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1. BRE4

(1) #n4&
Y—a U B 7L 200mg
HF—=z Y I 7/l 250mg

(2) *4
XALKORI Capsules 200mg
XALKORI Capsules 250mg

() BMDHEE
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X etk ALK : ALKREE ST ORL: AV U, &)
2. —f&%
(1) #0%& (fwsik)
7 ) F =7 (JAN)

(2) 48 (WmBX)
Crizotinib (JAN) .| crizotinib (INN)

(3) AT L (stem)

—tinib : tyrosine kinase inhibitors

3. BEANITRIER

4 HFARUDFE
Z5F2 1 CyyHypCL,ENSO
&+ 450. 34

5. {4 (ffiE) XITAKRE
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14 —pyrazol—-4-yl]pyridin—2-amine (IUPAC)

6. ER%. B4, BB, E5ES
BHA, 4, B, iLeds  FFicke L
MepT = — R& % : PF-02341066
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EMRGRER 25°C/60%RH 24 » H JRFEN
IR 10C 5% | I TTPIRIET A 6 % B P
et e g H BT LY o 120 75 1x+hr O
HeZ2 R ER AT vy —L 258W- hr/n? HIEEAN
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85 72 LA

(2) HFDONEER UMK
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Y—a ) BT G-{( £ 88) 176 Xy v ARG
mg N
200mg l—— 194 —» R F 4 At
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Y—aya7en oIl 88 co v R
mg N .
250mg f—— 217 —» B F 4 R
0BEA TV
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TR L

(5) 0t
A L
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(2) BREFORE
M LR

V. #HNZBI+ A TEE




Q) #&E
M L

3. ABRMANHMRURE
M L

4. N
%Y LR

5. IBAT DAIREIE D & 53t Y)
BHNIRNT D WTREVED & 2 MM TA 25 DRGE TREAHY (BRI, BIZER) KO
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BB FIBMENHER SN BE IR T D2 L, MEICHT - UL, KB SN A 2R %
W5HZ &,

5.2 ARFIOWTEAELFHIE BT D4 900 K OV R IT /e ST LTz,

5.
5.

1
PN

< figgan >

5. 1 ALK A B2 W R O ROST A B2 W3+ 7B &2 H 3 2 W B E IR EERIZ B W
T, AREINTMAN 2SR EZ D CRE A 406 U, ALK B A B G 51 ST ROST @G & s 1B
POBETHDLHZ LR L ETHEHATOIZENEETHDLZ ENLHRE L,

<HBE>

(UANILIP S

ALK &8 51X, ALK Break apart FISH VERCHEELO BRI HHTE 2 O TRA L 72,
ROSI BEBIGTIX., 2o =4 2Wrsk e L CREERGEAR SN TV % OncoGuide AmoyDx
ROST AR TR HIF » b2 VTR L7z,

5.2 Mg x5 & LIzRRRIBRIT I L Tuieuy,
i L RE & U CORA DA RN OV MM L TV RW T EBRRE LTz,

3. RERUVHAE

(1) AERUVHEDOMESR
BWE. RRAICIZZ VY F=7L LT1HE250mg %2 1 B 2ERAKET S, ok, BEOREICLY
WHEET S,

(2) RERUVAEDRERE - RIL
V-5, (3) MERIGHERRER] OHEZM
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4. AERUVHAECEET HIE

1. BERUVAEICEET 5IE
BITERIC L0 . AAIZREE, B, hikd 2561203, BHEROER, EEEFIIST T, BITFo

HMEEEZESTDH L,
7“1/._ ];‘YII)
Al £ ! 2 ’ 4
MR 7] —$¢ 55 % fikise ZL—FR2UTFICEET | ZL—F 2 BLTFICEES

HE TS B, MER | 5 THRES S, BIEE
ITRSERT & Rl —H 58T | 12200mg 1 H 2 @S

BehH 2T 5, HEERT %Y,
JL—R1UTFofmfey | F—#%58%2ikrk
e HIINZ S ALT XX T 1L— R 1L TFUIR— R T A AZEET 5 F TR
AST b5 [1.3,8.2, 11.1.2 T %, 1T 200mg 1 A 2 [ 552 FEI 557,
]
JL—FK 2-4 oy | A5 | &5E2H1ET5,
ECEINZRES ALT X | EE ik
X AST 559
[1.3. 8.2, 11. 1.2 &)
P il 2 R eh a5,
[1.2.8.1.9.1.1, 11. 1. 1
]
QT FEIRRIE & Al — 5 B & ke ZL— R 1 UTFichEgEY | &5zPikd 5,
[8.3.9.1.2,10.2,11.1. 3 5 FE CIRIET 5, [FIEE
2] X 200mg 1 H 2 [H) 5
HEERTHEY

7E1 : 7 L— RIENCI-CTCAEIZ & %,

2 BRI RUBRYYE S ORI F R Z DY o ERBAE & BR <,

W3 BROEGAIE, 77— R2LITICEIET S TRET 2 2 &, [FIE#13250mgl H1ENIHEE L TR E5 %2
BT 5, D% L— NOFEBIBD NG TR LT 5,

4 BROEAEIE, 77— RILTICEET S TRET 2 2 &, [EIE#13250mgl H1ENIHEE L THRE5 %2
3%, £D%7 L— R EOBFEPBO bNALE IR EZ R IET 5,

5 B D oW IR & 556 2 R <,

< fifgan >

AFANOIREE « Pt « PIEFEHED AL 2 5 HiR T 5700, ALK &R ARFIMEOHETT NSCLC 3% 2%t
G L Ui TAaBR Y | [EIBRIL RS ARG © | ERSILR S IAHER © R OY ROST &S8R T-15

PEDIEST NSCLC B A k5 & U7z ERSIL R 8 TLARRRER ¥ (231 5 F Bk e % 255 & L, ccDs™

(Company Core Data Sheet) (ZIHESEFE L7, (KEWERHORBMEL X, [VI-8. RIEH] OIHE

M)

BIWERH OBEIEEFM (/'L — F) %, National Cancer Institute Common Terminology Criteria for

Adverse Events (NCI-CTCAE) @27 L — RICHEU THREL TV 5,

HEFES R FGERYE B AGER JCOG/JSCO A
- JCOG " — 23— URL  http://www. jcog. jp/ : 2020 4F- 8 A BL{E

*CCDS : LaMRFEITIMA T, ZhRESUTAR, ML O R, FEE R ORGIZEET 5 2 Ol

WPEENTODRET 7 A F—tEDMERT 2 3CF
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5.

BRPR RHR

(1) BBRT—H/1\yH5—
7V F=TNE, ALK RGBS T B EOBIBRARE 72 AT - TR O IR/ INHEREATHE K OY ROST & 181115
PEDOYIBRAGE /LT « B OIE/ N CARZ IS Uiz, AEGEHFEICH VT [T NSCLC) &
X, JRIPTHETT ST ERREME NSCLC & & e,
7V F =T ORGERFEARREICIE, LFORBRPEEND ¢

ALK B BIRFIBE DU ae % E1T - BRO IE/IMBREAHE

< FHAMmE L >
OMEFMF 1T FHFER (A8081001 7kBR) : AT AEZR 2 xR L Lz, 7 UV VYV F=7 RO 5RO RN,

HEhAE (Pharmacokinetic : PK) | #J)% (Pharmacodynamic : PD) MK OMEE#ME/ NhR-Z2 a4 5
e, R, Zhusk. EEELERER, NRR CIIHEWEHSIC & 5 AR ToOHELE
JH4E: (Recommended phase 2 dose : RP2D) T& 5 250mg 1 H 2 [B] (BID) % EfTIEREM R BE T3
B UM L7223, 250mg BID THEG-ZZF 2 BFEDIT L A E1F ALK B EARFBEPEDOHETT NSCLC &
FHakr— b Tholz, £/, KIBEBRTIXF b2 o — A4 P450 (Cytochrome P450 : CYP) 3A DIEE (2
T L) OEYERIZEZ 57 VY F=TOEEROT VY F=T OEYEREICE 2 5 BRFO
BIZONTHIRE LTz,

OEPRIL[E S M FEER (A8081005 3AER) 1 LI X UL (LR EDORTIIEIERE 2 A1 5 ALK &aE

GEBEMEDHEIT NSCLC BE 2% L L=, 7 U Y F=7250mg1 H 2@ (BID) OO EFDLL
M EGIEERFIT 2 IEE M. BEE, Zhisk. EREHEE, 5 TR

OIS 26t Z & Lo, 35 T AAEWEAIZH) L OB GF 7 35)

ALKREEEEFIBEDEITIE/NMRMME (NSCLC) BHEICHT
VIV FZI0EMMEFEICAV-HEBRDER

MG AR AR [l B R Rl

/B | BT EEEZ R E L, 270 TF=
TR O&EROZEVE, PK, PD K OMEE
/N & a9 2 3Bk (A8081001 FER)

I FHERER 1 LY A L EOAREERIE O RHERIE %
HT 2 ALK A B S T-BEMED#EAT NSCLC
BEEZNRE Lz, 7V Y F =7 250mg
L H 2[E (BID) OffO#GREOZZNE L
HIWEZ a2 (A8081005 #XER)

) BRI 2 ARKF OBNREIIZNR « ALK G B G T B O VISR AR 7 1T - B O I/ INHIIaGE, ROST e
BETBETEOUIBRAEE AR HELT « FIE O I/ Nl A it
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ROST B & B I FEEDUIBRTEE LT - BH O IE/ MR A

<FHmE k>

O/ e T FE3ABR (A8081001 #ER) : TALA R BB T-BEMEDUIBRRAE 72 HEST « FRRE O I/ Nl A fiti
B RKRHFEREONRICINZ THRET LT, ROSI @A BB NSCLC B &5t Lz, 7V
VF TR ARGREOREM, PK R OWIEEZI R ARG 2IFER. B, Zhisk. EERLR

OEFEBES DA (0012-01 #RBR)  : ROSI BARFFEITHRE TN 2 5 ALK A& I5F
R T NSCLC O T 7 NBEZRSRE Lz, 7V Y F=7250mg 1 H 2[a] (BID) OEH#&
HGEEOFME R e mat 2EE M, HEE, Sk, EESILFE, 5 TR

ROST RA BB FIBEDEITIE/NMRME (NSCLC) BEICHT S
2 )V F I OEMEFMICAVABROER

A B AR ARR [EI RS Al

1 FHERER | ROST A AR T-BoE NSCLC BB % ki 5 &

Lz, 7 VY F=TROELHROL M,

PK M QNGO 20 SR 2 it 9~ % alliR
(A8081001 k)

I FHERBR ROST YEAR T JE\ZHRE XL WAL 2 BT 5
ALKFR G B AR T BEMEITNSCLC DT 7
NEEZZRG L LI, 7 U Y F =7 250mg
1 H 2 [E (BID) OO0 EHREOHINER
Va2 mitd 258k (0012-01 56k)
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(2) ERRRZFEIEEAER
1) HEHREHER

AARNGERERC N B 18 il (545 5-1E 6 f5]) (ZAH 150, 250 KT 400mg & HL[EIRE OG- L= &
x| AEMICEEIT 0o T,

KRIBBRICSM LT 18 B 3 pllcHFHHEL N HE S, WaIE, &L ) . 77=v -7
I/ 7oA77 2T —8 (ALT) #In (1fF) RO&EHIMm (14#) T, WTFnLbEETh o7,
B OVALT #EAMITEBRE & ORRBARA R E TE eV i s ive, RRBRTIX, EC, #
OO EE LA FERLE, BEORFFFLIIRESINT, AFERICLH2FEFI G070,

2) BERUREKRERER (EEE) V- °

ALK A BRI O TIE NI AR 2 x5 & L7258 T MERREBRIZ IV T H RN R
# (n=15) |ZAH| 250mg ZHE K1 H 2 BIERAFEES Lz L &, BHWERIZ 15 BlaplizFR
OoNl, Z0Hh, FL— K3 ORWERIX 20% (3/15 ) 1B B, 7 L— K 4 OFEIER
RO BN oo, ERRWERIZH RS (10/15 6, 66.7%) . F#l (10/15 . 66.7%) .
R4 (8/15 fi], 53.3%) . Hly (8/15 fil, 53.3%) . W&M: (6/15 #il, 40.0%) . ¥FEWED £
VN (6/15 il 40.0%) TohoT-, 7 L— K 3 OEWERIXLFHERBE (3/15 fil, 20.0%) Th
>77,

ROST FbG B AR T Bt OHET IR/ INIa IS BB 2%t g & U722 1T ARESR BRI 5 CHME
B (n=53) |ZAAI250mg & 1 H 2 [IEROEE L-E &, BWEMIZ98. 1% (52/53 #1) I
OB, Z0ob, FL— K3 OEWEMIX30.2% (16/53 #) @O B, ZL—FK4 D
RIERITRRD b2 o 7o, B2 RIVERITAL R REE (45/53 #i],84. 9%) |, FEL> (26/53 $1],49. 1%) |
THIE (24/53 fl, 45.3%) . T (22/53 B, 41.5%) ., WEM: (20/53 f5l, 37.7%) . {HFA (18/53
il 34.0%) . FT AT IS —EHI (16/53 ], 30.2%) ThoT-,

) ERNICBIT DARFNORE IR « ALK @A B G B O YR RE A AT - B3 DI/ NI, ROSI
A AR T B E O UIBR A HE 2R AT + FEAE D IR/ NN
EPNIZBIT AR O HER O E « 8%, A7 VY F=7L LT 1[E 250mg Z 1 A 2 [E#EO#54
5, B, BEOREBICE VEERET S,
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(3) RERNERAER
ALKRA &I FIS M IR/ MRaffifE (NSCLC) BERU ROST BAEERFE1TE NSCLC B#&

AL 1 HEEAER (A8081001 34B&%) V- © (MEAT—4E2ED)
FHEMTHE 2 R — M E TR RS (AR 2 FR<) | #EREH B oA — N ALK A BB 1
WY ROST 3851 Bt NSCLC JBE 2t G1s, AFl DL, PK KOEIMEEZMRET Lz 2 2Dk

— " DAER SN D T AHRER
H HEE A — b
5 T AHGRBRHESE H B O E
HERAEaAR— b
FEE D FHIRHE A AT 2 B ITHERH EZ2 %5 L THME R OZ 2% 7
T2
BT A | FEER, Sk, EERILES, HEMEeeR, B
%3 E CRE, A—A T U7, #&EH)
PIES R o AR — b
FEAEREFRIE TG E 2 78 Lz, UTAEERIREIE DN B C & 7 MRS
flesd S U AT IR AR (BR A R <)
(DR SR, e eVEfRIT x5 4 36 )
HEEAEaR—b
« ALK GBS T Bt NSCLC B3
(A hPEREmx g 116 6] (HAN 16 61) | ZaMffrstg 1196 (HARAN 15
#il) ]
- ROSI ft&8As 1 B3 NSCLC f&3
(ARG 5, ZZRMEMAT 5 45 5361 (L b A7 5 ¢ 7\ ROST ey
R T-BPENSCLC Tdbh D Z & DSHERR S VT ALK B i 5 7-FadE NSCLC B35 3 )
rate) ]
TR EREYE | 1. BN A ORI EIEUE (Response Evaluation Criteria in Solid Tumors :
RECIST, %5 1.0 WUOUEE 1 1A (IRl = IERTRERA %2 1 RAEU AT 5,
2. KEFEEN AVRRKRER 71— 7 (Bastern Cooperative Oncology Group : ECOG)
NI p—< A« AT —H A (Performance status : PS) 250 XiX 1 DEFE,
PS2 DB IIKIEHE L OAEICES<,
3. 18 B LA L op Bk S d Ak %
T BRAMENE | 1 IRBRIEE G- BAARTIC KN, HURBRIE T S YOI & % ) 1o B
(HEME 2 A — N Tl 4 BEUN, HEEHE AR — T2 BRELN)
2. B EBIE MERIABE 2 VB LT 5 KREIWFFREEZ T LB H D EH
3 IRBEEE HBAARTICIR O WT N DR OPEREN & 5 B3 - DA%, BHE -
RZEPE, IR - RIEBIRO S A SZABAE, 5 o IO T ik
MR M 2 & eI A BE S (ALK G &S 7Bt NSCLC B 28— hTiE 12
# A LI, ROSI A 85 T- Byt NSCLC BB ot — R Tlx 6 % A LI
TREREE R G-BAAATRT 6 » H LI ZERIE DBEE N & 5 B &
AR 1k AElEaA— b
AFl50mg 1 H 1 (QD) #A#&G 2 &5 HESE LT, 100mg QD, 200mg QD,
200mg 1 H 28] (BID) . 250mg BID. 300mg BID ¥ CiiliHy L 7=,
R EaA— b
AF 250mg 1 H 2 [\ (BID) #EAFKE L7z,
[ 5-H#fH ]
TR EEERI DN EIE EOXE T 0 v 03B 5 EHW LIZ5E, 52k LT,
FEATE H HEhME : Z85h=R 8T K N6 TOIREE =1 v b m— /L3R =4 E TOHIM &
et S| R AENE (DLT) (&Ml 2R — F o) FERES £
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<HEHR>

T—H 7y bATR (HEEHE AR — b ALKREBEE B NSCLC 25 2010 4F 9 H 15 HRFR,
ROST fh& B AR 1B NSCLC FB3 2014 4F 11 A 30 HERER) £ TOHFREEF ORI R ETLH T 5,
& 2R — ho& 5 (PRfE) (X8 (FPH:1~1318) THYH | #HEHEaR— FO#E
HHAR (PR 13X, ALK BRATE S T-BEPE NSCLC HB3EC 31,9 i (#iPH:0.7~101.7 #) . ROSI Fh
HIBE B NSCLC BT 23.2 # A [95%E8 XM (CD) :15.0 » A, KEE] Thoto,

HELEAH & - DLT (HEMWE = A— 1)

200mg QD #& THFT, Bl « MR OIS BUAECZ OFLE 2898 LI R A2 ki3 5720, 1 HO#& S
A% % QD 75 BID ICZEW L7z, ZD#E%, DLT & LT 200mg QD T2 L— K 3 @ ALT L5728 1 4
(2, 300mg BID BT/ L— R 3 OIFFH N 2 FIC I DAV, TH5R SN EHE > T FH &M 2 ik
L. 250mg BID O ff &% 8 Bl OFAN rIRERI Tt L 725 F. DLT 1L bhvienoiz/=d, A&
ZMID & L, KRR COHESEAE L L TREL,

BoE . (HEEHE o AR— )
1) ALK A & A5 1-BhE NSCLC [
SN
TRBREEATHIEIC X H5E428%h (CR) *23 2/116 451 (1. 7%) |2, #5325%h (PR) *23 69/116 4 (59. 5%)
IZFRH B, EDOFHR (CRHPR) 1E61.2% (71/116 B])  [95%CI : 51. 7%, 70.1%] ToH-o7=, 8
BETORHa L ha— LR (CRHPRHFUIRZEE (SD) *) 1£79.3% (92/116 )  [95%CI : 70.8%.
86.3%] TV . 16 WTORZ=a L Fr—/L#T67.2% (78/116 f5il)  [95%CI : 57.9%. 75.7%]
ThHoT,
F7-. ZhE OB (Pl 137708 (P : 4.3~39.6 ) Tholo,
AANSEH
TRBRERTHEEIC XD CR*SFRD HNTIERNT 72> 7225, PR*2N 14/15 f51] (93.3%) 2380 b, £
DN 93. 3% (14/15 %) [95%CI : 68. 1%, 99.8%] Th -7z, 8 MK 16 H CTOJFHZE= L K
17—/ LRIV 93.3% (14/15 61))  [95%CI : 68. 1%, 99.8%] TH 7=,

% RECIST #i# (version 1.0)

2) ROSI @A BAS T BME NSCLC B
TRBRERNEEIZ L D CR* 23 5/53 Bl (9.4%) 1, PR*7S 32/53 5] (60.4%) (258 b, £ DZhH
1%69.8% (37/63 1) [95%CI : 55.7%. 81.7%] Toh o7, 8 WTORHEE=T L 1 —/L3(T 86.8%
(46/53 Bl) [95%CI : 74. 7%. 94.5%] TdH V. 16 B TOIFREA = b —/LRKIL 79. 2% (42/53 fi])
[95%CI : 65.9%. 89.2%] TH-o7-, F7=, ZohE O (FJefE) 1X7.98H (FiPH : 4.3~32.0
H) ThHotz,
sk RECIST #i¥E (ROSI A BAE 1B NSCLC fB3 version 1.0,
ROST A B s 1 IMEC ALK LA 15 1-FaMED NSCLC 24 3 4 version 1.1)

oo X
HERR

(HEMiE 2k — 1)
KRR AEE TE R WAEFRSIT 88.9% (32/36 f]) 2RO LN, T2 b DITIEMH: 16/36
(44.4%) | B> 15/36 B (41.7%) . 97 8/36 il (22.2%) HETh-olz, KEBEENGETE
RWEERAEREGRUOSECHITR D bR o7,

(HEREHE R — 1)

1) ALK &8 AR 75 NSCLC f83

KR BRI E TE ARWAEERIL 95.8% (114/119 B]) (23R HNT-, EREMEMIZ. Bl 58
B (48.7%) . HABESE 57 5 (47.9%) . THI51 % (42.9%) . W& 42 41 (35.3%) . {EF 32
B (26.9%) ZHTh o7z, HERAEFEFRILL. 9% (7/119 #) 127D Hiv, Milgsk 2 # (1.7%) .
fEf, BN, BIRG. ALT H80, FiEmmARE & 141 (0.8%) ThoT, if_ FSENESTE
MEETE IRV FNTRBR R RE BRI L D 1 F] GRBRE(TERMIC L B RERIC LD b0 &
HIWT S AT S TRBRIKHEE 1T L 0 IRBREE & ORI BRE S mf%f;w&ﬁménm uuu&b%nm
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2) ROSI @A BAS 1B NSCLC B

