AW | Lurbinectedin
ZEPZELCA® 4 mgj/vial
BWE Rea EHE SRARR| BERR

Alkylating Age

Lurbinectedin M EESMEREEH " >3

>

Trabectedin (ET-743) B1ti8: 3£ 4B 8% (Ecteinascidia turbinata) P o B LAY ESY -
BT 1969 & - ZRIBRBAEMRAT (NCl) WAREMEETEF - SBRERZIBEIEN
R HEF 1990 EELEBSWRE

AMER/RAZERE - BAREZENLEE - 5T 2003 F - AW FZ/ PharmaMar FEEH
—EF SR - FIFAME (Pseudomonas fluorescens) & E4E R 4EZR cyanosafracin B
ERRBIER - L8B4 20 DEEBREE(EA trabectedin - SRR MTHURER T[RRI HFER]
8 M NRZEYDE A B SR CER KRR -

2007 £F - ERE2 EMA # trabectedin RTSA B RS AHBPNEN _RBE - AZIREEE
RO R AR SRR - 2

M Lurbinectedin AR R B trabectedin BY{EEZEm - 55 _H basket 558 - 45 RE REMEHA
183818 SCLC /m AfE£F Lurbinectedin &% - BEA 35%MAA R FESR - MAHS 2020 F1SZE| FDA N
FEAZ ML T R AE - 3

% B MENE (FDA 1 2020 £ 6 Bt ki) >*

> EREHERaREBR ZBRERIEZEB /AR ESCLOMARAREE -

> B Atezolizumab #H - 1EREEER/)\AiRAH R (ES-SCLC) A REZBRIEITIAE | BARKS
Atezolizumab - Carboplatin &2 Etoposide 7S5 —#EFEAEE - ERARIEZEE - (BE
TFDA isi AR 4% 0] Lt R fE)
L:;;iﬁf sUBRERET/BAMA AUBRAS R RARIE

Adult pts with A single-arm, open-label, (Median f/u: 17.2 months) Lurbinectedin 3.2

metastatic SCLC with
disease progression
on or after platinum-
based
chemotherapy.?
(basket trial,
NCT05091567)

phase Il trial.

105 adult pts aged > 18
years with SCLC, pre-
treated with only 1
chemotherapy-containing
regimen line

(immunotherapy was

Overall response: 35.2%
mDOR: 5.3 months
mPFS: 3.5 months

mOS: 9.3 months

[Among pts with CTFI = 90 days]

Overall response: 45%
mDOR: 6.2 months

mg/m? IVF for 1-hr
Q3W until disease
progression or
unacceptable toxicity.
(Median of 4 cycles)
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Ref: Lancet Oncol.
2020 May;21(5):645-
654.

allowed, combined with
chemotherapy or alone).
Pts with known CNS
involvement were excluded.

[Safety outcomes]

Serious TRAEs: 10%

TRAEs leading to discontinuation:
2%

Maintenance Tx of
adult pts with
extensive-stage
SCLC with disease
has not progressed
after first-line
induction Tx with
atezolizumab,
carboplatin and

Global open-label phase lll
RCT.

483 Tx-naive pts with
extensive stage SCLC, only if
they had either a response
or stable disease; after
induction therapy with
atezolizumab, carboplatin,
and etoposide for four 21-

(Median f/u: 15.0 months;
median maintenance duration:
4.1 month vs 4.2 months)

mPFS: 5.1 months vs 2.1 months
(HR:0.54, P < 0.001)*

mOS: 13.2 months vs 10.6
months (HR: 0.73, P=0.0174)*
[Safety outcomes]

G3/4 TRAEs: 25.6% vs 5.8%

[Atezo + Lurbi]
Lurbinectedin 3.2
mg/m2 IV Q3W with
G-CSF prophylaxis) +
Atezolizumab 1200mg
IV Q3W until PD,
unacceptable toxicity.
[Atezo]

Atezolizumab 1200mg

AEs led to discontinuation: 6.2%
vs 3.3%

IV Q3W alone until PD,
unacceptable toxicity.

