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BRBIEERRPIES T2 2, T LA 3%E (0~
8C) I THAFE L., 24 BRI 2 Z &0 BR L 725%
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ZomE | 8.6 B 92 - 1.08
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17.1.3 b2 EEEAEREEWRE L ZERE || HRR
/NI B E (LSRRG & AP RIS E TG L 7245 11
AHEREREL |2 BT, R A M L F b R 500mg/m? % %5 & 72 il
DFENZIL 18.5% (108 Bl PR20 1) Td - 720
NP LFE R (500mg/m? i 1,000mg/m2EDVES) & o R FE
fRa HETE L VI B &4 G AEH] 226 B 1 H1ZFEO &L
7212, [8.1 ]
W 4) AFIOAGE SN 1 RAEE, 500mg/m? ((KFKHfE) TH %,
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AN/l N 0.99(0.82-1.20)
(959 E I i) p =0, 251 1

T 2
RAMNVFERREONY | KL ROV A
AT TF TIF v
B F 5B B F O

NED 862 863
AR ) 103 103
(95%1E HE X [H]) 9.8-11.2) (9.6-10.9)
N I B
(B9 X ) 0.94(0.84-1.05%

12 FesF 5822 HEZ1a -2 LTELIHEKR, F
+t ¥ ¥+t )l 75mg/m? &5
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W 14) T FiE GESHEICEIT 2 80E)
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1) Z 7 &M (at riskE) ETFHRE(A)
ABf 283 174 51 2 0
D& 288 158 50 4 0

1) AhE G MARGER I B 2 e/ miE B (b i BE G
) e B AEEROHER

A BERX ML F L RS
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ARAERIZ BT 2 AT 0 F - SR FURAT OfE R & LUT O R K U

X 2) AhE S AR B 2 BN EE (LB kB G

) xS B MR B A AR O HER

A BENRX DML F b NG

D Bt Nt % &2V 53

NA L Fb FEMHESEIC BT, RBEE ORBEEREZEET

& VI T B A& GAE B 265 I 3 BIICFRD Bz, HaeRE

filixt 5 265 Bl 12580 H - EARRIERIE. 57 (34.0%) . Eols

(30.9%) . EHAIR (21.9%) THo7z, [5.3, 8.1 ZH]

118) HEEOBBR OEIEL TR T 5720, SHEEFKHABR TR,
NRA ML FE FESORA2SHSOFEADE o 3 HH.
TEHF AL % 1 4mg, 1 H 2 OIS L7z F72.
FEIPERRSERTIE, FEB 0B L0 Y . RIE <
A ML F v NGRS/ EER AR B - Hat5%
T XS 25V EORIBREARIVE Y HORS ZHE L
L7217, [8.1 ZIE]

(R LR % B < FE/ )V MRBaRtE 1< & B HiTRTHBNEEE)
*17.1.6 ERHEFRZE LA (ONO-4538-55/CA209816 HER)

BRI I B (BEEEAT dem LLE) . T OUIIMA oI/ NILAHE O
AT EE19358 ] (HARNEH 68 Bz &t =R~ 7 (HEIiEF
ML Z) L BHERPUE MRS 2 o DL (N+C BE
) E0E 179 61, [ ERPUBEMEIESH 2 A S bR R 179 1)
AR, ALFEREE IR E LT, N+C 6 0G5 K 024k
EHEt L 7r. FEEMIIEE O —>THh 2 HA N2 MEFHIR (Fo
fiti [95%A5HEIX ) 1&. N+C #Ff#E < 31.57 [30.16~3EEAE
7 H . ALEEHRERET 20.80 [14.03~26.711 » HT&H Y. N+C #FH
PG LAHEE N LR A ICA B R IEE 2R L2 (N — F
1 0.63 [97.38%EHEX [ : 0.43~0.917, p=0.0052 [} 31 log-rank
ME], 2021 4E9 A S HF =% h v b+ 7),

