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NSCLC with ALK-positive

B EE Al ERAER RERIE
Advanced ALK- crizotinib group VS chemotherapy group, | 250 mg BID
Positive Lung Cancer| ORR: 65% with crizotinib vs 20%

NEJM 2013; 368:2385- 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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BINBEA T SR

B CrCl=230to 90 mL/minute: ~EFRZE -

B CrCl <30 mL/minute:A~&5%E: 250mg qd -

AR AT INEE E

m  Mild to moderate impairment (Child-Pugh classes A): #E£FE 2 -

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.

AP EREMST:

B ALT or AST >5 x ULN with total bilirubin £1.5 x ULN: {5225 &= 5 2T
IERCIREREED <3 x ULN, EFHE T —@mpEzEH *EEJ% °

m  ALT or AST >3 x ULN Ef total bilirubin elevation >1.5 x ULN 8 BHE
STRtEEAM : KA EHcrizotinib.

WiREIF R

AT 250mg bid/X

—REEE 200 mg bid /X

FREBER 250mg qd/X
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> Crizotinib E3E/\AlIEMIE FEI 2B EE -

Adverse reaction severity

1.2378B5QT prolongfEs 4 - EERCrizotinibBIM/BSEAIECGRERE -
F 1B FRERCrizotinib -

IESRIER | -

2.2Z = Contraindication:

EEp=r

AKEEZBLong QT syndromeRJimA : QTcF 2 500 msecim A -

MRS 14

Grade 3 hematologic toxicity®

FcrizotinibBZRIWE 2 grade<2, Effi4a THEIRIE

Grade 4 hematologic toxicity®

FcrizotinibE 2% {E £grades<?2, 4

/W ==) nmJ =

(Y 2=

QTc >500 msec on at least 2 separate
ECGs

S crizotinib B2 QTc <481
msec E#EE, A N — R EHE

8B °

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
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Adverse reaction severity

crizotinibE#FAE -

Life-threatening brad

& crizotinib ERIMEERAEMK 2B
#Z /02 260 beats/minute - EIRFET
ycardia with urgent \qp pzsesy - ez a i FRZE SR -

intervention indicated S RAE 2%  BEAT

fe REMBLVEBLE -

SR ERa BT A - crizotinib 250mg qd BB EETH] - 4
RERE REY)EeE - BIKEER
crizotinib °
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R T (grade 4 ocular

disorder) or new onset of {2 F crizotinib - BRER ALK E - EFA
severe visual loss (best crizotinibB AR KRB L T ;| WESEBIVRERE
corrected vision <20/200 in  |EBEAENBERIGERE

one or both eyes)

=4

R EY B RARE S

5 MM L | K= 1E H crizotinib.

> BT
EA 4L 2

1l

AESBRAK -

ERAEMER ALCLAVAZER E5TEARRIE/ NN E - H8IfFRE
ZARIRIE NI - HRBRITHEAMRMAERE ALCLABITERREAL - 55

FrEMEHRSE  EBRE - &

B TSR AT - nlc_"l:g{hjt matien 2022
51_5:*’*




» 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
0.81t0 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.

ZYEIEH

ANC <500/mm?

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

2"Y 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?

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.

®m [f no contributing concomitant
medication is identified,
permanently discontinue
crizotinib.

If life-threatening bradycardia
recurs, permanently discontinue.

Gl toxicity

Maximize medical management. If

AAMERSE LR - AEOEE R - IBinfermation 2022
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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

grade 1 or grade 2 ophthalmic specialist. Consider dose

reduction for grade 2 visual
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Adverse reaction Crizotinib dose adjustment
disorders.
Withhold crizotinib pending
Visual loss |
grade 3 or4

evaluation. Permanently discontinue

crizotinib for grade 3 or 4 ocular
disorders (if no other etiology is
identified).
Pulmonary toxicity
Any grade drug-related interstitial , _
, Permanently discontinue crizotinib
lung disease (ILD)/pneumonitis
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3. K& : crizotinib38 =M S HEIE - BIZZF|ALTSLASTH S > 5xULN ; ALTEL
ASTHE23xULNEERIEAZAS22xULN ( BALPHS ) R/DEE - ALT
BASTHRBERETAERBEN2EANRN - HEHueFETENAE - &
REIEM/3 KA AR -

4. BREM : crizotinibBEZERREER - HERNREERES R DERANER
BIEH - CHRIBAR@LERER - WRS F4ARRTFREFRATRK (F
R) - RAEEHENRPEERORBS /R NEBRAEERE - HRHLIR
MBRERNERXR (—EAMERBIRER LR DER20/200 ) - BETIR
Barh ( BEEERLERD - KREERE - KRE - A2HETEERREUREM
BEMRE ) - ERITEAMRMERER SRS - BREA3KE4RIRER &
A - BAEMCcrizotinib (@5 )  MRLBEMRR - 3ARNAREREL R
RAPKAFEE - RERNTKRRE - EFMRAcrizotinibAYE R = KA G #H
& WEABENRERZRAENEERE °

5. W&t : crizotinib EEENmEEMMZER (ILD ) /MxkA6E - ERAIF
NAREREE ( NSCLC) MmA - BREELERIERY 3 ERARE - NRE
2B AR ILD /Hhsk - B AIFEE -

ZYZHER
> 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
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B -
> AREASBEETHINGELFER - RRZERBERSA—R (NRERF

2 3TALESR FE&E‘??MLFJ |J)

> B (4AEANEESMESN ) - ERMEPER ( BE M ER/
ﬁé) |

> EESRILDEMME ; BEABAEOHERIE - O EEE  OEAE . EREEFEYIE
FERATERQTE RN EMZEE AN OERBMEMRE - TALCLP - TEFHH
AEZAETSESARAMEE ; BFTAERBREIERR - BEE3EA LR
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BRI EAL Y -

> AEAREIBEXFRENR (HBsAg ) - JEM£ZOEE (anti-
HBc) - Zﬂ*”ﬁxi‘zﬁﬁﬁg(antl—HBs) - BIEMEIBEBHBVE A -
EEETRRBIMUEEEEETENHREENTE -
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Crizotinib is a tyrosine kinase receptor
inhibitor which inhibits ALK, Hepatocyte
Growth Factor Receptor (HGFR, c-MET),
ROST1 (c-ros), and Recepteur d'Origine
Nantais (RON). ALK gene abnormalities

due to mutations or translocations may — e ——
result in expression of oncogenic fusion Abb. 2: ALK- und c-MET-Inhibition mit Crizotinib

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
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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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