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Lorlatinib

= B ERE (YK 2018 & FDA A8 L)

lorlatinib at the dose of 100 mg orally daily

for patients with ALK-positive metastatic NSCLC who progressed on

crizotinib and at least one other ALK TKI, or for patients who progressed

after first-line treatment with alectinib or ceritinib .

R M ER AR HiZ BI=
FDA 2018, 215 pts & Dose: 100 mg qd
ted
grante The ORR : 48% . with 4% CR and 44% PR .
accelerated ) ) )
| The estimated median response duration
approva was 12.5 months. The intracranial ORR:
study

60% with 21% complete and 38% partial
responses. The estimated median
response duration: 19.5 months

ADR (220%) : edema, peripheral
neuropathy, cognitive effects, dyspnea,
fatigue, weight gain, arthralgia, mood
effects, and diarrhea. The most common
laboratory abnormalities were
hypercholesterolemia and
hypertriglyceridemia.
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First-Line 296 pts Dose: 100mg qd
Lorlatinib or

o Lorlatinib vs crizotinib ADR: hyperlipidemia,
Crizotinib in _
: : : . edema, increased
Advanced -alive without disease progression at _ ,
. weight, peripheral
ALK-Positive

12 months: 78% vs 39% ( P<0.001). neuropathy, and

Lung Cancer .
9 cognitive effects.

ORR (Objective response rate): 76% vs

N EnglJ Med 58% the crizotinib group; among those Lorlatinib: more grade

2020; with measurable brain metastases, 82% 3 or.4lad\|/erse el\'/e.nts

383:2018- and 23%, respectively, had an intracranial I(ma||n ys tereél |P|o!b

2023 response, and 71% of the patients who _eve Slt an CrlZOtml
received lorlatinib had an intracranial (in72% vs. 56%).

Discontinuation : 7%
complete response.
ER%E

Lorlatinib 2— &0 AME =R AEEHIEE - 125 ALK 1 ROST -
EEASENEEN - =R 7 2HT ALKSRE - WoJZFiE 7 iKMmKRRE -
Lorlatinib ¥t ALK BsZEREEE BB EH - BFEEEM Crizotinib
AMEAM ALK HEE - BEFER - RZIRNELZRE - Lorlatinib R IEE
EUEEEMEEMR - B ALK BB (EROIIHIER AR -

MMM REEASHEEIER
> it BEEEN (10-30% R A Z 4R

> HIHEIMIKEREE : BEM (52%; 3/4#% : 5% ) MM/NMRUBIMEE (23%; 3/4
R <1% ) MEAIBME (22%; 3/4#% : 3% )
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1.

2.

9.

DMEZRSR : KE (57% ) BEBSMET (1% )-

P R4 - BEMIRE (47%; 3/47% : 3% ) @SR ( 27%£29
%) 5 (26% ) 1F#EMER (23%£24% ) 8% (18% ) - 58S (16

% ) ESEB (12%£14% ) ERER (10% ) 2J8 (7% ) BRERE

(3% ) IBHIRERE: (2% ) ARENTEARE - oJLUaKIKER - 2
& RAVEITER -

BEEHERA  UERNBEAS (24% ) B8R (22% ) B0 (18% ) &
W (15% ) &t (12% ) ZYRUFE - &R0 =B WAV IZH]

A EH 24 - SEEREMIE (96% ) S =B HEIE (90% ) &
MHESE (52% ) EEEBMIE (33% ) BBEIEMN (24% ) BRknEgIEM
(22% ) SMIPEE (21% ) EBMERAE (21% ) EMBE (21% ) - MAEE

= BEAE

Wiz MEXRLaREREAS (AST - XFEGOT ) (37% ) MERSR
BEfAS (ALT - XTHEGPT ) (28% ) MEmMmMHEEAS (24% )- F
2218 . FINBECIWIE -

AR Z 475 : BRERTE (23% ) AUB (17% ) B¥& (13% ) ke (13
%)

REZGM . AEER (15% )

IR Z 40« IFIREZE (27% ) 20K (18% ) EFIRERER (12% ) sk
(3% ) BEMUMER (2% ) ik (2% ) FK=IBE (1% ) EEHIRWY
KRB EBREZNIBERNER - FFIUAISMER -

REBZA : BB (14% )