KB BMR N E TE ARWAEFELIL 98. 1% (52/53 ) (38D HNT-, T D H LEERAEEFRIT
3.8% (2/53 fil) 12RO B, MARKOEILE T I oA R—v R & 1 BITh-oTz, £i=. LA
X 16 ] (s Gt 29 HLAREDFEL 7 4], 28 HEANDFET: 9 fil) (2RO HaL=As, FERFER
IZNSCLC DHEITTH D, WT A bIRERSE & R 720 &l S 7,

) ERNICEB T D ARBIONEE T RE ALK GBS T O UIBRARGE 2T « FR O/ NmBubtifE, ROSI @
BT BHPE D UIBRARE 2R HETT « PR3 O IR/ Nmb At
ENIZBIT AR O HER O E @ E A2 VY F=72 LC1[E 250mg 2 1 A 2 mFEAFET 5,
¥, BEOREBICL Y EERET S,

ROST B EEBIEFEHEDYIRRTHE% NSCLC &

EFEHESE T4 (0012-01 HER) GIEAT—428T) Y

ROSTBAR TR TN A2 3 D ALK G BAR T2 NSCLC DT 7 NBFIZEIT 2 K410
AR & 2tk fat U728 T AR

H Y ROSI TS5 T B PENSCLC SR 7 U YV F =7 2 HARR O 5 L - BEOELh =)
5. PUEEZEHAL & S

RERT A 2 | EER. SR, EESIERT, HEF
*4 HE (FE, AA, #E ()

PSS ROSI Fh & & {m -85t NSCLC
NIRRT RS - 22 PEfEpT RS 127 1] (A AR 26 i)

FARBERELE | 1 BB A ONFHERE (RECIST, 2 1.1 R) ICHEUZHE R RERA % 1 R
PLEA L. ZEOIREITKT 2 BRI E D 70 B

2.ECOG PS 230 X% 1 A

3. 18 m LA b oo B S d At

4. JRFTET AT IR U TORIBRO LA . UTEFTRFERED L A 4
23 LT OB

5. BRI ((LRs, SRR RRETE 2 BR < BB IE SISV R 235
BAtaD 2 WL ERNIZFET LTW5, £, BMavdtims (OFE 10
BEILLN) (34 BR 2k 48 IERILL FRTICSE T LTV 5, %

FRBRAMENE | 1. BVEPERRMEE IR E MR R OB E 2 A+ 5 85

2. TR G- BARRT 3 o H IRICIRO WM OBEN & 5 B - L%, &
EDORLEPME, TEEIROUIRIEENR A S A, 5 >R DA4E, —i#
P b R 1 58 7' 2 2 o b L B e 7 %

B Al 250mg 1 H 2 [A] (BID) #EO#H Uiz, RERHIF A, 3B Lzt ofEE L O
FEEILC T, A—BETIHEL VI 2 HEL-VEE LT (HEL R
JL 1 :200mg BID, &L -~UL 2:250mg QD) . 2 HE L~ %2 AIEN NI

7o IR I LT,
[ 5]
BB EEERIDER EOXK 7 4 v v 3d D EHW LIEGE, B2k LT,
PR IE B A - EEFEEHE — 2R MSTHEZERICL D)
AIREHIIE H — 818 & N6 TORE = > b m—/LR K E TOHIMH
=
At HERERS %

V. {BRICEIT 5 A 18



<HER>

F—H2Hy bATEE (20154E 7 A 30 HEER) F COEHOMERETLET 5,

KRB O EHIRT (hoefi) 123408 (BEFH:0.6~94.0) Th o7, F7-. HARALER 26 D
PEEHIM (FPUufl) 13 26,3 (#FH:0.6~88. 1) THo7-,

Hht
EEXIN
MNTHIERBERIT X H5E4878%h (CR) *23 14/127 1] (11. 0%) 12, #5328%h (PR) *A3 74/127 5] (58. 3%)
IR B, T DFENZF (CR+PR) 1%69.3% (88/127 f5)  [95%[ZHEIXE (CI) :60.5%. 77.2%] T
bole, 8ETORE = hr—/L# (CRHPRHFPRZEE (SD) *) 1X88.2% (112/127 f51])  [95%CI :
81.3%.93.2%] Th v . 16 M TORE = b —L3E 80. 3% (102/127 f5i]) [95%CI : 72. 3%, 86. 8% ]
Thotlz, £/-. ZHE OB (FRfl) 1% 1.9 » H G : 1.6~7.5 » A) . Z5hIM (FPdefiE,
Kaplan-Meier %) 13RZE [95%CI : 8.5 % H. RElE] TH-o7=,
A AR NS
MSPHIEZRBE AL D CR*282/26 1 (7.7%) 12, PR*2% 15/26 5] (57.7%) I3RS B, FDENHRIT
65.4% (17/26 f5) [95%CI : 44. 3%, 82.8%] Tdh-o7=, S TOIRFE = b1 —/LKIL 80.8% (21/26
) [95%CI : 60.6%. 93.4%] TH Y, 16 W TOIFRE = ha—/L3E69.2% (18/26 f4) [95%CI :
48.2%., 85.7%)] Th-ol-, F£io, ZhETOMM (PRl 1£1.9» A GGPH: 1.8~3.7 % H) |
ZENHAM (FPOfiE, Kaplan-Meier #5) 1£8.4 » H [95%CI : 3.8 » A, KE#E] TH-oT-,

sk RECIST #i% (version 1.1)

TV

RURBIFR N E TE A WEEFEGUL 121/127 i (95.3%) IZRDDHIL, ERBDII RN T AT 1)
—BHIN 67 1] (52.8%) . HLEEDE 59 ] (46.5%) . s 52 il (40.9%) . #7147 6 (37.0%)
K OMEM: 41 41 (32. 3%) HF Toh o 7=, HARANEMIZIB W TREEBIEAGE TE WA EFFLIL 26/26
B (100%) 238D BTz, BIKEH_RTHAANT 20%LL ERIRNEm - 2N REBEAGE T
IRWVEEERIT, R 38.5% (10/26 ) KUOVEL 61.5% (16/26 i) ThH o7z,
RRBERENEETCE R VWEERAEFZIL6FI IR, 7I79=v T/ NTF U AT7=2T
—¥ (ALT) N OV S04 2 -, I, IRy, 7ANRTGX VBT I ) v 7 A7 =27 —1F
(AST) #8n, MiZe e OVHFHERER T & 1 CTh o7z, 2D H 6, HARNEM CORREBEFRNGE TE
IRVWEBERAERGILAH TSRO DL, BEAD 2 4F, ALT B0, 2R, JRESEEGE, AST B0 K
VRS 1 TH-o7=,

EIRTHEHNL 8 FNIFRD IS, WL S IRERIE & B A 720 &l X vz,

") ENI Té$ﬂ@%&&U%E:L% BAZIZZ ) F=7L LT 1[E 2550mg 2 1 H 2 [ERAO#KES
b, Ik, BEOREICL Y EEHET S,
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(4) HRELAOEAER

1) BRI ER

ALK& FIBTEIE/ NIRRT (NSCLC) =&

ERs4LFE * 5 DFREKER (A8081005 iX8%) 2 (WMEAT—4EYL)

BARBSI L ARBRIZBN T, | VYA VU EOACSERIEREEZ AT 5 ALK @G & s 1 e
DOHELTIE/NHI AT B 136 5172 (5 B HARANERE 6 6) (2AHKIZ 1 [[] 250mg, 1 H 2 [AH H #
B U455 1BBREATHIEIC X 528803 (RECIST) 1% 51% (95%(EHEXE : 42%. 60%) Th
o7z (2011 4F 2 AR E COHRER) o

AR BH- ST 136 6 (HAN 6 flaEde) o 131 1 (96.3%) ICRIERANRD Sz, i
BIVERIE, Bl 78 ] (57.4%) . WEm: 59 1] (43.4%) . T 58 5 (42.6%) . fIjfEE 58

B (42.6%) . L 37 Bl (27.2%) EThH-o7- (2011 4 2 A E TOFRIERD .

kA=A NTZVT, AFTH TTUA R4V FE AXZVT, BAR, @E, F—7 8, &7
T, AL 2 KIEH

1 ALKFRAE B85 71X, ALK Break apart FISH EZHWTHREINLE,

T 2 0 3 BlTA R SR [ s B BRA S 47z,

ER#£FEIE M (A8081014 E) (WEAT—425L) 7
BITEIERED 72\ ALK A B S T M D FER SENSCLC BRE 1T 31T A ARKI B G- & Ab bR 5 5o 4
HAHAAFRIM (PFS) % Fhlgckias U 7= 55 ILAH 3ABR

BT A | IEER. SHis, EELRY. T2 0k, 7 a At —R—
*1:27 pE CRE, HE, R, A—ZXAFF7 V7, A XU R %)

PSS ALK B 385 F-BME NSCLC B (B A A 32 f31)
BNEFEAL xS 343 51 CARAIRE 172 61, ALSRIERE 171 1)
ZAEVERNT RS 340 5] (CARAFIRE 171 41, AbSIEEE 169 1)

FARBRGRIEYE | 1. BTN A DR EHIERYE (RECIST, 45 1. 1 i) ICHE U7 IETREIRZE 2 19
B EH LTS BE
.ECOG PS 73 0~2 D
18 L E D BV 3 etk &

FRRANELHE | 1. BRI ALK AR RAYICHEER & LT IBEE ST b R
CEMEREBEOREE (BIED NSCLC ZFr<) Md 5B - 3 FELINICIEEh O B
MYREE (2T ) —~UDANOR RS, +ESEH LR, R UTisgE L &
W& SR 2 BR<) DR LB
3 IRBRIREE 5-BALERET 6 5 A ANIZIROWT N ORBOBEEN B 5 HBE - O
FRZE, HJE - REEPE, HENR « RIEEIRO SA SZBHE, 5 o i
AREXT—EMEME MBS IEE S0 ERE (272 L, brégREZEic L 516%
IEBRAMEHEIZ & D 70 ) &

DN — | DN

R L AHIBE « AH 250mg 1 H 2 [E] (BID) Fp#&hE L7,

(ESERRIERE « A P L& R 500mg/m*+ 2 275 F > T6mg/m?, XIT~=A b L
¥t N 500mg/m*+ A VR T T F 2 BAEMHR T HEfE 5~6mg/mL/ /3% 21 HY-A 7
JL TR 6 [BIFIRN G- L 722,

%21 VAT TFUROHDIVRT T F U NIARMTOEBAERLOHREE B D,

R E | SEEA IR STHEER RIS L D)

FIREHIE E | AR, TR, AEFR =

<fEE>
F—AJ -y A TR (20134 11 A 30 AlEE) £ CTOEHOMRE2TEHT S,
ARBOBSHE (PRE) 1ZARFBEETI7.4 9 8. (BEFIEERT16.7T 5 ATHo T,
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HEE -
@ﬂdmz%,ax K D SRR (PFS) O RAEIX, AAIEET 10.9 » H [95%(F X [H
(CI) :8.3xH. 13.9 %A1 | ALHRERETT.0nH [95%CT:6.8 5 H, 8.2 H] . ~¥
— RERIZ 0,45 [95%CI : 0.35, 0.60, p<0.001, J@Hla 7Z o 7fE] ThV ., (LFRIEREICK
U CHERIE 2R LTz,
AR (0S) OFRfEix, WmiEe LICKREETH -T2,
SEARZER) (CR) *IIAAIRET 3/172 5l (2%) | ALFHIERET 2/171 5l (1%) IR H B, &6
375N (PR) *IIAHIRE T 125/172 B (73%) . ALFHIERET 75/171 # (44%) IR bz,
78505 (CR+PR) 1IAHKIEET 74% (128/172 fi)  [95%CI : 67%., 81%] . {LFHIEHET 45%
(77/171 #1)  [95%CI : 37%. 53%] ThH oz, £7-. BohE COWYIM (FRfil) IAARET
1.4 %A (& :0.6~9.5 % H) | {LRERET28 » A (#PH:1.2~8.5 3 A) TH-o7=,
FENHAR (FPofiE) I IARKIREC 11.3 » A [95%CT : 8.1 » A, 13.8 » A] . fLEERET 6.3
#H [95%CI : 4.1 » A, 5.8 s H] Thoto,

sk RECIST #1# (version 1.1)

i A HAR
- K -3 e
A (he179) (he171) AP R p
B AT I 00 Sefi 10.9 7.0 0.454 <0. 0001 ®
(H)  (95% 15 %E X [H]) (8.3-13.9) (6.8-8.2) (0. 346-0. 596) ’

E o ERle s oo BmiE
I%EWEEI]EOOE. (BEELFHAM) O Kaplan-Meier iR
. ;\

- o IR
8 A ALERUEAR
[ §
0.75 4 1Y
B E
it .
& 00 e
= 1
B "
* -
025 hdiad - - - .-
0.00 !
0 5 10 15 20 25 30 35
at riskl S HEAIR (A)
AHIBE: 172 120 65 38 19 7 1 0
fesmER . 1M 105 36 12 2 1 0 0

AN

ARIFETILFIRIEREL U b 5% ERBUHE N R > - B EFGIL, HREE [7&%'%3@71%
(122/171 B1) | ALFHEIERE 9% (16/169 1) 1 . T [61% (105 %1) . 13% (22 61) ] .
il [49% (83 %) . 12% (21 %1) ] | WaH: [46% (78 %) | 36% (60 %) 1 . f8EH [43% (74
) . 30% (51H) ] HEThHoTz,

RRBIRN G E T X 2V BECHNIAFIRET 1 (Ihig) B b,
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EpsHEEMAERAER (A8081007 :ER) MEAT—42ET) ¥ -9
1 LY A ARG 2 4 5 ALKRE B BiE NSCLC S 1238 1) B ARHI# G- & AL 557
B 5-EERTEALF IR (PFS) % Helehat L 7- 45 AR 3 BR

BT VA v | e, Shsk. FEELEY, EEA1L
%22 pE CKE, FE, AR, 77U A, A—AFTIVT, AFVR 5F)

PSS ALK A8 5T NSCLC 23 (H A 69 1)
AN REAm 52 347 5] (CARHKIRE 173 B, LSAIRIERE 174 41)
LEAEPERRAT RS2 343 (5] (CARHIRE 172 B, ALSAFRIERE 171 1)

FRBERILUE | 1L B A OZEHESLUE (RECIST, 25 1. 1 k) ICHE U7 E fIaEmRA & 19
B EH LTS EBRE

CAERIBINR— 2 OERIERE 1LY A YY) BN DHERE

.ECOG PS 73 0~2 DHEFE

I8 LL B BT Aotk %

FRBRANENRE | 1 BRI ALK Z R RN & LTEIRRE2SZ T2 e 0 b 5B

CEMERES OREE (BIFED NSCLC ZFR<) Md 5B SFELUNICTEEIEDE
PR (AT 7 —~USNORERE, TESEH EENE, R U3l Lz s
HETE SN RINIARE 2 BR <) RS b BE

3. B3 & D7 RV PEARKERE SO X R E B A2 2 i3

4 VRERSERE B BRLART 3 4 A LLINIZIROWT OB OBEEN & 5 LA Of
LCWDHEBE  DpEZE, EE - ALEROE, HEIR « RRYEIRD /A 3
AFRAE, O o MO T @R R AE 2 5 Eo i i & [ 5 384 &

DO — [ W DD

BRI ARHIEE . AK 250mg 1 A 2 (BID) &EA&E L,
(EERIERE « A b L& F 500mg/m’ X K& 4% %L 76mg/m* % 21 HY A

7V CHRNE S L7z,
FEGHEHE | SEEEAAIE GSCHEREB RIS L D)
BIGHIEE | BAFHIH, TR, AEER a

<HER>
F—H2 Ny bATEE (2012453 A 30 HE ) £ COEHOMREZTLET 5,
AABROL S (PRl 1IAFRETI12.2 v A, (LFEEHET12.1 » HTHhHo 7=,

B
M EZ BT K 2 M AR F IR (PFS) O i AFIRET 7.7 % A [95%(E X ] (CD) :
6.0 » H, 8.8 » H] . {LFHIERETS3.0 » A [95%CT:2.6 » A, 4.3 » A] . ~¥— FKix
0.49 [95%CI : 0.37, 0.64, p<0.001, @ERa 7'Z v 7 HiE] Th V., (LFRERN S L THE
MEER LT,
RALFHIR (0S) OFJAEIL, AFBET20.3 » H [95%CI : 18.1 % A, KREIE] | (LFPRER
T22.8 5 H [95%CI : 18.6 » H. KEl#E] Th-o7= (FHRIMENT)
SERZER) (CR) “IIAAIRET 1/173 fi] (0.6%) IZ#B®H LT, ALFRIERE TITFE O Hiven
STz, ¥ Z8% (PR) *IFARAIRET 112/173 B (65%) | (LFHIERET 34/174 5] (20%) 127
HHT, B (CRHPR) IEAAIRET65% (113/173 #)  [95%CI : 58%., 72%] . {b¥ik
BET 20% (34/174 f5l)  [95%CI : 14%. 26%] Th o7, £7z. ZRhETOHME (P RfE) X
AHIBET6.3 4 A (HPH : 4.4~48.4 » H) | ALFFIERET12.6 » H (#FH : 5.0~37.1 % A)
Tholz, M (PRfl) 1IAKBETT.4 5 H [95%CT 6.1 5 A, 9.7 % A1 | (LFIEE
FECT5.6 48 [95%Cl 3.4 A, 83 H] Tho'z,

sk RECIST #1# (version 1.1)
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iR EA IR

- AK =353 TR

AT H (he173) (he174) A= RE p i
A AT I O Sefi 7.7 3.0 0. 49 <0. 0001 ®
(H)  (95% 153 %E X [#]) (6.0-8.8) (2.6-4.3) (0.37-0. 64) ’

(e =Vl = A S

IEEWﬂﬁ‘IBEO% (EEELFHAM) O Kaplan-Meier pi#RE

3,
0.75 % ‘\L.]
1o

—e— KHIB
—a {LERER

e

EIBEER
o o
X 3
BPB;
¥
¥

= r'{
.AJ

|

.

0001, '
0 5 10 15 20 25

at risk# BE&ZBEE (R)
AFIBE: 173 93 38 1 2 0
LSRR 0 174 49 15 4 1 0

2

AFIBETILFFRIERE L U b 5% ERBUHE NS - - R A EFRIT, WREE [AAIE 60%
(103/172 f51]) | AL“FRIERE 9% (16/17141) ] . T [60% (103 61) | 19% (3341 ] | #
L [65% (94 %) | 37% (64 %) 1 | mEnk: [47% (80 f) . 18% (30 41) ] . f#Fs [42% (73
B . 23% B9 1. T/ T rRT7=T—F ER [38% (66 1) . 15% (25 f51)) 1 .
IR [31% (G4 | 16% @761 ] . EXaEEGE [26% (4461) | 13% 261)) ] | BRERE
= [26% (4461) . 9% (1640 1 . dEW [22% GB7H) . 8% (144)) 1 THo1=,
RN B E CEX 2 VWEERA EFRORBBLRIIAARET 12% ALFHRIEFHET W% Th o7,
FELIIAEIRE T 25 B, ALFIERET 7 SRR DAL, [REBMENEE TE WS Hl I ARIRE
T3 GNP 16, REMEMiZR S U< igk 2 6)) | AbFEREc 16 BiE) ©H

-7,

R

2) REMHBR
KPR L

(5) % - HIEAIGER
DR L
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(6) AEHIER

1)@%&%%&(—&@%&%%% BEEAKERE. FRABRBELERRAE) . RERTET—

AR—RFAE., MERFTERERABOAR

ﬂKmmﬁh%%ﬁ®#¢ﬂ%%F ZXFT B ARKNOREIRGE R O HEE T IZHE T, LFOHF
FUZHOW TR O MEICBET 2 W a2z 2 & & b, BN FFEM AL, i
BRFE R RBR O L EO R WA RFTT 5 2 L 2B E LT, R AT 2 5056 L 7=,

D R EOEENS TRITEZ2VENER CRENOEIWER) OIARDL

2) BIWEH D3RI

3) LAtk - AR E 5 2 D EIN

RS AR FE 1% 00 BAREFIEL 2000 ST 5 £ TOM. 2FIRERE TR TEM LT, AFHED
BRI, AFRGBIMA R 235 52 R TH D23, #HEK T T IE LIERIC YW TIE, #&
HHT - HIE A E CTEBEHME L,

LRV SR AL 2028 B> 5 B, BYED 46. 2% (937/2028 f51]) . ZctEAS 53.6% (1087/2028
) TV BMEL D ZEDOEIG D E Do 7o, Flnil T, 65 kL (Rl 235 39. 6% (803/2028
) . 65 AR (GEmlE) 2 60.2% (1221/2028 f5l) Tdh . IEEEE SR TH -T2,
B, HEEEED OB 16 moAR UNR) 130.1% (2/2028 ) Tho7-, EHIREOIFETH
% ECOG PS 1% 0 73 37. 2% (755/2028 f5il) . 1 7% 40.4% (819/2028 f5l) T - 7=, MUEH L 5. 9%

UMMM8W)T ﬁ¥ﬁ®56¥%(uﬁﬂ%8m)ﬁ@ﬁrﬁbf%oto‘ﬁf&bf\
i RElEE 2 A9 281X 7. 1% (143/2028 f4]) | BHEREREE 267 5 BHF 1T 4.3% (87/2028
W)T%Oﬁo

L2V SR AR 2028 B> 9 . EINVEMIX 1858 Il 7798 1158 H AL, BIVE M S BUEFI=R I
91. 62% (1858/2028 f5il) Td> o 7=, FE72RIMEM (15% LA LIZHBL) DO NERIZ, L)Y 653 4 (32. 20%) |
THRIAS 492 1] (24.26%) . JEHRAEDS 384 5] (18.93%) . MEA:AS 354 5] (17.46%) M OWRH 7
A 340 5] (16.77%) Th o7,

FHL LT BWER Z 8RBT L7c & 2 A, THK - [ 4081 £, #Epes 2295 {4, [BIE L7223
HBRBIEDH U 2N 88 F, REEMN 1217 {4, REAN 116 FTHV ., BELIZEWEHD S 5 81.8%

(6376/7798 1) H3HAK « [BHE UTHEPRIZE > Tz,

LARVERRIT I SRAE] 2028 B0 5 6| EERENWEHIL 518 BT 842 #4388 H v, RIVEHAFBIAEH]
X 25.54% (518/2028 f5il) T o7z, EREERRBEM %L EIZHE) X, MEMEMZEE
DT 83 B (4.09%) Th -7z,

FHL L - EERRIER ARG LTz & 2 A, 1K - [BIEDS 346 {4, #3293 {4, [A17E L
T NEEIED VM3 314 RIEIE DS 1641 RN S TH Y R L= EEZRBENEHD 5 5 75.9%

(639/842 1) 23VHZK « B SUTHRRITE - T,

2) RREHLELTERFEDARRIEERL-AE - ABROME
ALK @& B F B IR/ MR A
2012 47 3 A BUENREARREUGRE, DL ORESEN T S, FrEf HARERAE (SpERAE)
IR L, 2029 BlOT —# ZERE LT, HAGERE (SFFAE) & O RIEE) OS50
B, 2019 4 12 ARSI RER & 72 o 72,
TALK A B AR - E O UIBRASBE 72 1T « 38 O I/ N RE il
(1) ENTOBRBIEF DD TIRONTWD Z &b, WERTE%R, —ERDIEFIIR ST —
2 BERBEIND ETOMIX, BIERZ G HARERAE % i35 Z &l k0, AKAI#EH
BEOYERERETIET D & & I KB OLREME R OEIEICEET 57 — & 2 BN IUE
L. AREOWEFEFICLEREEZ#LLZ &, )
(TV-5. (6) 1) i HAAEHA (—AEE BRI A, FrE il AR A, 8 F Rl S )
RLERTEHR T — F N — A, BOEBRGEZ KB ONE ) OEB M)

V.
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DR L
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VI. EHEREICEII SHEB

I EEFMCHES L AN S AN
TLrF=T RV F=T, FRF=T
TERE : B B B (LA OHRE I RET, BATOWM LHEZBRT 5 2 L.

