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201243 HELS7THETIZ, YBETrYVVF =T
WZE BB EIT- 72, 12610 ALK Rt/ o &
FHIZOWTHE L7z, 12 B O NEL AR R T THER
TN RETH D, ALK @G a1 5 K Rz
#eibs (IHC) #: & fluorescence iz situ hybridization
(FISH) #:% Ml L7z, 12 B 10 i, #iE T
9 CIZ ALK B 252 i 7213 Bebh, BB
ENTERTH 72, Mo 2FDH 5, 14601 2010 4
DFAMIER T ALK B2 LCTB Y, ShlfHsE %z R
D7l 7 )V F T EHBLIESNTH 72, b9 1
B, ZoOWEICY kT ALK Byl oMk & it L
7280 BIDh T, Bt TH - 7256105 LD 1FITH - 72,

BB, 2V F=7500meg/H (42) ZHH
BOBG- L7, 2ok, 7V F=TI2X BEERE,
£EFHG (Common Terminology Criteria for Adverse
Events : CTCAE version 4.0" % fi\72) % &l L 7-.

#w R
12 Bl BEE R, AFlrh I 49 % (FEPH 26~76),
BES B, LT, B AIERLE G F 7SR
(pack-year<20) T, #kA L3 X THHETH - 72 (Table
1). ALK Bl &EIE T oML, EIEE HCHETAZ ) —
V7RI, ZO%FISHECTHER S Nz —7,
EGFR #5725 & M # 13, polymerase chain reaction
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Fig. 1 Abdominal CT scans before (a) and at 1 month after the initiation of treatment with crizotinib (b). FDG-PET
image before (c) and at 1 month after the initiation of treatment with crizotinib (d).

Table 1 Patient characteristics

No. of patients

Total 12
Age (years)

Characterisitics

Median (range) 49 (26-76)
Gender

Male/female 5/7
Smoking history

Nonsmoker/light smoker/smoker 6/6/0
Histology

Adenocarcinoma/others 12/0
Stage

IV/recurrence 8/4
Performance status

0/1/2/3/4 1/10/1/0/0

(PCR) #EHWTHINL, T XTBETH 7.

AL, partial response (PR) 9 f5, progressive dis-
ease (PD) 2 #l, not evaluable (NE) 1T, Zzh%
1X 81.8% Td o7z BIN 2 BESH /IR R % D 72 hE B B
HY, rVVFZ TG EBHEKZL HEOE
computed tomography (CT) & ®F-fluorodeoxyglucose
positron emission tomography (FDG-PET) DWi{§% /R
3 (Fig. 1).

2V VFZTOEERRE, ZhE TORKRECH
HINTW5, BUERE, HREREE, HLaER, M
BN 9 7 &SR 5 L 72PY (Table 2). Moy, Wi H:

Grade 3 &4 L7 AIZT, BHRELCSDLZ2 2 o7
JEBIZ 4 1 B9 D7z, MEErEE, W Ekikd o5
EREWD, WINHBMTHo7. T, HEELEE
HETH L BTN RAEE DN ERIAS, 12817261 -
7o 1BIEIZ 42 5%, BEEE, ZMET, = bE#EEk
LT YF= TR BME L7z GEBIRRE S Tl EE
BOEATIHED IR AEORET, 25 REBIEIART
Hol TH5S5HH, WHMXMEEBLUOWMCT T
WV A B L, lactic dehydrogenase (LDH),

KL-6, SP-D & b5 L7z SUEZCHMA L & O 2R
FNIHETT T E B o 7278, WEHESERERMET, BD v
BV, brain/B-type natriuretic peptide (BNP) (Z1F
FWHIFNTH 722 2 s, FHIFE LT3R
DEEELD S, EHEMEE LN, A7 a4 3
VA, FOH% T L F=v1a ¥ (prednisolone) 1
mg/kg/day (2 X D EHEEITV, BREEEGEL2 26
Hid 33 %, BEEZEZE, ST, MRfbP#de LTy
) F = THMRE B L. BISHIEA LEEaekE S
5 BERGERCTH 72D, 2V FTHEFNL
7z (Fig.2a). L2°L, #5 14 HHIZA L7 212 THRE
L, I9HHICHMT 2D, WEREREESILIALLZD
FHERECS L% 2 h o7 THEREEERERICZ Y
VF =7 EEM L5 HH IR B EAER & 5k
XMEEBLUCTMAETHRNT ) AT A E2RO7
(Fig. 2b). [ RIFIEAEOIRET, [ELHEREL &I
WfT T & o=y, 7)) F =710 & R Wi E
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Fig. 2 Chest CT scans at 14 days after initiation of crizotinib (a) and at 5 days after re-challenge with

crizotinib (b).

