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NSCLC with ALK-positive

NEJM 2013; 368:2385-

i FEAE Al BRAER RZEEIS
Advanced ALK- crizotinib group VS chemotherapy group, | 250 mg BID
Positive Lung Cancer| ORR: 65% with crizotinib vs 20%

chemotherapy (P<0.001).

2394 The median progression-free survival: 7.7
months vs 3.0 months i; P<0.001).
ADR : visual disorder, gastrointestinal side
effects, and elevated liver aminotransferase
levels
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R) - BW(R2T7-42 % - TE14R) - BRRFEIE(19-27 %) -
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> BIEEAZHSHE
B CrCl 230 to 90 mL/minute: ~/HzE%E -
B CrCl <30 mL/minute:AE5%EE: 250mg qd -
> AERININAEERE:
®  Mild to moderate impairment (Child-Pugh classes A): fEFEHZE -

B  Moderate impairment (total bilirubin >1.5 to <3 times ULN and any
AST): 200 mg twice daily.

B Severe impairment (total bilirubin >3 times ULN and any AST): 250
mg once daily.

> AEPEREMSM:

B ALT or AST >5 x ULN with total bilirubin 1.5 x ULN: {525 & & 2|/
EEEIRIRREED <3 x ULN, EFTA N —mIEEAZEN = -

B ALT or AST >3 x ULN [Ef¥ total bilirubin elevation >1.5 x ULN 8 &
SHRIEEAM ; KA Ecrizotinib.

> IREIFRIERZE

FRIATEIE 250mg bid/X

E—REWEE 200 mg bid /X

FoRBER 250mg qd/x
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> Crizotinib FE3F/)\AilEhE FEIS R/ EE -

Adverse reaction severity

1.4378B1QT prolongiy3g 4 - EERCrizotini
[EBWIERT - BB ACrizotinib -

2.2 = Contraindication:

bRINRITAIECGRERE - MEITH

AEEABLong QT syndromeRJEA : QTcF =500 mseciE A -

e

Grade 3 hematologic toxicity® fEcrizotinibE 2| ¥k € £grade<2, EM L FHEEE =

Grade 4 hematologic toxicity® fFcrizotinibE 2| ¥k 1€ £grade<2, 45 ~ — &R =

HHlm

Y =4k

QTc >500 msec on at least 2 separate
ECGs

Zcrizotinib E% QTc <481
msecs E#E1E, 4 B Rl E

=

2= °

QTc >500 msec or 260 msec change from
baseline with torsades de pointes or
polymorphic ventricular tachycardia or
signs/symptoms of serious arrhythmia

KA fZcrizotinib.

Symptomatic bradycardia (heart rate <60
beats/minute), may be severe and
medically significant with medical
intervention indicated

= crizotinib B2k & 2 HEAEA/OEE
#2510\ 260 beats/minute - [ERF&T
Iz FAZEY) & 5 B/ ORI AR Sk PR M
B - T 2B A AR - 052
PR EHE%E - BEWETEAEHEN
crizotinib - QNSR7E0 B2 FH 22 ) S RE sk
EYEOLREEE - BIREMERE
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Adverse reaction severity

crizotinibE#BLE -

{& crizotinib BEEI{E Z A/ O ER
&30 /0\E 260 beats/minute - BIFFEY
Life-threatening bradycardia with urgent |« ety - qnpee s B 7568 -

intervention indicated =Eo R AHSEE  BEFLT

ERASHOEIBRLE  EERSEEAN A . crizotinib 250mg qdESEZEETR] - A
REER AT RZEYERR - AlxizFER

crizotinib °
R4
R T (grade 4 ocular
disorder) or new onset of {2 crizotinib - BRER ALK E - EFAH
severe visual loss (best crizotinibB AR H AR B GRS ;| WERBIVRER

corrected vision <20/200 in |[EEAENBEEMMBETE -
one or both eyes)

fiss {4

IR EY B RARB B 1 K| X&ZFH crizotinib.

RITHEARARAMERE ALCLRAERIETEARRIE/ N ARAhE - HE(FHR S
BRZARRIENARmE - ERBITHEARARMER ALCLRYBIERFHE - 55
AEZEERA -
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> Crizotinib Dosage Modification for Toxicities in Anaplastic Large Cell

Lymphoma
Crizotinib Dose Reduction Levels in Anaplastic Large Cell Lymphoma
BSA First dose reduction Second dose reduction?®
=1.7 m? 400 mg twice daily 250 mg twice daily
1.17 to 1.69 m? 250 mg twice daily 200 mg twice daily
0.81to 1.16 m? 200 mg twice daily 250 mg once daily
0.6 to 0.8 m? 250 mg once daily Permanently discontinue crizotinib
dPermanently discontinue crizotinib if unable to tolerate crizotinib after 2 dose reductions.

