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US FDA FEFEE SHERERE/BRREA Bl RS R AT 2 /5%
Metastatic (4B ER)
non-squamous NSCLC . Pembro(+) vs. Pembro(-) Pembro- 200 mg
o Phase 3, double-blind,
initial treatment i *mOS: NR vs. 11.3 (month) | Pemetrexed 500
active controlled, RCT

Pemetrexed/ HR: 0.49, p-value < 0.0001 | mg/m2

) . n=616(410+216) . .

Cisplatin *mPFS: 8.8 vs. 4.9 (month) | Cisplatin 75 mg/m2
Pembro- (+/-) :

+ With HR: 0.52, p-value < 0.0001 | or Carboplatin AUC =

i

Pembrolizumab *ORR: 48% vs. 19% 5
Pemetrexed/

(KEYNOTE-189) . CR:0.5% vs. 0.5% Q21 days as cycle
Platinum-chemotherapy

2016-01-15~ *PR: 47% vs. 18% Followed by
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Locally advanced or
metastatic
non-squamous NSCLC
initial treatment
Pemetrexed

+

Cisplatin

Scagliotti GV et al.
J Clin Oncol.
2008;26(21):3543-
3551.

Phase 3, open labelled,
RCT, n=1725(862+863)
Pemetrexed + cisplatin
(AC) vs.

Gemcitabine + cisplatin
(GO)

Patients:

Diagnosed with NSCLC
Stage IlIB or Stage IV,
without serious cardiac
condition.

ORR: 27.1% vs. 24.7%

OS: AC was noninferior to
GC (mOS, 10.3v10.3
months, HR = 0.94; Cl,
0.84 to 1.05).

mOS in subgroups
(months)
Adenocarcinoma

ACvs GC

12.6 vs 10.9 months
large-cell carcinoma

10.4 vs 6.7 months,
non-squamous

11.0vs. 10.1

In contrast,

Squamous cell

AC vs GC

9.4 vs 10.8 months

ADR: grade 3 or 4 nausea
more common

Pemetrexed: 500
mg/m?1V over 10
minutes

"

Cisplatin: IV 75
mg/m? after
Pemetrexed

On Day1 of each 21-
day cycle

ACHS AR TE/ )\ A e i
e -

Treatment of recurrent,
metastatic
non-squamous NSCLC
after

prior chemotherapy
Hanna N, Shepherd FA,
Fossella FV, et al.

J Clin Oncol.
2004;22(9):1589-1597.

Phase 3, open-labelled,
RCT, n= 571(283+288)
Pemetrexed vs.
Docetaxel

Patients with stage Ill or
IV NSCLC.

Eligible patients:
treatment with only one
prior chemotherapy
regimen for advanced
disease.

Ineligible pts: Prior
docetaxel or pemetrexed
treatment, CTC 2 grade 3
peripheral neuropathy,

Pemetrexed vs. Docetaxel
ORR: 8.5% vs. 8.3%

mOS in subgroups
(months):
non-squamous: 9.3 vs. 8.0
HR = 0.89
adenocarcinoma: 9.0 vs.
9.2

HR =1.09

Large cell: 12.8 vs. 4.5

HR = 0.38

Other: 9.4 vs. 7.9

HR = 0.62

Pemetrexed: 500
mg/m? IV as a 10-min
infusion

on Day1 of each 21-
day cycle

Cycles were repeated
until disease
progression.
Pemetrexed Ei.
Docetaxel R RTE fib
BREAEE - FEBHARSE/ N
AWREIE ~ KARRE AR
MRZH R Docetaxel
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inability to interrupt
NSAIDs, symptomatic or
uncontrolled brain
metastases

Initial treatment of
malignant pleural
mesothelioma
Pemetrexed +
Cisplatin
Vogelzang NJ,
Rusthoven JJ,

J Clin Oncol.
2003;21(14):2636-
2644,

Symanowski J, et al.

Phase 3, single-blinded
RCT, n=779(448+331)
Pemetrexed + Cisplatin
(AC) vs. Cisplatin ( P)

not amenable to curative
surgery. Must be
measurable and no brain
metastases

Performance status:
Karnofsky 70-100%
Hematopoietic:

ANC > 1,500/mm’

PLT > 100,000/mm?
Hepatic:

T-bil < 1.5*ULN

ALP, AST & ALT < 3*ULN
Alb > 3.0 g/dL

Renal: CrCl > 45 mL/min

mQOS

ACvs C

13.3.vs. 10 (months)
HR: 0.75

Pemetrexed: 500
mg/m? IV over 10
minutes

+

Cisplatin: IV 75
mg/m? over 2 hours
after Pemetrexed

On Day1 of each 21-
day cycle

WX IR E B Al A
RIRAER SRR -

Pembro-: Pembrolizumab, mOS: median Overall Survival, NR: not reached, *: statistical significance

mPFS: median Progression Free Survival, HR: Hazard Ratio, ORR: Overall response rate, CR: complete

response, PR: partial response, ULN: Upper limit of normal
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ERHKE
NAMEREB RGOS - THEEMT DNA SEREPRIBRINGE - BRFES
hl AR oh & AR IS AR IE AV BE R AR 18 DNA #1 RNA RUS AL - SRAIRRSET -