Table 2 Toxicity of crizotinib

Toxicity (CTCAEv4.0)

Total
Grade 1/2 Grade 3 Grade 4
Hematologic toxicity
White blood cell decreased 4 0 0 4 (33%)
Neutrophil count decreased 3 1 0 4 (33%)
Anemia 4 0 0 4 (33%)
Platelet count decreased 1 0 0 1 (8%)
Nonhematologic toxicity
AST/ALT increased 9 1 0 10 (83%)
Visual disorder 9 0 0 9 (75%)
Nausea/vomiting 6 1 0 7 (58%)
Pneumonitis 0 2 0 2 (17%)

AST, aspartate aminotransferase; ALT, alanine aminotransferase; CTCAEv4, Common Termi-

nology Criteria for Adverse Events Version 4.0.

MEEbN, ATuA FSVAFREERfT L. AT aA
FIZFER L, BEB L OHERIIER HICEE LT RO,
A7uA4 FiEEBELHRIIAON -7 2HERE D
T A BESBITESNTELT, 7)) VFoTICk b
FIPERT R E O EZ NG SN TR WS, B
L3 7 ) VF =TI X D HEFERIBEEO W RS R &
ZZ LNz, HRACBWTY, 7)YV F= 7L B3
AHITER B E IR SN TB DY, EESLERAERS
Thb.

z =

ALK Ry P Nifi g8 0 BEEE L ifE AR D 5% FEEE & ST
BY, BAETRELTCE, HEH, FBERD D I3
B 2%, HEREEIIZI1E 99% DSRE T dH 5. 4l
OB 12 BNZB VT D, FEOBETRTHo7. L
Tehio T, IR F 72 13 EBRMLIE 2 o il JiE T EGFR
BIZTERBECHIUE, EEHE> S ALK Bif s
TOMFEEITIRETHAH. ALK BN 375 EH T
LB D B 05, S ROFEFINCD 76 1O ik E 2
ZENTVALIIE, BRERZTITRAZ ) —=0 77
LIERIZRLALRETIIRVWEEZ L, DD, £k

) HRBEICED L) B ALK MZEMAEZ HWTA 27 ) —
SV TT RN, EHROBETH L. 100k LT,
fl 22 BRI THC B9 2 W T A2 ) —= v & fTw»
FISH CTHRET A2 EAREZLNTWS. SO YD
EFTEH, 12T RTCTEEEIHCHEICEIZ A7 Y —
Z VT RITW, FDO% FISH THZRZ1To 7278, #E51Z
FTRT—HLTWwW AL, ALK @A #E = TR s
L C FISH & &1 THC 437 b7z 2,337 kefkdr, T
HOR—FDAS MR AEST A 2 LAV L, H AN
FRNAFY— I —FTHARL -2 R=Y L TBHALE
ERBRERELTVDLY. ZRUCHFEEINTVWSE L HIT,
HEE THCEICE A A2 ) ==V BB TH - TH,
BRI TS i, EGFR 2Rk, HEoBatk, i
DFEFEDOWHRELE DA M7 & OERHIEIZ X - T,
FISH £ Tf79 2 L 2Mif3 5. T/, mEEIHC &
FISH DRV A—HTH->TH, 7V F=THER
RN U7EFM S MESINTHBYY, LFLIMHE—H
T LD, FEHFEETIZZ ) VF = 7HEOTFIZE
IRIRIFEDONT Y ATHI LTI WEFEESITEZ T
Wb,

7V FZTOREIE, THFETOE /I HRBET,
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LR E 57~60%, progression-free survival (PFS) #J
104 H, overall survival (0OS) 16~18+ H & #Hhr S
TWB?Y, F7z, BEiB#EO ALK BYERE L, 2
V' F =7 b B AR A JRER L 72 58 TIT AHERER (PRO-
FILE1007 #XE%) Tix, PESX 27 )V F =78 CT777 H,
LSBT 307 H, ¥ — K049, p<0.0001 & 7
VIFZTPEBICEEL TV, By, 29UV
F = THA65.3%, LFEEREA195% T, ) VUF=
TREPHBEICE R TH o 72

