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ALIMTA (PEMETREXED FOR INJECTION) 500MG

BEEE S 55 024084 5}
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1.1 BUES KRR

ALIMTA (pemetrexed for injection) @ ZE B 5 LI HDHIT - R 22
pemetrexed disodium heptahydrate Z{E2&7% L-Glutamic acid, N-[4-[2-(2-
amino-4,7-dihydro-4-oxo-1H-pyrrolo[2,3- d]pyrimidin-5-yl)ethyl]benzoyl]-,
disodium salt, heptahydrate - 7 F3 & CyoH19N5NayOge7H,0 - N FER
597.49 - @&EW
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ALIMTA BREEIXEHIEHB RN RETSME  kKERHFRETER -
& 100 mg 3% ALIMTA & 100 mg pemetrexed(EE 5 139.8 mg pemetrexed
disodium heptahydrate) & 106 mg mannitol ; & 500 mg #f%% ALIMTA & 500 mg

pemetrexed(HE 1 699 mg pemetrexed disodium heptahydrate) & 500 mg
mannitol - B/gEfE A hydrochloric acid /8L sodium hydroxide DiFRZH iR -

1.2 HEE

Mannitol ~ Hydrochloric Acid Solution 10% ~ Sodium Hydroxide Solution 10%
1.3 HE
pas-npil
1.4 ZERINER
F#=Z 100 mg 3 500 mg pemetrexed - HEBEIIXEN=HE ZREMAK - BR
F S 225 IR R -
2.1 ALIMTA i Ficisplatin@ 2 B B BB IR HA s B8 A8 14 3 /) \ Al i B e (PR =2 S AN AL AR AR AR L PR M) 2
F—RCEAZE -
2.2 ALIMTA B—ZY) 2 5 ER ER = B8 A8 M 3k /) \ 41 e i vee (PR =2 SN AR BE AR B BL R OM TR A B =2
BB Z YN E — R EERERI AR BIE Z EFFOX -
2.3 ALIMTA E—ZY) 28R B0 RS B8 1 3/ Al i fii 2 (RR = SN AR BB AR A L IR Oh) 256
Y=y = E
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24 ALIMTA B2 pembrolizumab R Z$HCEFAHFH - MAERY - ABA EGFR =t ALK &
BERE 5 2GRN MERSE — e EREY) -

2.5 ALIMTA £ cisplatin ffAEER U IEEE AR -

AR :

2.1 IR/ AiRaAm S - A Cisplatin

ALIMTA £t F cisplatin && % /5 30 it A Sk 88 48 14 IF /) A e b 22 (B8 =5 i AR P AR A B BR M) 258
— BRI -

2.2 FR/ARRRAT R - AR ROA

ALIMTA & —Z24) 2 [5 3 itk HA 3 88 4% 14 JF /) A0 Be) B 2 (RR =25 @ A A i 4B A U PR 90 ) Jm A 12524 (3B
HIZREYNSE —RICEREBERI AR Z TR -

2.3 SR/ ARR M - BB —ZEY AR

ALIMTA E—Z2Y) 25 % 5 B it 2R 2k 82 7% 14 IR/ )\ Al A il 22 (R =5 A A AR AR A B BR SN 2 38 — 4%
b33 E

2.4 3E/)\AAR AR - A pembrolizumab & 2 tH{EE A

ALIMTA B2 pembrolizumab K2 HEEEAHA - M5ERY - AEB EGFR 3t ALK EEE
HER 7 FFGHRIE N MENE— A EEY) -

2.5 BUMIER B A

ALIMTA E2 cisplatin fff FA T E B A DIBRE R o] JR (A 1 A58 F 17 7O 78 4 Bh s 7 & AR e g s
A o

2.6 PRI BEEM
ALIMTARE A A SR R A= SRR IE VR E[FF 2 REAREBRER(12.1)]
AR HE

ALIMTA EHEIKEE
REREHBEEMER
3.1 HZRE

3.1.1 f#H8 Cisplatin SaEIF/) 4l Bt Al 22 % 25 14 B BE: ) &5 4R B 78R

ALIMTA ZE#H8%5 500 mg/m? - 1 21 RBHNE 1 X - MEFRE TS X185
10 24 - cisplatin ZE#EHE%5 75 mg/m? - 5 Alimta BE#5REL 30 288 - 1L
FRNRE S TUIREE 2 /IS - BARR cisplatin B2 ER - A2BEHEHZERKE -

312 ERE—EYERASE—RAEENERAE  ERFEZREE

ALIMTA ZE2#m8%5 500 mg/m? - 1 21 RBHNE 1 X - IESRE T 5 X185
10 gL E -

3.1.3 A pembrolizumab & Z#{EEBEX

ALIMTA £ pembrolizumab R Z${E2FAFRRERM - FREAIE/ A =R
AIMBEETEBERZE (L Cockeroft-Gault AZETE) AR FR 45 mL/min] s —#8% -
ALIMTA Z32:#m8% 500 mg/m? - B BBIREDE 10 8 - NE 21 RBHNE

1 X+ #&3F pembrolizumab & - 4% carboplatin 2% cisplatin BI#5Z% - £ 4 @
H - TR EIEBEAE - 44T ALIMTA #F pembrolizumab =258 %
ALIMTA - BEIERBIES B EREEZNSY - F2/H pembrolizumab &
carboplatin 5% cisplatin Z 2@ {HE -

P.2



+
+

1y
iy

3.1.4 AR AR BE B [F] IS 4R 2
HEEHAN
e B —H ALIMTA B9RT 7 KR - fenm ARBEHOR—2R 400 mcg 2 1000
mcg WER - 7 2@ ALIMTA BEREPRHERAER - BE2H%E T ALIMTA 222
%21 ARI[FEESREZERIREIR (5.1.1)]
1 EA S — T ALIMTA RAET 18 - DIAPOERMANIRE 1 mg #EE B, - ZES

3 EEHAREA—R - BEENAELER Bp O ALIMTA BREERET IR [FLSREZR
E%%IE(SJJ)]
Corticosteroid
Dexamethasone 4 mg UIORA N —K ZRIZEA - LZERE 115 ALIMTA 222
X -BRARE—X-
3.1.5 EREMEESERER S/ FENESR
E"“ |J
PRE#E ALIMTA RO A S FEEDRI = MIKETEL - a?ﬁﬂ]l/]\ﬂ‘)i%’[ mAREUE T PEIER
BRI AN FES: Al - Euufhpit%MEPLﬁ ANBSEAE B ZIRER - REEE

8 REIE 15 X - REFATIEH & A - 845 ANC21500 cells/mm3 ~ /iR

>100,000 cells/mm3 « BLEEEFSBR 2245 mL/min - REETIER - WEEHHNT
{EERBR L B TR [EERER A EESEIE(G.1.2)] -
[RETI SR EE
FEARB R — B REMIXKEE R A FMAS MY - AR N —BHOEREE - T—@
BIZO/BEIER - IR R EREH f/\@?‘ RIBERIBE - KEZ—E2ER=WRAE
BESAE Kk E2ER=-PESHARFRER - EH ALIMTA E—2Y)E)% - t1ER
ALIMTA fH cisplatin &% -

F=—  ALIMTA(E—ZYF S H8E) ¥ Cisplatin ZHISRAE — MRS

J[

ANC £1&E < 500 mm?3 B /)i &5 75% RIRE S
{&/&>50,000 mm3 (pemetrexed K cisplatin)
M/MREEEE < 50,000 /mm3 75% RIRE S

AEE ANC REE (pemetrexed K cisplatin)
M/MREEEE < 50,000 /mm3E H i 50% RIRE 2

a. REE ANC REME (pemetrexed X cisplatin)

A%E CTC 5 2.0 BR(NCI 1998) EER/ARNE 2 7 HMTFE -
ERMABERRUERS 3 RFMRSBE(FEFBESMY) - BEE ALIMTA )55 -
HISHREZER SIERBASEINEE - KER _RREEESGE -
%= : ALIMTA(E—Z4 5 & 4% B Cisplatin 2 B8 — JEmiESH2P

ALIMTA EiIE Cisplatin & (mg/m?)
(mg/mz)
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3.2

ET%E 3 RAE 4 R2H 75% RIREIE 75% FIREIE
iid

R S BRIN

AR ERNIER (FEimk 75% BIREIE 75% FIREIE
20

5156 3 ARELSE 4 ARIER

5 3 ARELEE 4 RFAIER 50% RIREIE 100% RIREIE

3 {x NC| = EHHER(CTODR -
b XaEMEEH(EEED) -

EREREEI < ALIMTA & cisplatin ZREBEREIINE= - ERARES 3 8
S 4 RIIETE 1 - EELDAE -
= : ALIMTA(E— M1 & BB Cisplatin 2 BEHEH — #EHH

CTC 4k ALIMTA Bl C|Sp|at|n | = (mg/m )
(mg/m?)
0-1 100% BIREIE 100% BIREIE
2 100% RIRFEIE 50% RIREIE

e A =t
ER_RESHEE - WADBEETAE 3 R 4 RIMRIEMAS 4 - EELE
ALIMTA JAFE ; S84 55 3 AREEE 4 il sEl - B ZIFEIARE -
BIEELAEREA

BRPRELEE D - IBEETERRE > 45 mL/min BB A - R T HEIABANEZEZEN - K
SRINAEEE - HmARSED - BEHERRZE< 45 mL/min WAZR /D - EAE I
BRERABMNEZEEFESEEYB HEREN)] - AL - NEESRZER< 45
mL/min @ AREEER ALIMTA - JLEEETBFRZE DIAZ 2 Cockceroft and Gault A&t
H@W ™)L T99m-DTPA B BMRERIEE /BRI ZE(GFR)ETE -

s [140 - F&2(5R)] xBIRIEE(2T)
' 72 x B ANEEET (mg/dL)
2t BN EEERREREEHE x 0.85

IEETBBRZE < 80 mL/min RO A - HfF ALIMTA B2 NSAIDs [ - [B/NOEER[ES
RIRZXBEERA(7)] -

EEEZYEY
MERIEMoIBE B S Z N EEY) - EIENE ALIMTA BIkBUERE/NOEE - B3
ERFE - EX BAEEE ALIMTA AR - BUZILDEENB K P5E - FRIEA

A B ALIMTA - B ZILUE K Zhik - RMBEYNERRAEE - /2%
HRARERNEREERRABSREEM(15)] - ALIMTA JE308H - B ALIMTA 2k

= mL/min
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BEREBRSE - EZ2HA - ALMTA 2RNEAREFZR -  BSBIFRESH -
ALIMTA Z2RELGRAEIEIFR BRI B R ZIZERF R -

3.2.1 FRECAF AR B E R

1. U BERIAR &% E ALIMTA SEiREER -

2. 5TE ALIMTA BIETDRERZHME - BHE= 100 mg 5¢ 500mg ALIMTA - B =
BE ALIMTA - DUUEIFRBECSIZREIS -

3. 2L 20mL 0.9% E£ERE/CTEHR(AZHEE)HEZZE 500mg /Ml ; BL4.2mL
0.9% £ERHEKT GTR(AZMHBENEEZZ 100mg /M - BE/NRERE
25mg/mL B ALIMTA Ec208 % - BIEEKE/NREBEEMARTE AR - ARENBRS
BEEHABEEEEYAEE  ARATEZERNME - #ic® ALIMTA 3R Z pH &
5 6.6-78 - WECERARFBBE—RRE -