etoposide; in day cycles.
Pts with known CNS

involvement were excluded.

combination with
atezolizumab.*
(IMforte trial,
NCT05091567)

Ref: Lancet. 2025 Jun
14,405(10495):2129-
2143

(1:1, maintenance therapy:
atezo + lurbi vs atezo)

AT

1. ZE B basket sl B A& —#FER SCLC & - HPpthB8E 90 ARNBRHEZNSREREE - B rTEE
JRA R EM lurbinectedin BZEREAREES 35%MEREE - SHEREMMN _RIEE 10~25%MEREERZ
B, MBEEEEPUHERZEIIGER - #X2MAFHE  F3RULARRERERE 10% - BZEOE
FIMMEESEY ; REIEFRERMNFZELLGIME 2%) - HBREREERRUEN L topotecan &% -
Lurbinectedin BEAREBVNEZHS LU _RAEMERE -

2. IMforte B A E58aFE(EE (induction chemotherapy) G R EE L% - BEIERITHZEE - £RE
7~ + R lurbinectedin Bt 5 atezolizumab B4 FEE (PAIEK 4 EERE) - HERER atezolizumab BE#EZE
JEFR PFS LUK OS - BiEBASIENM 3 AL LRIFRRER - WElfFRAMBFEEY 6.3% - ERRMSERHELE
EAEVHESEMSHEE  AMBEEZERRFERZBREINERZEH ZEEER -

> CNS: central nervous system; CTFI: chemotherapy-free interval; f/u: follow-up period; HR: hazard ratio;
mDOR: median duration of response; mOS: median overall survival; mPFS: median progression-free survival;
PD: disease progression; Pts: patients; SCLC: small cell lung cancer; TRAEs: treatment-related adverse events;
Tx: treatment.

AEMERSE - BERY - ARHEEEEE AR - FBinfermation 2025

=q1sten
B e

g

s




Lurbinectedin Basket Trial: Second-line Treatment for Small Cell Lung Cancer (SCLC)
Study Design (S) & Primary
Patient Population (P) Intervention (1) Outcome (0) Secondary Efficacy Outcomes
Patient with Single-arm, 0
relapsed SCLC  open-label, Lurbinectedin mDOR: mPFS: mOs:
phase Il trial. ?-Zwﬁfm;gF Overall 5.3months  3.5months 9.3 months
saps T response:
2 18 years) wit ntil disease ’
metastatic SCLC. progression or 35.2% MOS:9.3 months
) unacceptable
* Patient--relapsed toxicity
lung tumo. o Safet Subgroup Analysis:
* Pre-treated with (Median of 0 y [Among pts with
ol 1 prick 4 cycles). utcomes CTFI 2 90 days]
chemotherapy line Median f/u:
(immunotherapy g . Qpri : Overall response:
e 17.2 months Serious TRAEs: 10% 45%
* Excluded pts with - TRAEs leading to DOR:
known CNS AT RS Lol
iivErRsrl. discontinuation: 2% 6.2 months

Abbreviations: CNS: central nervous system; CTFI: chemotherapy-free interval; f/u: follow-up; IVF: intravenous infusion;
mDOR: median duration of response; mOS: median overall survival; mPFS: median progression-free survival; Pts: patients;

SCLC: small cell lung cancer; TRAEs: treatment-related adverse events.

IMforte Trial: Lurbinectedin + Atezolizumab Maintenance in Extensive-Stage SCLC

Randomization & Primary Secondary Efficacy
Regimens (IIC) Outcome (0) Outcomes
« Global open-label "
gacuy . phase Il RCT. mOS: "° 7 onthe

exts 5CLC ’ N
\ « 483 Tx-naive pts 3 vs 10.6 months
with extensive- mPFs' R: 0.73, P=0.0174*
(H 3, P=0.0174%)
stage SCLC. 5.1 months
Must have achieved /
response or stable ﬁlﬁ %1 Qlf = 1 Safety
disease after Lurbinectedin ezl 2.1 months »  Outcomes