R, 1O
09+ ) —A— LEFEGRE
225) AMES ARSI BT 2 I/ ialiife B (LSRRG 12k 081 @) O AL RAR
+ 5 MR OB & 07 Ny
A (R ) PN R % oo .
AR5 (95% 1 #ALIX ) 19216 2 0s] oa
HSRE [ 2 b Lt M5B | Ry LB <95%Ifq§)*ﬁlz 2 01 ... pecnd]
" 2 03
i b R RE 6.2 7.4 1.56 02
N=172 | 4.98.00 | N8 | 695 | M 10822 01
Bt 9.0 9.2 0.92 T ———
N=30) | 7.69.6) | N8 | 75113 N |0.60-1.22) vt VCareoremmon 2 ®
k%HH@‘F‘:ﬂ 128 N:18 4 5 N:29 027 4t§g§ 179 151 136 124 118 107 102 87 74 41 34 13 6 3 0
(N747)” = (.8714.0 2.39.1) (0.1170.63) {E5MEE 179 144 126109 94 83 75 61 52 26 24 13 11 4 0
i1
(Zilgiﬁ) ® 09—'140 | gy g—g 9| N2 o 207'—517 20) ) ,
. " . . 3) EBSHL A MAR BRI BT 2 /NIRRT O At i 3 12k 9
1) N FRATL 2 FEZBEIERA ML F 2 FEGHEA BHEA NV NEFROHER
Ly F L VGBI L ORISR ERT SRV T GHEFHILA) R P LEF R NRY AT 5 F iE0
7 16) 28R & LT ECOG PS. Hifbaafidkn & oM. . mH WHHEG S N2 BB B DR athiF ML % 83 #H 61 F1
ZHOGHHEE L 20— R (73.5%) WCEIER RO btz EBIMER X, EL 30 6
F17) 2Ok, —KSWAR T ERERE. B K OHIELE O (36.1%) . AL 21 61 (25.3%). FAFkEE 156 (18.1%). BRI
FTHUGTEENDL DDHI S Thho 1EfSE &t 1061 (12.0%) . %95 10 6 (12.0%) . S A ERBAME 9 61 (10.8%)
EJHE 9B (10.8%) THotz (20224 9H6 HT—5 Ay M4
7)o [5.4. 7.6 L]
w0 R LR a0 713 W 19) B R 9% W 1 American  Joint Committee on Cancer
3wl 3 ol (AJCC) /Union for International Cancer Control (UICC)
DAY - | E L - TR (TR 125
o e S X EGFR #URFERBIE T ALK& FHETH 2 2
\ T ) n EDFER SN TV 2 BE I RILE SNz,
6 12 8 24 o 6 2 8 2 WH20) RFEEBEICHLTIE, =R v~ (ER Rz 1M
U;{ag%?i(at ris;?) %T#ﬁl’s‘i(?) . 'JAXFZ%EIB(N risﬁi}l) %:—?ﬁﬁfzéi(?) . 360mg. 7LV Y Y1 1,000 L < ik 1‘250mg/m2‘ 3
DE 94 49 17 1 o DE 143 88 29 3 0 2S5 F 1 75mg/m2 % 3EBERECRAIY A 7L
T . 1001 ot SEEE, L= Rv~ 7 GEET#HIEZ) 1A 360mg.
. 1{_ 9 ! 287 ) & X2 1 E 175 % L <1 200mg/m2, H VR T T F
& 601 =, . ;g\: o1 L= . > 1M\ AUCS A L <126 (mg/mL - min) % 3 AMERET
Eof o, | Eel - B 34 0V L7 SO D IRATA 2
201 L 0] L 1H HROT8 B H S Sl L7z
0 T 1'2'___‘1'8 B o T P P P a”fﬁqzj:&ﬁblﬂbfli\ ZARNVIT (iﬁfﬂ%ﬁ'ﬁ%@i) 1 [A]
R 7%E (at risk®)  AAHER(A) U R 7%E (at riskB)  AFERI(A) 360mg. XA h L ¥+t F 1A 500mg/m?, A7 7F 110
bR 2 w0 3 o0 o oF 3 91 o o 75mg/m? % 3 MM TRA 39 4 7 )V iiE, =