4. BOERT - EARABHRIUKBENEL N - BLURBEEFIKRIZRPEEE
EYNEEER 8 - EEEYAATNT -

5. BiE=E ALIMTA FRECAR - E—DLL0.9 EERE/KIFR(ASMEH)HER
100mL - ALIMTAFELAEFAREE R 0% E2 10 7988 -

6. BECEMREE Z ALIMTA B3R - REFHRGRSHE T - B tZEM CRETE
24 /K5 - ISFEERA BREkEtE - KIERER - ALIMTA ZHREARERESREAS
MEMBEE - KRETHEBNEEE -

RLGRECEIRENT R 2R - ER2EFEM 0.9% SR BT R(A2BHEH) -
ALIMTA EZ iR EYIEAMHS M - 8% Lactated Ringer's Injection, USP &2
Ringer's Injection, USP - AILE LA R ABEREA - BRI ALIMTA A #2245k
WERNIER - B EAEAEZ - ALIMTA E4Z22E polyvinyl chloride (PVC)ESEE
KEIRERZAES -

ERMEIRER
51 ZERE/ IESE

5.1.15 BEH0HIF K 65 FD 4 45 20 S BB 0 5 BE 1051 6 L b

ALIMTA S5 EBRENSHENE - EHESH - BoJsEERED A MIKE D5
TRR - REBRSHETHREINBA - EBRBEMNEINERIEN - 38 IMCH & - 2
3-4 {RIEDYE A MERE/E(38% vs. 23%) ~ M/IVRBI/DRE(9% vs. 5%) ~ BB IE P14
5 Bk R ME(9% vs. 0.6%)F0ME ot (9 MEKRL /) 51 #E 2 B (6% vs. 0)RIBSAE R . 163
Z ALIMTA 6t cisplatin JAEMRERHLEZHABINHEA - S5 ALIMTA 41
cisplatin JABERIFAEPREA D BARERAMLE BLABEA -

ERFE—H ALIMTA 31 - B 7 O RER RIASTH 2 4#4E XK By, ; AR
MIBFEE—D ALIMTA # 21 X - SBEFBAELEZLLE ALMTA MIRENSIBE
EMMNBREUEL2ERERS 3.14) - SEBHEEEIEE2MIKEY - £ ANC E
/D33 1500 cells/mm3 R I/)MREZE/D3E 100,000 cells/mm?3 31 - 2% F
ALIMTA - Z5% A Z BT3B ANC 1£5% 500 cells/mm?3 3¢ M0/ R EHE R 50,000
cells/mm3 - KR PEIE ALIMTA BRI [E LB AERES3.1.5)] -
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#88 JMDB A JIMCH - Ef R #ERWRAT - 5 3-4 ARIET MR MIKE/MER S E
ENRl%H 15%H 23% » 2 3-4 REMWEBEEERS RIS 6% 4% - F 3-4 RM/IVROR
WERBEERDBIE 4%F 5% - 55858 IMCH & - ALIMTA 485 18%MB AEZH T
ALK - cisplatin BRI 7%0m A [F2EEIER/FARXE (8.2)] - &5 JMEN -
PARAMOUNT #1 JMEI iR AIESHELEZHAE - F 3-4 REF S MBKE/E
IESERRBI%E 5% - 5 3-4 BRBMMEBEERRBI%E 5%

5.1.28BBInsERR

Pemetrexed =Z2LIRBIBEAE BT - ALBEEETEFRZE>45 mL/min BEA - AFHEH
2= - PIBETSFRZE< 45 mL/min BB ABRDIEAE - SR EARAERE= -
It - BBEETBFRE < 45 mL/min BfEAREREA ALIMTA [2BRAZRZE(3.1.5)]
EE—UBEBNEAZZHRAGEREERE= 19 mL/min) - EEEH
pemetrexed AR EMMNME £& By, - AEYHEBESHEMIET -

5.1.3B =18

ALIMTA TJgEE5 | EERE - BREEZZERWHNESY - RIRERT - # ALIMTA #
A cisplatin IR ABRIBREER : 518 IMDB & 2.1% - &5 JMCH & 2.2% - &
PRef P - #2 ALIMTA EEEBENRABRIBREERS 0.4%2 0.6%(: 5
JMEN - PARAMOUNT #1 JMEI [f(B2BRITER/AR&IE (8.2)] - BRiAZER TEEN L
BHERRE - ALIMTA A ESREHAESRIB INEE - ALERETBERZEER 45 mL/minute B9
BAGFER ALIMTA [F2BEREAZ(3.1.5)]

514Kk MREMEESHE

B ALIMTA OJgEE8 & E - BRI AN - KEFIREHEESY - BELL
I REREEEE (Stevens-Johnson Syndrome)/EB 4R IRIEABRENEZE - &8
BEHBREWIAREY - KSR BHEESY - BXKAEHALIMTA -

5.1.5 BE Mm%

ALIMTA A EROBE R A BRENBEMMX - BIFENGEE - ERXE2HEREAH
RIFTZEBIEE R e A SN AEAR (BIUI T IR R 2 - 2Bk &2 B fhpE8)E) - BREH
ALIMTA - tRiEZ /ML - BIZKXEF ALIMTA -

5.1.6 Radiation Recall(FZ 51 5C 18 /2 FE)

B EHEA LR AN HAERNEAL ALIMTA JAER Ol SE S £ NS iBRIE -
B A Z Al IS AR BRI EMI @ B 38 K AKE - B HIRN S IR R IERE

JK - XAIEA ALIMTA -

5.1.7 BIhEE R 2R A Ibuprofen EiE &4 @S
KERFTEBNEAZRALERBREA ibuprofen - H ALMTA WRESZIEMN - &
B ALIMTA AR & FBREMRIEN - MEEETEFRELE 45 mL/min A 79 mL/min BB
A - BERERT ALIMTA BIMX « BRI KREMXEERABAR T ibuprofen - il
R\ EBERERER ibuprofen - BEEZEERHEAN ALIMTA ARKRIE - BB S
H - BEAMSBESU(BESEAERAE3.1.5) « KEERT) Nz s HhEsH
(1] -

5.1.8 iffa-RaZHE M

RIZBENMA R REEYERHERNRIR - AL TIEREYL ALIMTA OIgEEERERE
E - BMEEME P EREFEREEIIR A TER/NDERREZARZEZ 500
mg/m? pemetrexed - EEREBEM Y - BRBEBIEEMBIRLI - SHEZ2ELEY
OEEHRREN ZBERE - SMEBEBREINTUE #X ALIMTA JAERBE R E
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54

TREEAER 6 BR  BRINAMNEZER - SHEEEBRENXUHEZSE
. EEZ ALMTA SEBEESRE—EaEEE) 3 ER - BRABMWEZ
B 2R EAEEEEE6.1 -~ 6.3)MEZEFM(10.1)] -

=l

WENERERSE

EEEEEREN -G  BELER  ISEMREHRBENEIEER - BRIE

ANC 21500 cells/mm?3 + [0/)\#7£7=100,000 cells/mm3 - JLEEEF Sk %=245
mL/min - GRIAGSHEGBMNERE[SBRIZHEZE(3E.1.5)] -

RIAGRRIEEIR

6.1

6.2

6.3

LS

WIEB YR EYFRRENRIER SR TIRBEZALIMTIA - deEERk 2RSS
[EZREZEERM(10.1)] - BADEE ALIMTA ARRZ2EZNER - B EiEEES
REBEFRBFIES A TR 2/ BEREZRARREE pemetrexed 500

mg/m? - EEREY ERBEEENRLEESBEN] - & MR2LHTERKR
EHERBEREAEGIIEIRSEIRG.3) - EBE—RAOD - EETHEK LR ER2AE
BPRESALCRREERENERAR DA 2 2 4%k 15 F 20% -

AR

Pemetrexed /B FEHEE - EREFRHBEEFICEH G TRZ2/)E
pemetrexed - B (1R BSA)% 0.03 & ABEEIE 500 mg/m? - & 1204 ZHETY
(R, HERL ; BREASER ; FBHER 5)REXR - 1R1B BSA 8T H
pemetrexed IS AR ER ABBEIE 500 mg/m2 89 0.0012 5K - SiEMETEIEMH
FRERBEEZRMRBNETHNEEATE ;| KEEERK)

=EZR

LS

BEDRA pemetrexed SKERNEHYZEE W EARIT - HREFILBRZOTENZ
AEFEIL W WER - B ALIMTA A PHBERIEEREARRENE
b - BEEEERAR ALIMTA SEHE A ERRE—EAEE 1 BRAAERI -
BEBRENNX RS

w3

poglid

REBLMER ALIMTA I EMISE[FELRFBARIKEERSIA(6.1)] - AR TJEE
REESEY  BEREEAEBERENINYEERER ALIMTA S EABEI&EE T
ALIMTA 22D 6 B R - EHBAME Z2EN -

St

HROENEGS - BRESUEHEIMHRERESAES - BEX ALIMTA A&
BRHE—HALIMTA B2/ 3 BR - ERBNNEZ2EH[FESRZEESH(10.3)] -
A%

P.7




6.4

6.5

6.7

S

ALIMTA oige 25 EBEBENBUNETERES - BRI ABRELEHEBHNTER
S0P [ESREBEREM(10.3)] -

JINER

ALIMTA RREER AN L W EEIEAREL - ALIMTA WL HAZEYEN BT
ISt B R M ER BRERANERNRPETIE - - RBHSRELAR P -

R EHMEBREBERERAR 21 KIBHWE 1 X - £ FFIKET ALIMTA BIE
400 Z 2480 mg/m? #7110 5§ - BAMZHEMTD)ERES1910 mg/m?