Study Design (S) &
Patient Population (P)

| izumab i
4 cycles of Qo foaim? B 1200mg IV Q3W (HR: 0.54,
gtaiinol[;f:mag'nd ir& Ilams); UE‘T:['J P <0.001 *) . Grade 3/4 TRAEs:
ol zuma ntil PD, \ )
etoposide 1200mg IV Q3W.  unacceptable 25.6% vs 5.8%
induction therapy. Until PD, toxicity. ESTETT
. Exclud%iﬂpsts with unacceptable toxicity. _ Median f/u: | disiiiton:
nown . T :
involvement. [ “Tm?ﬁm? ?r::ﬁ;?:" ) 15.0 months 6.2% vs 3.3%

ref: Lancet. 20‘.:5 Jun 14,405(10495):2124- 2143,

hazard ratio; IV: intravenous; mOS: median overall survival; mPFS: median progression-free survival; PD: disease progression; Pts: patients; ‘denotes ical significance.

RCT: randomized controlled trial; SCLC: small cell lung cancer; TRAEs: treatment-related adverse events; Tx: treatment,

[lhhmﬁaﬁm:: AEs: adverse events; CNS: central nervous system; f/u: follow-up period; G-CSF: granulocyte-colony stimulating factor, HR: }

Bt RBBESEEIER > (U TRERE8) BRSBREES H5)

> Bt EEBY (10~30%HEA B BIBMLEI1ER)

> MRBAERIER  HREBKRD (55% ; 3/4 #% 1 17%) ~ /MR (54% ; 3/4 #% 1 15%) ~ [
AIETPE (51% ; 3/4 # : 13%) ~ Bk (36% ; 3/4 R = 18%)
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ERBEREREER UTRERE05 RESBRESHE)

>

—

S8

= REIER (220%) 811 : B - B0 - B NE - JLASERERE - W - [FIREEE - &Lt -
ZWRANAESE -

HittZ2AEIERANT :

2SHUEIER : B 32~77% ; 3/4 #&k : 5~12%) - 38J&E (13%)

mEEFEEIER : B0 (36~37% ; 3/4 4 : 0~3%) ~ I&B (15~20% ; 3/4 # : 0~4%) - &
0t (14~22% ; 3/4 %% : 0~1%) ~ B (12~31%)

FREALAEEARIER . SERARZRE (19~33% ; 3/4 & : 2~4%)

R % At i S EEIER © 2 (12~20%) ~ [IRAEZE (11~31% ; 3/4 4k : 2~6%) - 0T
(10%)

KHEEIER : B FME (17~33% ; 3/4 4 : 0~1%)

REAHEBIER | WIRERZ: (18% ; 3/4 4 : 5%) ~ fisk (10% ; 3/4 & : 7%) ~ BIMIKIE 5§
15 (<10%)

WHEBEITER : BEMREE (11% ; 3/4 4% - 1%) ~ 58%& (10% ; 3/4 4 : 1%) - RE[=EHE
(<10%)

EREZEEER . ALP EFH (29% ; 3/4 # 1 1%) ~ MIA NBE (27% ; 3/4 #& : 4%) ~ ALT £F
(25% ; 3/4 #& : 3%) ~ AST £F (24% ; 3/4 4 : 3%) ~ M5 ~BE (24% ; 3/4 #% - 3%) ~ ALBEET
EF21% ; 3/4 # : 3%) ~ CPK L7 (9%)

SEEEEYETRIRERE - MWENEIER - 8%  ZYASWEIER RAERIIRNVER - S22 T 6HA
AR ZE R D] BERITER -

ZYRIFRANER ERERERBENRE RG] NE RSMHZE (Common Terminology Criteria for Adverse
Events, CTCAE) - ®ERAREMEAEZ(LERER  REREFSUNBREESR - U O RBRELRFANE
AR AREM AR PRRCHK) - BEGR A @ RIILT G H) - B8E 3R LNEIERR - &
BENARBHETHSRARIFE , BEREIRER  AIFZERNABEERIE -