10. Efth : 588 (12%)

AR EREEYETIRASRE - INENEIER - 81  ZYASHEIER - RAERRRVER

HZE NMRNWEMEMNTERER - ZYRIFRANEEZHEEEEMERGINE RSHE
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#E (Common Terminology Criteria for Adverse Events, CTCAE) - & 8 2R MR A EEAEE -
FRERESMNRERENR - SHEIRBARELRANERLE  DAREMOR) PR R) - &
BGMH) Ba(4 R)EIET (s AR) - ERE 3 AL EWEIERE  FEBENARERETH SR
WIFE ; BRE 4 RIBFE - RKZBEERNABEREE -

ﬁ,ilﬁu EEE L
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> BINREAZEI=TE ; by the Cockcroft-Gault formula
B CrCl 230 to 90 mL/minute: ~/EFE%E

m  CrCl <30 mL/minute: 75mg qd mL/minute: Reduce dose to 75 mg
once daily.

B End-stage renal impairment requiring dialysis: &l
> WINEEAZHI SR

®  Mild impairment (total bilirubin < ULN with AST > ULN or total
bilirubin >1 to 1.5 times ULN with any AST): ‘72 ;8%

B  Moderate impairment (total bilirubin 21.5 to 3 times ULN with any
AST) or severe impairment (total bilirubin >3 times ULN with any
AST): &R

> REYEIERT @ HEREE
BlfERsE

MEESE  (100mg/X

—REBERE K75 mg/X

F_REER Hta 50mg/X
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B/ EIEFEEEARREARENERE
> OMEEA : #XlorlatinibBym ARV Z R EPRERERAMEZE
BIEIRENT — LR ABREFTENEEE:S -

BEETE -

Bl fEH

B EESeverity
FE4AfE Florlatinib 5T 2 4 [ B2

Lorlatinib Bl =552

Cardiovascular toxicity /0l M E & /E A

Zlorlatinib &%/ PR &R
_ R FE=ME%(Second-degree ortatini "
<200 msec, [#

AV block)

ERFRIAR T

ass

|} & nYn”

Florlatinib EZIMENEE:

5K PR fEEE <200 msec.
Atrioventricular (AV) [First occurrence of complete  [tNS 5 T &2,
block AV block(B R H B2 MHER
| DIOCEREIFEEORES e e Blorlatinib B2 -
= 22 PA KL PEOB RV 88 )

WMRLMET R

PP lorlatinib B & -

Recurrent complete AV

blockBR&ZEEZOMEZEMRE |[NEERIKAFEE
Vi)

KEMEHRSE  EARB  FEH)
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> DIB@ERR  JeEREPRGARE ( SEEBREFE - iHHEE -
< REAPTIARERIBE AR L ) - 4
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lorlatinibBm AP B —F D E38E 7T HRMGERFAIFER - £—
Zlorlatinib (HAIHIE ) MiE=n 22— mAEE FRHE B
—/J\ﬁﬂﬁ%ﬁiﬁ’\] (344K ) -
- St BB BT ERE
o RO PR A R AR R B R P A E
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CNS effects PR 2 4t

ElfER Bz E [ESeverity Lorlatinib | =A%
#15 R 24 FBlorlatinib 3l {5 %%

Grade 1 BEWEEEEE - #Hi5REE3

bR AR RE ( BE R a8 B it — 4B 7| =

fE - I5BRIRE - FRBHINEE - 1B

@ (GIEERES) =3 - F#H% grade Oor 1,

& (BRBRE ) = Grade 2 or 3

5 18 A RR AN R AR DA ) B Bl — 4B 78| S B 4L -
Grade 4 KA 45 A lorlatinib.

> SMIBE  BARE 7/ SIEE - SFE38E448EH - S MERIFRN PR
BA4.8EAH (#8BE 1 XRE229F) -
Metabolic effects X5 fEFR
Bl{EFA B E [ESeverity Lorlatinib Bl £ F%2
FHlorlatinib - EREEEHS
S aweﬂgﬁmﬁ>xommﬂ£E;E”LéB"mgfm
Hyperglycemia BEBSEMESES grade 4 ¥ﬁlﬁ i I
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lorlatinib -
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ZlorlatinibByE A MEEEEANEH H=FMEEEAHS - B®

- BIEERES H = SEITARER - BEPAURE ( SEEREE
%DHH/E FEIMYE ) 9R15K - KZEEASEREEEMEMS /M= MIE
HEEBEEERGlorlatinibBR17TRESH
ERA ST —REmM A ARMAEEE (SIENEE

ERRREEEY LR - £5EM
) ©

Hyperlipidemia
= MAs

or

(hypercholesterolemia)