(<12 BAKME AR 60 mg/kg) - —IE activity-estimating #5& - MA 72 (IE M
HEARMBENIE - Ewing KAE/BEREBINEERE(PNET) - EANLRYE - AR
AraE - =2EEE - SEERARE/E LR SINEEE(PNENIZRIERS B HE
BEARERA - 821 X8T ALIMTA RAMZHE - MIRERABASHREL
% By, - WA EME dexamethasone -

REZIBERENE ERERABZINARREATE M ABZRNWAEE -

ALIMTA EB—TISZE HEBL2HAFEE 400 F 2480 mg/m? REHENR 4 E 18 5%
(FI9EFEH 12 BR)RY 22 ADm A (13 IS 9 U M) KETF (L - Pemetrexed WRESE
(AUC 701 Cpy,oy) EBETI ML AL - SRERAMNTIIBRRE(2.30 L/h/md) 1K=
(2.3 /NI B AAB L -

ZEA

20 ALIMTA ERRFBERY 3,946 Am A B 34%7% 65 BmIA £ - 4%% 75 B £ - B
WABRFENRE ADRRERINERL L EEREEE - BFEmAMELE - 65 mMU L
AR 3-4 REM ~ K55 - /OB AME ~ SIMEFIE 48 M BKm M ER) &£ =R
RS £hBEBEE S ERRARGEEFZEVE-IRIL - FESREITFR/ARXIE (8.2)H
ERARRLERERN(12.1 ~ 12.2)]

BINBEAZ

ALIMTA = ZERBRHEL - BEIBEERRAMLE - BIEE MNEESEBREEER
ALIMTA FIREE (AUC) BN [[FERMERFBKERSIR (5.1.3 ~ 5.1.7) NEME DB
HAN] - ARZBIBEENBBREERAS mL/min BB AERBELRERERE

(3.1.5)] -

7  XREBfFH

Ibuprofen ¥f Pemetrexed HYE 2

Ibuprofen &7 pemetrexed WEEE(AUC)[BSREMB HBRHMEO)] - NEEDERES
45 mL/min 79 mL/min EA :

B IEI T ALIMTA BIMK « ERKREMANEIEI T ibuprofenzZ2&EAZHZ(3.1.5)] -
JNR\EE B REIRIL T ibuprofen - BEEEMELATANSHEAG - BWANSHBESY -

8 BIfFR/ARKME

8.1

RAREZEIFR/ ARRE
MIARREBRHEEMETERFMAVERA

P.8




8.2

S HEAHI[BE2EEZ EFREIEG1.1)]
BRIBFESREERTREIR(.1.3)]
REMMAEM R BE L [FEREZ R ERSEIE(5.1.4)]
JSEEMMK[FESRELERBREESIA(5.1.5)]

JHE B RE[BLREE FREEIE(5.1.6)]

b R At B A B

ERERREBETHIRGEERA £ REYNERDRPIERIN IR RER
TREFHEFHEEMBRARPHEEINARREZET MR - MEARREER
ARZERER - WRAREERD - ALIMTA BE—Z2YaER &R RNARRBEEER
>20%) 55 - BOMBRAGRZ - ALIMTA i cisplatin R - RERNARKRE

(BEEZE220%) BB - EhMEMIKE/DE - B - CFESS/IEMES - /R0 REH
E# - ALIMTA £2 pembrolizumab K& tHEEEEH AR -
R220%)RIEE/EA - B
FNEELE -

2F 83 AR A0 BE 9 E /) AR B i e

EERNARNRE(EEE
0E -8R - BRRMRZ - 412 - &AL - T2 - IR RS

A Cisplatin fERE—HAE

ALIMTA W2 E5 IMDB - B—IEMEH BT : 1) ~ FAREZPOEEE - RARE
BEXEEREN SE s ER I/ A iERm A ETE - MAESE 21 X8
HAROEE 1 KEFARIEEI45 T ALIMTA 500 mg/m? FEEARIEE14 T cisplatin 75 mg/m?
(n=839) « TS 1 XM 8 KEFAEE 4 T-gemcitabine 1250 mg/m2 MEEE

21 KiBEARIE 1 REEIRTEI4 T cisplatin 75 mg/m? (n=830) - FiAR AT
REMMEEER B, -

58 JMDB BEBRERIR FiE iR AR S /EAM H B 2EARRR(ECOG PS)2(2)U £ -
AZEFNE= ZRERFE - SRRENRBENEACNLGTEMNEENSREER
45 mL/min B9RA - TNBEBRFEA(E FH aspirin SR ELMIEBEIRR T 88 K 224 - SfIAE
RER - #4 % B sl REHEERENEASNGHER -

TNitE R sl EE JIMDB & ALIMTA 6 cisplatin #9 839 iR AMRE=E - FHe T
1217 61 B (EE 26-83 %) ; 7T0%HIBAREM ; 78%H/BEA ~ 16%RBEH ~ 2.9%
RUEMTEHH T E  21%REA FFFEBA ~ <1%HEMES ; 36%4%4 ECOG
PSO - fm A#ES ALIMTA BEIPUEA S -

FIUIR 5 58 IMDB #= ALIMTA #tF cisplatin B9 839 I8 A B EEEFR>5%M K
RREMREE - 35t IMDB AZ:HKERERNSENEHIHEARKRIER
ALIMTA AN AR ERBBENERA - Bt EBRENRE -

=M : 5158 JIMDB $#%5 ALIMTA ##H Cisplatin {EEABEM R HE R EEZHAR

ER5%NFRRE
ALIMTA/Cisplatin Gemcitabine/Cisplatin
FRKFE 2 (N=839) (N=830)
FREEHR $£3-44% FRBE%SHR £3-41%R
(%) (%) (%) (%)
FIEFRRIE 90 37 91 53

P.9




HEREIE

e

=il 33 6 46 10
ISRt g mEk 29 15 38 27
D

VR i 10 4 27 13
=i

AVESEF £ 5 10 1 7 1

B

2SR

K55 43 7 45 5

B

LN 56 7 53 4
M i 40 6 36 6
BRHZ 27 2 24 1

™ 21 1 20 0
[ P 3¢ /MR e 3¢ 14 1 12 0
i=p] 12 1 13 2
MR /B 5 0 6 0
g

BBERE 9 0 12 1

hERE 8 0 9 0

RIS R/ RIS

e 12 0 21 1

TB/RE 7 0 8 1

@ NCI CTCAE 38 2.0 hx -

MABEZERIR ALIMTA EfttARFE -
BER1%E<S%

FEEER — BEMIEDPHEB MR -« BER - )8E
— AR — BRIK
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REEEE — AST EFH - ALT £F Bl — EREERE TR - BRIS
IRES B — #ERER
BEE1%
DME — DVEARE
—AR = — Mg
A ZEE — GGT L
FHACE — BRI RE
F—RALE ALIMTA Z ZiHZY (L8 B E A # 158
ALIMTA ML ZE e IMEN - —IEEH O EC(2 : 1) - LRBIHER - 2058 - &t
HERIE 4 BB HE RS HEYEEAFERNIER(E S Bl e HAs & M IR/ )\ Al Be i
R AT - BAS 21 X SIKT5%4F ALIMTA 500 mg/m? =¥ el 22
- BIEFEBSEHBEEATESZNSY - MERRAE WEANLNRIBRERMES
EPR
B2 JIMEN BEBR ECOG PS 2(B) U L ~ AR IEFINE=—ZRIRRFE - SHEHENR
EEEARIA ENBRENSFRZEEL 45 mL/min 9B A - TNEEREE =B
aspirin SR EMIFERE RS 3K EEY) - SR AP RERK - #4£EK B, SUNBEREREW
mAZ Mtk -
NER R R JMEN B35 ALIMTA 89 438 IR AR ES - Tk UE S
61 s (2EE 26-83 %) ; 7T3%HHRAREM ; 65%BEAN ~ 31%HBLH ~ 2.9% &M
FEINTF - <2%BEMES ; 39%% ECOGPS 0 - fm A#ES ALIMTA BHi$ {7
AR5 ALIMTA BEEISRE S 96% - KA—F 8 BWA48%)T 2’V 6 E:EH -
HIRER 21 X - 23%MmASTMA 10 Bl L - BEHRES 21 Xi0 ALIMTA &7 -
FORMEEE IMEN hiE2 ALIMTA JAER 438 AR ABIEH EERS5%HNARNER
HEREE -

A : #58 IMEN iE= ALIMTA BB ARER SHINFRKIE

ALIMTA LT
rRKEE 2 (N=438) (N=218)
PREEHR $3-4 % FREEMR $3-44
(%) (%) (%) (%)
FrEARKE 66 16 37 4
ERERE
MR
Bl 15 3 6 1
[Edr B Mk 6 3 0 0
B /D E
i Bt
ALT &0 10 0 4 0
AST &0 8 0 4 0
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K55 25 5 11 1

ST 19 1 6 1

BRIRZ 19

S
I
==
i
XX
<
|
=z
HZ
oS
\‘
—
N
o|lo|o|o| o

R

=

BB 9 1 4 0

RER/KEE

ARV 10 0 3 0

3 NCI CTCAE % 3.0 ik

HRRZEEIZE - ALIMTA AEZHM(9.5% vs. 3.2%) - EE 28T A MBKFFERAL
MEREE BRI (5.9% vs. 1.8%)HIEEAIHE S -

T3 5FER ALMTA BABEINEMARKIE -

BER1%E<5%

FER/EE— RS - BREE/EE

BEE— B

— AR — KB - B30

MEE — M/ E

Bl — YBBESRETRR - IBET A - B/ KB BEERE

IREE % E — IRIKREER (B2 4EER) - IRRIEM

BAERI%

DOME — ENELNEAR

BRI/ E — SR AT

— A — BEMED MR MIKE/E - B8 & (allergic reaction)/ & B4

(hypersensitivity)
1PACE — BEE AR

B — BRIB

F—#R ALIMTA i S HEY (B8R & Z M1 RA

ALIMTA 92 =1 PARAMOUNT « —IEREH 2 BC(2 - 1) ~ ZREIHREER - HES
18 4 EBHALIMTA 7t H cisplatin S5—#3F/ )\l AR Ay e RO IE R EE (R mTR E Bk
B IE)ZERiE sk E R IF AR A AR IE/ N A PR b 2 s A\ P #E AT RS - W AR D BCIR

P.12




21 RBEIMOES 1 RIBSIREEA T ALIMTA 500 mg/m? S FERZZ BRI - B3
ARCHREATERSY - MEGRAENBADES ERMEER By HUET -
PARAMOUNT #EER ECOG PS 2(2)MA Lk ~ ARERINE =R FE - BREHSMN
= BIEA R LT EHNBEENSREER 45 mL/min BUBA - INEFRFOAEH
aspirin SR ELfFFIRREIRZ I 34K ELY) - SFUAERER - #E R B IR EHERER
RAS N -
Tt E R 2 PARAMOUNT 52 ALIMTA 89 333 iR AMNRES - FIRTMES
61 B (5EE 32-83 %) ; 58NRIMAREMY ; 4% BAN ~ 48%REE « <1%RFEA
FIFEEBIA ; 36%% ECOG PS 0 - ALIMTA AN % R B4R = BE P A1 239
%4 - ALIMTA A5 33% R ARARREMEELRE - LB HE5 0.6% -
ALIMTA A5 22% B ABRARREMEEAZE - ZFHES 16% -
FNIRH PARAMOUNT 5 ALIMTA 8B 333 R AR BEER5%MAR K
BREBREE -

7N : PARAMOUNT ##% ALIMTA JAER A B LR S AR RE

ALIMTA ZRIE
RERHE 2 (N=333) (N=167)
%R $3-4% | FASH %3- 44

(%) (%) (%) (%)
FREARRIE 53 17 34 4.8
ERENE
I 22
=yl 15 4.8 4.8 0.6
[Eoh R M3k 9 3.9 0.6 0
A
B PR
2HER
K55 18 4.5 11 0.6
=1
/0 12 0.3 24 0
& Nt 6 0 1.8 0
RhME S/ O R sk 5 0.3 24 0
—fREE
7K 5 0 3.6 0