2RI 1R

ANC <500/mm?

E—REE: 1= crizotinib EEIANC >1,000/mm?, #4%&
resume at the next lower dose.

2"4 occurrence: For uncomplicated grade 4
neutropenia, either withhold crizotinib until recovery
to ANC >1,000/mm? then resume at the next lower
dose or permanently discontinue. Permanently
discontinue crizotinib for recurrence complicated by
febrile neutropenia or infection.

Platelets 25,000 to
50,000/mm? with
concurrent bleeding

Withhold crizotinib until recovery to
>50,000/mm? and bleeding resolves, then resume at
the same dose.

Platelets <25,000/mm?3

Withhold crizotinib until recovery to >50,000/mm?®,
then resume at the next lower dose. Permanently
discontinue for recurrence.
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Hemoglobin <8 g/dL

Withhold crizotinib until recovery to 28 g/dL, then
resume at the same dose.

Life-threatening Withhold crizotinib until recovery to 28 g/dL, then
anemia; urgent resume at the next lower dose. Permanently
intervention indicated  |discontinue for recurrence.

» Nonhematologic Toxicities

Adverse reaction

Crizotinib dose adjustment

Cardiac effects

QTc >500 msec on at least 2 separate
ECGs

Withhold crizotinib until recovery to
QTc <481 msec or baseline, then
resume at the next lower dose.

QTc >500 msec or 260 msec change
from baseline with torsades de pointes
or polymorphic ventricular tachycardia
or signs/symptoms of serious
arrhythmia

Permanently discontinue crizotinib.

Symptomatic bradycardia, may be
severe and medically significant with
medical intervention indicated

Withhold until recovery to the
following age-dependent heart rate
(based on 2.5™ percentile per age-
specific norms)

1to <2 years: 291 bpm
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Adverse reaction Crizotinib dose adjustment

2 to <4 years: 282 bpm
4 to <6 years: 272 bpm
6 to <8 years: 264 bpm

>8 years: 260 bpm

Withhold until recovery to
asymptomatic bradycardia or to a
heart rate of 260 beats/minute and
evaluate for contributing
concomitant medications.

m [f contributing concomitant
medication is identified and
discontinued (or dose
adjusted), then resume
crizotinib at the 2" dose

reduction (see previous table)

Life-threatening bradycardia with
urgent intervention indicated

with frequent monitoring.

B |f no contributing concomitant
medication is identified,
permanently discontinue
crizotinib.

If life-threatening bradycardia
recurs, permanently discontinue.

Gl toxicity

Maximize medical management. If
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Adverse reaction Crizotinib dose adjustment

grade 3 nausea persists, withhold
crizotinib until resolved, then resume

at the next lower dose.
Nausea, grade 3

Permanently discontinue if unable to
tolerate crizotinib after 2 dose
reductions.

Maximize medical management. If
grade 3 or 4 vomiting persists,
withhold crizotinib until resolved,

Vomiting, grade 3 or grade 4 then resume at the next lower dose.

Permanently discontinue if unable to
tolerate crizotinib after 2 dose
reductions.

Maximize medical management. If
grade 3 or 4 diarrhea persists,
withhold crizotinib until resolved,
then resume at the next lower dose.

Diarrhea, grade 3 or grade 4 : : :
Permanently discontinue if unable to

tolerate crizotinib after 2 dose
reductions.

Ocular toxicity, including visual loss

Visual symptoms, Monitor, and report symptoms to an

de 1 de 2 ophthalmic specialist. Consider dose
grade 1 or grade

reduction for grade 2 visual
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Adverse reaction Crizotinib dose adjustment

disorders.

grade 3 or4

Withhold crizotinib pending

Visual loss, evaluation. Permanently discontinue

crizotinib for grade 3 or 4 ocular
disorders (if no other etiology is
identified).

Pulmonary toxicity

Any grade drug-related interstitial
lung disease (ILD)/pneumonitis

Permanently discontinue crizotinib.
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S/ ERSEHEAERERRHNEE

DMESY : oIseLIREMME OBIBAE ; BEOR<S50R/ D& - WROIEE
BRECSHSSREOMIBENEMEZEY) (Bl - PZESRFE -
nondihydropyridine caIcium channel blockers, clonidine, digoxin ) EIRFfE
A - MMREREREOBRERE ( AEkEm ) @ FEEAE  BEEWEREIE
A OBk B AR B /O ER2607R /7 \fi AR EIFAZ - WolgeR D crizotinib® =
Ecrizotinibm KA A& LB REMRIOBBEE ; QD%’EXEFEEWE’J/UEJEL
% WHBERREFEYAR o DERFENAEENE  BLURENEE