2. EBE{ER

(1) 1EREML - VERBF

7 U F=TNIRS LY X —F (Anaplastic lymphoma kinase : ALK) | c—-Met/ATHla g5
N+ 2K (HGFR) K TN c-ROS oncogene 1 (ROS1) W ONZZI & DISFEMELEEIK (ALK BREE A,
c—Met/HGFR ZEFAK R OV ROS1 A EEH) OF vy ¥ F—+F (tyrosine kinase : TK) &M A 541
WZILET 5 ATP BiattoF oy o2 F—BHEATH 5,

ALK 5 B A K OO ROS1 @G B HIX & MMET 5 Z & THEEMICIEEE L, FiRICh 5250
I F MR T 2GS 5 2 & CHIRE S, B OVEGFERETS 00, 2y F =T
ALK, ROS1 TR c-Met ¥ F—BZ[HFETHZ LT, ZNODORFOEMELEZI A, TR O HEHE
K ONEB A& FAEZ2MEld 25 2 LI KV HESESREZ RTEEZ LN TN D,

ALK@EBIEF B3I/ il R fimE D A & YU DERERE

_ ALKRABEO= B
- > & m g

= Y =]
=] > ¥ el

PI3K
o

2T FIVREOIH

!

i
K
=
BiD STAT3/5 S6K
v

1
“ ¥ ‘ .j
Iy ‘ ! qiﬁ FES R IETE DI .
MR DARFE(L BB A DIETE

& 2

B E DAEMAPEPR R A EE AR
FEEHIE F)I| FE k&
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TSI/l BBl DR & H—-JUDERERFE

ROSIRISEHO_&
A _
P

XROSTIE &V I FILEED
EHEEICEWT B
BFUHEETIHRL

2T FIVREDQIH

FES R IETE D '

At
M- EB-EE  REES  PRM—YR  BREOEA EfE TR R AR 2 I PIRIET
EEHZ I FIE K4
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(2) ENERMATHHABRBAR

1. BHZRRAERFOO X+ —EBEER (in vitro)
1-1. BEFHBERE ~ ALK RCEEFHEBRZ E - c-Met/HGFR x9S EMEA

IV F 2T OEKZREFr L X —Y (RIK) IS T HEHEZEEL LT LZE 2 A,
FHLZ B b ALK R ONHH#L X B b c-Met/HGFR IZ5%F L C ATP BiA MR BLEEAZ/R L, £ O Ki flixZ
FLF4 0. 5nmol/L TN 0. 6nmol/L Tdh o7z,

ZOER A L~V CHERR T D 728, EMLA-ALK Bl A A A AR variant 1 (V1) ZFHL TS
NCI-H3122 Je TV V3 ZF8 Bl L CTu % NCI-H2228 & Rl Mifaicxtd 252 U Y F=7® ALK U B bR
EEFIZOWTHET L2 & 25, 10, HIZZE N FH 63nmol /L K X T4nmol /L T - 7=, £ 7= . EML4-ALK
V1, V2, V3a KTFV3b - 38Bl S H7- NIH-3T3 i, KO t(2;5) YuafRii/fEiz L W NPM-ALK B &2 A
EHRBLLTWDE MRSERMAZY >3 (ALCL) Karpas299 flifidiZxt LCH., ALK U U ER{LBHESE
FANZRD BT (ICfH : 27~69nmol/L) » & HIZ. c-Met/HCFR 1254 A1{EM 2 faat L 736 T,
7V F=TF O MEGREIEIZIB T, HGE 12 X o TEM L S /-84 c-Met/HGFR K
OMEFBNTTEME(L LTV B B AR cMet/HGFR OF 1 2V VEBLAFHZE L, b b A549 il
X195 1Cs I 5. 0~8. 6nmol/L TH-o77,

BHMZREFOL X+ —tERUBMEERICHY SBEER (n vitro)

T Ki B 1% 1Cs fiE @
nmol/L
ALK 0.5
BEZ 1L ~L
c—Met/HGFR 0.6
EML4-ALK V1 U >k (NCI-H3122 & fiifhif) 63
EML4-ALK V3 U gl (NCI-H2228 b b Jifi i) 74
EML4-ALK V1 VU Fgfb (EMLA-ALK V1 3§ NIH-3T3 #ifa) 60
EML4-ALK V2 VU »fgfk. (EML4-ALK V2 Z&EI NIH-3T3 #ifa) 69
HfE L~
EML4-ALK V3a U »fig{k. (EML4-ALK V3a J&Ei NIH-3T3 #fifi) 27
EML4-ALK V3b VU »f2{t (EML4-ALK V3b Z&ER NIH-3T3 Hlia) 41
NPM-ALK U »E2{t. (b k Karpas 299 ALCL i) 35
c-Met/HGFR V » gk (b k A549 Jiiissmfa) 8.6, 5.0

a) BER LUV OFHIIZ OV KL B, MR L~V OFHIZ DOV TIE 1Cs B

VI.
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1-2. sBiF4E#Z £ ~ ROST [Zxtd BREE/ER 2

7V F=TOBMEHEBZE b ROSL (T DIEREZBRZ L~V THiLI-E 2 A, Mfize b
ROST {Z%F L C ATP Bt 6 M7 LEEA 27r L, £ @ Ki fEIZ 0. 48nmol /L TH - 7=,

ZOIERE A L~V CHERR T D 728, ROST FEfAICk3 2527 U Yy F=7Dx%F—8 U VELIL
ELERIZHOWTHREF L= & = A, SLC34A-R0S1 (short [s]/long [L]) il &85 7 2 F$ 814 % HCCT8 Hilfa
WZBWT, 7 U Y F =T IRRERFERIC ROST DU U b ABLE L. 105, fEIE 47nmol/L TH - 7=,
F7-. Fig-ROSI @A E s 127819 5 U138NMG & MEIEIEMAZIZ LT, REMKRIFN2 ROST DY
VIRCBREEA 580 BT (IC, Ml : 60nmol/L) , & BHIZ, FHEPE ROST @A 51 (CDT4-ROSI,
SLC34A2-ROS1[L]. SLC34A2-ROS1[s]. Fig-ROS1[L]. Fig-R0OS1[s]) % J&IH X7z NIH-3T3 i
WTH, 7 VYT =TI TRERFRIZROST O U b2 BRE L, [Cs i 11~104nmol/L TH > 7=,

BMRBRTFOL X+ —CERURBEERICHY SBERR (in vitro)

. Ki {34 1Cs fiE
BERR nmol/L
fEE 1L ~L | ROSL 0.48
SLC34A2-R0S1 Y > fi#{k (HCC78 & h NSCLC #ifiE) 47423
Fig-ROS1 U > E&fl. (U138MG b kIRZEREANAD) 60°
CD74-R0S1 U /E#{t. (NIH-3T3-CD74-R0OS1 (s) ) 11+£3.6¢
A L~L | SLC34A2-ROS1 (s) U > F{t. (NIH-3T3-SLC34A2-ROS1 (s) i) 42+21°
SLC34A2-ROS1 (L) U > E&{k (NIH-3T3-SLC34A2-ROSI (L) fllfa) 104 +45¢
Fig-R0OS1(s) U »ft. (NIH-3T3-Fig-ROS1 (s) Fifie) 74+48¢
Fig-ROS1(L) V »E&{k. (NIH-3T3- Fig-ROSI (L) #lf) 35+11°
B AR R

a: R LUV OFEIIC OV KL A, MR L~V OFHIIS DV T IG5 fE
b:n=12, cin=1, d :n=6, e : n=7, f :n=b
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2. AKRtEEBEEERRICETEI ) I FZTDER
2-1. EML4-ALK ) VU ERE R IESIRFEISR T 24 (RO R) ¥

NCI-H3122 fiififes BARAR & 7 /L Z N T EMLA-ALK U > b PR & BTS2 5 o BIRIC W TR
ALz A, 7 UV F =7 100~200mg/kg/ H D5 TlL 24 FffijIZ 7= - T EMLA-ALK U U Eg{bas
FRE S (PHESR : 77~86%) . MEEHEM A 08 < PLE Uiz (EBHEAEIEESR : 74~94%) , —H.
7)Y F =7 25~50mg/kg/ H DF5-TlE EMLA-ALK FHENER 23 5-1% O — RO RFRHIC R S0 (%
5.4% 23 Rp DFRE =R © 41~59%) . HUEBIRITTGN - 72 (EEHEAELESR © 38~40%) .

EML4-ALK ') VERE R OBSIETEIC 1t HFEE/ER (NCI-H3122 i RIERAEETIL)

EML4-ALKY > E2{LPEE/ER IEE8EEEEH
3
(%) (12810)-
1657 | oo Ame
1 W 4En 1 &=A JUVFZT 25mg/kgl B1EESE
100- B 75 16001 ** SUVF=7 50mg/kgl B1E#RS5E
] = o0—o0 #UVF=7100mg/kg1 A1 EH& 5
] W 23%m ] a—a 59y F=7200mg/kg1 A1 ElE 52
] FHELRERE 14004 FafEiRgERE
«  80- n=10~12
Tﬂ 1 *p<0.0001: 8BR & DL B
L. 12004 (—TRESHEEMT)
2
= ]
N 604 RZE 1000
=l 5
X ] & ] * 38%ME
< | & 8001 * 40%BE
S 40 6001
E 4
400' * T5%FHE
20- ]
00 * Q4%FEE
13HHE®RES
- 0""'I""I""'l""l
25mg 50mg 100mg 200mg (kg/H) 10 15 20 25 30(H)
IV FITRER SRR
HOBELOALKY B2 1 00%E T 5 oK BEBBEOE0RET5
R T 1A

MoKk IE~ D A2t b NCI-H3122 i & BFESAE L, BN ES Lz (180mm*) < RIZ7 U Y F=7 (25,
50, 100 & T* 200mg/kg/A) & U< 3% 13 AR OHEE U, HEELERL, R 26 A OEGARE
WS E, LTFTOXTEH L,

100X (1—=[ (7 VY F=7#0RER 26 A OJEEFE) — (7 VY F=7HoORE 13 A OEERE /[
OB 26 H OIESEAR) — GHREEORER 13 B OMEEAR) 1)
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2-2. NPM-ALK V) U EIE R U EBIEIEIC X3 4R (v X) ¥

t(255) et AR 12 L 0 NPM-ALK FilvE 2R & 889~ 5 NPM-ALK 54 Karpas 299 AR5y b KA U o
2NE (ALCL) ET7 /W27 U Y F =7 100mg/kg/ H =& N#H L& 2 A, BHRMR% 156 HUNIZT
RTCO~ Y ZADMGENERITIRNE Lz, &E5MG%E 31 BIZZ ) Yy F=7o&5 21 LizE 25,
JEEHIIEOMEE L7~ JEEA 600m’ #8272 AT VY F=T0%52HL, 5213 H
&G L e 2 A, FEREATERITIRNGE LT,

NPM-ALK U > ER{EFLEVER & PUIEE R ORRICOWTHREI LIz 2 A, 7 U YV F =7 OhiEE)
RITHEERGFNTH Y . RRPUESEZE G2l 115 547 100mg/kg/ H % G-IFI21%, NPM-ALK
U UL 24 KEfIC 7= > CTHHE (90%LLE) STz, —J5, NPM-ALK U Rt O BHE DS 90%
Hiili T o 7= 256~50mg/kg/ H % 5-REZ I3 KO T RIIE S 2o T2,

NPM-ALK 1) > B e B UIESHE08I S5t S BRAEMER (NPU-ALK 514 Karpas299 ALCL RFEFSHEE TIL)

NPM-ALK"Y > ER{LBEE{ER (4B8) &8 5EFEEER
(%) (mm™)
1001 - 1600 o0 3imE
W 450 | o—0 YUY F=7F100mg/kg1 B 1EHE 53
= 8ﬂé}f’ﬁ 1 o—e ') JF=J750mg/kg BB 5E
- 24&9??3 14ODj oA H)FZF25ma/ka BB S B
50- o FAE R
; n=3~12
1200 * p<0.001 S FRELE DHE
# 1 (—TEEE D EAMR)
B !
ﬁ 604 1000
o 7 ]
< & 8001 Paxsrums
= T B
< 401 ]
S 600+
= ]
pd |
400+
20+ g
20075 A e2RMm
1 (CR % (CR)
. 0 =OO-000 o'c'o".
25mg 50mg 100mg (kg/H) 10 20 30 40 B0 60 70 80(H)
YV F=—TREE" R
% BB OALKY VEHLE% 100%EF 2 sk EIEA%E0AE T3

RS IE

SCID ¥ AIZt b Karpas299 ALCL Z HBAERAH L, EENES Lz (220mm®) vV RIZ7 Y Y F=7 25 K}
50mg/kg/ H b L<ITAEBLIEL 12 HIM. 27 VY F =7 100mg/kg/H %31 HEE D& G- Lz, 7 VY F =7 100mg/kg/
HEET 19 A ORIEDR, BG-HIA% 51 A2 6E 13 A& SG Uiz, IEEEHAESR (%) 1%, B 23 A
DIEREAEICHE S, LFOXTHEM L,

100X (1—[ (7 VY F= OB 23 HOBEAM — (7 VY F=7#oREk 12 HOEEAR) 1/0 G
WHEORER 23 H OIEEAR) — GHR#EORER 12 B OEEAER) 1)
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2-3. VUFIUGERSFICHT HER (XHR) ¥

NCI-H3122 fitifs BB T T /L& FAV, A A7 7 1 v NETEMLA-ALK B3 DRI D v 7
T IGERICK T EA ARSI LI 2 A, 7 U Y F =7 50~200mg/kg/ H O EIZ L v ALK, Erk,
Akt, Stat3 X OVPLCy U U ER(bICxI 32 H &K A 2 BHIE 23580 b7,

EMLA-ALK A8 59 % S T FILRERDFICx T H4EA (NCI-H3122 e REMIEETIL)

IV FTREE
ERE 50mg 100mg 200mg (kg/8)

UVEELALK (Tyr1278/1282/1283) s somm mow 1 o

UVBMEALK (Tyr1604) SN S I B8 s
B — ————

UVEE{EStat3(Tyr705) TR v s s o o
#Stat3 _“—““ —

v orsoe)

YU EAKE] (SA73) e sy s s s sy oo o s
FAAKET o e e W W S g w— w—

UVBRIEErK]/2 s e e ey — T T S e

HErk]/2 T T ey e T T -
UVEREPLCy S e I B O B B i
UVEEMyc S . . e B e e

ey o R —

AR IE

NCI-H3122 Jitifs 2 BAEBAE L 2R kB~ 7 A7 U V' F =7 (50, 100 KT 200mg/kg/H) & L < ITiEMHE% 4
AR ARG L, kG 7 MG IEEEBE AR LT, A4 78y MECTY VT MRERS T
D7) F =T OVERZRAME L7z,
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2-4. HpAERE<T—H— (Ki67) 2T B4R (vHR) ®

NCI-H3122 Jitifig BFERB A E 7 /L & FH\W T, MllatEiio~— I —Th 5 Ki6T7 & FEiE (g s E
A EPEEROBBRICOWTHF LIz Z A, 71UV F =7 100~200mg/kg/ H D52k v H
EARFR 72 Ki67 OMEHITER RO S iz,

Ki67 [cxt9 Z4EFA (NCI-H3122 ffifz EEBEE TIL)

4.5+
U Kig7RB a7

| PHERERE
40 n=9~12

* p<0.025: W R & DEER
35) (CTREHET

Ki67IHCRaF

WHEREE 25mg 50mg 100mg 200mg (kg/8)
JUJFTRES

BT

NCI-H3122 Jififis 2 AR L 7= ip k8~ 2227 V) V' F =7 (25, 50, 100 O 200mg/keg/ H) & L < LA
14 HERR OB G U, ek 5 7 BB 62 I ISR Ak 2 BREL L 72, Ki67 L b 3 il b 2 FE CRIE L,
Ki67 BE Mtk o B & & o Rt & bl U7z,
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2-5. FIR,F—SRT—H— (ARIS—E-3) (2T BHER (vHR) ®

NCI-H3122 fififis BB ET L ZHNWT, TR = AD~—H—ThHDHH AN—E-3 Z4EEICT
R b= ZAFEER PRSI EOBRICOWTHE LIZE 2 A, 7 U Y F =7 50~100mg/keg/H
DOEHIZ XY A= -3 OHERGFHRIEMECIER A 50, 200mg/kg/ B OFEHIZ XV 7*F b

— Lotz
HRAN—E-3 25T D4EH (NCI-H3122 fhEREBEETIL)
(BCSum)
254
FHE+ IR E (488)
n=3
* p<0.025. WERf & OB (—oEeE i S 47) .
2.0
=
<
Y
@ 15
o
@
[o}
wm
@
Q
o 1.0
7]
>
@
<
Q
0.54
T
0.0
FHEREE 50mg 100mg 200mg (kg/B)
IVJFTRESE
B ik

NCI-H3122 Jiifs 2 BAERBAE L - MR k4B~ 7 21227 U V' F=7 (50, 100 K T*200mg/kg/ A) & L < ITiEf% 4
HEREDES L, fll&E 7 RERZIEEEBEZ BRIl T, A& 7 2y MEIZTH AR—E-3 iGMEicxtd
Z7 0 F =7 O AT L=,

2-6. ALK [t 9 2EMMEERREE (vHX) ¥

EML4-ALK F51%E 0> NCI-H3122 i AL T T VSR I1T D et B & OV PK/PD fifgtr 7> 5, BEELE 45
7 V)Y F =T IR O NP Y 19~23mmol /L & HEH Iz,

ALK (239 S B EEPIRE

S b ECso f

AR nmol/L
NCI-H3122 filifi &7 M BIT D A58 0 ALK U R b E @ 19
NCI-H3122 i€ 7 /M 31T 5 % 1 4% 51 oD S5 s Al pEL 5 ) 23

SIEREAMIMFE T IEE « ~ U A0 MEEAKESR (96.4%) ZHWTHE
a) Link &7 /L2 X % PK/PD fift#fr
b) MIEEIGE T /VIZ L % PK/PD fi#dT
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3. c-Met RERHMICEEY HEMBEICHT S0 ) VYF=TDER
3-1. c-Met/HGFR ') VEAIL R VBB IBTEIC T H4ERA (X9 R) ¥

c—Met/HGFR DiE{x -G L CHEE TG LT\ 5 GTL-16 B RFEEME T L% HV T
cMet/HGFR VU U LBAEAEM & PUEEN R OBMRICOWTHF L ZA, 7 UV F =7 256~
50mg/kg/ B O 5-Tlx 24 B2 72> T c-Met/HGFR U (L ANBHE S 4v, FESHHEE 250 < PHE L
7= (BB E SR  89~100%) , —JF. 7 VY F=7 12.5mg/kg/ H OG- TIL ) WAL EE
M3 E#%O—HORFMFFICIR b (5% 16~24 B OFLER : 50~60%) | NEGETHAERIT
60% Coholz, 7 VY F =7 6.26mg/kg/ A OFH-TITY VBLILEER IZHK 5% 16 FEf £ Tl

KLU, BEHRICAH B2 E R IIER D bk o T,

c-Met/HGFR ') VAL R UMEBIETEICx 9 HPEEER (GTL-16 BEREBIEETIL)

(%)
1401

120+

¥>?:
S

os)
o
1
[—

c-Met/HGFRYU >V 1t
jo)]
o

401

20+

7VIF=T&REE

HAEHOALKU VEEFEET100%ET S

c-Met/HGFRY VES{LFHE B

RS
4R
W sexRs
W 16E5E
W 2485

S F R

O -
3.125mg 6.25mg 12.5mg 25mg 50mg (kg/H)

(mm®)
12004

REIRTErR = (F A

O—0 AEEH

1 m—a Uy F=750mg/kg | B1EH 53
1 &=A UV F=725mg/kg 11 B 58
{ A—a SUYF=7125mg/kg 1B EHE5E

1000 o—o #1VF=76.25mg/kg 1HEHLEE

| e—e 7U/F=73125mg/kg 181 @RS

| nfemuemnz

1 n=15
8004 *p_(D.OD]ii‘J?ﬁEitG)Ltﬂ 25%F=E

| (—rEEa ) D sasmm
600-

1 * 60%FEZE
400

| A % 89%FEZE

] *100%H=
200-

=GR
10 12 14 16 18 20 22 (B)
SEREARS ™
sk MEREREOHET S

RER Tk

fafig/x#E~ 7 22k b GTL-16 B2 B L. BEENCHE L7 (250m’°) <7 227 ) Y F=7 (3.125,

6.25, 12.5, 25 KON 50mg/kg/ H) & U< T4 11 AR O#E Uiz, TEEMEIEERIL, 35k 20 A OE

BRI SE, T NTHRI LT,

100X (1=[ (7 VY F=TRORER 20 HOMEER) — (7 VY F=TR0RER 10 BOMEAR) 1/[

HRRFORR 20 H OBEAR) — GIHREEORER 10 B OMEAR) 1)

VI.