4 NCI CTCAE % 3.0 iR

P.13




HBRZRBA - ALIMTA AEZHTALMIK(13% vs. 4.8%)FM/\H7(1.5% vs.
0:6%) * FEFATMERE BRI (12% vs. 7%)FEERIE B MERKBE F (6% vs. 0%)H
b BB -
T5I5 ALMTA AP ESBEMEMSE 3 3 4 RRRKE -
BEE 1%E<5%
%/ 5 8 — V)RR DE
— AR R — BEMEIE P A BRI E
BEE%
OME— HEMLEBE - ER
—REE— R BEE — SHEE B — BEE
Bl — BRIE
MEH— fitkE
BB L B BRI
ALIMTA g2 2 W5 IMEl - —IBREMAE(1 1) - B  SEHE K REER -
EESBSHLE AEETLNBADETEM - BALSE 21 RBHNE 1 K53
REAE4 T ALIMTA 500 mg/m? 5 EFAREE4 T docetaxel 75 mg/m? -
ALIMTA BHFFER AR SERANBER By, -
s058 JMEI BEBR ECOG PS 3(2)UE » RTINS =R NS - SHEEMRE
ThEER BEASsT BN BET SRR 45 mL/min BIBA - TR EIAE R
aspirin FEMSEEERZ A B R BWMY TR FEAER - 4 By, ARSHEERNRE
ASIHE -
Tt R R IMEI P52 ALIMTA #9265 (B AN REE - FHPIES
58 (85 22-87 %) ; 73%HIBABBE ; 70%BEN -« 24%BIEH  2.6%HBA
FIEFEBA - 1.8%A/ANTEHNT & - <2%mEMES ; 19%7% ECOGPSO -
F IR IME| P ALIMTA AR 265 MIBABR B ERS%N AR RER
HBREE - 55 IME IR AREE TR AL E IR ERRRME - 7
ALIMTA BN BAEEFRIBEEREN TR R EREE -

=t : SR IMEI IS ALIMTA AR RS M A ERA A B AR A RER

5%MAFR R E
ALIMTA Docetaxel
rERME® (N=265) (N=276)
FRE%ER E3-44 FRE%ER % 3-4 4%

(%) (%) (%) (%)
ERERE
MK
=gl 19 4 22 4
& oot 3 M Bk 11 5 45 40
B ME
/)i et MEE 8 2 1 0
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i

ALT &0 8 2 1 0
AST &7 7 1 1 0
B R

=1

LN 31 3 17 2
BRRZ 22 2 24 3
M A 16 2 12 1
[ P 3¢ / MR e 3¢ 15 1 17 1
(b 13 0 24 3
(G 6 0 4 0
EHER

K55 34 5 36 5
B3 8 0 8 0
REMN/KE

ARV = 14 0 6 0
REE 7 0 2 0
k=S 6 1 38 2

a NCI CTCAE 55 2.0 bk -

MBS EES ALIMTA BB A PERERIRE AR KE -
BER1%E<S%

EEIER — 18R - BERE/S8EMN - BRMIEPHEBMEKE/DE - B
KER/KE— SR AN

FHACEE — BENARE  RIB RS
BEER<1%

DOMME — EOEONEAZE

Ehi — BRI

FCRIRERAEIEEHRIE/ AR TIE - £2 pembrolizumab K ZHEEEEFAB
— IR ARNIEHZEY SR E S 2 PO B (KEYNOTE-189) & &1 #f Jc g Rk
ZaENERHIEEAR NSCLC - REH EGFR = ALK EREREZEEH A
ALIMTA E2 pembrolizumab K= $H1E2 % A (carboplatin 2k cisplatin)ffHNZZ
- WA BIES pembrolizumab =% 200 £ - SHALIMTA NI A& A%
(n=405) - HEFEZLRE - ALIMTA TIZAZEY)EFE(N=202) - £ 2 FRNER LA
BEREBUMERABEZERERER ; SANWRERARBRIGIZEY) B &R ; ST

P.15




FoRl 26 B B 30 Gy DU EZ BRI EGTa ERm A B & BRI R 2 N2 RER R
AmER(12.1)] -

Pembrolizumab =318 200 ExWPIRZERERE A 7.2 BHEERE : 1 XZE 20.1 (&
A) - & pembrolizumab A% - B 60% 2% AfEA pembrolizumab 200 Z58F/
826 B H - 7 pembrolizumab #AHMHEA S - ALIMTA RRAIREERSES 9 BB
HY . WA 78% 2w AR ALIMTA j& BHIISE25 EBH - TREZNEUS | Fik
SIS 64 H(EEE : 34 E 84 %) - B 49%% 65 % (B)LE - 59%EH - 94% 3
A - 3% - T 18%EE M IR B A LIEAFEI REENIKER - B 72%8
Jm A= carboplatin A -

B 20%MmARBELRKREMELL pembrolizumab - && REHKAEH
pembrolizumab AR K% (pneumonitis)(3%) & B IEE(2%) - B 53%
Fm AR BEREREMIFE pembrolizumab ; EF&E R (22%)HAR K ESE &R
ZHBEEBZEHPE pembrolizumab WBESRM BIMIKE(13%) ~ BN/ KR
(7%) ~ EIM(7%) ~ M/ (5%) ~ BEE (4%) ~ Hisk(pneumonia) (4%) - IR ALAT
B EFH(B%) - HIREZ(2%) ~ [E R MIKE T 2 EQR%) - EFRBERKIER%) -

ALT EF(2%) LUK 3815 (2%) -

FI\RENDRIEI T BEED 20%(E A pembrolizumab JAEZRABENARK
FE - LIRBZED20%ER pembrolizumab /8B 2R ALIRBEIRZNERENRE

§ #=J\ : 7£ KEYNOTE-189 h - H220%2Z AW ABENAR RIE
Pembrolizumab ZRIE
ALIMTA ALIMTA
2B EE 2EEEE
n=405 n=202
FRRE FRBE%R* %£3-41%k FRBE%HR $E3-44
(%) (%) (%) (%)
BIRERR
IEJTIY 56 3.5 52 3.5
B 35 1.0 32 0.5
=N 31 5 21 3.0
& Nt 24 3.7 23 3.0
25 M5B B B AEAR
Rt 56 12 58 6
B35 20 0.2 15 0
REHEEREE
BRARE 28 1.5 30 0.5
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REEE T HERS

K+ 25 2.0 17 2.5
HIRE - MAEALRRR

M2 18R 21 0 28 0
[ R IR 2 21 3.7 26 5

* i< NCI CTCAE v4.03 EfTH 4R

t RSN KRS

tEREEESRND KB - 2RMER 5 WHED - BB - B - LURIRES -
&N : &£ KEYNOTE-189 o - H220% 2R ABERPFBENEREMRESR

Pembrolizumab LR
ALIMTA ALIMTA
ZAEBEE SAEBEE

LS FRazg $3-44 FRE SR $3-44

(%) (%) (%) (%)
{EE8
= M 63 9 60 7
RRR L 48 L i 47 3.8 42 2.6

=

RE N 47 2.8 40 1.0
s
BEEEBMIE 39 2.8 39 1.1
BB S 37 4.2 25 1.0
{EC M 24 32 7 23 6
M A% 30 10 28 14
o ot B S 26 1.8 29 2.1
=)
R IM 5 24 2.8 17 0.5
= M# 24 2.8 19 3.1
KM £ 21 5 20 5
MiKER
MAT Z=0RD 85 17 81 18
ME KR D 64 22 64 25
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=NIE2 S 53 12 50 10

TEch 4 M3 48 20 41 19
o)
/AR 2> 30 12 29 8

*EIEBE 7 RERNFERMAERRBERE ) —RMRTER=SREN
mAAN BAEEM . Pembrolizumab/ALIMTA/Z #6284 48 (& E : 381 & 401 fiI
BwA) - ZRE/ALIMTA/Z BB AH(FEE - 184 £ 197 iEA) -

T k3% NCI CTCAE v4.03 #ET 4R

72 14 Bh HE ) 4 AP e (Mesothelioma)

ALIMTA 224 Eale IMCH - —IRBEH D EC(T : 1) ~ BEaER - MARSERMEM)
BB AREE CEREN R EEE AR AP ETHL - MATESE21 X
BEARE 1 REBIREE4 FALIMTA 500 mg/m? & cisplatin 75 mg/m? - S{#ES1E
21 RBHAKWE 1 XEIREITAT cisplatin 75 mg/m? - BRI ERE R BE RO
SHEY - L2ME 226 UEZE/D—H ALIMTA #H cisplatin 8958 AR 222 U E
DR cisplatin BEAENE A PETIL - 226 = ALIMTA A
cisplatinffEA S - B 74% (n=168) R a BB AR N AR EMAAEER B, -
14% (N=32) KX 12% (n=26)ZB 27T -

AlE8 JIMCH $EBR Karnofsky ECABBERIRARAE(KPS)ERS 70 - BHEREMBEEINREAE
AT BB ETBBRZEER 45 mL/min B A - TNEERREEF A aspirin SLE1th3E
B2 3 KBRS0 B -

MER R 168 IR D WAEMMAETSER B1omAR ALIMTA £RE= - TP U
7% 60 B (ZEE 19- 85 %) ; 82%MHEARBBM ; 2% HBA ~ SN BEMFEFaH T
B 3.0%RDE - <1%BEMES ; 54% B9 KPS % 90-100 - ALIMTA/cisplatin
FRAEAHERANAEBIPSMUE S 6 - ALIMTA/cisplatin it R EFRHEERARR
2 - mOWMARMAP - mAERZ ALMTA WK ERE RRETEERTE ALIMTA B
EBEMN 93% - RE RERLEELAENARKERIEFHA MK/ DIE -
FHIEMEER IMCH 32 ALIMTA SRR 78 70 @ A4 Rim ARG AR >5%M
ARRERERE EE - il IMCH It RARER MRIIENE AR E AR RIE -
£ ALIMTA AAMEBRHERAEERTEZERENARREIRER -

#=1 : 35 JIMCH %S ALIMTA/Cisplatin JABEI AW R EBMMEER B1oRA

RIGRHBER> 5% NARKRE?