Rt R EES ER ER(Alimta E—ZEY(ERK)
> it REHEH(BE10-30%81%m A S &4 MRAT)
> IHMkERREE : fEHMG - BOKED6-11%) ~ M/NRED (8% ; 3/4
B :2%) ~ EM(<20%) ~ EHMIKE M SHEEEE(1-5%) -
AEAIE SRR EHR ] #thanB12 - JaEIIEE HAiRFAER - # o] LIKIEREEZEY)
SIEESHEIHAEMNEIER - FHLETEERE

AESEAEREIERAlimta E—ZERR)

1. ERBEARRE - SJEEEMNBEERE - (5%)

2. BEAMKNEEEEHRERS-10RZAETRE - MNRBEAIEFEAIEMRNEE
& RBE  IXMEIERERES - SASIRNES - Lo - Bt olRE SISk /) iloR D>
AEMIEAR - FIFEE EEERIR/NEN - S\ EME - sEEtERS S RE

3. DIMEFEERIER : WRE(<5%) « KE(1-5%) -

REZSMEER : REB (s14% ) ~ B2 (<14%) - RE (6%) - SR MHAIH
(<5%) « & (T%) - iR$EEEEdexamethasone 4 255 - 8K 2 X - HE 3
X - B —KRAR - LUBVEEBRIE -

5. BEAHKEIER : BEAIR (19%2 22% ) ~ EE (5%Z 13%; 3/4 4 -

1% ) ~T& (12%2 31%; 3/4 #% 1 <3% ) ~ OEFIEMRIE (<15%; 3/4 4% -

<1%) ~ &It (6% 2 16%;3/4 4% : 2% ) ~ BREBE(1-10%) ~ IETE (1% %

5%) -~ B (6%) -

MEE-EaI{ER : FFIIEEEEFAS(8-10%) - FZEE O RIE -

HERAHEER - S (18%E 34% ) - BIBEMARE(1-10%) -

RS EEIER : AIEX (<5% )  RRIEM (1%E<5%) -

BWAERER  BIEEREAS(1-11%) - Z@FEKD - ol REBINEERIEE

A=

w o N o

ABIEHSE  EAGM - BT ORE RN BRI B - 33%T.s,':;.m-q-;(.;\ 2024

T sQslern



10. Bt EEIER : 385(1-8%) - REFNESEAE  FHLME -

Bl SR
> BHEIE : 500 mg/m2 FEIkENET1008E - LIR21XB—REH - RET1KRABEE - %
REBENBEREERMAMEER  BRERMMEERB2 -

> BINEAZH=RAZE
CrCl < 60 mL/min : FAH S7%
CrCl > 45 mL/min : #BFE S/ - BFENBESE - B - MRS HSE
EF
CrCl < 45 mL/min : AEZRFER - FENWEBLHSERAZIBMNMAES S

> MHINBEAZHERZE: MATISHE

> BERBEA  BBMI > 30 kg/m2 - ERBANEBREWHENTE - WEE
AIEITER

EH/EIEFREARERERFNEE(Alimta E—ZYERE)

= B Hl

ANC < 500 / mm3 #] M/J\# > 50,000 / mm3 B T5%RI REGEET £

=17

MM/ < 50,000 186 L M1EH

M/M\#RE=E < 50,000 / mm3 #EEE I B 50%RI R4 EEH =

BOMREEERDEIRER =D LRSS FEHNHIEI/EA AT

JF MR = HRIE1F

BR 7 REXR M & S LOME TSR = EREITFR B T5%BI R4 EET =

5

ERERaEREENEES

ZR=DI ERRIEEE K D> 50%BI R EETE £

Bst HiFsmEEE CrCl @2 45
mL/ min B k&

ZR=DI bR En A E
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> BRI : Pemetrexed DJBESIEEBREMN B HING - S2FEM - [EP B MIKE
D~ M/NORD A/ R MARRRE D ; @ — @RS REIENEIFR - RENEEE
HIHICBER 28 - SLEBURR - FEOMATERNEERBI2EBEARTIZESR 76
DIRSHMBEPHEMIKE N SH8E ; £5— R4 TPemetrexed—EH
FRFR - WERE —RPemetrexedBIEAR FREBHR2IR (RBESHSE
ZERNRERSSRIHNERES )

> KRENE : UEREREHSHGIKEN B8 IRMEEESY YA
TR MR 4 FTHE R (W . Dexamethasone)2REl DS EX MR ERE -
Pemetrexed 17 B 1 18 Ay O] BE 88 4 £ #F 35 o0& & fF & £% (Stevens Johnson
Syndrome, SJS)Z,FR IR E -

> BREsEM  uER4ESBESY  WAENUNERNAEEZB12/m 7D
BEESMH - EE—RLETFPemetrexed—BRIFRBER - WERE—R
PemetrexedB|E4 TREMEBMHFT21X -