F<7 (EfaT##ez) 16H 360mg. 7¥71) % Ft)L1
[A] 175 %5 L < 1% 200mg/m?. #IVKR 755 >~ 1[0 AUCS #5
L <1X6 (mg/mL - min) % 3 EMMMETHRAI YA 7 LA
WEE L2, BB, YATIF VICRT2EEES Ve
W SN HEIE, VAT IF v EANVKRTTF 21
AUC5 % L <126 (mg/mL - min) |[ZZHEHEE Sz,
BERH G BWTIE, =RV~ 7 (BETHIRZ) 25
WEG L, AbFmEE =R v~ 7 GEEFHIRZ) o
BT H 5830 50MEE2 B THS G L 72

*17.1.7 EEHEFIFEIEHE (KEYNOTE-671 i5&)

BRI LT, LA 3915003 TUB 10 o0 St 40 o0 /N e i e . 21

797 6 (HARN 82 Bl % &) ZxfSRIZ. Mrmrafibigke Lo

L7 A= T AL E O R RO R L LT

DRNT T A< 7 HAFRPEE 2 OGO 45, i)

L LT T T R L ALk & o PR, Ot Bk

LLTOT T REGED R MR L L7 HE AR O =

nzz’,

FEEHAIE B X AR (0S) R OMEA N> AR (EFS)

LS NATRIRBIEE E L oA T E) AT LR L off

JAgRE:, RO MBI & L CoRL 70 A~ 7 HAREE L,

MITHBIFRE & L C o7 T 1 R L3 & ot . KO

LR LT 7 I RExG & i LT OS KON EFS # A2

MERL7: (R6. M4 KTK5),

RHATOAY AT RADMLFL ROV AT T F VB 0EHKG &

NI BENI BT 2 VTR G50 222 Bl 216 51 (97.3%) (H

RN 22 B 22 B % &) \CREIWERA RO b7z, EREITERIE.

1270 (57.2%) « WFHERERA 87 191 (39.2%) . ¥E5T 66 Bl

(29.7%) . #1f 63 %1 (28.4%) . fHFL 63 4 (28.4%) . FIHIERE

A58 Bl (26.1%) J ONERKIE 54 1 (24.3%) TH o7z (2023

ETHIORT—=% 7y b+ 7). [6.4. 7.6 &H]

7 21) & R 9% 12 American  Joint Committee on Cancer
(AJCC) /Union for International Cancer Control (UICC)
Wi (55 8 W) 1230 <, Ak, B #lid T3N2MO,
T4AN2MO 125524 F 5 BEDRR & s izo EGFR &2
T ALKV EEETHEoBHE 2 &,



% 6) AL (KEYNOTE-671 #t5k)

NRATH) A7 L s
7 AL ;;Ej} 1;%;
R R GBI | OFFRIRER A | TR T
Ty Zv 7| (430 po
(397 #1)
HoLfiE [H] NE 52.4
(95% 5 HAIX ) (NE, NE) (45.7, NE)
osE2 NI R R 0.72
(95% 15 HEIX ) (0.56, 0.93)
P il 20) 0.00517
o [A] NE 17.0
(95% {5 HEIX 1) (34.1, NE) (14.3,22.0)
EFS#H 27 N — KR 0.58
(95% 5 HEIX [H]) (0.46,0.72)
P 120 < 0.00001

7 22) firEifBhER & LT a7 a ) X< 7 200mg 3 8 [H PR
5 (Q3W) (#%a—20 1 HHICHY) LT ofbskEdz
R4 =AML, M LTra 7Y X<
7 200mg Q3W (Fa—2d 1 HHIZHKS) %13 a— 2%
LU [RPFPERIENMIBIRE : 76> 5 €
1000mg/m? (1 2—2 21 A, %&a—2m 1, 8 AH I
5), YASF5F ¥ Tbmg/m? (1 a—A 21 HH., £a— 2
o1 HBICHS) 2% IHRF LRI MRIE - <2
b L ¥+ F500mg/m2. ¥ A7 75~ 75mg/m? % Q3W T
#a—2A0 1 HHBIZHS ],