BlfEF EE ESeverity Lorlatinib &l £ @2
=Rlorlatinib - ERISEE %er%u/
Grade 4 SHERE#Z MAE

e =B HARRMERER<24R - #
HIRATIZlorlatinib E F ’ET

MRBRENSREEEMNEN/SSS=

grade 4 S =R Emmn A RBIERRES  REHEE

FaAlorlatinib - SEEMAETIBER

fE(hypertriglyceridemia)
—Fita (SIBINEIE ) FEMASEE -
> B : JgEgRESME - GFE3RNARFY - SMERFRPUREL

6.4EH (FE :

1RE28F)

- TEF%BlorlatinibfEF 2 BI 2 HI 4 MR -

&l {EH

EEESeverity

Lorlatinib El = H%

Hypertension®

3 Grade (systolic BP [SBP]
>160 mm Hg or diastolic BP
[DBP] 2100 mm Hg; B E&&E/T
A; > 18RI EPRIMEREEE R 2L

Florlatinib E2IS ME%EZ < grade 1
(SBP <140 mm Hg and DBP <90 mm
Ho) #HHEEEIEE/MFAR -

R 3k S [MEEF S, Florlatinib B2
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BlfEF EEESeverity Lorlatinib I £ A%

VIRT#ETT B {ERa R ) WER < 14 REHEEMELR -

MRS MEREEEBCHNEBEEIE N SR
=5l - XX = RBlorlatinib.

> FlEEIER : EREE AEmiARKES orlatinibfR /D 38 4 B B E M b
BB (ILD ) /B —B - EE3RAMARSH - K EF RIS RERIFIRE
TEAR ( BISANFORR2E - 120 - 820 ) DJeE 2B EMEMMER (ILD ) /HhK -

BlfER EEESeverity Lorlatinib Bl £ A%

Treatment-related
interstitial lung

disease % L Mlorlatinib - —B RS
(ILD)/pneumonitis ANy grade X
P RAEBEMmER (ILD ) /hh%

afEs |EEE B M
& (ILD ) /Bhisk

Hth' AR R EOther adverse reactions

Grade 1 or 2 #&Florlatinib SFEFETE =.
Grade 3 or 4 Florlatinib EZITEAPEE < grade 2
rade 3 or
S EEE RBEETSEMALE -
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Substrate of CYP3A4 (major); Note: Assignment of Major/Minor
substrate status based on clinically relevant drug interaction potential;
Induces CYP2B6 (weak), CYP2C9 (weak), CYP3A4 (moderate), P-
glycoprotein/ABCB1

ZYMXEER  FREENBEEYROFR  FTERBHSIEEX - WINE
ARN/ERENEL - FERENREFRBBELENESFANS -

B R ERIIEE

= © o NV AW

r&E

ALKG ™ ( TEREEEARD ) -
EORIMBRERERRM =B Ml (TaEZA - HBaEETEAMER - I
EHEHEBTEHET)
FFTHBELFT ( B AFEE )
ZEREMEE (EEBEZRIMZBERET) -
nﬂﬁﬂﬂlﬁﬁkﬁ (EBRRPUHESSEZR) -
ANER (ERRESAE R - HETHET ) A
JI[U_ ( ERBER lorlatinib28 - 2&8ZEZVPE8F—R) -
BRI h et AL 2 4t A R S4B B M i Tm /B SR FEAR ©
EEBIEEE Y -
AEAERIEFXERATNR (HBsAg ) - JEFFRZOMEE (anti-
HBc) - SEUFFREREMEE (anti-HBs ) - BiEMaiBEBEHBVERAA -
SRETREFEUREEERENHRSEYTER -
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Lorlatinib is a reversible potent third

EXTRACELLULAR
MATRIX

generation tyrosine kinase inhibitor that

targets ALK and ROS1; it is highly * l——
selective, overcomes known ALK A r RGATING

LORLATINIB

resistance mutations, and penetrates the . . ’ (_cermnie_)
blood brain barrier (Shaw 2017).

Lorlatinib has antitumor activity against . @l@ .
: . >
multiple mutant forms of the ALK [
Cell A
enzyme, including some mutations proliferation o
CvrosoL and survival mutation

detected in tumors at the time of
disease progression on crizotinib and other ALK inhibitors. Antitumor
activity of lorlatinib is dose-dependent and correlates with inhibition

of ALK phosphorylation. Lorlatinib also exhibits activity against TYKT,

FER, FPS, TRKA, TRKB, TRKC, FAK, FAK2, and ACK.
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