ALIMTA/cisplatin Cisplatin
F Bz fEP (N=168) (N=163)
FRBEE# F3-44 FRBEEH® F3-44
(%) (%) (%) (%)
BEREER
MiKER

P.18




HEEP'@EJI[{H% 56 23 13 3
B E

=gl 26 4 10 0
m/VAROREME 23 5 9 0
=1

BB S 11 1 10 1
J;;?;Eﬁa PR 16 1 18 5
B R

RIBER

Rk 5 0 1 0
=1

I3 /Cr 82 12 77 6
& Nt 57 11 50 4
(1 e 3k /R Dz K 23 3 6 0
BRARZ 20 1 14 1
e 17 4 8 0
B 12 1 7 1
HIERR 5 1 1 0
ESEMR

K55 48 10 42 9
KEmEsE

MR 7K 7 4 1 1
g

B RE 10 0 10 1
KERE 8 0 6 0
RER/ K&

AR 16 1 5 0
W5z 11 0 6 0
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25088 IMCH h - 226 filfs A%

=4hZX /| —T7

2 Z/0—% ALIMTA A cisplatin - 222 IR AZE=

Z/D—H cisplatin - F/\I2H#HE= ALIMTA ##F cisplatin(168 &5 A )3k
cisplatin B85 (163 mA) BEA B AR ROMAEBRMAELER B, RIKH

IR B2y 7 e -
b NCI CTCAE % 2.0 kR

MR ES ALIMTA 5 H cisplatin B AFEBREZINEM AR RIE :

BER1%E<S%

FEEER — BEMIEPHEB MR - BER - B)5E

KERY/ B — S
—REE — WS

UHEEZ & — AST £ ~ ALT E7+ ~ GGT L£7+

Bl — BRIB
BEE<I%

IOWME — NVEAREE
Ly

A E X TTRT RV IR R R IE R DT
FT—EMH IMCH izt NCICTCAE % 3 5 4 AR REBHNBERNEBREE ZRER
MOER - ER ALMTA BERERSEIMHERBRABT(ERBRB)NHFAARR
BRRERNREESRIEMACRESHRIERNELER BZRAGTAHRE)
x+— : 5B JMCH B##3% ALIMTA R Cisplatin JABREVRA - ROAKT D HFE
HMERBERESR3/4 RFRREHREMRIEE D17 °

FABRATHA HERBFHIEA

% 3- 4 RARRIE N=168 N=32

(%) (%)
& P i 3 MR 23 38
/MR D 5 9
& Nt 11 31
S RE P MR 1 9
i
£ 3/4 fRIEPIEE MBRHA 0 6
D REAR B
R 4 9

4 NCI CTCAE % 2.0 hk
MIABRREHRERRRFEDHBREERNBASRIERFBITAIBEA -
S ME(11%LE 3%)
« 7% (8%LE 6%)

o M2 A/ 12 ZE(6%LE 3%) -
BR AN Bl PR 5l B A B
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HF SR B 3R IE P14 5 [ 2K M ERI AL - EE ST B - 1%
ERREKX  BHEF: < 1%
83 EmhE&ER

MIARRER ALIMTA EhEERRER - AAEEARKREI B R MO -
ERZERAERR - SZRELTEEARRBRIRERR - 51 B ZE R RE
% -

MARMEZF — RREERAMMED -

BEAHE — &k~ Rk -

T B MBI EEEBAIAR T —IKEE -

BE  PERBMFEE—STERE -

IFIR %48 — BB MK -

KR E— BREBRAKEMUEREBER - £ 5@ EIEEE(Stevens-Johnson
syndrome)E2 55 M 3= 7 R J5 A FE 1iE (toxic epidermal necrolysis)

BE

RBEYEZERARE ALIMTA ERBE - IKBEEYEE - 1252 leucovorin TJLUREE
ALIMTA ERBRERSMH - DIEN S ZUFER ALIMTA Z 8JATHARAD -

RS
10.1 fEFR#&EE

ALIMTA SERBCUCEIDEE - SHRRARERMMENERKEERHEE -
St BREETR pemetrexed T thymidylate synthase(TS) + dihydrofolate
reductase X glycinamide ribonucleotide formyltransferase(GARFT) - ELBEEE
RHEMBKEMEZE - 28 thymidine & purine 288 ZHES B - Pemetrexed 548
AMpiEEES - AINERERERNAMEERESERERAREANAR - EAMR
% - pemetrexed &8 folylpolyglutamate synthetase B Z#{E%

polyglutamate # - Polyglutamate Zo]BEZ 40D - H7 TS 1 GARFT YD
H -

10.2 ZEEEERE

Pemetrexed #%5E E AR AREA(MSTO-211H ~ NCI-H2052)R9589h £ K - BEH
H cisplatin 53R B EIFA -
RIBGEEZYYNELT - BEED MR MIKET 2l (absolute neutrophil counts,
ANC)REFAIREE pemetrexed EERBENERMNELTE B, WHAAR - &8
a8 EiBHAE pemetrexed REE¥ ANC SR EZRIEWE -

10.3 ERARRIZEZMER

10.3.1 }UEH - MREURIEBEEEN

TWAREAT pemetrexed RIBUE M ELER - /BB B8P RVES NI EREVR

pemetrexed AR EEE 4 - BEZEIZIMAIEL(Ames assay ~ B = B BN & 4 e et Bg)
P ABRAHEREM -

RE RS E G 4a T 1 14/ )\ E8=0.1mg/kg/ REIERT pemetrexed(ikiZ BSA - KB ANBREZD
£/90.006 8) - BREBHREE - BRBIEMENER -

o)
ol
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ZYE R

BT

E" 426 fIREBAEABEEENELTRA - EBHTEE 0.2 = 838 mg/m? 9 ALIMTA &
73 88 RET Al pemetrexed R E) S1EE - Pemetrexed B RB=(AUQBEREKIMFREE

( maX)BL"*“ SMEEHIENN - Pemetrexed MZEY &) HE LA ENR B HAN Rk E: -

M

Pemetrexed I2EMEE D ASTER 16.1 L - B2SIMHEREAR 81%H) pemetrexed EMRERE

ae

BEBR

BINEEIE R 2R A LERETERRZE 90 mL/min)E pemetrexed £ 85 BRESR 91.8 mL/min -
pemetrexed B BEERFRERM 3.5 /IS - BEEBINAE N BE - pemetrexed FIBRRE N -
pemetrexed EEE(AUC)IEMN -

=il

Pemetrexed AE&EBEZRIMH -

B

Pemetrexed FZLREHEL - 1871 24 /\F - 8970 & 90%WEIELURELAEHEL, - BEIM
§RFN - pemetrexed E OAT3(EHIZEEFEMED3)NRE - —1&H pemetrexed I@Jﬁj\ DA
BRENEHER -

A I BE

RIBIGRRZEYEN NE DN - F(26 £ 80 m) MM A% pemetrexed T B REBEEEMAAE
M & -

fl]]ﬂ

=
\FR

NG HE
Pemetrexed EE AMEASIEEEB ARZEYE) N2M D - HEEHOERAE -
HTIEEARZ /A

Pemetrexed B RTEMTINEEAZ R AETIEN SR - BRIRGIERPERZEER] AST - ALT SUARREAL
R LA ¥ pemetrexed B PK R BFZE -

BIEEAEHA

Pemetrexed FYZEYE) NE ST EIE 127 UBTHEEARE R A ° Pemetrexed MR BIRZEEE
THEERRME MK - RMmEE S RESEM - MAAEENSIRZEZS 100 mL/min % AL - Al
FEETBMRZE % 45 - 50 7 80 mL/min B AEEZSREEAUC) D RIIENN 65% ~ 54%F 13%
[FERAZAE G15MEBIEEIR(G.1.3)] -

FEoTERRER

Pemetrexed MFEEERTE KREERFEFE=—ZERERANAEERERRATEIAE ==
ERERRATEHZZNAEL - BREAEREREFZ-TREAHEYH HENEE -
BZYZ B EREER

ZYHIF OAT3 E#HES

BINEEIE®E 1R A (ALELET SRR ZE >80 mL/min) - — X% F IR 400 mg ibuprofen(—i&
OAT3 #I#IE]) - ZPRIE pemetrexed RBERE - BIEMEZEES(AUOK 20% -

Vi g

Pemetrexed & OAT3 WU E - Ibuprofen - —1& OAT3 HIFHIE - SHIHIZRIR OAT3 HEAM
IRUZ pemetrexed - F19[1,]/1C50 EE% 0.38 - RESMNEUIRTRA - EEEIRABRIRE T - Hith
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NSAIDs(naproxen ~ diclofenac * celocoxib) A& OAT3 IRUL pemetrexed - thAE1ENN
pemetrexed B AUC 2 RBEE BENREE - [F2REREERAT)] -

Pemetrexed & OAT4AHXE - EEIMNAEED - ibuprofen AIEfh NSAIDs(naproxen -
diclofenac - celocoxib)TE R PRAERARE T A2 OAT4 HIHIE -

Aspirin

HTPEEDEIEM aspirin(E 6 /I 325 mg) - AFZ pemetrexed RIZEH) ) /ES -
Cisplatin

Cisplatin F5 £ pemetrexed HWZEE S - pemetrexed TNAFEFTA platinum RIZEY) E)
HE -

HEE

ER LR B, BEAFTE pemetrexed HZEYEI S -

H7 Cytochrome P450 BEZECHHIZY)

P2 BREETR pemetrexed AEHNHIZER CYP3A ~ CYP2D6 ~ CYP2C9 1 CYP1A2 Ry 2
)7 BEBR -

Eﬂﬂr_ﬂit %AAE +’l’

12.1  FEEHAR A B 3 /) 4 B B 722

BtH Cisplatin fERE—#EE

52 JIMDB (NCT00087711)@—IBZ %0 ~ BEt 2 EC(1 - 1) ~ B4aEER - 11725 ﬁlﬂi?ﬁ
AR 55 llib/IV BRSE/NARRE AR A ETT - DIFEME ALIMTA RO - e A BB D BCiEs
ALIMTA A cisplatin 8§ gemcitabine #fF cisplatin - {X#E=BIR =R ER IR IT 5 FA M
FEREFRIRARAE(ECOG PS O vs.1) EE/”:U FF SHf - RIBERE R (AARIEE /MR RIE
B) - IR E LT P/ OB BE D THRE - £ 21 KBNS 1 X - DIEKET
ALIMTA %2 500 mg/m2 10 54 - ml BEAROEE 1 KIZFALIMTA £ 30 DB %550k
cisplatin € 75 mg/m%7E 21 KBRS 1 KA 8X38F gemcitabine & 1250

mg/m2 T 1 KI’T gemcitabine £ 30 £ #8% 8 AR cisplatin B 75 mg/m? - A%
6 EEER ; M aRARR AR ER - #4% B, dexamethasone [ﬁfeﬁrﬁ)ﬂ/iﬁﬁg

(3.14)] - FEERIIEERERFEHN -

HUA 1725 ifm A - Hop 862 im AR D ECE = ALIMTA it F cisplatin J&% - 863 s
Ai‘xx gemcitabine fffH cisplatin J&%& - Fiic P AIE% 61 H(E 26-83 %) ; 70% R B
M 78% AN~ 17% REE - 29%ATMTBTRNT H ~ 21%BBAFEFTERHA ~ <1%
REMES - EAWE ECOG PS (n=1722)MKAE(n=1516)MHEASF - 65% ECOGPS 1 -
36% ECOG PS O - 84%BKRHAZE - BIR BB E - 73% ARG AIRIE/ AR - 27%%
BN AR AR IR AR AR AMEE ; 76%7% Stage IV F&9R
1252 AIFEEA AR Al R A MR A D - 68%ZERBIRE - 12% B XAMAZES -
20%mEM AR AR Cn A - 588 IMDB RO N+ _EE 1 -

x=+_ : &5 JMDB HEX

ALIMTAf#F Gemcitabine fF
BUSH Cisplatin Cisplatin
(N=862) (N=863)