W 23) AFETEBEE L LT IR QW (B2 — A 1 HEICH
5 L3k 22) LRE—oftSEE v Rk 4 I AGH L. i
BREELE LT TSR QW (a2 —2An 1 HBIZH
5Y %13 a— 25 L7,

1 24) PRHBITEE DT — % 20234 7T HI10HA Y b+ 7

7E25) @l Cox IBINYF— FETNIC L B 7T R EfbFgE &
OO/ 79 R e Db

W 26) EHlu T s BeE

W 27) RO T — & 12022457 H 29 HA v b+ 7 (EFS
VX IRERH Y EE RS & 2 5
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475 eibemEE OUMAE S $125
——— PSuRLPRELONBEE TSR
0 6 12 18 24 30 36 42 48 54 60 66
&7 (A

at risk#g

RLTOUZXZT 2
{mggfﬁﬁﬁw 397 371 347 327 277 205 148 108 69 32 4 0
F

S ALl Lm
s TS 400 379 347 319 256 176 125 77 39 20 4 0
RERE/ 77 Em

4) 0OS @ Kaplan-Meier fi#f (KEYNOTE-671 5t#%)

100

2 \\
g 80 “\"“M\
< 50 ] \
B 70 \ \_'H.Hw
I 60 "*'-"-mw,m .
ﬁ 50 e, T
¥ 30 :
0

10 479 eibemropmmE $575

(“) —— TSR REE OSHARE TSR

Y] 6 12 18 24 30 36 42 48 54
at risk# ANV NEFRR (A]
RLTOUART L{LEREERED

s/ ~iooxes 397 330 236 172 117 72 42 11 0 0

P LILaEE Ly
7 ZEmCiLFRLCY)

HEEE TR
5) EFS @ Kaplan-Meier i (KEYNOTE-671 ##)

400 294 183 124 74 38 24 9 1 0

18. FEphEEiE
18.1 fERA#F

AR L E L NI HBOERRHIHE CFRICHE T2 221280
DNA &% & L THIESERR 2 56§ o 4 b L F & Nz
PHCHLY SAF N72M20R) v s 3 VLA 21920 3 VOV
vy —%¥ (TS). Ye FuEmL ¥~ 5 —+ (DHFR). 7Y 7

INYRRZLAFRRVINVETI A7 25—+ (GARFT) % &
%S 22,
18.2 HEBMHR
18.2.1 In vitro K&
NA ML FE Nide b EHR A L USSR R L2 T
WY AT TF 2 L O CHIERERD R OMERS A SN2, F /o,
HAEC N HERIE NI GIRAUE S R e ke, AR
Bl P BRIk L C b IEE A EIRI R & R L 72202,
18.2.2 In vivo B8
NN L F R MG KT N ERIE IR (H2122 BE) %
A L 72 BT X — B~ AOESRIHE 2 Al Lz, F
72 [AHEIAR & e RAE L 22 AT A X — B9 v MZBW Iy
Ve R Lf:24),25>0

19. AR CEAY IB(LERAMR
— AR XX ML FE R R T AN Y KA
(Pemetrexed Sodium Hemipentahydrate) (JAN)
1b:4 : Disodium MN- {4- [2- (2-amino-4-oxo-4,7-dihydro-1H-pyrrolo
[23-d] pyrimidin-5-yl1) ethyl] benzoyll -L-glutamate

hemipentahydrate
fbortE
CO2Na
o 0 <H -23H0
N N

HN—’ g CO2Na
HN-_/
N
H

53738+ C20H19NsNaz20s - 21/2H20

4rT-E 1 516.41

ok HEOBKTH D,
KIHEITRFT L, AT 7 = VIZRRBIFII L, =8 /=)
(99.5) XiFyzmmxry v |ZIFE A EET RV,
RHTH 5,

22. A%

(XA ML F & FEEEEEA 100mg [ 7V ])
AT v %

(XA ML F & FNEiEsEEA 500mg [Y 27V ]
AT %
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