> B8 . PemetrexedoJBES BB IE -

> BFM : Pemetrexed EZRBEMHRR - olBESIEERE (W olgER@MW ) BH
t ( BIE%E T Pemetrexedsi B EMCEZEY B SRR OEREE SN ) - B
B S ZEY) g E R Pemetrexed ) EFRIEE -

> st BEREFES/RamiBEEMMK - oIgERER S R ENFEIREA
B~ MZIRE) s )E -

> Radiation recall: : BEBRHFABAENBEEZpemetrexed)AFEE O] REE R
BERR BRI AN L EBRALRE -

ZMRZEFH
FEEBENBEEYREIFH - FERBHEWER - WNERN/SEEENE
- FEREYMHOFRSEBELVENESFMER -

AEMEHLE  2AHN  ARNEE RN ER R - 92?'3{ forinatiel
JE



> A Ibuprofen : Ibuprofen oIgER > Pemetrexed BYERR - £ CrCl £ 45~79
mL/min WEBED - BZEES Pemetrexed JABRIMAZABEEMAEFELILAT
lbuprofen - MNREZBRERSFER - EBERBSEEAF - BENMBEEESHE -

( Lung Cancer 166 (2022): 114-121.)

i PR ESAITE B

> BERABETVitamin 12 B B12 #7R -

> BAMARENRETCBCMIKETE - BMIXKSHMETEM M/ ViR 8 - BIIsE AR
RS - W BREFR(BUN) - HLEEET(Scr) ~ BEETEBRZE(CrCl) -

> TEREMNTINEEIEE - W : ALT - ASTS -

ETHIRGREZESKE - BER - MMEBANITIR A AAHREBIER - KESMSMHEEN

> JAERMERBMXERAENR (HBsAg ) - BB XZOEE (anti-HBc) -
Z,FJH%&EETAJT?_ (anti-HBs ) BififE - BIEM B EBHBVRENERE - &

ETREFLUREESEEENRBEYTER -

A\

g

Pemetrexed E— @=L CHADHIE - oI o R A0 4E R B RVIKEE M R AC

G2 - B2IMAFEERAR - Pemetrexed SIHIHIMNE B & A B8 (thymidylate

synthase ,TS) + — S M ZE[RA5(dihydrofolate reductase ,DHFR) & & BL iz 1% iE

RE R PR EEZE (glycinamide ribonucleotide formyltransferase ,GARFT) - i

LEERLRFE M S - 22 BT (thymidine) MIRIZ % H B& (purine nucleotides) 4]

S © Pemetrexed Z2BEEE (HINERERISENMEERESEOBERM ) £

)\ZBH’F] —BEAAM - Pemetrexed A E # folylpolyglutamate synthetase #E{t
AHEABREF I (polyglutamate forms) - AU BB TR B SREETAN

oh . 2 TS # GARFT ByHNHIE -
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Pemetrexed

Pemetrexed
7S
dUMP » dTMP ——» dTTP
o ”,\ o
Methylene-THF DHF Formate
MTHFR SHMT DHF =
Meth ITHF THF
e Formyl-THF

812
Hcy P Met FGAR

(Methlonlneg{ e) J FAICAR

AICAR GAR

/ \ Pemetrexed

SAH ?—/ AMP  GMP

CH, (methylation) (Purine biosynthetic cycle)

ref: Li KM, Rivory LP, Clarke SJ. Pemetrexed pharmacokinetics and pharmacodynamics in a phase I/1l study of
doublet chemotherapy with vinorelbine: implications for further optimisation of pemetrexed schedules. B8r/
Cancer. 2007;97(8):1071-1076. doi:10.1038/sj.bjc.6603995
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1. OREFMERE  ERNEHRE  F2REIFRERBEEZERRETR
(OEFERE) (EF) rEE -

2. JBERI 1 BREGBHERER  AEMRB - EMOAREH 400 £ 1,000
% ExE—RPemetrexedFEZBEERA 21 X ) - #HEEZB12 8 ZJ’ZWL
REST 1,000 75E - JAERRAEI 7 X% - AEE 3 EaEEI—R - &
BHEZE B 12 BIE0]BPemetrexed’aERIHAF - %Tﬁ\/xﬁﬁﬂ]lﬁ’ﬂr
A - —EEEIEEBPemetrexed M# 42 B 120]DIEIRFR - DUHGRIEE
Pemetrexed M FHMR A&

3. EHEYD . WERE - B LESMEEAE

i
o
<ok
i

4 HRENREZRREAFTENIFRERE A oS BSMENEEm -
5. MEFERAEMEY)  BEMGESSHENREER -

]I]

6. WEOFEZFERZES RARREHB2FEZRIAEZEA - BXRE
R 2 1E L R TR -

7. fERRICZEECIRE IR RERE - REE % H A R H G IEEA R ERIRE
A e

8. BUIFRER3/AREIZRZEIFREREREIEGREZEY T = B KEE)SF
PRiEAE -

9. EmPRESAL: CBC MEKETEAIM/ MR (BBHSE ZAD) ~ BINEE
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