BEETaH
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PAIENR) 10.3 10.3
(95% 5% &= E) (9.8-11.2) (9.6-10.9)

IR EE(HR) 2P 0.94
(95% IS BE ™) (0.84-1.05)

mREEEH

DAIE(H) 4.8 5.1
(95% 5 & EH) (4.6-5.3) (4.6-5.5)

BB EL(HR) 2P 1.04
(95% IS EBIER) (0.94-1.15)

BERER 27.1% 24.7%
(95% 5 & E) (24.2-30.1) (21.8-27.6)

AR BB -
O (ARl - IR - BAREREAERIBRE FHE -

1.0
0.9
0.8 4
071
0.6
05 1

04+

Survival Probability

0.3+

0.2
011 —— ALIMTA + Cisplatin (AC) R
ia | eeeees Gemcitabine + Cisplatin (GC)

o 3 L] 9 12 15 18 21 24 27 ]

Survival Time (months)
Patients at Risk

AC 862 737 598 458 41 235 146 88 45 10 0
GC 863 [ 590 456 32T 209 139 78 K 14 0

1 : Bl Kaplan-Meier Bi#R B~ 5 JMDB BB F/EHA
EFAE A ITEHEIE N AR mRAS ISR EETEINTE BRI ERAGIERR KM
BARE £ - REFHMWERT=8E 2 RE 3 - &5 JMEN 1 JMEI th#i22%2] ALIMTA kg4
BRRERNENER  MEAEEESRAMAMIREPIRZ B -
ZF=t=: a5 JMDB IE/ AR AhEA S R AR R IR R R F IR

ALIMTA#H Gemcitabine f}#H
B R IRRE Cisplatin Cisplatin
(N=862) (N=863)
JEEHAR A AR IR/ N B A= (N=1252)
h I E(H) 11.0 10.1
(95% 5% &) (10.1-12.5) (9.3-10.9)
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fEIREL(HR) 2P
(95% 1= B 1= )

0.84
(0.74-0.96)

FRIEE(N=847)

DAIE(H)
(95% =R & M)

12.6
(10.7-13.6)

10.9
(10.2-11.9)

fEIREL(HR) 2P
(95% 5 ME)

0.84
(0.71-0.99)

AAAA(N=153)

DAIE(H)
(95% =R & E)

10.4
(8.6-10.2)

6.7
(5.5-9.0)

fEI&EL(HR) 2P
(95% 1S BE )

0.67
(0.48-0.96)

JREEAR - EHAth c (N=252)

PUE(R)
(95% = & )

8.6
(6.8-10.2)

9.2
(8.1-10.6)

fEI&EL(HR) 2P
(95% 1S BE ™)

1.08
(0.81-1.45)

Bk ARRR © (N=473)

PAIE(R)
(95% 5 ME)

9.4
(8.4-10.2)

10.8
(9.5-12.1)

IR EL(HR) 2P
(95% 1S BE )

1.23
(1.00-1.51)

ARES BB HTHE -

b x ECOG PS ~ 145 - Ffs # B R B Ao B2 I (4R 40 5 T 2/ AP s TR ) 3 -
T e 2Bk AR -

CEERE - AAMEREABERE

P.25




Survival Probability

| —— ALIMTA +Cisplatin{acy o T
"""" Gemcitabine + Cisplatin {GC)

o 3 L] 9 12 15 18 21 24 27 0

Survival Time (months)
Patients at Risk

AC 618 533 437 341 264 188 118 72 3T 8 0
GC 634 542 435 339 240 151 101 55 28 10 0
2 : Bl Kaplan-Meier Bi#R B F 52 JMDB S Ik AR 40 B IE/ )\ Al R i S Y BERE 75 75 HA

1.0
0.8 -
Z
E
3 0.6 -
2 I e
n .
= .
> 1 ks,
5 04 .,
=
0
ol
0.2 1 R -
| = ALIMTA + Claplatin [AC)
----- Gamcitabine + Cisplatin {GC)
0.0 - : . . = . = -
o 3 ] 9 12 15 18 21 24 27 30
Survival Time (months)
Patients at Risk
AC 244 204 161 117 7 47 28 16 B 2 0
GC 229 189 155 117 87 58 38 23 B 4 0

3 : Bl Kaplan-Meier B4R Bl &R ~7058 JMDB o &K 40 A3 /)N 40 B Bri 22 RO 22 B8 15 A
E—HBALE ALIMTA  SiREY(EE B RBIEITE A
B8 JMEN (NCT00102804)2—1BZ /0 ~ BBHDEC(2 - 1) - 5 - LREHERR - 1
663 155 lllb/IV HAE/ N 52 4 BRI EE R R ERARBENREAE
17 - DIFHE ALIMTA EE—R 2 EEBABERER R ENEN - mABHE S 21 XEFIkE
SE4F ALIMTA 500 mg/m? SRl - BERERE b ER oS i - m oA 4
MmASESER - # £ & B M dexamethasone [BE2RERAERE(3.1.4)] - A&/
{E757%[Pocock and Simon (1975)]#k3E FAIER FHEITHEE RS : MRl - ECOGPS (Ovs. 1)
HEFEBENRE(GZAI D RIE vs. ERIEE) « KiE BREL(ZE vs.B) « FEBREMNIES
B 73 (docetaxel vs. gemcitabine vs. paclitaxel) R Z=fE 2 HA(llb vs. IV) - EZEENIEREEIL
EZNEBEB(EEEPMERTEN ; MEYHEE IMEN BEE B HFREGRTE -
HMA 663 iIEA - Hob 441 iR ARSI EES ALIMTA - 222 i ABE# D EcER LR
M o FHe MBS 61 BR(EEE 26-83 5%) ; 73% R EM ; 65% BB A ~ 32%AiiE ~ 2.9% &M
MIEFN]T S« <2%BEMES ; 60% ECOGPS 1 ; 73%IREHZ HRFHEE - ARSI

P.26



EEaEEBH I ENEE PURR 33 BRER 1.6 £25.1EH) - 49%MWBAHRE—RZ
SRIER e BRER B DT RIE - B RIEBRRE - 81%5/5E IV 5K - 73%RIEBiiR AR IE
INARERGSE - 27 %A Sk AR IR/ AR PR AR o 481 SREHAARRRSE/ NIRRT D - 68% AR
2 A% RANRRE - 28% M ELth B2 AE -
BEAIRTUEE 4 -

xTM : 58 JMEN A9

BUZSH ALIMTA ZRIE
BEEEEE N=441 N=222
PAIE(R) 134 10.6
(5% EHEER) (11.9-15.9) (8.7-12.0)
fEhgtL @ 0.79
(95%IEBE M) (0.65-0.95)
p & p =0.012
BUBEMERE(CFEH N=387 N=194
PAIE(R) 4.0 2.0
(5% EEERE) (3.1-4.4) (1.5-2.8)
Bkt @ 0.60
(95% S HEEE]) (0.49-0.73)
p f& p < 0.00001
a REZEUARZERI - BAERARSEEIR
1.0
09
08
.
E 05
% 04 ]
a 03
01 ALIMTA
o ...... IF'“EH_' . . : . : ,

Survival Time (months)
Patients at Risk

ALIMTA 441 386 340 274 221 178 14 ar 63 45 29 19 11 2 0
Placebo 222 200 160 119 83 76 60 40 29 20 13 6 4 0 0

4 : PA Kaplan-Meier Bi#RElZRT5 IMEN RYEBS 75 HS
IR N DR A S AL RS TR E N RIGRF DT A RUNFR+ A AE 5 M6 -
Fx+5h : #5 JMEN tPAES BRI AR IEBFRVERL

BUZE ) EERE BUEENERICEEH

P.27



ALIMTA
(N=441)

ZRIE
(N=222)

ALIMTA
(N=387)

ZRIE
(N=194)

FEGHAR A AR IE /N A B it 22 (N=481)

DRUEH(R)

15.5

10.3

4.4

1.8

fabRtb(HR) @
(95%ER&EME)

0.70

(0.56-0.88)

0.47

(0.37-0.60)

BR¥E(n=328)

PUE(R)

16.8

4.6

2.7

fEBREE(HR) @
(95%ER&EME)

0.73

(0.56-0.96)

0.51

(0.38-0.68)

A AR (n=20)

PAUE(R)

8.4

79

4.5

1.5

fEBREE(HR) @
(95%EREME)

0.98

(0.36-2.65)

0.40

(0.12-1.29)

Hith b (n=133)

PAUEH(R)

11.3

7.7

4.1

1.6

fabtb(HR) @
(95% =8 & )

0.61

(0.40-0.94)

0.44

(0.28-0.68)

gk AR IF /AR B AH S (n=182)

DAUEH(R)

9.9

10.8

2.4

2.5

fabtb(HR) @
(95%ER&EME)

1.07

(0.77-1.50)

1.03

(0.71-1.49)

AR RIBLEMREBREE

O 3k BB ERRO WS R T RRR TR E R AR A AP RSk Bk AR -
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Survival Probability

| =— ALIMTA
...... Placabo

o 3 B ] 12 15 18 21 24 Fi ] 33 35 39 4z

Survival Time (months)
Patients at Risk

ALIMTA 325 302 285 216 178 141 117 B2 51 38 25 15 9 2 0
Placebo 156 140 112 80 63 52 42 28 20 1 7 4 3 i) 0

5 : B Kaplan-Meier B4R B R&E5 JMEN chIESEHA 40 AR 36/ VAR A i = AV 22 RE 705 B

10
0.8
0.6

0.4 4

Survival Probability

0.2 4

| = ALIMTA
...... Placebo

1] 3 B 9 12 15 18 21 24 T k] 33 36 38 42

Survival Time (months)
Patients at Risk

ALIMTA 116 94 75 58 43 38 24 15 12 7 4 4 2 0 0
Placebo 66 60 48 e ] a0 24 18 12 9 8 6 2 1 o 0

B 6 : LI Kaplan-Meier B4R EFRa5 JMEN cP#iik 40k IE/) 40 i it A 22 Re 7 5 1A
E—# ALIMTA St nZEYLEaEE  #REE
PARAMOUNT (NCT00789373)2—IBZ%h/ ~ BB EL(2 1 1) - 85 - LEFEIHRHE - R
SERE 4 1838 HR ALIMTA §fF cisplatin Ja%& - ZEEITE R E(CR) A D & FE(PR)SERIZE
(SD)RIEE lIb/IV ERFE SR ARMRSE/ NARRE AR s A 21T - DUREE ALIMTA B — R 2 $HEEYM(E
BRBEBREREANEN - WA ECOGPS AR 050 1 - WMABEESES 21 REEHET
ALIMTA 500 mg/m? S22 - BEIE mRIL - R TR FHERARETIRE ¥
ALIMTA #tH cisplatin B EZREZNREB(GTEHE D R vs=mRE) ~ =R HAIIb vs. IV)A]
ECOG PS (0 vs.1) - MaEANRAIGEIER - 443K B, dexamethasone - FZZ&EMI5
#E?%Efﬁ%ﬁiﬁ/\%ﬂﬁﬁ’]%\\H:T/EHH(PFS) S—IEENERREREE H(0S) ; PFS A1