KE
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wrEmA°
> REGEHEITTLL 8 mL EEIKEITAR - 2K 0.5 mg/mL BIARE - EFEHPRFIRESH

£ - BILL100 mL B9 NS 3¢ D5W #1T# % ; EFEHBEFIKESEHE - AILL 250 mL &I NS
5 DSW &E1TH#%E -

> EBREPRB|REEETET  DIRECRERINZER - W 60 niEEERITTAH -

> bt TERSEE M - FARILEEB R - B4 T FafrtE $aE RS (dexamethasone 8 mg)sk
A0k 5-HT3 Z2#E#El (ondansetron 8 mg & EEIE%m) -

> G-CSF (B EATRE) - FERATIAMM G-CSF LIRBEESIEAEMBKE 85k -
BB °
> BINEAZRE .

o HREEEPEBUEAEMRA (Clcr: 30~89 mL/min) : FEARELIE -

o HRNEBEBINEAEZMA (Clcr: <30 mL/min) : I8 A 7 ZE B IR 5 R K -
> HIMBEARZRE .

o HMEBEMINEAZRA (T-bil NRIER ERER AST ARIER LRE ; =k T-bil &
1~1.5 fFIES EREBMEM AST) : HAREESE

o HRNPEMHINERZMWA (T-bil B 1.5~3 F1EE LREBHE AST) : EZREEHESR 1.6
mg/m2 IV Q3W -

o HMEEMINBEAZRA (T-bil AR 3ELERLREBMEAST) : EFBREALE - &5
WRERARZ . AIZZREEEE%S 1.6 mg/m2 IV Q3W -

> HARREZHIERER
FE = pilk=
F—PEFEPEEIE 2.6 mg/m2 Q3W

55 _PERRFETI

2.0 mg/m2 Q3W

]

> HBARRERREERE

Bl{EH BREEE

Eohitl | FOENETE | > EEMHEAT ANC 58 1500/mel b E -
MRET |MRETEE > wEelsE—RrHSE8E -
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MMRIE | SSRSGHM | > EEmEED Pt HiE 100000/mcl BLE -
® sk SR > RE P E— R B R ERUAE -
FEl | =% > EEREENRES—BUT (2)
> iREREEEERAE -
SR > EEREENRES—BUT (2)
> EELEE— I EEEEAE - BB KA S
BRIE | E& > EEREENRES—BUT (2)
B > RERNEEEERAE -
SR > RAfsE
HitFRE | 2% > EEREENRES—BUT (2)
K& > WEELEEESRAE -
SR > EEREENRES—BUT (2)
> REEEE— I E B ERAE - SR E KA S
> WENSHAERZEERE HE T H<EMSEER>
e/ RS RAT AR
> HEEEERNRELRATE |
SR | BHREE/MES EAREIERAELE « HEHEEE
= HEHNH BMIKET ~m | > ANC> 1500/mcL B PIt > 100,000/mm3 A BE48%% -
INRIES ~ & » Hi atezolizumab WK - EE4 Y8 G-CSF -
M- BREYR - |> SEMBECHAMBKET : 18~41% : BAEBBDM
5 % 15~31 X ; SEESAOME - 7~10 K - (3MIKE
TEHERLER « 1.7~7% -
> TEBMIMIET - 10~15% : SRR DIE -
10~31 % : BEBEDML : 712 F -
> TEMBMASET : 13~17% : FLEBERDMUY - 64
X BEBEDUY 8 X -
> EIEAEAIZNS MIRE B AL 2B -
> K ANC < 500/mcL 545 G-CSF -
& AST ~ ALT EF | > ALT EHEEER: 25% ; 3/4 4% : 3%
> AST EHEBEEER . 24% ;: 3/4 4% : 3%
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AST/ALT EFPAIEIGME : 52 K -

