
360mg. A b L&+ K1\ 500mg/m? A 775> 110
75mg/m? % 3 FEIMME TR 39 A 7 )V i, i =
F~<7 GEfaTHEEZ) 11 360mg, 7$7 1 % ¥+ 1
A 175 % L < 1& 200mg/m?. # VKT 7 F >~ 1 [ AUCS #5
L <136 (mg/mL - min) % 3 BB CTHRAI A 27 VT
TEE L7 B, VAT IF VIS T AEENEDS v
HWF S NZBEIIE, VAT I TF 2 ANVKRTIF 2 10
AUCS# L <136 (mg/mL - min) IZZHWfEE iz,
BRI G BV CIE, =R~ GEETFHIRZ) 2K
WHEG L, AL BB =RV~ 7 GEETHIRZ) o
ST 5830 moMEE B THRGEZHG L7,

18. FEhEEE
18.1 fER#FF
NA ML F L NIL BHOERARHFEREZFRICHES 228128
DNA & iix S U CHUEB AR 5T 5. <2 ML ¥t FIdMiE
NIZELY) SAE N2 121R Y 70y 3 Vb2 2131919 7 3 VLR
&=+ (TS). Ye FuiERL ¥s ¥ —+¥ (DHFR). 7)Y 7
SFYRXZLFAFREVINVETF VA7 25 —F (GARFT) % &
% HET 20,
18.2 HilEBHE
18.2.1 In vitro 588
NRA ML FE FiEe bR EI I L CHUES A R LAY,
WY AT TF v L O THIBSEREOHEMD A SN2, Fz,
KA N HERIE R GRSV SOl B e ke AOHERa
Wi P R RE) 1SR L ISR I R L 7229020,
18.2.2 In vivo HB&
NA ML EE R T2 iRV (H2122 BE) %
FEHE L 72 TR X — N~ A O ESSIGE & A = I L2 &
72 IR & M REAE L 22 AT X — B 5 v MZB W Tty
TER &R L 72220,

19. RS ICEY 2 IE{EZHIAR
—MWIGFR : RA ML F R FF YT AN RS SR
(Pemetrexed Sodium Hemipentahydrate) (JAN)
1b2%44 : Disodium N- {4- [2- (2-amino-4-oxo-4,7-dihydro-1-pyrrolo
[23-d] pyrimidin-5-yl) ethyl] benzoyll -L-glutamate

hemipentahydrate
{borE
CO2Na
o 0 </H -2 310
N YN

HoN— g CO2Na
HN-_/
N
H

5373 © C20H19NsNaz0s - 21/2H20

i 516.41

Wk HEORETH S,
KIEITR T, AF 7 = VICRREITICCL, 2 ) — )L
(99.5) XiFvrzuau Xy L ZiFEAEET RV,
R TH %o

22. ‘AE

(XA ML Fx & FRESEEA 100mg [V 7L ])
AT %

(XX ML F+ NEFERFEA 500mg (Y7L k)
134 7w

23. B2

1) Nakagawa K, et al.: Br. J. Cancer. 2006; 95: 677-632

2) HARNEZHIZB T 23EWERE (7)) 47 @6 200741 A 4 HK
. HEEERMEE2.7.2.3.2.1.1)

3) Chay S.Het al.:Proc. Amer. Assoc.Cancer Res.1998;39:524-525

4) HHEAT (70 A5 EEE 2007 45 1 F 4 HAKGE. HESEORMREE
2.6.4.4.1)

5) BEYIBRERER 04 (7)) & F G 2007 45 1 H 4 HAGE, HIRE
ERETE 2.6.5.5)
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18)
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k% 24,

26.
26.1

v MEEZ BT S in vitro BEREEEE (7)) & 2 @44H 0 2007 4 1 H
4 HAGE, WPEFERRE 2.7.2.3.1.2)

INT Ty ALEEREL OB (7)) A ¥ EFH 2007451 H4H
FKEE, HEHERMESL 2.7.2.3.4.1.4)

HYBEREFIEEER (7)) 27 F5H 0 2007 4 1 A 4 HARRR, H
FHERMESE 2.7.2.3.5.2.2, 2.7.2.3.3.1)

Nakagawa Ket al. : Jpn.]J.Clin.Oncol.2008 ; 38 : 339-346
Vogelzang N J et al.:J.Clin.Oncol. 2003;21:2636-2644
H3E-MC-JMCH iE (7 2 & {EFHA - 2007 451 B 4 HAGE. HI&E
EREEE 2.7.6.1)

FEINEE TARGER (7)) & 7 FEFHE - 2009 4 5 A 20 HAKGRE, RS
#)

Scagliotti G. Vet al.:J.Clin.Oncol.2008:26:3543-3551

WYLV TARBER (7)) 2 & FE5HH 2009 45 5 A 20 HKRE. FAiss
=)

Scagliotti G. Vet al.:The Oncologist.2009;14:253-263

Hanna N.et al.:J.Clin.Oncol.2004;22:1589-1597

FRIRFRERZ BT 5 LR OFHIRE RO WT (7)) 4 % FEF 2007
1A 4 HAKRR, AR

Habeck L.L.et al.:Mol.Pharmacol. 1995;48:326-333

Zhao R.et al.:Clin.Cancer Res.2000:6:3687-3695

Shih Ceet al.:Cancer Res.1997;57:1116-1123

Britten C.D,et al.:Cancer Chemother.Pharmacol.1999;44:105-110
ATITFEOPR (T A Z S 2007 451 H 4 HAKRE,
AEFMEE 2.6.2.5.1.1)

Chan D.Cet al.:Proc. Amer. Assoc.Cancer Res.2006:47:1278

) TR HER (7)) & F 8T 2009 455 H 20 HAKGE, AT
WEH)

XEEKRERVEHVEDESE

RS SO R A

T 336-8666 S\ /o FiMIXA# 1 THIEL S
i 0120-989-813

FAX 048-838-2121
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