AR A E

35




3-2. WUMNMEREIZHNT HER (RIR) ¥

GTL-16 HmAFBMEETT V2 AW, MEHFEO~— I —Th 5 CD-31 ZFaiZIZ B HH R EIER
PRI EOBRICOW TR LIzE 2 A, 7YV F =7 12. 5~50mg/kg/ H D512 L 0 CD-31
BE P L A5 PN R A 203 F B AR U R i N LS 28 BE D i) & LI 20 5 & o FH B 7Y

BRI R E T,
W EZEEISHY HEEMEMA (GTL-16 BEMAR)
(f8)

350+

(1288)
*p<0.001 : X BRBF & D LB (—TTECE S BMT)

300+

pofiiz:d 12.5mg 25mg 50mg (kg/ B)
JVVFTkREE

BRI
MR/ KAE~ 7 A2 GTL-16 B & BB L, SN ES Lz~ v AL VY F=7 (12.5, 25 K1 50meg/ke/
H) & L ITREAROBSE Lz, 3B 12 A BO®KS 4 RIS IS 2 5B LT CD-31 Fiik4 v Tz gy
L7z,
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3-3. BBEBHR (vHX) @

c-Met/HGFR DFHHIEE OBIFRT 5 NCI-H441 i BB T 7 Vv (BEHE D b AW FRTE /e
t HGF Z a3 5 729IZ b b MRCS A SRR 2 [FIRFSAE L 72) 2 W T2 U V' F =7 OHUEE)
REFELIZEZ A, 77UV F =7 50mg/kg/H D 38 A OFEIZ L0 | 11 FH 3 61T 30%LL LD
B GHorZesh) DAL, S HIC 3 FITIHEREZMNE R L, T 48% O IEEHEME R TR H i
77

BB BMEHR (NCI-H44 iz EiEBREETIL)

O—0 JSEEEE

o—e 7 )VF=J715mg/kg 1B B 58
1 &t Z)JFZF50mg/kg 181 EHE 58

9007 marimmes

n=10~12

* p<0.001 BB OB (—TThoE 5 B4

* 59%FEH

1 * 48%RH¥
] 38HHEES
OL ¥ T L] ¥ L} ' ¥ 1 T T T T T T T T 1
0 10 20 30 40 50 60 (8)
KERHART ™
HIEEBIERZO0BET S
R ITIE

R RB~ w7 2128 b NCI-H441 filife 2 SRR L, B ER Lo~ v RIS U Yy F =78 L TRz %
H#E L, MEFLRHERIE. AT TR L,
100X [1— (R BRI AR/ 5B R AR
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4. ROST MEEABMHEMRICNT S Y F_TDER
4-1. FEBEIEICHT B4R (XOX) 2

ROSI &8 57 (SLC34A2-ROS1[L]. SLC34A2-ROS1[s]. CD74-ROSI. Fig-ROS1[L]. Fig-R0S1[s])
Z 3 HL S 72 NIH-3T3 Mifa 2 Mol K 8~ 7 AN HE L 7=, Z O NIH-3T3-ROS1 €T /L~ 7 R |27
Uy F =7 T5mg/kg 1 H 2 [\ (BID) % 11~17 HM &G L, PUEEZIR ARG LI A, T
RTCOV T AZEBNT, EEHREECIERE 2 BN R b, 7 VY F=T7 R GHETIIES
BLAT: 5~7 HICIZIT 2R MEE OIRMENE O b,

fEmighEIcxt9 HEEMEM (NIH-3T3-ROS1 EHZETIL)

(mm?3)
1,800 T T
16001 CD74-ROS1 ##BE:
00 l l @=® CD74-ROS1 4\ F=775mg/kg 1 B2E1E 55
1.4 $ SLC34A2-ROS1(s) 5 BREE
W=l SLC34A2-ROS1(s) 7)Y F=775mg/kg 1 H2E% 58
1,200 J: SLC34A2-ROST (L) 88
i /e/\SL.C34A2-ROS1(L) 7 F=775mg/kg 1 A2EIR 53
1,000 T -
= T Fig-ROS1 (s) X fRE¢
a T A= Fig-ROS1(s) ') F =7 75mg/kg 1 H2E1% 53¢
& 800 l ' .
1 i Fig-ROS1 (L) xf#a¢
500 l Fig-ROS1(L)7JY F=775mg/kg 1 H2E1% 58
T FROLE iR =
- T n=5~10
400+ R
n i _j_
2004 Q\‘§ A
O' > d T e > —LA;—'*
10 15 20 25 30 (A)
SR AR
XIEBBERZ0HET S
BRIk

MR KA~ 7 AAZ ROST AR T2 FBLE W72 NIH-3T3 Ml Z AL L, BEAES L~y Ay )Yy F=
7 75mg/kg BID % 11~17 BRI O#5 L=,

4-2. ) UBIEBEER URESEIEIC T H4EA (ROX) 7

CD74-ROS1 F& I NIH-3T3 IR AEE 7 /L J OF SLC34A2-R0OS1 (L) F&EI NIH-3T3 MR Al £ /112 10,
20, 40 1% 80mg/kg BID % 10~11 HERE O &G L, VU U ELIREIEM & PR RO BRIV
THE LT 2 A, 7 U Y F=TI3HEEFERICROSI OV Vb ZE L, £7-. 7V F =7
10 KON 20mg/kg BID CIIMEEHEAANHE Sh (EEIEFRAE S « 34~43% L Y 78~91%) . 40 &
Y 80mg/kg BID "CIIBEZEITIEEE 384 L7z (EEEIEFEFRE =R : 84~95%) .
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ROST ) VBRI R MBS IETEICx 9 HEEIERA (CD74-R0S1 37 NIH-3T3 HlfastEE TIL)

CD74-ROS1Y v E&{LFREER

IVIFZTRER
pafist: 10mg 20mg 40mg 80mg (/kg1H2@)

UVER{EROS] (Sl .

FEROST et W W S e W
GAPDH BE B . 1 FAp r mmEs . 0

- RS
2,500

21)JF=710mg/kg 1H2EI& 58
2000 YUY F=720mg/kg 1H2[EHE 55

=0 VU F=740mg/kg | H2EHE5R
o= /Uy F=780mg/kg | H2EHE 5
o E iR

—_

& 15001 n=10~12
= *p<0.00001 5 FRRE & DLLEE &
by (—TEREBS AT ol ®
& 1,000 +
500 — T %
- T
® 1 *84%Emw
O_MW’E”‘
10 12 14 16 18 20 (A)
FEREAR
H*EBBEAE0EETS

R 7 ik

CD74-ROS1 ¥&Ei NIH-3T3 A Al-€5 /1

R KIB~ D A28 b CD74-ROST (s) BEEIn T2 RBL S 72 NIH-3T3 fifd 2 B L, RN ESE LTz~ A
\227 VY F =710, 20, 40, 80mg/kg BID XITIAIEA 10 AR O®E U, MEEHIEMLERIZ, #E20 0 (%
E# 10 B) OEARICESE, UTFToXXNTEH L.

100X (1= [ (7 VY F=T7 RO 20 HOEBAM) — (7 VY F=T o 11 HOEEAM 1/ [ Gt
MRREORER 20 H OfEBEAR) — GHRFEORER 11 B OfEEAER) 1)
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ROST 1) VER L R U fEHIBTEICxt 9 HBAE/EM (SLC34A2-R0OS1 (L) $3R NIH-3T3 HifafStE € 7)L)

SLC34A2-ROS1Y v EE{LIBE{EF
JUVF=TREE
pogiizta 10mg 20mg 40mg (/kg1H2[E])
UVEAEROS | [l e WSS
FEROST g o 4 AN A N W ey g

GAPDH I PR ' Fa Fa SRy @ " 1+ e
(rm?) EEIBTEFRE R
2,000+
2UVF=710mg/kg 1 BB 58
HUYF=720mg/kg |H2EHE 58
1500 ®=® 7UVF=740mg/kg1H2EIE5E
RRfEE S T
n=10~12
fE % p<0.00001 ;X HEEE E D 1
= (—TERES A T
zs 1,000
k=3 T *
® ‘ i
pe 1
500+ I T ox
0 \ S @ 1 O3B
14 16 18 20 22 24 (H)

B
EBRIEEE0RETS

W7 1k

SLC34A2-ROST (L) 38 B NTH-3T3 #UaRHE €5 v

MR~ 0 AL E R SLO3AZ-ROST (L)RREIEHET-% 6B S 72 NIH-3T3 AR & B L, EASAE R LT
A7 YUY F =710, 20, 40mg/kg BID SUFAMBEA 11 AR A£G Ui, NESHEMILERIZ, Ri2a A (&
5% 11 B) OFBEARBICESE, LTFTORTHEM L,

100X (1= [ (7 VY F=7RORER 24 A OIEHER) — (7 VY F=7HORR 14 HOMESEM) 1/ [
HRIEORER 24 A OERAT) — CRHIRIEORER 14 B ORESEARD 1)
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4-3. DU FIGERDFICRT BERRVT R b—L RZFEER (in vitro) '

HCC78 Mifi@ % FVy, ROSL ABAG-T 52 VT IUBRER KL DT R h—v RZBIT 57 U F =7 DIEH
AL T80y METHM L, HOCT8 fifaz 7 VY F=7C 3B L= 2 A, 7V F=
1%, SLC34A2-ROS1 (L/s) K UNSHP2, StatTAT3, Erkl/2 RN Akt DV RT3 L C il BER AZHY
TR ER 2R LT,

T, EHAED A= 3 LIBEERGFICHEMLIEZZ L0, 7)Y F=TIL D TR b=V AR
BEINZ S RENTE,

SLC34A2ROS1 MEEBHETRD LV FILGERS FITXT 21EH
RU7HR =L RFBVEA (HCCTS #ERa)

DU FTIVEERSFISHT H1EH

JVYFZTEE
WE® 3 10 30 100 300 1000 3000 (M)

UVBHEROST (B0/80) g o et o e

HROST (60/80) e e s S S S S S

UVBLSHP2 S

UYB{tGabl N . -
#Gabl + e e . — -

DB Stats

UvBbAKt(s473) S

UVBMEEKT/2 | S — — e -
% 1 1 4 1 1 & &
GAPDH geg Gy o= g #9 #59 9 #Y

TR b= RFREA

JUVFTRE
@R 1 3 10 30 100 300 1,000 3,000 (nM)
. X - § v w—
EEHR I — -3 PR 2 D b & .

oAPoH 1 e i o ) £ P Y

BRI IE
HCCT8 Mifim% 7 U ' F =7 3~3000nM C 3 RFEJLEE L, A A/ 7y MECTY I FTIMBERD FIZRT5 7
U F =T OERMBE T R b—3 ZEFFEE 2 30 L 7=,

VI. FEhIRH B9 5 IE B 41



4-4. ROST (23 2 ESMIFHEE (THR) ¥

CD74-ROS1 Z&Ei NTH-3T3 A RAE &7 /L J2 TR SLC34A2-ROS1 (L) FSEL NTH-3T3 fifafi=F LIz iT 5
Foratfl 5 ) OY PK/PD FEAT 20 6 . NS HATE O #R 1L (100% O REEHIFEIRE) NGO A GRS
MAEFIERE © Cud) (X FHFH 99nmol /L KON 84nmol /L &R S 7=,

ROST 239 S BZNMEFIRE

FERGE A7 1 5
%ﬂ]ﬁﬁ?ﬁ Cstasis
nmol/L
CD74-R0OS1 F& B NIH-3T3 %‘H]H@*f’?ﬁﬁ% FICET 5H§%f§§[ﬁﬁﬁ%ﬂ 99
SLC34A2-ROS1 (L) ¥6Bi NTH-3T3 AL E 7 /LA 45 1) 5 IR AL 84

ORCEES TR
LR L
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VII. EWaREICEY 5RE

1. MREDHER
(1) BRELEMDGMPIRE

LR L
(2) ERFRBEATHR S hizmehiRE
1 BERS

(fEEERR A BB ) ©

HARNERER A B (5858 6 1)) [2AHA] 150 ™ | 250 X 400mg ™ A BRI A G L7- &
X EEMmEREE (C.) 1%, 73.5, 164 &8 243ng/nl, IM#EH 7 U ) F = 7 B — R i
TiEfE (AUC) &, 1482, 4020 MR 6817ng: hr/mL T > 72, Cu KON AUC 1, 150 T8 250mg
TITHREIZEHIT 5 LU BN A 27~ L, 250 & O 400mg CIEAH &I Hp] LT L7z,
Toc v ML A PP e PE R R (t,,) VR EER CERR 5 BRI (FPfl) TH 0, KRMICBIT Dk
Nyl CESME) 1% 29. 1~41. 1 B CTH - 7=,

BEMABEEZRRELTI VY FoIJZEEEOREROMBHRERR

0—o0 400mg (n=6)
=—a 250mg (n=6)
&—n 150mg (n=6)
FfE+HEERE

0 T T T " T T T T T T i T 7 = \
0O 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160 (hr)

RS R

BERABHZRRELTI VY FZIJZHEARORSROEYHE/ NS A —2DEH

ko | »© ) wgh) | e ) o)
50 | 6 | 00 60w | (o) a2 6.9
5% | 6 | 00, 6.0 6D i31) @0
00| 6 | 5 00, .00 oD (5099) &6

ICRERAS 2RV R Y | 77— 23R (BEERE) TR LT,

K LfiE (diPH)

) ERICB T AAFORELROHE @, RAICIZZ VY F=7L L T1H250mg 2 1 B 2 [ERO#%ET 5,
¥, BEOWREICL Y BEEEET S,

VIL. HEYEheiZf4 55HA
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2) BERUVRERS
ALK& IR F I DT/ NERaMmEEE
ALK A BT BB O AT IR N B 2 x5 & L7231 AHERIR

%Fﬁ)

HERZB VT HAR NS
(n=15) (ZAKI 250mg ZH[A YN 1 B 2 RIEROES Lz & & OEYEHIE T 2 —X

ZUTIR Uz, MEF 7 U F =T REIIARH 250mg 1 H 2 [IERG% 156 HH £ CICER
REEIZET D EEX LN, B, ARIKERGRIGEONTZANToROZ VT Z7 2 (OF
YIHE) 1% 54.7L/hr TH Y . HERRORGEHE S 7-E (89.3L/hr) & HAMETF L7,

PV IVF_IJZERRUVREROBERDEDEE/ S A —F DEL

ALKRAEBIEFBREDEEEEZMRELT

N tmax Cmax AUC T AUCO*OQ tl/Z
(hr) (ng/mL) (ng* hr/mL) (ng: hr/mL) (hr)
HA ] 5 6. 00 131 955 3180 39.5
(4. 00, 8.02) (33) (348) (1398) (5.9)
p 4. 00 493 4608
A ® | (0.00, 6.05) (106) (467) NC NC

MU FEH DR WVERY | 7 — X IXENTEY) (BEMERZE) O Lz, NC=FE w7

HEEER_OT — 2 1387 H CEAY) oEE2AWE, KEHEEHEOT —X 3% 1A 7 VE 15 HOT
— & MW,

k gLE (PH)

3) FERENHYORER/NS A —4

(AAANT—%) ©
HAABERER A BME (B4 58 6 f5]) 12AFK] 150 ™ | 250 &N 400mg ™ A HEREOKL 5D L=
L X omAEF PF-0620182 DIEMBHRE /N T A — X & LI FIZR LTz,

BERABHERRELTOVYFIZERZEOARKRERD
Mm#E PF-0620182 DEMBE/ NS A —2 DEH

BoR | N b ) | (o b
150 mg 6 (. 05\' 06. 0) (16%21) (155)3)
20m | 6 | 4 60 0 )
400 mg 0 (5.§T(g.o> ?Té? éigi

toax [P IAE (FOPH) . FOMMDONRT A —Z TEMEY) (FEHEFEZE) R LU,
a) n=4

(3) HhEsE

KR L

) ERICB T AAFORELROHE @, RAICIZZ VY F=7L L T1H250mg 2 1 B 2 [ERO#%ET 5,
¥, BEOWREICL Y BEEEET S,
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4) B - HREOZE
) BEOEE
GrEANT—2)

HME SERER A 36 BIlICAH] 250mg &2 &% (EAENG. @hn U —®&) HEROFEGY Lz b &,
R G- L iR LT, 7 ) Y F =T L RIEEEEOHEGICEY, 7V Y F=T D AUC,
R Co 1THT 1A% LTz, ZEMEIRHR 5T 2 B G-0D AUC)wo TN C, D FRHESE 3801
ED [90%CL] 1%, ZHZEH 85.76% [78.88%~93.25% ] KTN86.22% [77.89%~95. 43% ]
Tholz, ZORDOFLEIL, FEET (27 VY F =7 250mg | H 2 [AIERE D554 O EF IR
REIZH T DIRFEEOMIARI OZE) (I 1 FHEER [A8081001 3R] | C,., LUV AUC. D CV* : 36
~44%) IR THOTNThoZ b, BFREJHLTH 2 Y YV F =7 OEYENREIZERIRT

WZEWRDH LA AE URN T ERRIBINT-,
*CV: @R

EERRUVBREEROEYFHE/S A4

Crax (ng/mL) AUCp-oo (ng . hr/mL)
ZENEIRE B - 135 2386
BHEES 116 2475
D
86. 22% 85. 76%
(B th P 5/ 2R 5 “ 3
[90%C1] [77.89-95. 43] [78.88-93. 25]

2) HHEEDZE
SRR B AEH
VII-7. fHEA/EH ] OSSR

(1) fR#AE"

FRRZEHERER (C T 5 7 U Y F =T OIYERE ST XA — 2%, /33— oA Mgk ze v

THEHL,

(2) WRUREREETE 2 'Y
WBOEEEE# (Ka)
Ka=0. 817hr"!

(3) HEEETH
LR L

4) yIFTSoRW

H AN ALKFR A B A B E O T I/ NI il B 5 lic 7 U ' F =7 250mg % B[R M35 |
KN 250mg 1 H 2 BIRKE®RS 1V A 70815 HE) Lz XD CL/FIZFNEN 84 IL/hr K&

Wb4.5L/hr Th o7z,

) EWNICBIT AR ORREXITE R « ALK fbE & s T B DU RE 2R 1T « B O/ NIaE, ROSI
AlA B AR TP D VIBR AR REZRHET T - B2 D IR/ NI it ¥
ENICBT DAFOFELOHE  @HE, RAIKIEZ VY F=7L LT 1 A 250mg & 1 B 2 [ERO#%E4

D, 0¥, BEOREBICIVEERET 2,

n=235~36., FHHEH R FEIH
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(5) P MBE
GrEANT—%) 1P
SMENBERERL A 14 B % % BICAH] 50mg ZFRIRN BRI G Lz & & AR (V) OBME
PIEIT 17720 Th - 7=,

(6) Z0ft
AR L

3. B&H (REaL—>av) @&

(1) &
TVI-2. SEMHEGRIN /N T A —2 | DHESR

(2) RS A—AEEHER

SR EYAEIZ B3 2 PRI ZEIK] oD B 28

WSS 1 FEEABR  (AB081001 aklR) | [EIBSILIEZH I AHAER (A8081005 FllR) M ONEIBE H (7] 26 M AHFR
B (AB081007 3ER) 7 & 15 D ALTz 1214 Bl OB RE T — & H & REE A SEM B REMRMT 21T - TG 5.
TIOT AN MR ARKE, 7V T7F=0 7 )T 70 AR E VL E BN RCE B g L
L CARAOEDEREET MHIIAENT-, AFOEFRERE (EFIREBIZHIT 5 AUC) 1K
WETLIHERBEIT VT ANOARTHY 7T OT NCBIT DAFNOLEREHERITT U7 ALIS L
L CK 25% REVMETH o7, L L, KEIOIEBHREDERFIZBNIIHEE TH Y (40~52%) |
T D DOIE R THH SN D AKOIEDEREO A EBNT NS N &0 b B%ARG) . 2 b
DI EDRARKN OB B RIT T, BRMICEROS 5 L OTIERWEEZ X b,

(FENEEL

4. R4

(1) TRAR ARz
HILE

(2) WRURER
NRAFT AL FTEY T 4
HENT—x) 7
SE NGRS 14 61 (AA 134, Zofho AFE 141 12, FEEHR., EIEAL, 2 G, 2 4LE,
2FGIE, 7o A4 —"—HEFERRE LT, 7 UV F=7 250mg FEOHEROKEY L7 U
F = T EARES A SA O 50mg FARPNIE G 2 £l L7=, ZOREER, FIRNZGICHT 527 0 ) F
=7 250mg HAIAIRE O 51% DI NS A AT XA F VT 1138 43% Th - 1=,

) EWNIZE T DARF OMEE TR « ALK BEEE T BEMEOUIBRARRE 2T - RO/, ROSI
A BT O UIBRARE R LT - FFIE O IR/ N it
EINIZB T DAFN O HER O  @%, RAKIZZ )Yy F=74L L1 [0 250mg 2 1 A 2 [fkO#EES
%, 728, BEOWRREIZI YV EERET D,
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5.