NCCN &4 K94 »Tix, 3 CIZ ALK Fatthlisa &
HITx LT, —¥AbEgikcr ) UV F = 72T 5
CEPHERINT WD, —F, 2012 ERLH ARG 2%
Wi BIEH A4 B 54 2V Tid, ALK kM g 2o
T B —ALFBEICE LTI [27 ) ) F = 7HH D EIR
B2 A, —IRIGEICBI L0 T—%13hw] &
FRINTEY, RISV —-FClLIZEEFTFS>TWS,

SO TIE, 12 619 9 FITHESALNTED,
INFTOFVIMHRABEL ) BWBRTH o7, 72,
EGFR #1ZFFMREBNI K32 77 4 F =7 (gefitinib)
RruF =7 (erlotinib) ® X 92, S TEIAIC
W35 DA AR SNDIEF S H o7z, —F, 12414 2
Bk, ALK BMERFERERITH 212 0 b b3, 7
V=TI XY EER IR I AN o T NG
DEFOFEE LT, 1HIEEFIRERROREMNT, D
5 1Nk ) V' F =TSO ALK BIEE TH 5 iHERE
BB OIERITH - 7-.

2)VFZTOREEELNIONTIE, HERELY
(LEHERDOBE T . R EIL 50% D Licabh,
PR NEIS B 3% < FRARDSIR B 70 & DIERDIH S5 25,
—BETERIEDZ ENZ V. YEOEMIZBVT
75% & EHBEICA SN, BENRZ L, FhFHT
%7 & Grade 1 FREET, HHIIHBTRETH - 72 Bl
Wik 2 A AR 7 & D LEREED % <, 58%ICA BN
720 ORI WA G SBH DN A LS
ERZ VA, KoY FY (domperidone) A 7 1
79 3 F (metoclopramide) 7 & @ £ Fifi ] i 1] -C il 45
TRETH o7z, LA L, —HRICTHILEHEIR DS RES] R
EHIMF T 20255 ), ZOWE3&05- v FaF
v M) 7% 3 (5-hydroxytryptamine) (Bl#+tw b=
V) ZHEREPEHEAMHT A LI HIETE . L
LR Z#E LoRIBRsH ), RINCHEMEHTE 2w
CEDHETH L. HFREE 10%REOHETH 5%,
AEIZL AT 2H, FHARTH S Hy's Law
case [E VWY ¥ ER%ZPES Grade 3 Pl aspartate
aminotransferase (AST)/alanine aminotransferase
(ALT) L&) BMEmA 2 HESNTBY, HEY
M I 2 PR BB A 2 479 2 &, A3 R b E

EAMRENRT WA, MEEoRERITIE, 1046 (83%) &
EHHEE L ALT/AST @ ERDBA SNz, 1 FEALD
Grade 1 TH o7z, SHICEELRAERHSLE LT, WY
T %h3d 5. &5 T AHRRER (PROFILEL007 %) T,
7V JF =72 L% Grade 3 L EORi 4513 172 i+ 6 1
(4%) THRIEL, 26 1%) AHELTBY, EEN
WETHL, ZORD, 7)) IFTHKGITE LTI,
74 Fo TR aF =7k FERRC B
LUIEEVBLETH A, KB TDH 1260 2 ] & &=
BN RAREDIEIRZ B, 72726127 ) VF=Todk
EATUA RSV AEREITO, BT 52 L TE T

7 ) VF=71F ALK B I § % key drug ©
»5HH, PFS Ohyfliix 10 HREL#ESHh, +T
WAL & 22 > TV A2 SROREFTH T
WC3BITITEE 2o TBY, 2V VF = THEBOHRE
REZDVEDND L. SHRITERERTD, iEEE o
L ZDwIRkIZ, 7 ) VF =TI E o 2 BOW%
BRI ETH B,

AR AREFN L, UBEEMFREENE L T 7 2 b O
ToeE, R ERHESCA, WIS, AR AR, TaEE
A S R W22 & F L2 sERICTRBVALE
9.
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The use experience of crizotinib for anaplastic lymphoma kinase—positive
lung cancer in clinical practice
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Crizotinib, an anaplastic lymphoma kinase (ALK) inhibitor, was approved for clinical practice in Japan in

March 2012. ALK-positive lung cancer is rare, and few reports describe the use of crizotinib in Japan. Therefore

this report describes its use for 12 ALK-positive lung cancer patients in this hospital from March 2012 to July

2012. Their characteristics were as follows: 7 women and 5 men; median age 49; all 12 presented with adenocarci-

noma; 6 were nonsmokers and 6 were light smokers. The response rate to crizotinib in 11 of the 12 patients was

81.8%. The major nonhematological toxicity included visual disorders, serum AST/ALT increase, nausea/vomit-

ing, and drug-induced pneumonitis.