B tacrizotinib ( FEXKRER ) - HZFQTHER ; s FTEPENEE -
A BEISE T IEAE - A RMRQTAEERE - R crizotinib -

BBEESN  AZERAREEHRESN - BHREA3ARER - B0 - B
CREsR - SRRIT U ARAMIMEEE (anaplastic large cell lymphoma,

ALCL) - BB ESMURERZTENSENEELRE ; WERERFAE - 4l
YNIENtEE - ERE . MRKD  MASRENEEXR -
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3. ME&M : crizotinib3EMSHEIE - BREIALTSHASTHS> 5xULN ; ALTEL
ASTHE23xULNHBEARIEAI = =22xULN ( BALPHS ) RIS - ALT
BASTHSEE REEAERBEN2ERA - HEHJEFEDEDSE -
R E R/ KA IR -

4. RSB : crizotinibBEZEREERER - &E RNREERZRDEMAE
BEB - CHRIBRG@EER - WRS F4ARRBFREFRNTK (F
R) - RAKERNRBEERHRSHRENERRNWEERE - HRHLIR
MERERNER (—EMERBRISKERIERNER20/200) - FETHR
M ( BEEERLERN - |EERE - K%  EHETEERmIAREM
BERRE ) - ERITEAMRMAERER RS - BREAIS3ARE4RIRERE
A - BAEMCcrizotinib ( @f5aHE )  MBLBEMRR - 3ARNAREREL R
RAIKAFEE - BRERDEKRE - EFRIAcrizotinibAE k2 = KA EE
& WEARIRERZRAENERERE -

5. W&t : crizotinib BEENmEEMMZER (ILD ) /fXARE - £FRABIF
NAREME (NSCLC) BB - BEELERIAERAY 3 EHAARE - IRE
R ELRBARARY ILD /i3S - KA FE -

ZYZHEA

» Substrate of CYP3A4 (major), P-glycoprotein/ABCB1 (minor); Note:
Assignment of Major/Minor substrate status based on clinically
relevant drug interaction potential; Inhibits CYP3A4 (moderate),
OCT1, OCT2

> EYRMELOER  FEBENBREEYREER  FERABEERIA
R NMERAMN/EEENEE - FERZEYHEOFREUBRELUER

EZFHAMER -

i PR B2 RIIE B
> HEEBEAR EALKELROST G H
» CBC  8H (NSCLC) si5—ERrEE (RITHEXRARMER ALCL) - &
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BESA—R - NIREIRZBRNAREB N R ES S - AIEEREMET
BORl

> BRBIES2BEETHINEELFNEN - ABZEBREREA—R ( NREIZEE
2 3FARES F%%E'%ﬁfimLﬁ 'J)

> BINEE (ARZEAINEEZMBEAM ) - BORINEIEM ( BE MR/
*K) -

> EDALOEMMER ; BERZAOMRIE - 0EBE  VEARE . SHEEBINIE
FERAOIERQTERMEMEY R AN OEBMEREE - EALCLY - FEFAR
AEZAETSREMEE ; FFTaERBEIERR - lBEE3EA LR
BRATZETHRARETLEANERRS - IRBERENVREIEE - FE
TIREEE (BEREBERN  SAERR  RE  AXEHETERREEUK
HM@EmTE ) -

> EBENSBESUAKSES BEEEBETER -

B BIE B -

> JAERMERSEMXERAENR (HBsAg ) ~ JEFFRZOEE (anti-
HBc) - JEIFFRFREINAS ( anti-HBs ) - AEMEEEAHBVEZAIEA] -
REETRRTNUEERERTENRBEDEN -

Y

e

Crizotinib is a tyrosine kinase receptor
inhibitor which inhibits ALK, Hepatocyte
Growth Factor Receptor (HGFR, c-MET),
ROS1 (c-ros), and Recepteur d'Origine
Nantais (RON). ALK gene abnormalities
due to mutations or translocations may

result in expression of oncogenic fusion Ao, 2: ALK und ¢ NET-nibion it ot
proteins (eg, ALK fusion protein) which alter signaling and expression
and result in increased cellular proliferation and survival in tumors
which express these fusion proteins. Crizotinib shows antitumor
activity in cell lines that express echinoderm microtubule-associated

12
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protein-like 4, or EML4-ALK gene. Inhibition of ALK, ROS1, and c-Met
phosphorylation is concentration-dependent. Crizotinib induces
apoptosis and inhibits proliferation and ALK-mediated signaling in
ALCL-derived cell lines.
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4. Crizotinib BEREI S ENM M - #:FARA LR FERG R/ CMELNL -

5. HREYZHARELNEEY  SNEISHMLFHRELE - ol D
e 4R ¥ K2 BRIRIANE -
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