S 1WBET% D Bc HEERMAETE -

W)\ 539 A A - b 359 IR AR D BCiES ALIMTA - 180 iR AR D Bl
"*“J FH T S 61 FR(EE 32-83 %) ; 58% BB ; 5% HEA ~ 45%HRDE © <1%%H
EATIEFERBA ; 67%ECOGPS 1 ; 78%IREHBRMAE ; 13%HE—RALEAE

P.29



ZZEH W TEERIE - BRE BEE - 91%5RF IV HER - 87T%RIRE - 7%/ KAME -
6% EL AR RE -
PARAMOUNT BB IR+ /5EB1E 7 -
FT75 : PARAMOUNT B9
ALIMTA % R
B
mAEH (N=359) (N=180)
E2Y  EEET 1
PAIE(R) 13.9 11.0
(5% EHEER) (12.8-16.0) (10.0-12.5)
fEhatta 0.78
(95%I5 B &) (0.64-0.96)
pf& p = 0.02
BELEEHP
hAIE(R) 4.1 2.8
(5% =B EE) (3.2-4.6) (2.6-3.1)
fEhstta 0.62
(95% 15 HEEE) (0.49-0.79)
p & p<0.0001
AIRBZEUREERLE EAERARYEEIE -
0 iR BB AR -
10 3
ob
E o7 |
2
i
.g 04
a 034
0.2 -
01 - — ALIMTA e
0 T Pueebe
i} 3 B ] 12 15 18 21 24 27 i} 33 16
Survival Time (months)
Patients at Risk
ALIMTA 359 333 272 235 200 166 138 105 Fi:] 43 15 2 0
Placebe 180 169 131 103 78 65 49 35 23 12 8 3 0

B 7 : X Kaplan-Meier Bi#RE 7~ PARAMOUNT BYZE2 755
BEGEES(LEBERERHEA

P.30



B JMEL (NCT00004881)2—1BZ /0 ~ BEH2EC(1 - 1) ~ FANMEE  REET—E(E2
AEREEERIERE I #33L IV HAFE/ AR MR fEp0m A ETT - DIEE L ALIMTA BOERL - A
BEMOEE 21 K BBIREITA T ALIMTA 500 mg/m? 5 580KE5T docetaxel 75 mg/m2 1 /)\
5 - BB 2 ECE) ALIMTA ABRVS ABSHAREMMMA LR By, - Al KEE ALIMTA B9
HREREEARSR docetaxel (EFEEMAER 151%) KEHES ALIMTA B ANEREFEHE
1 docetaxel(REZBEWIER) -

HMA 571 i A - Hob 283 im A2 BCES ALIMTA - 288 il A D BCE=
docetaxel - & RPN 4 58 B (EE 22-87 BR) ; 72% =B ; 7T1%HBA ~ 24%HH
2.8%HBANTIEFER A - 1.8%AANTEIHNT F - <2%HEAMES ; 88% ECOG PS
03K 1 - ERERFEE - 75%R5 IV BiER ; 53%RIRE - 30% R BiikA8E - 8% & KA1
B 9% REMABMBI RS/ NME - BEEREFNRBEASSE DI RIER 2 TRENN
FTEMH)\ - 38R IMEl TRBRERAEREHNE BEEANE - EREEINT - BE
E B E R ARIE AR ITER ANEEHARENR ; £ 5% JMDB A JIMEN #7122

FHEIAEB R IR RmER A OREREMRFEREAREBRER (12.1)] -

&1+t : 5lER JMEI B9R

ALIMTA Docetaxel
1 ,ﬂ- %
R 2N (N=283) (N=288)
E2gc FeRnt
HUE(R) 8.3 79
(95%EBER) (7.0-9.4) (6.3-9.2)
&bt 0.99
(95% 1S BE ) (0.82-1.20)
wmE(ETE R
hUE(8) 2.9 29
(95% IS EBIERS) (2.4-3.1) (2.7-3.4)
fEhgtha 0.97
(95% =B E ™) (0.82-1.16)
B2pE o e 8.5% 8.3%
(95%SEBE ) (5.2-11.7) (5.1-11.5)
ARBIEZEUH N BEIEREEIELE -
=)\ : &8 JMEl hABEBRNERENREMENS T
ALIMTA Docetaxel
40 4% B3 oA ¥
R BN R R (N=283) (N=288)
FESBHAR AR PR IE /AR B AG 7= (N=399)
=k ive:(0=)) 9.3 8.0
(95% S EBIERS) (7.8-9.7) (6.3-9.3)

P.31




fEBREL(HR) @
(95% 5 EME)

0.89
(0.71-1.13)

BREE(N=301)

DAIE(H)
(95% =R & M)

9.0
(7.6-9.6)

9.2
(7.5-11.3)

fBRREE(HR) @
(95% 5 ME)

1.09
(0.83-1.44)

KARE(N=47)

DAIE(H)
(95% =R & E)

12.8
(5.8-14.0)

4.5
(2.3-9.1)

fabRtb(HR) @
(95%ER&EME)

0.38
(0.18-0.78)

HAhb (N512)

DAIE(H)
(95% =R & H)

94
(6.0-10.1)

79
(4.0-8.9)

fabtb(HR) @
(95% = & )

0.62
(0.32-1.23)

gk AR IF /AR B Am R (N=17

PAIE(R)
(95% 5 ME)

6.2
(4.9-8.0)

7.4
(5.6-9.5)

fEBBREE(HR) @
(95%EREME)

1.32
(0.93-1.86)

A KRB ELEBR DA ERLE -

b JE/ AR TR RO )5 2 TR AR B R IR - AR B R AR -

—Z 0 - B4 - BERERH EHEERAREER - DIZE B #8505 IV SR/ VR EE S8

LEAE WEERARMREEZR - Kl zFEENIEE (primary endpoint) 2 E&4 T

ALIMTA WEEIRFEZX (response rate) - ALIMTA BlERENBEBHHESERE - (@8

#A69 ALIMTA B2 500 mg/m?2 - 1 21 KBEAE 1 X - DUSIRESEIRE 10 S E - 5

ANEHRERAMELEE By, - #E_BERG - ALIMTA ZHIS1207% 1000 mg/m2(E— B

RELIREMY)FAES 375 mg/m2 - FIBREAE (intent-to-treat)fEB AWERIINZR T/ »
xTh . @EZIFNmmERREEEASERE

mART S ALIMTA (N=33)

FE ()

P.32



R E(EBE]) 56.7(39-85)
M5l (%)
St/ 20/13 (60.6/39.4)
&% (%)
R/RELE 33 (100.0)
2B IS 2 BB HATR (Stage at Entry) (%)
1B/IV 3/30(9.1/90.9)
AR/ BB (%)
HR = 23 (69.7)
KA RE = 1(3.0)
EEAImEILS 0(0.0)
N abe 8 (24.2)
SE/NARRRER 1(3.0)
JAERI (Performance Status) (%)
0/1 9/24 (27.3/72.7)
ML (%)
LA /e AR AL 20/13 (60.6/39.4)

FEAGRIEZHBEYIBAEL 33 I - IR ABREBARETRERYUMLZ MM - 25 {iI
(75.8%) WAL ZSE—BIAEEEATLRESY  RE_BMENESEZE 1000 mg/m? - &

BEENEXD

18.2% (95% 58 &E: 7.0, 35.5) - ERIEHIFR S 54.5% (5% EHE&ERE: 36.4%, 71.9%) -

SWE WE T+ -

I3 fE]

TRt & ZIE/)NAl B A2 B PR At B e S 2 BN
BEUSE P E(I5%EEEE) (B) P Kaplan-Meier 75 A4
6 ERFEHZADE
R EE 20.2 (11.8, N/A) 78.1%
ER{EEEH 6.9 (3.0, 9.5) 54.7%

Cl = confidence interval - 5381&™ ; N/A = not available - RFtE - BABELLHARTH

ERFEBA BWARZAERBHNPURS 4EEE : 1-17;, FIES.9) - BMARZHEEP AR
HIREFIIHER 99.3% - RARMAE R EAB N ERE —RAEHEEBAEEY 30 XA
REST - AMERSREYHENREARRE(EFHEMECR/E - BM3KRDE) @ &

P.33



BRBRABEY AR A RREZRES (26 ) - BIBKRIMERS ) ~ BRta mIkE/DiE
(22 fll) K = MKk B = PRAE(20 B) -
FEEEFBT - BAEREA pemetrexed WEIERLZE R OIHESH - KRBT 23 - b
BIRETE S HE pemetrexed JAEIE/NARMERANER - TARZIZSHEN
pemetrexed EIENAEMER - Bt ALIMTA fE2EE €% 500 mg/m? -
&1 pembrolizumab & ZtH1EEE LG - 5 —# BB M IFBIKIE/ ) ARt~
BB ANEM Y EREZ PO E T REFFR KEYNOTE-189(NCT02578680)) & £t
AR EAZEUE A AEEBMEREART A EGFR 3 ALK EREEREEWERHIEE
A NSCLC fm A (K imhEER PD-L1 ZRIRAMEER ) FF1E ALIMTA &1 pembrolizumab K&
EBREZNEY - 2 FRNBRU AR EBUWR AR ZBRRRER ; BALAFERRE
MHIZEYaE 2 5w ; TSR 26 BRI EEER 30 Gy PUE 7SR a1 a B A B HERR IS
Bz o - BEtE D ARSI IRIBIRASIRRE ~ & A cisplatin 3¢ carboplatin ~ DUK &R PD-
LT ZRIZARER(TPS <1% [F&14] vs. TPS 21%)ETHE - 7 ARBEH DA (1) EDRIES FNIIE
th—fEa% .
. § 21 RBHNE—KEIRET pembrolizumab 200 235 + ALIMTA 500 23/ 2 &
cisplatin 75 2Z55/3k 2 5 carboplatin AUC 5 55/ /D E(RIFEASHIBIETNE) - BF
BE 4 EES - AARE3 B—REIKET pembrolizumab 200 235 K ALIMTA 500 235/
2. E—RGRETEERBEZAIERT pembrolizumab ;
« RE 21 RBEBNE—RERETZEE - ALIMTA 500 E55/3K 2 & cisplatin 75 255/ 2
g carboplatin AUC 5 E5/EA/7E(RMRABREEZEME) - EEAE 4 B - 2ES
3 BE—REFIRETZRE R ALIMTA 500 £=355/5K2 -
Pembrolizumab I aEEHEETE HIREMEABHERTS RECIST 1.1(BH R EBERZHE
#£ 10 EENRERBERERS 5 BENRE)EENERBIEIRSE - HEAEZNEERIE -
FED 24 EENRRABERERL - EHIRAL BICR HIERS RECIST EENEREEREY
% - SERALMTA 2% - IRFANBATRIREE - BRABHAENOESERANE - 8l
SURFHEAE A pembrolizumab -
BT REINNEESENBANREIRERZ(ERIRS - BIEH pembrolizumab E—Z455
B o N5 6 BHEE 12 BETERNETE - REE 9 Bilft—X - TENENIEESR OS #E
PFS (FABICR &3 RECIST 1.1 #E1T5¥1d) - RENBENISZRE BICR #k#E RECIST 1.1 #E175F
fit#Y ORR E2 B 2 EFF EBISE -
HE 616 IRAEZER DA : 410 1B AEA pembrolizumab NEE AR - 206 A
ZREIM EEAEE - MRAHNRNEUS | FIRPNUES 64 E(EE : 34 £ 84 %) ; 49%%
65 ()L £ ; 59%FH ; 94%B A - 3% A ; BBIFE 43% K 56%%E AR ECOG HE#S
BEMRBER 0 A1 1 ; I B 18%TEE M AR B A KIBAEI RS BERNINER - 31%HIMEE PD-
L1 FIRAREE TPS <1% [[214] - B 72%Mm AR carboplatin J&8%&E « A 12% M RERA -
L HENMEEREAT - HE 67 RA RERERBERZERINEBRSES
pembrolizumab E—ZY)a% - 578 18 i A ER@ERHIHIEI(checkpoint inhibitor) &
TTREREE -
7£ KEYNOTE-189 & - fZ R - ALIMTA MEAEEREAABIEE - BEM O EEA
pembrolizumab & ff ALIMTA k2 #{EEEAHE 2R ADPH OS £ PFS BEMK BRI UE
(ZRER_+—KE 8- 9) PMEHKE® 10.5 EAERE : 0.2 £ 204 @A) -