P ERRE 7 X -

EEaBA B AST/ALT EEE T F AREHE

REREREERELS -

(EEZEmiNE | TR D BE K WTBREPAUBEEMILEINS - BEUPRBIKEE

BB AR - B E AP R AR -

a3 i35 HA R B R B £ BRALAEAR

> HRIFINE  URELETIWRRES - S5ESEE
ERNIARBEEA ©

wAANAERE | CPK EFA - W | » CPK EFE8ER 9% -

VIV V V V

\4

B KE B | > EFRAEEN CPKEEELEREH -
-] > REBREBREREHSE -

> HiRENTE
BERENY R AZEIB IR - NEOgES AP HAR A T S B e -
HWRBEBuEZ XY - REMBRFER 6 @RERNEFMEREN ; SUHERE EHXMHR
BEBolEE) REMBEFER 4 ERAT QT BRZ2EBHT -
> HEIANTE
BRIEEAZEI T DM 28R - BERENBEFEEMBENAR BRI -
> HEBRENNTE !
REGFITBEFRENZ AN RREB AR ZAR - WENEFENFERA -

> REFELK CYPIAKH  RERELHEHYTETELEFHR -
> ZK#EO[f ?EU%U MDR1 - OATP1B1 - OATP1B3 B2 OCT1 &@miE 2 iEs -
> BT AISSETESHE .

AUC LHIRE BEZEISRE
SEZY CYP3A D Lurbinectedin AUC | BZERILA - BIFFLIFEZENA - BIEA
(40 itraconazole) EAHZE27E &7 50% Lurbinectedin Bl -
th2 CYP3A HDHIE Lurbinectedin AUC | BZERILA - BIFFLIEZENA - BIEA
(40 verapamil LIK®E | EAZE 23 E B> 50% Lurbinectedin £ -
B EE) EEECEBAZEEMNERZEY) -

5% CYP3A I Lurbinectedin AUC | 45 RIFEEEZ2% -
(#A : fluvoxamine) EAE13IRE
CYP3A &R (1 Lurbinectedin AUC | & &t A -

bosentan) PBRIE 20%
KEMEHRSE  EHERE  FRAEESFEAMEEREMm - 0 f_,":’f,'m uu‘?rw Hen 2025
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YV V V V V

RESRIIER °
iﬂniﬂ?EJrii IEEREN ERENH
FF158L : #&Z AST/ALT/T-bil ERETERBH -
BEHAARE - 838 CPK EREN 2 BH
A2 BTN RE S E B 2 2 B EAEFARAR T -
AERFMERRE (FEBEEENNLES) -

s ©
Lurbinectedin E1—#&aY¥%{EE (alkylating agents) R[E - EEZEHIEKE

> DNA fRIE#H - Lurbinectedin #&5 DNA minor groove FHBIEIRIEE - EINEY) - &
2 DNA #2//€[@ major groove i - M Z DNA éﬁé%&& DNA BEBEHNEEG G -
5 —7E Lurbinectedin &35/ RNA polymerase || FIP£AEZE - #EMBELAMMELR - RSB
ARIET -
> %9# Lurbinectedin S EEEMIRIEPABIEREF CCL2 £ CXCL8 - T FEIE VEGF RIZRIR
#MHIE monocyte DUK BEZHHEARY macrophage - Z2FRBEHIRIEHIMR -
Tumour
CCL2 P
_ Inhibition of ~ * @
E cell migration " bl
5 of apoptosis  _ . _
% D ........ [ ‘ . \‘
5 | ) .09
3 \/ o™ e
Monocyte TAM
.0‘ ccL2 Reduced
° ® . cls cancer-related
.. VEGF inflammation
Figure 6. Schematic representation of the mechanisms of action of
lurbinectedin on the tumour microenvironment.
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1. REJFDHRFIESHT  S=8HF—>