5%

(1) mi%—RxEar9 @it
EERR L
<BE>T v MIBIFDLT—H
HeDHE T~ (Long Evans) |2 MC-1Eik 27 V V' F =7 % 10mg/kg CHERRE DK G L= & & O/MH
DHEERA—NT AN ) TT7 7 4 — Tl EHG#% 168 Kl £ CHRET L7oRE R, "CAEi% 2 U
VT =T RO RSB II B G 1 RN IR AR A L 7o, B O BE O iU BRI B 13 7E
B TR (4bngeq./g) LN Th o Z &0nh, HIEA~DOBFBEOBITIZOTNTHY, 7V F=
7 KO ORBI T -IMBEIM 2 1% & A Sl LR EB 2 bz,

(2) ik —ReERRAFTEBE
RUERR L
<BE>T v b, VKBTI LT X
7 U Y F =7 OREBEEIEIHEE L TRV, Ty B RO A W - IRIEREAEICBET S
RBRIZIB W TR IE~DZE (RIREEDORD) B3R 6h, 7 ) Y F =7 3L ONEW I el %
Wi T D AREENE X bhvd,  ((T1X-2. (5) AJERAEFENRT OHESH)

(3) it~
DR L

(4) BEEA~OBITHE
TR L
<BE>T v MIBITLT—X
I-5. (1) iiE—REBEPTEEYE) OmEE

(5) ZToDMBBEA~DIBITHE
EERR L
<BE>T v MIBIFLZT—% W
HDOAFET >~ b (Long Evans) |2 MC—HE#k 7 V V' F =7 % 10mg/kg CTHEREO®KRE LT & & O/
PMEEEA— T VTN ) 7T 7 4 — TR G4% 168 K £ THET Lo, E7o. 5% 336
SO 504 REE DIRIC I 1T 2 U BRIR EE A AR o F L— 3 a VEHIE TRIE L7,
UCHEFk 7 V) V' F =T B RO B REIT G- | ReRNCIRARR AR oA L, 28Rk A 13 T it
FKORS722 SITHSTRENTRD HiTz, 1T L A & ORI THETRERE B 133% 5-1% 4~8 BRIC &
EEICEIEE Lz, %< OB CIE P RERE LV W EEHRRRERRD ORI Z X, 7V Y
F=TORHRENRREN & &~ Lz, YRt EZROWCIE, i, 7 Rk, glE. ML,
TERARIZE O RERE RO bz, “CHAZ Y U Y F =7 H RO RS R X AR RSO A R e
EOOFEEAMBRIT U CHEERBRMEZ R Uiz, IRALER S O REDEHRIT t,, 23 24 H (576
BfE]) LABERTH o228, Mk L ORI & E 2 N7, [FRRIC. BEEND D
RIXE AR & bl U CBAE B o T2, R B A~ ORWBIFEL Y U Y F =77 EOfRE
PEDMREMHENEMIZB N T RNIZED LD LD T, AT =0 L ORWRESICER LT D
EEBZ DN, AT =0 EORERIIIRICEB T 2L EEMNIORET 5O TIIRNWEZ X BT
W5 R OB O RER S IXE B TR (45ng eq. /g) AR Th oz Z &MnD, FHE~D
BHBEDBATIZD T TH Y, 7V F =7 R OZEONEHITIME-MEIM 21 & A E i gy
EEZ BN, B51% 48 B E TIlEZ < OMRRICH W THRURRERE OG5 b, #& 5% 168
REfE]CIE 17 AR CE & FIRMEZ B2 2 BOHRE S R S 7z, LI LR b, A7 =B AR
SATIX T ER LR A FRLS T COMBICB O T 54 168 FEM O ETRERE 1T Chy D 10%LL T
F KT LT,
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(6) MIBEAFEEER
(in vitro) ¥

invitro® 7 VY F =7 (JREEHIH 225~9000ng/mL) Ot MMAEEAKEER (CEHHE) 1£91% T
HoT,

6. @
(1) BB U BEE

(1'17 VJ'L‘J”O) 21) | 22)

7 VY F =713 CRE S D,

F7o. HEBMEERE 6 flaxtH e LT, YCHE# s V Y F =7 250mg & HERROHKEE Lzl &
OFRBIERNS, B MIB T L7V Y F=TOERMRHRBILIE Y D UBOBLE DY -7 v
UL THoT-Z LR ENT,

DVIFZITDE MMIE T HHETERBRE

MNH M MH
\ CYP%/i
ym(J EROCYPs yé:) PLFERAE LS4 &é:%o
L — e — e
oy N EEER CYP3A4/S oy o oS
F\@\‘) N FOMOEES F\@\O ZN F o~z
ol MNH:z CYPZCS al MNH:z l NH:z
HUYF=TF paoE T qsvemt 599 L4k
(PF-02341066) (M10, PF-06260182)
CYP3A4 §§$§E4
MH NH
0 el
» BRI iy
> (0-BmFLELERBEMOBmAL) ¢
[ [
Ho™ N Ho~ N
NH: NH:
O-BFILFILEK 0-BFIL*I-555 Lk
(M4, PF-03255243) (M2, PF-06268935)

(2) REICEAE5T oBF CYPF) OnFiE, FE5X

(in vitro) %

ENFIZa Yy —AKR e b CYP RERMEL HAWE in vitrofSHFRBROBGENG, 7V VI =
7 ORFHBE 532 B EAREHEER 1L CYP3A4/5 TH Y, CYPIA X T 7 X AMEK Y O-BT V¥ 0T 7
2 ABROAERRIZ S EICEG L TWAHEMREIEEE L B2 6N, £/, 77 % AMEOARKIZIEK, F
FCOYP(FEE LTCYPIA/B)IC LD 7 U Y F =T DERY DUBABL S A I A Rk L,
ZO%T AT FALEERIC L0 PREDBEBIL SN TT 7 2 AMEBNAERKRT 5. 2 BEREO S 73 B 5-
LTWbabDEEZ LT,

) ENICET 2ARAORRER O E @H ., BAICIZZ VY F=7&L LT 1IH250mg % 1 A 2BEAKRET 5,
k. HEORBICEL Y EERET S,
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(3) HMEEBNRDAEERVZDEE
GMEAT—2) 17
HEMEFER N B MEREBRE 14 Bl A x5 & LT, 7 U Y F=T7RO#%E EHIRMNE G g L
&AL 7 VY F =TT 2@ O LEAHE A B G A_FRIRA G- TR o 72 2 L b | G
W OTRIZ I3ANEEE R DG LT D 2 LRIk S iz,

4) REMOEHEDOHERVEMLL., FELE
FMEANT —%) 2D
AE R B YRR 6 Bl A Xt g L LT, MCHEI#k 2 U =7 (100uCi) % 250mg O & THiH]
OGS %, miE, JREOFESOMNHY OREEZHEE LR, 2870 B0k
Wip IR E NS Z ERHAL NI E T,
7=V LT I SE DA O AT isE e & L U O E2R2 B EED L7 U V) F =T ORE(IR K
VW )Y F=75 7 % 5MUEY (PF-06260182, M10) Th V., FHNEIEERMTHEEED 33% K&
W 10% % 7=,
IV F =777 7 AT EERBEREM TH L, ZORBWIT in vitro T ALK KO
c-Met/HGFR IZ%f L CREIEME A RT3, £ OK EOBEEMEIIBIEMFH TH 5,

1. B

(1) BEM#ERGL R UERE 2
pRep, 3

(2) HEittEe
FMEANT—24) 2
S E A EREGERE 6 B CAERE 2 U T =7 250mg & HL[E e 5 L7z & & $e 5480 K] & TIT,
B G ERED 63% A, 22% N RIFICHEE Sz, 2. ERORPICHEES =2 VY F=
T ORBEKZT, TNENHEGED 53% K N2.3% TH-o72,

(3) Bttt @
FEREY 27 ) Y F T R EER AR QRS UofER, Beb% 4 RER (R i) 12 e i
FIRE (Cox) (LT, CulZE LR, T2 Y Y F =T REITISAAEOHKIEREZ R L, #&
KA CEEIE) 1349 42 FE#] (n=31) Toh o7z,

8. FSUARKR—A—ICEAT HIERD -2
(7in vitro)
Z U F =7 0.1~20 umol/L DJLFEEIFH T, Caco-2 FifaTHY ITXx> > Bumol/L) HEHIZHT
HHEERZFM LR, 7 VY F =k 0T VHEICRT 5 10, i1 5. 8 pmol/L T
27,
o, A#A A R T AR—4— (h0AT1, hOAT3, hOCT1 X% hOCT2) (T4 % BRSEEM 4 7l L
7. 7 U Y F =125 % hOCT1 J TR hOCT2 12X 5 1C,fEIX. FHNFI 2.4uM KR 0.22uM
1) ENIZEB T 2ARFIONEE X IR « ALK G BE T 5MEOUIBRAGE R ST - T3 OIE/ NI, £OST G
BT O UIBRARE 72 1T « F58 O FE/ N it
EPNICB T 2 AFOREROHE @, RAICIZZ VY F=7L LT 1E250mg 2 1 H 2 [ERAKET 5,
R, BEORREBICI YV EERET D,
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ThHotz, BB, 7V F =71 h0AT1 KON hOAT3 ZPHE LA - 7=,

L7=M-> T, P-BEEA (Pep) AT AL T v AR—%— (0CT) 1 T 0CT2 DIE & 7 % 3K
KEPEH LT8G, AFNTFN L OMPEELE FH SEAAREERH 5,

In vitro WBR)G| RANI P-FEEEA (Pegp) HETHD Z LRI n ?

9. BEIZLBBREER
MY EE L

10, BEDERZETHESE
(1) BHEEERE
GMEAT—2%) *
FEOBKEEEEL LSRRG (Z L7 F =07 VT T2 A 30nL/4y Kii) 1ZAF 250mg % HilA]
ROF S Uiz & & D C L OVAUC 1T, BHBEEF A (Z LT F =22 VT T2 AH 90nL/5y
UIE) LHERTENFN LIEERL8FERENST,

(2) Al EasE
FrEANT—%) 2
NCI-ODWG FEHEIZ LV /%8 L 7o IFRERE D B 70 D T RS TR 2 IKER O & G- Lz & 2 DK
BICBITDHR 7 ) Y F =T ROEAEMSER 2 V)V F =T ORYEIRE T A — X DR 2 FEIZ
w7,

DR HETEEBEICY VY F - J2REEOAKRELI-LED
EEREICHETEIHRIYIVFZIRUVEBFFEEES )V IV FZIJOENHE/NS A —2DEH

INT A—H \ \ . \ .
(RLpin) Al BE A2 B¥ B #E CHE D #%
M7 F =T OIYFRE T A —H
Coon 375. 1 283.9 342. 1 408. 3 272. 4
(ng/mL) (50) (65) (68) (56) (29)
AUCyai1y 7107 5422 6476 8108 4596
(ng * hr/mL) (48) (66) (73) (58) (63)
Lo © 4.0 4.0 4.0 3.0 4.0
(hr) (0. 98-4. 0) (1.0-6.0) (1.7-11) (2.0-6.0) (2.0-6.1)
CL/F 70. 39 73.79 77.21 49. 26 54. 36
(L/hr) (48) (66) (73) (58) (63)
EBHIEERT 7 V) F =T DMWY ENHE T A — X
Cous, o 13.59 8.703 14. 77 16. 96 9. 608
(ng/mL) (41) (74) (93) (56) (34)
AUCqainy, o 257.7 166. 1 279. 4 337.0 161.9
(ng * hr/mL) (38) (73) (95) (59) (48)
CL/F. 1940 2407 1791 1188 1542
(L/hr) (38) (73) (95) (59) (47)
ALBE (n=8) : FFH¥BEIER (7 VY F =7 250mg & 1 H 2 [IERO&S)
A2 BE (n=9) : ATREREIEH (7 VY F=7200mg % 1 A 2 BIFEROZKSE) P
BRE (n=10) : X DOATHERENESE (7 VY F =7 250mg & 1 A 2 BIKERO#KRS)
CHE (n=8) : LR DOATHEAERES (7 VY F =7 200mg % 1 A 2 EREKAOFKSE) ®
DEE (n=6) : EHEDITHEREREE (7Y F=7250mg % 1 B 1 [AIREROBSE) P

UCFERAZRVIRY | 7 — Z TR (R %EBRE) TRLTE,
*rpokfE (EEPH)

) ERICB T AAFORELROHE @, RAICIZZ VY F=7L L T1H250mg 2 1 B 2 [ERO#%ET 5,
¥, BEOWREICL Y BEEEET S,
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1. Z0ih
MU ER e L
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VIII. &2t EALDZEESF) ICET HIEE

1. E5ERBTELZDER
1. 24

1.1 RED'REICHEz>TIE. BEBFICHAMETEDIERERICELT, DAILREEICHIE
i - BRBEHOEMDL LT, REENEY EHWH SN BEFICOVTOIRERT S &, F
. CAERRICKILS. BEXEZORKEICAMDERVERME I, BEMMZEROMILERK.
BEDROEESRE, RTICESHALHS I LZFICETHER #+28AL. REEZHTHS
BE535Z &,

1.2 XEOBREICKYBEEMEREND OO, REITESHINRESNTNDD T, MHER
(BUn. FMEIREE, %, F2E) OMRRUVKE CT REZOXELE. BIRE 212175
&, BENBOONIIGEICITREZRIEL, BUBLEZITS &, £z, REEMEREN
AEIDEESMEBRIZH OO, EEICESEREFNH D N5, AEDHITIARIIEZENIC
ETLHEEOTT. MEMEMEREOEELRERRRICET 8T 2 +2I1C1T52 &, (7.
8.1. 9.1.1, 11.1.1 BH&]

< figan >

B O N IEEH OBLE DS | BIVEARBURS O BRAREZ 4 7 xR 23 T & 5 R sk
WZBWT, BAALERIEIC o7k - BB AR OEMO b & T, RBE#EY) & HWr 4 D iE6] %
BEEICERNT A UERH D Z L0 bk E Lic, IREBRICENL D B3 XUTE OFRICAR OF
K OEBRPEIZOWTHSICHB L, FEEZGONTEE T L TARME KRGS 52 &,

WEANEE T FRERER U R OVEB AL ESS A 2 38R 2 - 9 | R OVEBSERFH I 2 38 Y - 7 128\ T, 1796
Bl 37 B (2. 1%) (ZRRVEMEEEORIER DN HIE S, FECIZE S T2 Mfiifik (71— K 5) 234 i,
LA E S RS (VL —R5) 281 flHE S Tund,

AFN OB A BT 2 M AR BEOREZ TS5 2 LI TH L7720, B8, MPREE, %
ik, FEGOPMER 2 2 2R L. E CT MAZE2ET 5 2 LI L W BIgE oIy, B
HEHRRO NG EICFHEGE PRI L, @URAEEZITH &,

(TV-4. MEROHEICEET A EE) . VIS5, \EAREARNEE L Z0E] | VI-6. K&
DY FEATHBEICHET IS . VI-8. (1) BERARIWER & HIER ] OEEM)

VITI. 222 (EH FoEEs) 1+ 5HEE 52



1.3 REDFEIZEYRHERF X, FTREAH oD, RTICEHINHESNATLDD T, FFlKR
SREATR VAR SR EERR BFICRSDHITER) ICHFHEEREZTL., BEOREZ TS
[CBEI S, EENRDOONBEICE. FEDREZHILET LFOEYLGREZTI &,
[7.. 8.2, 11.1.2 58]

<SR >

WEANEE T FHERER U R OVEB LRSS A 2 38R 2 - 9 | R OVEBSERFHIE 2 38 Y - 7 128\ T, 1796
Bilh 608 1 (33.9%) ICHFHEREFEEORIER N HE SN TS (Hy s Law ORUE O123%% 3 5 ke
PED B B IFHEEEREEDIER & & 1e) . S DI TICET2HFAL (FL— K 5) R LUIZEFN 1
Bl BTz, Fo, TR, BUEHREH 5 OINIETITE > TEF N #E STV 3,

JFHSRERE E ORISR & LT, BEE, BARIR, BE 3EH, BB, i, &K - g%
DHEOLNDN, FERDH S5O TICHEEREEOANREEZRT LD, TOD, KAFKS
BRAGHT R OARF G- HIXERN (FRC& G 0HITAERED) ([CFSIERAE 21TV, B OREE /0128
BT HZ L, BENRDONTGEICE, ARlOERSGE2FIET2%0@E LE&r2i752 8L, (TV
4. EROHAEICE#ET 27EE) . [VI-5. \EEAKARNEE L ZOBE] | VI-6. FFEDOE R
EHTHRECHETAEE] . IS8, (1) BEXRAFIWER & AIHER ] OEBHR)

<HBE>

Hy' s Law DA *

HDHIRNNH HRGEMAT, MEYALEUNIER ERO 2FUE T AT7T I 77— EANIER E
PR 3 {5 LA EDIEAIMENFREE DS 1 FILL EICFRD DA, L0 KB RIcB N TH, H D35
LA TORAREGD 10 530 1 UL EOSHE T, EELEAMEFEENEZ 2 L nbivTnd,

2. EEAR LT NDEH

2. B (ROBHFICIFEELEWVNI L)
2.1 RAN DR Ui BOE DREERE D & % B

<fiF7n >

— R EELE LTRE LT,

AANR N BBIE DBEAEEN B 556, B 5ICX 0 BBUIELZ BET 5/ EENmVEEBEZLND,
ARNOPHIZ BT - Tk, M2 X0 AREI 3T 2B REO A A2 s U, BEER S 5541
IIARKN OB 28T D Z &

2.2 I X NEBRERORYE [10. 158K]

<>

1 ZERA VB O SCE [2019 45 AMER (B8 1R, ARKCES 1ERD 1 Tk, T8l &
O [PFRZE ] OIEIZEB W THRREE U CYP3A BLER] & OPFRICE L CiEEME Sh,  TOFFLZE
=] OEOHFFRE D CYP3A FHER O BARM e 38454 & UTARAINGEH S Lz, S, AEEREZAET
LHEFENENIER L 25 L 9BAMEM D 72010, AFIRMNSTED 5 KON TR ©
HIZe I X EREOAICET 2 AER L, HEREZITHIZ L& LT,

3. MREXIIMRICEET HFE £ ZDER
V-2, BEESUIZNRICBEEST DER] 22T 52 &,

VITI. 224t (A FoEEs) 1T 5HEAE 53



4. AERUAZEICEET HIELEZTDOER
V-4, AIEROHAEICBEET A IEE] 22752 L8,

5. BEERGEXRMIE L ZNER

8. BEELERMEE

8.1 MEMMEERRH LD Z N LD T, YIHER (BUliv, PEREEE, wuk, BEEOH
HE) DR & QWIS CT A O Fhie K+ IcBlg 45 2 L, Fio, HEIS U TEIIRINLEESE 53
J£ (Pa0,) . BhARMEZFEAIFIEE (Sp0,) | Ml BRI EESE /3Bl A (A-aD0y) | MifEHEE ) (DL)
HEOREZITH Z &, MEMEMEEORBBUIER OMEN DN GEI2IE., O I EEE
Maziet sk rdBgs2iEEads2L, [1L.2, 7., 9.1.1, 11.1. 1 ]

<fER >
WEANEE T FERRER D | ERSERE I 2 3B Y Y | ROEBERSIME 2 35 Y 7 o8\, AANC
X 2 RV MR B OViilig A O BIER A S Tnd, MEMEEO B RO, M2ick
VORI L, FENL IR, ek, FEEVE O HEE O HPEIR 2 MR L. R CT M % O G A 4 FEhE 3
A TR EIERT A L, F2, LIS U CEIRIMEEZESYE (Pa0, : Oxygen Partial Pressure) .
B R M EEZAAFNE (Sp0, : Pulse Oximeter Oxygen Saturation) . il EIIRIMEESE 4y Eik7E (A-aDO, :
Alveolar Arterial Difference of Oxygen Pressure) . Jifi¥kEx#E /) (DLy : Carbon Monoxide Diffusing
Capacity) “GEDOIMFRFEREMZE * 2 Fi+ 52 &,

( VI-1. BERAREEOEE) | V-8 (1) HERZREWER &L OHER) . [VI-6. FFEDOH 7%
A4 28FHETLERE] OESHR)

IO ORBLIIER O EN OIS EITIE, HONICERERZZZ2T 2 L0 B 2815
&, (BEWEHORBUEE X, [VI-8. EHEH) OHEZH)