FK_1— : KEYNOTE-189 HEBEMER
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G IEIR Pembrolizumab ZRIE
ALIMTA ALIMTA
ZREBEE ZIEEEE
n=410 n=206

(O

BASHRBEAANR(%) 127 (31%) 108 (52%)

P E(R) (95% Cl) NR 11.3

(NR, NR) (8.7, 15.1)

A BEEE* (95% Cl) 0.49 (0.38, 0.64)

piat <0.00001

PFS

BESHNREAAE(%) 244 (60%) 166 (81%)

hIE(R) (95% Cl) 8.8(7.6,9.2) 49 (4.7,5.5)

A BEEE* (95% Cl) 0.52 (0.43, 0.64)

pfat <0.00001

ORR

RSBV IEZRE (95% Cl) 48% (43, 53) 19% (14, 25)

TEREE 0.5% 0.5%

D e e 47% 18%

plEs <0.0001

BU R ERHERE

huBI(R) (EE) 11.2 (1.1+, 18.0+) 7.8(2.1+,16.4+)

FAE R RE261E B 1E A LL Al 81% 63%

(%) 1

SR8 B 1E A LL Al 60% 44%

(%)1

* 1k iB 70 [E Cox LAl A PR i

KB BHHSRIRE

FENRIE  REEBRBEUNREEEASTE RIEIEMD R IE
§ IKIBMKPD-L11REE « S IEEEEZKIRFAAREETT DB ARIMiettinen-Nurminen’x

T fikiEKaplan-Meierfh &%
NR =7iZZ|
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114.11.05

100
80 \\
80
A
—
70 -
£ \'\_“
— B0
m
:
a 50
=
g M
3 40
0
20
Treatment arm
KEYTRUDA
10 Control
0
0 3 6 9 12 15 18 21
Time in Months
Number at Risk
KEYTRUDA: 410 art a7 278 163 41 8 0
Control 206 183 149 104 59 25 B [

Progression-Free Survival (%)

0
0 3 6 9 12 15 18 21
Nuter 4 Fosk Time in Months
KEYTRUDA 410 322 256 149 60 17 5 1]
Control 208 141 B0 40 18 3 1 0

9 : KEYNOTE-189 th z &= {EFE A9 Kaplan-Meier Hi4R
12.2 F R SRR & Al A
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AR JMCH (NCT00005636)2—1BZ /i ~ BEtnEc(1 - 1) ~ BTl REREUMERE
AreIE (MPM)BARZ#EZEEBENHBAPET - LIEHE ALIMTA ROBERL - A (n=456)B51%
AERE 21 KB BNE 1 X - MESIRET SR8 ALIMTA 500 mg/m? 10 58 - BiT4R
% 30 9 EBEEIRET cisplatin 75 mg/m2 2 /NEFES 21 KBS 1 XEERET
cisplatin 75 mg/m? 2 /N ; SAER EER B BRAERIMZHNEY - ZSRE% O
B E N7 URABEZGEBETHE  EKFIARAERBSE—H ALIMTA ZA1 1 £3 B
BRERERM 350mcg £21000mcg * THFEERE—EER1E3B  EF—RET
ALIMTA Zr1 1 £ 3 BRZES 9 BAPERAEER B1, 1000 mcg - EEBR ALIMTA 4 ZEH]
—XHYOAR dexamethasone 4 mg - BAMRK - #& 3 X - BB EEEREEET B
DD E - 64E KPS ~ AMEY( K - BRE ~ WEE - Hft) KRl - TERWEEHER
i Bl BIMOBEMIERRERREERE - BERRERNREFERS -
MHEAF 448 IR ABEZZE D BB EER/ENEE ; 226 i ABE I EESE /D —H
ALIMTA A cisplatin J&% - 222 fifm A D BCIER cisplatin )&% - 226 iIiFE=
cisplatin A ALIMTA 5B & - B 74% A BB R M A ERMEER B, - 14%1¢
HWRK 12%E D7 - ik - T PUES 61 m(EE @ 20 £ 86 7%) ; 81%H5% ;
RUBEN  SHBAMTERITH ~ 3.1%RE & ~ <1 %BEMET ; S4%HMEEL
KPS 28174 90-100% - 46%H) KPS % 70-80% - BAMIERB S E - EXHEHR 46% 555 IV 8k
&~ 31%BE N H - 15%RE || IR 7% A5 | Bk ; BEARBOAS Boils FRMG
68% - IBET 16% - AR 10% - EAME I 6% - BOFABARGEENE EHE
RER MR RIS R R AR L -
AlhR IMCH RO & B s — + _BifE 10 -

=+ 3 IMCH B

FRrEREH o BcELABRIR A RAERAEA
(N=448) (N=331)
BUSE ; ;
ALIMT,?;GspIat Cisplatin ALIMT,?;ClspIat Cisplatin
(N=222) (N=163)
(N=226) (N=168)
E24: Yepr)-iilaskiy)
12.1 9.3 13.3 10.0
2(R)
(95% =B & &) (10.0-14.4) (7.8-10.7) (11.4-14.9) (8.4-11.9)
BhsLE @ 0.77 0.75
Log rank p 0.020 NAb
value '
ARBIEBIEEHIERHEGBIEES -

b JEFE ISR DT -
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Survival Probability

01— ALIMTA + Clsplatin Fanaass

...... Clapiati EEE R
0.0 Sy
] i & 2 12 15 18 3l 24 n an
Survival Time (months)
Patients at Risk
ALIMTA + Cisplatin 228 2m 166 128 B4 50 32 17 a 4 4]
Cisplatin 222 195 153 104 B3 3 21 14 3 1 0

10 : Bl Kaplan-Meier f#R B~ 5 JMCH RYEERSFEHA
RIBTRERE RAIRE (A mEE R/ N EE T ESEETIR) - ALIMTA A cisplatin WEEEER
FERBI BBEH cisplatin WEEBERER - HENEERA - ALIMTA 6tH cisplatin 89
FZhBE(ERAMEE, forced vital capacity)th B = -

R
131 8%

ALIMTA - pemetrexed JT51%| - BABRROXEZA=HBZREMAELNEME -
BEERMHEIKEEFERR - 100 E58 500 E5/MhE -

13.2 A
RE2RINER -

133 REEFHEGE
fEER 25°C UT - —MEFRERFE 30°C

ALIMTAZR—T2AliRS M EY) - FEREENFHREENZERR - [F2REM
(15)1 -
AAERZAL

TAPTARZERI T FHZEY) . IR SR AKIERIRAER - WIKTAAESTHER By - KR E S EHEE
SMHHE i - FERABRANERERE - DUREaERESUNERFESRBAEASE
(3.1.4) MERBFEZEIRG.1.1)] -

BEEIH . EFREANEMIKETEAERR - WHEAMAE D IREEREDS - 25 - HMmsvE MAEAR
BN B[RS RE R AEREIR(G.1.1)] -

BIRERIE . BEFREA - HREFENVEL « BISIRKEN - BABEEEEAMEA -
BERIE . SHRABRIBIER - HEREIRMSERSSIEERKIBATEZBIMNER - 5%
A B ERPVBEUEAIEESMPNERASRBSREERNESSFIAG13)] -
AEEMHREUREER . SMBABRENREERBEBNER - ErBA - ERBIHM
REIRAK RERLEMRE - BUBEEtMNERABSBRSRERERFEIR(G.14)]
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EIE MR . EMMABIMIEAIER - FERBA - 5 R R R S B 15 48 2 R By i 7 BV Bt 45 th
MreEmE AB[FSRERELERESEIEG.1.5)] -

HEECIENE . EHBESIMEHRNBAENS LB RENER - EREA - & ZRIHRERR
STRVERNI IR 583 EKOER - BB EtMmMNERAB[RERERELNEEFIR(G.1.0)] -
BBEA=EAGEH Ibuprofen ZIRMBMER . SMEEEZPEBNEAETHAEFHA
ibuprofen s 2EHEAER - WHEEMFEER ALIMTA BIiMX - EXKEMKE RERRE
& ibuprofen WER([BE SBAZRER.1.5) - EBRIESIRGI.NURKZEER(T)] -
PRRR-BR R EY . EMEBEBRENNUMNBEEBE N M HENSE IR RO SRR (B
SREBIESFHOGNINEKRGEETEEIE(6.1)] - SHEBAEBRENINTHEES
ALIMTA e EHIB A ER &E —HakEE 6 BH - BRINAMRE 2SN - S - HEH
SRR ZNR - BENFIUENLE - § ISHEEXMHEEBRERSESN - BER

ALIMTA BB ZE R ER—EAERE 3 BR - BRABUNEREK[FESREBNEIRSE
IB(5.1.9) A EEEREIR (6.3)]

IEE, . EHZHER ALIMTA SR KRR EE—HaER 1 BAACZERI[FESRERIER
AREIR6.2)] -

PHHZEY) . BREFEA - RELEERANESZEYS OTC YY) - SR a R R EEY)
WFFEEE BEREUER IR - HEOBMRS [SRREER(T)] -

15 Hifh

1. "OSHA Hazardous Drugs.” OSHA.
http://www.osha.gov/SLTC/hazardousdrugs/index.html

254, Chungseo-ro, Eungbong-myeon, Yesan-gun,
Chungcheongnam-do, Republic of Korea

&y
EREBRERNHBIRAT SEEHERBRNMCE277R1712
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