2. SME0IgE - BT EIBE RIRHE UMMM EBEEEABAE  BFHEEEINE - &
BIE XY EIRET -

3. AEFEREMEY)  FEMMEESEBEM ZBREIER -

4. ¥ - FEMASEANNRD SEEEMNSE - s EREERARE LA - ZBERERS
B - %J'%*EEJZE*’&ZF%EEAM °

5. JAEEBEBEBLITER - (58N ERYES B B3 (& 2 EIHET

RESEMECRI R - K - ERRESEE BREATK - BOEN - AR
M- REEHR AL A R Bl 5 T K

6. R2ERE  ERNEEBZEE  FEHCHERD - IREPBEAFERE 6 BRAFTHETEZ
aift ; SURE (HUHEEEB ) REPBREEER 4 BB AR M B#Z2EBHT -
7. WHARE - ILEHREHITHNO HAKBEWRER - REB L SR MB AN AR
RlEE -
8. BIfEAEM 3 3t 4 RENRAZENEFRBRRZ X AR ERGE
9. RRAREDAIIEE : = MIKETEY - FF4E8 - CPK -
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	 致吐性：低度致吐性 (10~30%的病人會有嘔吐副作用)
	 血液學方面副作用：淋巴球減少 (55%；3/4 級：17%)、血小板減少 (54%；3/4 級：15%)、血紅素下降 (51%；3/4 級：13%)、嗜中性球減少 (36%；3/4 級：18%)
	 常見副作用 (≥20%) 包括：疲倦、噁心、食慾下降、肌肉骨骼疼痛、便秘、呼吸困難、嘔吐、咳嗽和腹瀉。
	1. 全身性副作用：疲倦 (32~77%；3/4 級：5~12%)、發燒 (13%)
	2. 腸胃道方面副作用：噁心 (36~37%；3/4 級：0~3%)、腹瀉 (15~20%；3/4 級：0~4%)、嘔吐 (14~22%；3/4 級：0~1%)、便祕 (12~31%)
	3. 骨骼肌肉相關副作用：骨骼肌肉疼痛 (19~33%；3/4 級：2~4%)
	4. 呼吸系統與胸腔方面副作用：咳嗽 (12~20%)、呼吸困難 (11~31%；3/4 級：2~6%)、胸痛 (10%)
	5. 代謝性副作用：食慾下降 (17~33%；3/4 級：0~1%)
	6. 感染方面副作用：呼吸道感染 (18%；3/4 級：5%)、肺炎 (10%；3/4 級：7%)、白血球低下發燒 (<10%)
	7. 神經系統副作用：周邊神經病變 (11%；3/4 級：1%)、頭痛 (10%；3/4 級：1%)、味覺障礙 (<10%)
	 凍晶注射劑先以8 mL無菌水進行溶解。形成0.5 mg/mL的溶液後，若需經由中央靜脈導管輸注，則以100 mL的NS或D5W進行稀釋；若需經由周邊靜脈導管輸注，則以250 mL的NS或D5W進行稀釋。
	 建議經中央靜脈導管進行輸注，以降低化療藥品外滲風險。並以60分鐘緩慢輸注完成。
	 止吐性預防藥品。由於此藥有低致吐性，需考慮給予預防性類固醇 (dexamethasone 8 mg)或加上5-HT3受體拮抗劑 (ondansetron 8 mg或等價劑量藥品)。
	 G-CSF (與免疫療法並用時)。需考慮給予預防性G-CSF以降低化療引起的白血球低下發燒。
	 腎功能不全調整：
	● 對於輕度至中度腎功能不全病人 (CLcr: 30~89 mL/min)：無須調整劑量。
	● 對於重度腎功能不全病人 (CLcr: <30 mL/min)：此類病人之藥動學數據尚未被研究。
	 肝功能不全調整：
	● 對於輕度肝功能不全病人 (T-bil小於正常上限值且AST大於正常上限值；或T-bil為1~1.5倍正常上限值且任何AST)：無須調整劑量。
	● 對於中度肝功能不全病人 (T-bil為1.5~3倍正常上限值且任何AST)：建議降低劑量為1.6 mg/m2 IV Q3W。
	● 對於重度肝功能不全病人 (T-bil大於3倍正常上限值且任何AST)：建議避免使用本藥。若必須使用本藥，則建議降低劑量為1.6 mg/m2 IV Q3W。
	 對不良反應之劑量降階：
	 對不良反應的調整與處理：
	 對藥物交互作用之劑量調整：詳見下方<藥物交互作用>
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