8.2 BUEATS. FFARA, FFEEEEENDH LN D Z LN 5D T, KFIFE 5 BIERT R OARFIF 5 Fi%
EHIN (Bl GRS RER A 21TV, A ORBEEE T cBigk+ 52 &, [1.3,
7.. 11. 1.2 ]

<fifin >

WESNEE T FRRABR V| EIRSHEFEE IAH 2 38 20 | R ONEBSIE RS AR 2 3808 ¥ V128 T ALT (GPT) |
AST (GOT) , B U LB Al-PEED EHZ 05 FREREREE L OB LIS E o T2 AR R OJEFI D #E S
TWb, F7, TR, BUEFAR S 5N CICE S TIERNHE ST\ 5D,

ALK A5 1B ME OHETT NSCLC g 2 xS & U7=ygsh s 1 ARRRER, [EBSILFESE NAERRBR, K OVE S
HEEIIAE 2 3RBRICHIT 5 ALT (GPT) EH-KAST (GOT) EF%Z2&ir kT 27 27— LRI
1669 117 499 1 (29.9%) (ZFBD S AV, FIEIZEHL £ T WM o 385 5-BA 6% 22 B (iPH : 1~1057
H) . Fecifhoefiix8s B (#EPH : 1~1526 H) Th o7,

ROST A EARF M DT T NSCLC B & x5 & L7Z[EHER LR DHRBRICBIT D F T v AT 2 —F
BT 127 B 67 B (52.8%) TR AL, FIERBLE TO MM Ui I G-BAA% 28 B (FuPH : 4
~ATT H) | BRI 1L 30 B (BEPH : 1~365 H) Th o7,

AFBE G- BAART K OAA P G- X @0 (Rrio B 50813 ER) ICHTFSRERE 2 Eii 45 2 &,
(TV-4., AEROCHEICE#ETDER) . [VI-L ZERAKEZOHEMB] | V-6, fFFEOERE
HITHBEICETER) . -8, (1) ERZREWER & IHER) OEBH)

VITI. 224t (A FoEEs) 1T 5HEAE 54



8.3 0T MIRIEL: . RIARD D B DD Z L3 5 DT, AHIE G BIAAHT K OAA 5 I E ST L
B L OERERAEZITV, 72, IMp, MEREZIT O 2 &, BEOREZ +0ICBET 52
Lo [7.09.1.2, 10.2, 11.1.3 B ]

<fiFin >

WEANEE T FRERBR V| ERSSERE IAE 2 3B 2 - ¥ | ROEBEILRIZBIIA 2 3Bk Y - 7 1B\ ¢, DEKX
QT B R, RAROEWER A #HE ST 5,

ALK FhE 851 PO HEST NSCLC A 25t & U= ygshas 1 ARakER K OVEIRS SR 55 T ARRBR CRLE &
NI DBEXOFALCTIL, KES DBRE T QTe MFED & KEIL 450msec THo7=H DD, QTc MIkED i
KAEAS 500msec LA EXIFIAR—R T A 236 O KL EDS 60msec LA % 7R L7 835753 255 il 10 4
WES, ZOHD 44 (1.6%) 1FAFEODRREERABETE T, £OH5HD 11T/ 1L — K3
DERTHoT-, 26D QT HBERITWITRBIEREZ Lo T o Te, —F, LEXK Qe 7—4
O HFLMEE OFEHT > 5. QTe DT 90%CT O _EFRD KA 20msec Kiifi TH D Z &R S 4, R
HEE B CORFOMERIZERIICE®RD H 5 QTc MFE~DEEL KIFT RREMENMEN T VR E
TW5, £z, BIBRADERET VER WS 27 V) Y F =7 RE-QTe OFFNTHER2 B, s
TV FoTHEE L QTe & OBICERARD b= DD QTc EE O THMEIX/NE < (10msec i) .
FEARHESEH BB W CIREBERICE®R O H 5 QT IER X THI S W2 LV RIB S T,

L L7 S DARKIF 55 L OARFIEE 5w OEX R OEMERA 21TV, £72, IkA, e
WEEITH 72 EIC L BEOREZ H0IcBligTs 2 &, (V-4 AIEKOHAEICEET AR
VI-6. HEOERAEATHEFICHETHER] . IVI-8. (1) ERZRAIEM & AIHER] OHSH)

8.4 MIEMEENH DO D Z ENH DD T, KAMNEGBHMAAT K OAAIS G I E A g (i
BREGRE, AIMERSESE) 2170, BEORELZ H3ICBET5 2L, (11 1.4 2]

<SR >

WEANEE T FRERER V| ERSEFES A 2 3B 2 0 | ROEBSFEHIIHE 2 35 Y 7 12\, 1796
Bl 380 1] (21.2%) (ZhAFFRERIBAE, 256 B (14.3%) (Z A MERIAME. 81 %1 (4.5%) 2V L 73EkK
BGE, 54 B (3.0%) (CH/AMEBAENIRE S TWVD, 2D ORBRICBW T, i RERBUIEE
7 L— R 3 XL 4 OREWER CRIBIE DS N T-F50 1 D ThoTo, AFIEGBRGART R OAFHI B 5
HIZESIIC R A (EREEE, AMERSE%) 2175 2 EBEEs ot 28, (TV-4.
FER ORI ET 205 . VIS8, (1) \EARZENWER & PIHIGER ] DEBH)

8.5 MiRkEE (WkEE, JAUE, FE, M RmiEy ., S5, HEFKE, &, J0ERTE 86
5bid Z ENHDHOT, KK EHOBEICITH B HOEIRE G 2 £ 5 B a2 B8IET 2B
HESEDZ L, £, HREEOREIEROEENEDON - HEICIE, 0N E R %
STt AL BREEEETL L,

< fi i >

B Bl oI S S OB BT T AR O % 33 2 3BRIE S 0E L Tuhen,

WEANEE T FEARER V| ERRAEFES AR 2 3B 2 Y | ROEBSIEFEFIME 2 35k ¥ 7 2B\, 1796
Bil 1059 B (59.0%) CHLAMEE, JHUE, . W ERFEY ., S5, HEXE. A0, 1T
HEOWRRBEENRE SN TND, A GO BB FEERSE R 2 O Bl W CHEET 5 &
IBREEIEET L, (REWEHORBEMEE X, [VI-8. EIEH] OHEZMH)

Fio, WREEORI IR OBEN DN SGA I, EONCEREEEZZ2 T2 L5 BF %
g5 L,
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6. HEDERERT HBEFICHT HEE
(1) AfHE - BEEFOHLHEE

9.1 GHHE - BIEEFDH L ESE
9.1.1 MEMMAEDHLBEXITOREENHLHEE
VB PER R AR B UIIES 22 b5, [1.20 7.0 8.1, 11. 1.1 ]

<fif7n >

WEANEE T FEARBR V| EBSEFAE IAE 2 3Bk 2 - Y | ROEBESIEFAFIAE 2 3B Y P lIcB\W\W T, RANC
& 2 il & O RV E MR B OBIER RN #HE STV 5, Al (BEGFR F 1 o> —BEAD) ol
ENGEH A T, MEMEMEEOSOF X IBEERE 26 3 2 B I E MR R OFRELY 2 7 B3 E
BRAHE LI TWD, BIEMEMEROA O I EEZ 3 5 BEF T 2 KA OB G IXEEIZIT S
MEN S DT DIZFRE LTz, (V-1 BENREZOEE ] | V-5, B\EEQREAMEEREZ0OH
My . V-8, (1) BEKRZREIEM & FIHIER ] OHESHR)

9.1.2 AT RMIRERDEETNXIEZTDREEDH S EE
OT HRERNE Z 2B ThnidH 5, [7.. 8.3, 10.2, 11. 1.3 ZH]

<fifin >

WM TMRRAER V| EBREFEE T 2 38 2 Y | ROEBEEFRBIME 2 38 Y 7 1280\ T, 1796
Bl 57 41 (3.2%) | Wﬂﬁﬁiﬁ@éﬁﬁﬁﬁiéﬂfwé 57 il 21 iliZ /L — R 3 DHELTH
D.36HFNTTL— 1 XF2DFERTH- T2, QT FMRIEE DB LN UTZOBERED & % BEFITRH
HAFN O GITEEIAT O BERNH H-OCHE Lz, (V-5 BEEARLANEE L Z OB |
MVI-8. (1) BERZRFEIEM &ML OHESHR)

(2) BHREREERSE

9215F®%%%ﬁ%®&6%$
HEOBREEED S 5 BE 265 L UL LTy, [16.6.1 ]

< fiE >
BT K ORI OB REf E BB IO W T T — 2 M3 5 TR0,
HEOBMBERED D D BF K LI AR OB GITEEICIT O KO EERET 572D E L,

VITL. et (i EoEES) (4 5HA 56



(3) FrigrelzEEE

9.3 FrikrelzEEE
9.3.1 MEFEEL LDOFEEREDHSESE
AR OMAREN LR T D2 Ln3d 5, [16.6.2 ZH]

<>

FFRREREE O & 2 BE 2 515 & LT BRRRBR 1T 5E6E LTy, WSS T ARRER V| [EFSIEFS I
23R Y Y ROUERIE AN 2 308 Y 0 2R TL 1796 filh 509 B (28.3%) 12T T =
T b7 A7 27— (ALT (GPT) ) #0, 396 ffl (22.0%) [ZT7 AT X BT I FT A
7 =7 —+E€ (AST (GOT) ) HEMAHE SN TWD, Flo, AANTEITHFM TR N Z L Z2BE L,
JFHEREREE D & 5 BE TR T A AFN O GIXEEIAT I LERH H7-DITHE LT,

Fio, FEREEEOREN, 7V Y F =7 OEYBIER WLV KT T 22 310 L 72 3B O 5
T, PEEM EOFEREEREREFICHT HOEREMREAIT) 2L & L,

( TVI-5. WEAREARMEE S F0HEAB ] . V-8, (1) \EARZRREIEM & WAER) . TVI-10.  (2)
JFtgRERE BT GNEAT—%) | OHEHR)

(4) £JEREEHY 2%

9.4 AEREEHTHE
IR ATRE 72 2Pk LTl ARHIF G- p e OB 54& T 1% — E IRl U 728t 247 9 K 9 FeiEd
HZ &, [9.5 0]

< fi@qn >
(VII-6. (5) #TfF) DIASMR

(5) HEim

9.5 143

Ihe AT UEYR LTV B RTREME O & D MR, 1R O AN atE %z kRl s Ll s 555
BIOHBFBEETHZ L, Ty FEOTHXZ, 7V I F =T E2FNLH 200 KT 60mg/kg/ B (AUC
(S AR CHRABRER L FS) KERELZEZA, REEEORD BB b,

[9.4 &/R]
< fi@sn >
I 2 k5 & U= AR O BERRBRIZER L TR 53, AAIOEIRY O 5 1CB8d 522 ki3 mesr L
TR,

Z v MEORUHFIZT VY F =7 200mg/kg/ H 5K T 60mg/kg/ H (AUC (235 < FH&E i CHRR
WREE & & [F%) &5 LR - JR IR BT 23R Ic W € I VAR ER ) Cof EHE & it L CT—6. 2
~—9.1%) NRD LN P BERE RO IX, AR 2GR G LR E. RITICERES
H 258035720, 1T TR L TV 5 AIREMED & 2 LI AR R 2 B 53 D BRI2IE, 1A%
FOFWRENEBRMEE ERD EHESNAGEICORBEET S L R0 e G TR T 5511,
AFNBEGANZ L DR EAD Y AT IO TEFICHoHIAT L2 L, £72, EIRATREZR etElckt LT
X, UM AT O K HORET A L,
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(6) #=FLim

9.6 {Z3LIR
IR LOFGEIER OREFLA R DA LM% BB L | BERLOMBEUTH L2 AT 5 2 &0 b IR

PADOBATIIAATH D,

<figsn >

7 ) F =T RO ORE ORI ~DOBITHEIC W T ORBR TN L TW WO R TH 5,
L7=l o T, BT OLME~OAREN O 5138, LTz BT R G T 2583z PIEESE5
Nl

(N MR

9.7 MR
NG & LT BRIRERBR IS L T 7y,

< fi@sn >

e A EIESOM A EOFEERHEMEICOWT] CER9IF-4 A 256 HERE 607 5) ITH S
E LT,

AHRNO/NRBEICE T D2 RO EZ2BE LRI IR L Ty, Zon, KH
HBREIR, FAER, AR, SR XUI/NRITR T 222 LT 7Zeny,

(8) =tnE

9.8 BmiEmE
BEORELZBZE LN OEBEICREG T2 L, —RICEFKEMET L TWD Z ERZ0,

<fiRFR >
MNEp A IEIE S O L OFEEFLEEEIZ OV T CERRK 9 4 A 25 H 3 607 &) IZHEV, —
W B CITAFMRENMET L TWAZ ERZ N b E L,

VIIT.
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1. HAEEHA

10. HHEER

ASANE CYP3A4/5 12 & 0 AR & d, CYPSA \ZRERIMRAFHI 2R EEH 2779 2 L AER STV D ) &
7= CYP2B6 (5% L CHEMUKIFAI 2 L ENE 2R L7122 & 2D, CYP2B6 DEEE L 72 3K & OFFH L7-35
A AFNTEN S OMAEEZ B SELAREMNH D, AFNL P-KEER (Pep) . AL F A4 b
Z7 U AR—=E— (0CT) 1 KLOOCT2 |Zxf L CRHFERZ R LI Z &6, Pgp, O0CT1 Xi% OCT2 DHE

LR BIANEDHH LI a, RETZEN D OMPIREZ ER S WD FREENH 5 220

J

(1) GtHRESEZTNER
10.1 HAZE (BFALAGWLCZ L)
K4 % BRPRAEIR - HEE 15 BT - fERIA T
mIZER B XY ROMAPREENE | RFID CYP3A OFLERITHD Z & h
(Ux s 22y R) | LIHEMT 28200355, | b, 2 X RORFBMESND,
[2.2 /]
<S>

VI-2. B22NEEFOHEB ] OESH
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(2) HRFELZDER

10.2 StREE (BRICSEET S L)

P SHIEE

BAREAR - HEE T IR

B - a7

CYP3A DIE L 72 5 3K
#ll
IEV T LNE

AFIERGIFICI XY T 2 HEIRAKS L- &
ELIXYTLEDANC KN Cop 1 I F Y T LD BAMEE
BLHRENZFNI TR 05 R2o72 %,
PEAZEO M REREM L., BIVERORBSEE &Y
HIEENEINT2BZRRHLDT, b OEA
EDOBFRIXFTREZRIR Y #ELT 5 Z &,

AHIDS CYP3A DFHLEA|T
HDHZ EMNG, CYPIA DA
B LR HIEAE ORI
0 OFRZEO A AE
S, PFHZED IR EE A
HEMT 2 RIE8%ER & 5,

CYP3A FHLE#l
AT afy—L%E

AHIREFHGHICA N T at Yy — a0 RS L
Tl &, REIOEFIREEIZIIT D AUCw KT Cu 13
B PE G & Eb R FEIL BT % KR IN33% N L 7= %9,
AF O EE 2SN L, BHWER ORBISEE & OVE
JEFEEIMNT 2NN H DD T, CYP3A FHEEH
DIRNITFHVEFA~OREEZERT 2L, £
7=, BHAT 2854, BEOREAEEICBZL,
BERORBUCHSEET D &,

RA OB T T EI
CYP3A ABHLTWa T
W, ERRD X 97 CYP3A
PR E OfFHIz LD (A&
FIOCHHIPAE S v, AHA
O I P B 23 EE N4 5 A]
RN 5,

CYP3A #HEH
Vo7 7oy

AR EZGE) 77 BB AEE L
L&, ARENOEFIRREIZE T D AUC, BT Cpa 1T HE
MBE G & L _RFEFLEI 84% BN T9%IE F L7= %7,
AFIO M APPREMET L, RAOAZMEIHITT 5
BENRHDOT, CYP3A FHESEH DWW UTFHN
BRI ~ORBFEBETDHZ L,

AHFNORHHNZITEIT CYP3A
NG LTWA =0, £
D X 5 7 CYP3A FHEH| &
PERIZ L 0 | AAIOGHAN
T L, AAI D A
KT BRREMD B 5,

QT MRIEE 2§42
EDE B ILTV D HEHA|
AITTIv
[ P N+
[7.. 8.3, 9.1.2,
11. 1.3 ]

QT FFRERMEM ZET 281 H 5,

A FZ N b OEANX
WIS QT MR AL R S
¥HRBENRH D=0, OF
FAIC X ERAR TS
HREMEDN B B,
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<>

1.CYP3A DEE & 73 5 EH

SET LD

ALK & & s+ B NSCLC #3814 illc 7 V) ' F =7 250mg BID 2% 5L, I %Y T LA0HyEReIZ &
ETARAN OB AL LTz, 7 V> F =7 250mg BID 28 HEIEGHICI XY T L 2mg®) & HilE|ff
ARG LI x, I XY T A 2mg BB GRFEHEARTI XY 7 L0 AUC o X TR C,oy DX, ZHLZETL
3.65 K N2, 02 5 ThH 7=,

AFKNE CYP3A ZPHET D Z &M b, CYP3A OFE B9 L 38541 L OO AIC L 0, DRSO R
PSEEIN L, RIVEF O 5B B O EIEE ST 582N 08D 5D, F DT, CYP3A OIE L 70 538
A & ARFNOPFRIXTREZRIR D BET 5 Z &,

TS LEYHRENS A—4

&5% K h51% AL 2

INT A—H = S = - o
W fo A B T o L T B fE D L o) =
(L) N e N srrs Gbgmszgap OO PEEEHE
AUC&ﬁ)(ng°hr/mL) 14 32.1 8 117 3.65 (2.63-5.07)
Coe  (ng/mL) 14 12.8 8 95. 8 2.02 (1. 39-2. 92)
N HBRER
(B%)

B BEROIEN 2% LIS & 2 T
[ ST 4 I (AT 6 D) 70 B OBk

*) XV T A 2mg R OAFNIAFRABOFIE TH 5,

2.CYPSATRE A

A hT7ary—n®

HEATIE AR 11 B RRBRALE e O FRALE A AT L. 7 U V' F =7 O ARG O S BB K IE T A

rT aF S — VDB L E LT,

o AUEA GREBALE) VA7V 1 OE1LHENLY A7V 1DOFHE IS5 HETY U Y F=7 250mg QD
KERAORGEL, YA 7V 1IOFELIEPOYTA 7V 1IDHEI6H (A7 108H 16 HOZ 1YY
F =7 OFGH]) £TA bTaF Y —/1200mg QD KERAFKGT 5,

o AUEB GFHALE) VAN 1 OFE 16 BT A 7208 1 HETY U Y F=7 250mg QD
KRNG5,

7)) F =T HMEERGREE LT, A b T aF RO S ) Y F =T NER RO 7

f%~f@mmm&0gmi 57. 4% TN 32. 8% M L 7=,

AHNDARFHHIT T CYP3A 23B5- L TWA 7=, CYP3A FHEHIE OOFHIC L0 . AHI o i fE 73

JIIABN @W%@%ﬁ%ﬁ&@ﬁfﬁ#ﬁ%#ék%m#%é D=, Kﬂkﬁ%#éa*’

CYP3A FHEMER O WIITTHIWEAIOME A ZBET 52 L, © L CYP3A BHEAI L JFHT 2541

BEOWREZEBEICBZE L, BWEFHORBUIH2EET L2 L.

) ENICBT 2 ARFOREROHAE @, A7) Yy F=7L LC1E250mg 2 1 H 2 BEREAO#KST5,
B, BEOREICIVEERRET S,

VIIT.
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MmigEpH ) JFZTEPFRENS A —4

AP fE

o p— L SOTPAEOL (%) o
N — =R AL R AL . N 5y
p7ATA L PR R G ) 909% (=T H]
AUC,,, (ng-hr/mL) 6497. 35 4128. 02 157. 40 (136. 89, 180. 97)
Crx  (ng/mL) 345. 19 959. 92 132. 81 (119. 10, 148. 10)

RERALE (LB A) 2 U Y F =7 250mg QD+ T =F > —/L 200mg QD.
SHRBALE (AUBB) : 7 U Y F =7 250mg QD

3. CYP3A FEH|

V77

HEATIEABE 10622 U/ F =7 250mg BID %A 7 v 1 OF 1 HnHHA 701 OF 15 HE CHAM
K- Liztkic, 7V F=7250mg BID £V 77> BT 600mg QD 244 7 /L 1 DF 16 H) b
YA 72081 HETHHRERS L, 7)Y F=TdOREHRGROEYEREICKTT) 778
VUDEBERT L, 7V Y FoTRMKER G LT, V7 BV UKD U VT
=T REHGHEEDO 7 U F =T D AUC o T Cpap 1L 84. 4% S TN 79. 4% L 7=,

L7223 o T, CYP3A #HiEH| & OO HIZ L 0 AR DORAERGREO M AIREIMET L. AFOVER 23655
THBZENNH D, KHIEPERAT DEEITIE CYP3A FEMEA O W UITFWER OF A2 EET 5 2
Bl

Mg ) JFZTEYPFE/NS A -4

S5 R () AR 5 Fr S (T i L SELIED L o
R ALE xR AL GRBRALE / %f FRALE ) 90 %13 1 X [H
AUC,,, (ng-hr/mL) 484 3110 0. 156 (0. 109-0. 223)
Co  (ng/mL) 67. 4 326 0. 206 (0. 146-0. 292)

RERILE - 7 U Y F =7 250mg BID+ VU 7 7 > E3 > 600mg QD
SHRALE - 7 ) ' F =7 250mg BID

40T HMRERZEC T I &AM T HES

AITTIv, BV RE

A& Z D OFEH| & O EAERNC BT 2 BiR R OBEET — 21372200 DT Lo #EH S QT [HIkE 4 4E
RSEoBTnnHY . FFAICIY QT WFRIER 2 4 2 /e H 5 2 L 6RE LTz,

1) EWIZEB T 2 AFIOREESUTNAR + ALK& BURF B E O YIBR R REZREAT - PRI OIE/NERRNRE, ROST kG
AR FIE DO YIERARE /R AT « F-3E DI/ Nl e
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8. SIEH

11. Bl4ERB
WROBWERNH LoD ZENHDHDT, BEE DTV, BENROLNEHAIIIEE%E

Wik 27 Sl vEE1TO 2 &y

(1) EXGEIER & DHER

1.1 EXLEIMER
11.1.1 FEEHEE 2.1%)
LI ESTZEM b HRE S TW5D, [1.2, 7., 8.1, 9.1. 1 ]

<fiFin >

WEANEE T FHERBR V| ERSILRIZE A 2 3B 2 - ¥V | ROVERRILFESS A 2 3 Y - 7 128\ T 1796 1
37 B (2. 1%) ICHEVEMERRBORIER S #E S, FECICE S TfiligRk (ZF'L— K 5) 284 fi,
FECICE > MR E (FL—FR5) BN 1fmEsShTn5,

ARG IIBER L TIATV, BENRO SNZEAIITHRGE2PIE L, EYARAEEZITI Z &,
( TV-4., AEEOCHRICEET A ER) . V-1, BENKEZ08B] | V-5, EEREAR
HELZ0HE] OESMH)

ALK A& m B E DOHEFT NSCLC Hif At 5 & U 7= [E B[R 45 T AR R R M OVE B 2L [R5 AR 3 BR 12 3
VT 2011 4F 12 AR E TICE SN2 B ARNIES 4 BIOMEE 2 R EIZRT,
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UEFIDBE]

FEBI 1 (ALKER BT BT NSCLC B5)

Bl{ER4% - Rififig 2

2EER e = gl
T - AR 1*5511’;%; S -
i (& HHE) [BEER] xFIE iRE = = TS
Bk He Il B fii s 250mg BID WUTERE - 29 A/ H . 20 - PG
30 At (5, FEkEE, | 9 HMH WA . ISR L LT, DARTFSTF oty

S, A, KT L
7 MLSE, I
AL-P B0, ALT ¥4
TN, PR R )
[Em. Mg 5
]

#51HA

(FeH-BRAA H)

BESHA

BE9HA

ik 1 H#
k2 A#
ik 3 A%

ik 5 A%

k7 B
k9 A

Fril 11 Hi%

Frl- 12 Hi%

YAXEL, 2a—2R

FesEfafnE 92% (room air) (VR L T 94% (room
air) . JEIRFEREHMIC CTHEEmREEZEA,

AF) 250mg 1 H 2 [lOF5-B4A,

FeRfafnE 91~92% (room air) . MEif% b, A
X clear, ZEMfib0vair AVFEH BT,

B H B AR 2 NIk, BERfafnfE 94~95% (0, :
2L, W==a7) . MEOFFZ e L,

[ H %, BRERIFIEE 66% (0,: 2L, H==F) |
0,: 10L v AZIZAEE L, BEMAFE 93%I2, i
B CT A TAE MRS B i 38 RS/ A B2 AL 7R
REE., AV 7 ARBELRDIZ, AF KOO
WIRFEZ 1k, AT aA RV REERG, 7
nrzuafthr RXUFITVA BT AUBRED
e 5548,

R« BT Coarse crackle (KAL) Z B,
B FAAFNE 90~91% (0, : 15L, U HF—r\)

AT A RV ABIZSE R L, BRRLEE
DWW BT,

Il R=yuaransEcZAFLF ) T A
120mg/ H OFe 5-BAhE,

B OMYREENE(L, 2 MEBOATaA R0
APREE PR, FERAAFIE 83~98% (0, : U ¥—
NERK)

et otE, BEFREFIE 96% (0,:7L) .

BE OMNYR IR B, MRS EA, 3 [E
HORT oA VL ARG, BEAFIE 86~99%
(0, : 15L, UH—r3) |

RIE~ORIGNRZ L, BBEITY P — g KT
80~92% & ik LU VIRRE, LIRS 2adIZ i L,

L,

<R BRAHART G 3 >

F o iR R . OF A EEEE  (Diffuse
alveolar damage : DAD) DAY kT AZANDFT
REEZD,

FERMRAEE (KAES5 9 AH)
BNP : 11.0 (FEYEME : 20. 0 A)

0. 80 Kiifi)

. KL-6: 997 (FLUEH : 500 Riili) . VA FAFT O UA VR Igh: 0.77 ; [tk (FLUE(H -

B-D UKy 7.0 R (FEYEE : 11.0LLF) . SP-D: 95.2 (JLUEMH : 110 Kii)

fFHZE

aXx Va7 F NI AR, TR NTI ) 72y, V75— B RS KT, B
bt R KT, HERA T I N, BB D - BB

VITL. et (i EoEES) (4 5HA
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fE 2 (ALK BhEHSERFIBTEETT NSCLC B5)

ElfE R4 - MEEmER

BEER | BR5E BIVEA
1 - A " o -
g | (AP [BEE) | Do BBRUILE $
Lotk | AR 250mg BID JIEHE < M E3E, LR Y > SETER B s
30kfh | CEEYETE. Kh§i | 8 AM WRAEEE : 72 L

1, L, ZEIET | 150mg BID BB -

LAAF— 7 bE— | 39 HH VAT GFUHRARLFER 1 a—2

e Wi )

®E1HH
(B 5546 H)
BE8HA
528 HH

#5 65 A H

%5 66 HH

k2 A%

Fik 3 Hi%

Hik 4 HE

fik 11 A%

Fril 17 Hi%

HIVRTTF o +_XARLFER 5a—A
AAEREH MRS 7 L
ORI R 72 L

AFKINRFABALE (250mg BID)

Grade3 OFIBIHBL, AFNXFE B L 0 K3,

B OREIEIZ L Y AT 150mg BID (ZJ8E L CT#
G, &5 EH%Z R L bl b RN H
V7L R=ym TG, 7V F=yrro
5B TR,

BERDIED Y,

FEEADE < T2 DA KL, RIR 37,5 [, JES X #R
RAEFERKE N CRP ERM LR EEZ L., [FH
ABt, &7 = & LHERHE K F) B OV o £ 5-58
f, AFNIE B LY Fik, Sp0, 98%,

Sp0, 98%., &7 = & AHEEEH KT D15 1X[F B
IZTHT,

HAA CT My & FEhi, R ET AL 12 0 Bk Y o N
B L IFSRAMEMR OFTHEMEN B 2 b Tz,
TBLB (RR5%EMiAEmR) %30, [F AR ICEIRD
40 FETLER, L F=Y 1 (15mg/day) D
5-BR4,

TBLB OfE R HI U, JREEFARE D & fER O &
EREEBIERD ST, MRREORE, &g
DY U AEREND Y . 2 S IZEE Mg DG
ThHO, A MATa AL (W) OE ALK
BObLT, iz, JEXMEGES (BAL) OME
MEOFRELEETH T2 LD, HAIMERE
P & OB E T, REFITIRERT 1L
ol

Tl F=yorryEEEIH#ELTHNDHEDOD
(10mg/day) . 2011/07/01 LA Sp0, HAZEE L T
W=, RVEPERiZ&IZIEIE L &l S,

s AR AR A

(FEHIE3 HL) B-D-ZABY 2.9 LT, KL-6: 618

(FhHHik4 HE) v~ a7 X~ (CF)

DA R (LIRAE - 4 %) o D HUR - BatE SP-D @ 22. Ong/ml (:[RAE :

110.0ng/mL) , 77 IVT +=a—F=x [gh: @M, 7T73IV7 « =a—F==x IgG: @, 7 AVULFL ARG : [&

P, CMV HUF (C7-HRP)

DR, R R R SRS

D ERE RO, PiERERAE GRS

=3

FHZE: 7' NTI )Ty, VILT VU RS —F TRV RVKRUEET N O LKFWY) « REEKET NY T A

VITL. et (i EoEES) (4 5HA
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R 3 (AABMESEGFHBIEETNCC B2E) BlER4L : MEMMER

BEER | BRsE &l 1EF
% - fEFAEH R ==
g () (B ] &5 HME EaRULE LI
LZQ i FE/ IR e 250mg BID AN GAT WP - e U > NS EEH Y, | BT
60 5ft | (Rt RHRAE, | 10 HHA FEMEY NEED V), IR GENE, AR

SLERIRAS TS, ZEHKH D,

[(FEFRmE & PRI 2SR DREALEZ L, BRI L,

PR ] AEIEIRE : WVR T ZF v+ A M ¥t FEh,

fifi~D B # RS OB E 72 L,
BRI IR LT v~ A 7 FE i,

51 HH AFN B 5-BRAA,

(Bt 5546 H)

BH9HBA STCHEDIREG Y, Sp0, 94% (0, h==F 2L/%
T) IR, EFFEFOEIERLH Y,

¥E 10 HE RIRDS 37. 8°CIT 5 Sp0,92~93% (0, ==
2L/53F) o MR X AR b M amIsERs B,
Js CT MRl C/NERMRREDIBE 2 Bk L Lz
MRE L AU T A 2R, A0E5IxE
g, fifgs 2O ARSIk, AT e A K
COLARE (AF LT R=Yaranyipe 2
T R Y A 1000mg) BT X UY LK) 2¢g
D5 % Bk, MBEWAREY 3L ~HE, FAO
PS 1% 1~2,

ik 1 H % Za—FE VAT 4 AMRTREOIS, AVT 7 A
r¥H>y—n - NU X MY LAONARBALE, B
W A% 5L ~HY &,

ik 3 Hi% S R=Vry60mg lICEH, 7 &Y AKMY
2g D EMkRe, PR AL TL ~H#&E, Sp0, 90~
92% (0,~AZ TL/5F) o PSIE2~3,

ik 4 H#% PR B DSBS H VT, Sp0, 93~94% (0, < A
7 8L/TF) o VA AR A~EE, B
FW AL TL 25 10L ~Hi &,

k6 At s X #r b AR GERD oEREEER, 2
DEFITEF L TV D B EIA BT,

ik 7 % MEUEIRRE S & & (AL, Sp0y 91% (0,~ A 15L/
7).

Rk 11 A% T,
AR CHEE L7-SEIAR : i diffuse alveolar
damage (DAD) K OVEffiDEM: 9 - /K IEIZ L 5
PR 4

B R AR A

KL-6 (fF1k 1 B%) :2766U/mL (FEYEFEPH : 500U/mL Afi) . KL-6 (i 8 HAR) :3999U/mL (FEHEHFH : 500U/mL i) |
BNP (Fhik 1 H%) :213pg/mL (GEUESLPH : 18. 4pg/mL LLF) . B-D-Z > (Fik 1 B#) : 10pg/mL (FEUEEH : 20. Opg/mL
LLF)

PrREE . = F IV~ A VEE, 7TuTF Y T A Bb~ XU L TEX A M A MV 7 o BYLKRBRME KT
TIRFFG)— ) F N TL, Zubt RTVGRRE, 7AYo, T VAR EZF U7 KM, 4%
a R, a7 A U UEREKFI), KXY Ry B /U RA-B, 77Uk v
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R 4 (AXABESEGFHBIEETNSCC B2E) BlER4L : MEMMESR

BEER | BESE El1E A
Eﬁ (@ﬁﬁ%&&g] B 5 EAM BFBRUVLE IR
otk FE/INHERE A 250mg BID IR B OTAL - AT (WES., A8E L, | [
40 wEA% GEEy&sm., BLBAE, | 14 AR MR, WERRN., ZEMPTEICIER Y > 3E)

R, AHRAE, B0, | 200mg BID WRIEFR 72 L, COPD ZE D iR R DIRFEZ: L

Mk, AAEOR) 22 HH] HIVEHIE « BIVR T TF o +37 J XX+

[ s e 5 ] Ny R T+ L Fa Bk, SRRE, ~

A RLFE R (A8081007 3Bk B £¥)
a9 5 FIREE 2 L

51 HH AFl (250mg BID) #5-BAAA,

(B 5546 H)

#4522 A H HERS (FPEED) OFDiEREDOR &%
200mg BID (PR L CAREEFFRA,

544 HE CT A CRVEMERI R DB BV, Sp0s : 98%

9/15 FH X 0IREREE Ik,

k7 B CT RABIZTRAY H I RAEOWBEGAINED LI
7-o Sp0, : 98%

hk 21 A% CTHRAEIZT (FILT7 B EHRT) RYTT R
DOUEEA TR DAL ARIR L L TR RTT,
wm 98%

ik 42 A% IZTAY H T REDONE AR,

B AR AR AE

—GHEE SRR - BERERER (PR T BHiR. RIK TRE) - T AYREEIREER © 7T AGEERE < 2+, 7T ARRPEERE
1+, 7T LAGMHEARE 1+, 77 AFEMARE 1+, BEE 0, BImER: 0, ERZHIIN : 1+, FRMER : 0, [FIERE R . a —streptococcus :
2+. Neisseria sp. : 2+, Haemophilus sp. : 2+. B : [&2dE

SUE Mgy (BAL) JROGHE, M2, B-D-Z L, KL-6, SP-A KU SP-D DMAEIFA FEM,

BEHEE . =SV~ LA Vg, TaF Y T A Bb~ R A TX R ba A bV 7 o BAbKERRE KR
TIRFFG)— ) F N TAh Zubt RIVRRE, 7AYo, T VAR ZF U7 KM, 4%
va R AKFY), a7 A U UEREKFI), KXY Ry B U RA-B, 77Uk v
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11.1.2 BUERF#. AL, FFHEEES

BISEATSS (BEEARE) | IFAR4 (0.2%) . ALT, AST, B U LB Al-P %D L5 4 1F 5 THRERE
E(33.9%) BNEoLbNHZ EnHY ., BUEFR, FARICKVECIZESTEM b HE ST
W5, [1.3, 7., 8.2 %]

<>

WESN S | R D | [E RIS A 2 38R 20 | R ONEIS SR R4S T 2 368k © -7 1235\ T L ALT (GPT) |
AST (GOT) . B U E Y Al-PED LA Z M) ITHRERET . RO CITE > A ROER b s S
NTWA, BIERE LTZ L— R 3 XL 4 ® ALT #8H0728 7. 9% D BEFICH Bz, F1-. dilkiziz,
BIERFR DS B O ICE S TZIEFIDNHRE SN TV 5,

ARG Z T2 TV, BEARD DN EAITE, K, BEIERE A2 I 572 Ui
OlpiviE 175 2 &, (V-4 FEROHZEICEET 2EE] . V-1, BERAREZOHE] |
VII-5. EERIEARMEE EZOHB ] OHSHR)

FRAREERICH 1T S RIVEAERINR

st ] B[R] E B[R [ ] B[R]
9L AHRER - | BIAREER - | BSULMEERBR - | SBIUAEEER - | 5 IAEEER At
A8081001 7Bk | A8081005 7R | A8081007 3Bk | A8081014 3R | 0012-01 #kk (n=1796)
(n=154) (n=1063) (n=172) (n=280) (n=127)
JFtrelREE | 28 (18.2) 333 (31.3) 75 (43.6) 97 (34.6) 75 (59.1) 608 (33.9)

eI (%)

11.1.3 QT FEFREER (3.2%) . #&AR (10.1%)
QT MMEIER ., Rk (REAEELR - RIME, et HFEVE) RbobhbdZ bbb, [7.. 8.3,
9.1.2. 10.2 BH]

<fgsn >

WEANEE T FRERBR V| ERRSEFS A 2 3B 2 Y | ROEBSEFEFI 2 35k ¥ - 7 2B\ T, 1796
B 57 51l (3.2%) 1T QT FEIFRIER. 181 1l (10.1%) IZARIRAIRBD HIL TV 5, AFERGHITBIE %
FA3ITATV B DERD BTG EITIE RIE HE TR G 2RI T A CEb) B AT O 2 L,
(TV-4., HEEVCHEICEETAES] . [VI-5. EEAEAMES L FOME | OESMR)

FRAREERICH 1T S RIERAERIKR

24N = BRI [R] [ BRI [R] ES[5 S| ES[ B
5 LAHRER - | SBIAREER - | BSIDMRER - | SBIUFREER ¢ | 5 IAERUR &t
A8081001 5B | A8081005 7&l% | A8081007 7kB& | A8081014 7k | 0012-01 7Bk (n=1796)
(n=154) (n=1063) (n=172) (n=280) (n=127)
QT FHIRRIE R 2 (1.3) 37 (3.5) 6 (3.5) 10 (3.6) 2 (1.6) 57 (3.2)
AR 17 (11.0) 113 (10.6) 13 (7.6) 26 (9.3) 12 (9.4) 181 (10.1)

eI (%)
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11.1.4 mMERESE
BF BRI E (21.2%)  HIMERIAME (14. 3%) U >/ SERBE (4. 5%) | i/ MEIDE (3. 0%)
FENHOLONDZ DD, [8.45H]

<fiFin >

WEANEE T FRERBR V| ERSSEFE IAE 2 3B 2 - ¥ | ROEBSIERE AR 2 3Bk ¥ -V (BT, ARAIH
FAZ X0 P ERIAME, AMmERBAE, U 2 SERBUDE, MBI E RS ST D, b0
RER TR DN MIEREE 2 LU ISR T, ARG FI3BE 2 01 70, BEARO b EEIC
W, SRS ET D e YR LB AT 2L,

( TV-4., AEROCHEICEE T ER) . [VI-5. BEEAEANEE L ZOFH] OESBMR)

FRAREERICH 1T S RIVERAERIKR

st (EI BRI ] ES[ = E R AL ] ES[
5 LARRER - | BOAHRER - | BIMEER . | FIAEER . | 55 AR &t
A8081001 3XBx | A8081005 5ABR | A8081007 FABR | A8081014 FA%BR | 0012-01 #BR | (n=1796)
(n=154) (n=1063) (n=172) (n=280) (n=127)
R ERBE | 25 (16.2) 218 (20.5) 51 (29.7) 54 (19.3) 32 (25.2) 380 (21.2)
i BRSO iE 14 (9.1) 160 (15.1) 37 (21.5) 20 (7.1) 25 (19.7) 256 (14.3)
VU RERBAE| 7 (4.5) 63 (5.9) 5 (2.9) 6 (2.1) — 81 (4.5)
1 M E 6 (3.9) 39 (3.7) 5 (2.9) 1 (0.4) 3 (2.4) 54 (3.0)

FEEGIEL (%)

11.1.5 DFL (0.2%)
TR (iKBE, Mok, DZERITREEE) | AR ERIN, DARSER (BUliv, R R 5,
THIESE) 23FRO O NT-EAITIE, R, WE IR G2 T+ 57 Py RnE@ 2175 2 &,

< i >

WEANEE T FERRER V| ERRIEFES AR 2 3B 2 Y | ROEBSEFAFIHE 2 35 ° 7 Ik C, 1796
Bl 3 F] (0.2%) IZODAREDRWERANHRE I TWD, 7o, HlEZIZ, DARERRZEDIERD 1
DTHLHMAKENRE SN TWD, REBEGHIFBEZ 21TV, BEDBEONEAITE, IR
HOWEN TG EPILT A RO AEEITO L,
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(2) ZDHhDEI1EH

11.2 ZOoEI{EA
109%LL 1 1%LL F~10%i 1% AT 158 A

iR R REE (PR,
FARSE, TR, fHT
Ryl B, &
B, tREF KRR, 1
RT%)  (59.0%)

MR R (|WRREEY (20.4%) | |98, RIRGE
FEIMED F

(14.3%) . ==2—
g8 F— (11.7%)

7 B BAEGE (20.2%) KT VTR UIME,
Y ERISE, KA
U o AME, ALK

i R MM AEFEARSE

M R 2 WK, i

BB |2z (1L1%) T O FEE, ALBE SRR EE
mEER IR, PAHTIEAR

B e &/ |0 (50.9%) . T |RuAEREE (REK.
I (48.4%) | WEM: | =IEIEESE) . WL
(43.9%) . fHf  |B. MEHEE,. AN
(32.2%) | M&¥m (I |#z)g

HEE R . RE AN PRI
) (12.6%)

g Ry L= R, B
A1, A S
Z Ot [JEIE CRRSMEZIE, | %8, mpo 2 k= i s LTk
BEEE, IREAD | o b 73 % LB

TPIESE)  (34.8%) .
297 (26.8%)

<>

WESME THRBR D | [EESILRIFE T 2 3B 2 -V | R ONERRILRIFEIAHE 2 38R Y - 7 28 by T L
RS RICESXFTEHE LT,

ZERREERN S oD AREMEN & 5 DT, Bl Z+01ATV, BREVPRO b HEIid, S
Wit U CARAI O R, #5- IS 0@y 22 0@ 2175 Z &,
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S EEFEIFRREHEER VERRREERE—E
B E 1 AEER,. ERARE I8 258k, RUERAREIE 2 HERICH 1T HEIER

LA MERHAM A B8 1796 {4

FIER 2 BB 3L 1717 i)

BIVEH B 95. 6%

0 o L L—FR| JL—FR1| ZLv—F2 | ZL—R3 | ZL—F4 | L —F5 !

N [ | N || N [ N [(B]| N [N [%]| N |
ks L 913 |50.8| 741 |41.3| 147 | 8.2 | 24 | 1.3 1 0.1 0 |oo| o |o0.0
T 869 |48.4| 733 |40.8| 121 [ 6.7 | 15 | 0.8 | 0 00| 0 |0.0]| 0 | 0.0
Mgk - 784 |43.7| 656 |36.5| 108 | 6.0 | 19 | 1.1 1 [01] 0o 00| 0o |00
RS 578 [32.2] 463 |25.8| 111 | 6.2 | 4 | 0.2 0 00| 0 [0.0] 0 | 0.0
R 109 | 6.1 | 87 | 4.8 ] 20 | 1.1 1 0.1 1 0.1 0 [oof| o |00
2] 93 | 5.2 | 79 | 44| 13 | 0.7 1 [o1] o |oo]| o [00] 0 |00
HIEARR 85 |47 | 72 |40| 13 07| 0 [00]|] 0 [00] 0 [00] 0 |00
A% 66 | 3.7 56 | 31| 8 [04] 2 |01 0 [00] 0 |[00] 0 |00
ERAL 52 | 2.9 40 [ 2.2 12 o7 | 0 [00] 0 |oo| 0 [00] 0 |0.0
B 48 | 2.7 3 | 1.9] 13 07| 0o [00| 0 00| 0 |00]| 0 |00
LN 43 [ 2.4 33 | 1.8 | 7 04| 3 |02 0 00| 0 [00] 0 |00
A PR 37 | 2.1 03 | 1.9 2 Jo1| o [o00] 0 |oo| o [00] 0 |0.0
U 27 | 1.5 26 | 1.4 1 Jo1| o [00] 0 |oo| 0o [00] 0 |00
1 N Rz 26 | 1.4 | 24 | 1.3 2 01| 0o [00]|] 0o [00] 0 [00] 0 |00
ER 20 | 1.1 6 03| 11 o6 3 |J]o2] 0 00| 0 [00| 0 |00
FEPNTE B Ak 19 | 11|12 [0o7] 6 03] 1 [o1] 0 [00] 0 00| 0 |00
11 D S BLRR 11 06| 11 06| 0o 00| 0o [00| 0 [00]| 0 00| 0 |00
D ER A PR 11 (o6 | 11 o6 0 |0oo]| 0o 00| 0 00| 0o [00] 0 [0.0
EPS 10 06| 8 |04] 2 |0.1 0 |oo| o [00] 0 |00] 0 |00
NER 8 04| 7 04| 1 Jo1| 0o 00| 0 |Joo| 0 [00] 0 |00
B 6 03| 1 [o1]| 3 |Jo2| 2 [o1] 0 |oo| 0o [00] 0 |0.0
VyFLT 6 (03| 6 [03] 0o |oo| o [o00]| 0o |Joo| o [00] 0 |00
R AEER 6 03] 6 [03] 0 |0o0o]|] 0 00| 0 |00] 0 [00| 0 |00
B 5 03] 5 [03] 0 Joo]|] 0o 00| 0 |00 0 [00| 0 |00
e TR 5 03] 5 [03] 0 Joo]|] o |oo0o]| 0 |00] 0 [00|] 0 |00
ERi-0 4 02| 0 [00] 4 Jo2| o [00] 0 00| 0 [00] 0 |00
B 4 02| 3 0.2 1 0.1 0 00| 0 00| 0 |00] 0 |00
R 4 02| 4 [o2] 0 |Joo| o [00] 0 |J]o0o| 0 [00] 0 |00
E3L] 4 02| 4 [o2] o ool o [o00]| 0o |Joo| o [00] 0 |00
HEREL 4 02| 4 [o2] 0o ool o 00| 0 |Joo| 0o [00] 0 |00
T bR 3 02| 1 o1 1 |01 1 o1 o Joo] o |[oo] o [o00
OHAMERR 3 o2 1 [o1]| 2 Jo1| o [o0]| 0 |Joo| 0o [00] 0 |00
kIR 3 02| 2 [o1 1 [0o1] 0 |0o0o] 0o [00] 0 |[00] 0 |00
BLO 3 02| 3 [o02] 0o |oo| o [o00]| 0 |oo| o [00] 0 |00
B 3 |o2] 3 [o2] 0 J0o0o]|] 0 00| 0 |00 0 [00| 0 |o0.0
e iR 3 o2| 3 [o2] 0o ool o [00] 0 00| 0 [00] 0 |00
1 IR 3 |o2] 3 (o2 o0 Joo]| o |oo| 0 |00] 0 [00|] 0 |00
i PSS 3 02| 3 [o02] 0o ool o [00] 0 00| 0 [00] 0 |00
5 i 2 0.1 0 | 0.0 1 0.1 1 0.1 0 0.0 0 0.0 0 0.0
K% 2 [o1| 0 [00] 1 |o1 1 o1 o Joo]| o |[oo0o] o |00
W~V =T 2 [o1| o [oo0o] 2 Jo1| o 00| 0o |oo| o [00] 0 |00
-1, 2 0.1 1 |o.1 1 [o1] 0o |oo0o|] o [00] 0 |00] 0 |00
T 7 B EEE 2 o1| 2 [o1] 0o Joo| o [o00] 0 |o0Oo| 0 [00] 0 |0.0
HEE 2 |01 2 lo1| o [oo0o| 0 |Joo]|] 0 |00] 0 [00]| 0 [0.0
1 DOFEREE 2 0.1 2 o1 o 00| 0 |]0oO]|] 0 |00] 0 [00|] 0 [0.0
DR A4 2 0.1 2 0.1 0 0.0 0 0.0 0 0.0 0 0.0 0 0.0
ARz 2 0.1 2 o1l o 00| 0 |0oO]|] 0 |[00] 0 [00]| 0 |0.0
A g EE 2 |o1| 2 [o1] 0o Joo| o [00] 0 00| 0 [00] 0 |00
D BERE 2 o1| 2 [o1] 0o Joo| o [o00] 0 |Joo| 0o [00] 0 |00
W P HH 1 2 o1| 2 [o1] 0o Joo| o [o00] 0 00| 0 [00] 0 |0.0
B PR 2 0.1 2 0.1 0 0.0 0 0.0 0 0.0 0 0.0 0 0.0
LB TS E 2 0.1 2 o1 o 00| 0 |]0O]|] 0 |00] 0 [00]| 0 |0.0
| T 2 0.1 2 0.1 0 0.0 0 0.0 0 0.0 0 0.0 0 | 0.0
ALY R 1 o1]| o [oo] 1 [o1] o [oo| o 00| o 00| 0o |o00
ik T 1 |ot1] o Joo| 1 [o1] 0o 00| 0 [00] 0 |00]|] 0 |00
NENIEAR 1 Jo1] 0o Joo| 1 [o1] 0o 00| 0o [00] 0 [00] 0 |00
+ e R 1 |01 0 |0.0 1 0.1 0 00| 0o [00] 0 [00] 0 |00
NES 1 0.1 0 0.0 1 0.1 0 0.0 0 0.0 0 0.0 0 0.0
TR 1 |o1] o Joo| 1 [o1] 0o 00| 0 [00] 0 |00] 0 |00
KBARY —7 1 [ot1] o Joo| 1 [o1] 0 [00] 0 [00] 0 |00]|] 0 |00
15 Ol s 1 Jo1] 0o Joo| 1 [o1] 0o 00| 0o [00] 0 [00] 0 |00
W 1 Jot1] o Joo| 1 [o1] 0o 00| 0 [00] 0 |00] 0 |00
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N - £V —R| JL—F1|ZLV—F2| JL—F3| JL—K4| L —K5 A~

ikt Bl N O N [ N [~ [ N [ BN [ N [ @
H JPAZE 1 0.1 0 | 0.0 1 0.1 0 0.0 0 0.0 0 0.0 0 | 0.0
NG Rk 1 Jo1] o Joo| 1 [o1] 0o [00] 0 [00] 0 [00] 0 |00

ALY DR SE 1 0.1 0 | 0.0 1 0.1 0 0.0 0 0.0 0 0.0 0 | 0.0

JEER 1 0.1 0 | 0.0 1 0.1 0 |oo| o [00] 0 00| 0 |00

RIS 1 |o1 1 (o1] o ool o [o00] 0o 00| 0o [00] 0 |00

N A PR 1 |o.1 1 [o1] 0o Joo| o [00] 0 |oo]| o [00] 0 |00

OEOVUEINR 1 |o.1 1 Jo1] 0o Joo| o [00] 0o |o0o]|] 0o [00] 0 |0.0

1 R I 1 0.1 1 0.1 0 |00]| 0o 00| 0 [00|] 0 |00] 0 |00

RIEPATE 1 0.1 1 o1 0 00| 0 [00| 0 [00|] 0 |00O]| 0 |00

B 1 0.1 1 o1 0o 00| 0 [00f 0 [00|] O |OO]| 0 |00

HhEE 1 0.1 1 Jo1]| 0o 00| 0 |00 0 [00|] 0 |00O]| 0 |o0.0

i) 1 |o1 1 (o1] o Joo| o [o00] 0o 00| 0o [00] 0 |00

A 1 0.1 1 0.1 0 |00| 0o [00f] 0 [00]|] 0 |00] 0 |o0.0

(L H i 1 0.1 1 o1 0 00| 0 [00| 0 [00|] 0 00| 0 |00

RAE 1 0.1 1 0.1 0 [oof| o 00| 0 |00O]|] 0 |00| 0 |00

PR 1 0.1 1 Jo1]| 0o 00| 0o [00| 0 [00|] 0 |0O]| 0 |00

K 1 |o1 1 (o1] o Joo| o [o00] 0o 00| 0o [00] 0 |00

0 i 1 0.1 1 Jo1]| 0o 00| 0o [00| 0 [00|] 0 |0O]| 0 |o0.0

EafE 1 |o.1 1 Jo1] o Joo| o [00] 0o |oo| 0o [00] 0 |00

{EE 1 0.1 1 0.1 0 |00| 0o [00] 0 [00]|] 0 |00] 0 |00

18P H 2% 1 0.1 1 o1 0o 00| 0 [00| 0 [00|] 0 |00O]| 0 |00
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A AN - 3 02| 2 [o1 1 [o1] 0o |oo] o [00] 0 |[00] 0 |00
AU L E N 3 o2 2 [o1 1 0.1 0 (00| 0 |00O]|] 0 |00] 0 |00
sV v AED 3 02| 3 [0o2] 0 ool o [00] 0 00| 0 [00] 0 |00
e 2 v — LR 3 02| 3 [o02] 0o ool o [o00] 0 |o0o| 0 [00] 0 |00
g LA 2 |o1] o [o0| 1 |o1 1 [o1] o oo o [00] 0 |00
A~ 7% 7 AN 2 |01 1 {o1] o Joo| 1 [o1] 0o |oo]| o [00] 0 |00
B ER E 43 S 2 | 0.1 0 (oo 2 |o1 0 00| o [00| 0 |00]|] 0 |o0.0
[EI B Y b 2 0.1 1 |01 1 01| 0 |oo| o [o00] 0 |Joo| 0 |00
AEEHM 2 | 0.1 1 0.1 1 0.1 0 |00] o [o00| 0o |00] 0 |o0.0
C—USHER A 2 o1| 2 [o1] o Joo| o [00] 0 |oo0o| 0 [00] 0 |00
ALY hr BT T 2T 5 o1 ] 2 |01 ] o |00 o ool o |oo] o |ool o |00
F A
mf ey e R 2 o1| 2 [o1] 0o ool o [o00] 0 |00]|] 0 [00] 0 |0.0
fiFp Y S HE 2 0.1 2 0.1 0 0.0 0 0.0 0 0.0 0 0.0 0 0.0
AR FLEARA N, FLEREL SN 2 |o1| 2 [o1|] 0 Joo]|] 0 00| 0 |00 0 [00| 0 |00
U ¥asd 2 | 0.1 2 | o1 0 00| 0o [00f] 0 [00]|] 0 |00] 0 |o0.0
Y R—PHIN 1 o1] 0o Joo| o [o00] 1 01| 0 [00] 0 |00] 0 |00
Vﬁ/f’w\\\:”’hT/x 1 [o1] o |oo| o |oo| 1 [o0o1] 0 |o00o| 0 [00] 0 |o0.0
7x7—8
ﬁ%gg/ﬁ'\u/ﬁj71%/ 1 [o1] o |oo| o |oo| 1 [o1] 0 |o00o| 0 [00] 0 |o0.0
B RE A L 1 Jo1]| 0o 00| 0 [00| 1 [01|] 0 |0O] 0 |00]| 0 |0.0
M ~Y 7YY RN 1 0.1 0 0.0 0 0.0 1 0.1 0 0.0 0 0.0 0 0.0
Pk ER BRI 1 Jo1] o Joo| o [o00] 1 01| 0 [00] 0 [00] 0 |00
T=A Xy v TR 1 ot1] o Joo| 1 [o1] 0o [00] 0 [00] 0 |00] 0 |00
747V DEA~—HN 1 0.1 0 0.0 1 0.1 0 0.0 0 0.0 0 0.0 0 0.0
A Y 7 A 1 ot1] o Joo| 1 [o1] 0o [00] 0 [00] 0 |00] 0 |00
mfeyres 1 [o1] o Joo| 1 Jo1| o [o0o] o |oo| o [00] 0 |00
FERIRE R 1 Jo1] o Joo| 1 [o1] 0o [00] 0 [00] 0 [00] 0 |00
%7V7%:‘/'7U77‘/x 1 ]o1| o Joo| 1 [0o1] 0 |00| 0 [00] 0 |00]| 0 |00
e
FlitRER A SR 1 |o1]| o Joo| 1 [o1] 0o [00] 0 [00] 0 |00]|] 0 |00
Zi;ii/ﬁi;‘/ P72 o] 1t | o] o oo o ool o fool o [oo] o oo
7 27 —EHm 1 |o.1 1 [o1] 0o Joo| o [00] 0o |oo| o [00] 0 |00
ko AR = HEn 1 |o.1 1 Jo1] 0o Joo| o [00] 0o |oo0o]|] 0o [00] 0 |0.0
BX D 1 0.1 1 0.1 0 0.0 0 0.0 0 0.0 0 0.0 0 0.0
7a ko e R 1 |o.1 1 Jo1] 0o Joo| o [o00] 0o |o0o]|] 0o [00] 0 |0.0
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A = 2 L—F| V=K1 | ZV—FK2| JL—F3| JL—F4| JL—F5 A~

ikt Bl N[O [ N [ N [ N [ N [N [ N [ %
i PR AR A ~< b7 Uy ME 1 0.1 1 0.1 0 |00] 0o [00] o [00]|] 0 00| 0 |00
U 2 SEREHEN 1 |o.1 1 [o1] 0o Joo| o [00] 0 00| 0 [00] 0 |0.0

VB A 1 0.1 1 0.1 0 00| 0o [00|] 0 [00]|] 0 |00]|] 0 |o0.0

IR L5 1 |o.1 1 o1] 0o Joo| o [00] 0o |oo]| o [00] 0 |00

R SRR 1 |o1 1 (o1] o Joo| o [o00] 0 00| 0 [00] 0 |00

i JE L5 1 |o.1 1 [o1] 0o Joo| o [00] 0o |oo| o [00] 0 |00

M7 = U F 8 1 ]o0.1 1 o1 0o 00| 0 [00| 0 [00|] 0 |00O]| 0 |00
i&lz?”ﬁhh‘z775ﬁ? 1 ]o1 1 {o1]| 0o ool o [00] 0 |00| 0 [00] 0 |00

1 v AEEN 1 0.1 1 0.1 0 0.0 0 0.0 0 0.0 0 0.0 0 0.0
}%EEE;DVT%/*X*#%JZ 1 ]o1 1 {o1]| o ool o [00] 0 00| 0 [00] 0 |O0.0

L PN % 1 |o.1 1 Jo1] 0o Joo| o [00] 0o |o0o]|] 0o [00] 0 |0.0

A kU o A8 1 |o1 1 Jo1] o Joo| o [o00] 0o |00] 0o [00] 0 |0.0

1 LR R A V£ s 1 0.1 1 0.1 0 00| 0o [00f] 0 [00]|] 0 |00] 0 |o0.0

ifn. I EERE R 1 |o.1 1 [o1] 0o Joo| o [00] 0 |00] 0 [00] 0 |0.0

It R s 1 0.1 1 0.1 0 |00]| 0o 00| 0o [00]|] 0 |00] 0 |00

DHEE 1 ]o.1 1 Jo1] 0o 00| 0 |00 0 [00|] 0 |00O]| 0 |o0.0

DB T s 1 ]o0.1 1 o1 0o 00| 0 [00f 0 [00|] O |OO]| 0 |00
WHRVEUFESG 7 a7 ) R 1 0.1 1 0.1 0 0.0 0 0.0 0 0.0 0 0.0 0 0.0

I bRFERD 1 ]o0.1 1 o1 0o 00| 0 [00| 0 [00|] 0 |00O]| 0 |00

bR 1 0.1 1 0.1 0 |00]| 0o [00f] 0 [00]|] 0 |00] 0 |00

JRIZIBIE L5 1 ]o.1 1 o1 0 00| 0 [00| 0 [00|] 0 |00O]| 0 |00

SRR A 1 |o1 1 [o1] o Joo| o [o00] 0o 00| 0o [00] 0 |00

SR B 1 ]o.1 1 Jo1]| 0o 00| 0o |00 0 [00|] 0 |0O]|] 0 |o0.0

9. BERBRERRICRIZTHE
REEN TV

10. BEERE

BEINTWHZRWN

1. BRALDZ

MedDRA (Version 18.1)

14, BREDIE

141 EFRMFEHFOEFE
PTP AL EEDIEANIPTP > — R L HY H L TR T2 K 58845 Z & PTP v — hDRREKIZ L D |
TG TR DN B ERE I~ A L, BIIZ AL 2B 2 L CHEBRIM RSO BELRAIHEZ IR TS =
END D,

<figsn >

PTP @D AN Hm DT EFIETH D,

HEGHAREEE 240 B (CER 843 A 27 BHAF) RO 304 & (CEk 844 A 18 HE))

FITHOWT ITHESEHREL,

[PTP DA%

VITL. et (i EoEES) (4 5HA
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12. ZOMOEE

(1) ERERERAICE D < 1ER

REESH TR

(2) FFERARAERICE D CER

15, Z0hDFE

15.2 FERGERERER(CE D < 1E#R

15.2.1 v MZZ VY F =7 150mg/keg/ H (AUC IZES < BRRIRZEREOR 3 f5) 2 EHREG Lz &
5, FETOEBICBOWTERROIETRRD SN,

< it >

Ty b7 Y F =7 150mg/kg/H D 28 HEHEEIZ LY | HE 10 L 7 [LCREFROREFDO—K
WA CE IR OB b P OAR T & OVE R E O 235880 H L7z (AUCyy, 5 41600ng
h/mL, JERE G Tl 2371ng-h/nl) . 7 h D 3 % H #5505k Tl 100mg/kg/ H (1) X% 250mg/kg/
H (M) FTOHEICBWTE~OEEITRD 51T (AUC) 4y, ; 37600ng-h/mL LUF, FEREESHCIX
2143ng+h/mL LAT) . ZD& X DOREFERIL, 250mg Z 1 H 2 R G ORKRREEE GEREAM AUC)
DRI FITHY T 5, [FERIC, 4 XD 3 » A KGR T 25mg/kg/ H £ TOHEIZBWTE~D
T B o Te (AUCy gy, ; BXK 34600ng-h/mL. FEFE S ClIf Kk 1488ng-h/mL) *
BT 2 BT, EBERFUSNSOIEFF R TH D ATREME b B E TE WS, in vitro
FRERDOFEF, HGF (Hepatocyte Growth Factor : FFAIARESEIN 1) (2 K DG & L CHEE IR A4 —
N7 U FRE, BERMRRO/NT 7 ) R & O AR OB W ITE PR O FTREMES HE S Au T
HZEmb, ZVYF=TOFICHT HEBEHOMEMELEZOND, 2B, BREHRBHL T
WARNEFIZR LT, 8IcBIT 5 26O ROBRNWERITMENbL O EEZ NS,

VIIT.
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1522?/F%%wkﬁﬁﬁﬁﬁﬁ%%’EWWlﬁiﬂﬁ?V%%ﬁ%@@%%&%ﬁ&@%%
B B2 EHAMIREEED R iz ™,

<SR >
HeZ > h~D 2 UV F =7 50mg/kg/ H TN 150mg/kg/ HD 1 » HHFEGIZ LY £ £ 10 L 1
VG, KON 10 Pur 3 PRIz W\ THREE D /337 U HITRE REA IS O S 70 25 23 i B RS - O R A CBIR
m:o 7 U F =7 150mg/kg/ H % 7 H G MO 500mg/ke/ H % 3 HE#E L2 » FTiE, 4
FRCHEFE I RITERO TRy, 7y b 3 » AREERBICKS T 52 Y Y F =7 100mg/kg/ H
@H;%aﬁ wiX, 1 HEEERERO 150mg/kg/ H £ 0 T IR DD | AUC, o4, 1T Z FLE 4L 37600ng -
h/mL K Y 41600ng-h/ml. L 1ZIXFETH o7, 7 v b 1 » HREERERICE T 2 BEO AR ~D
B A EEE R 10mg/ke/ B Y &2 B, 250mg 2 1 A 2 RGO RKIEZERE GEEAH
AUC : 427ng-h/mL) % FEl> Tz, 7 v MER/ T WIS R O Z MO R BT 1T 5 2> Tl
PRV, e Met (HGF ZZRK) Ot M LR NS AR « fREE T ~DORBL, 72 ALK O~ 7 2k
BADOREADREINTND ™,
= > b~ 500mg/kg/H D 3 HEHEGIZ LV IRHEOIFENE K OFERLIE (235 1T 2 8R4 7 B a1
FEDN 1 VLIZER S BTz, ALK PREOBSREMEEMEII AR CTH 5208, v 7 RIPRIZIIT 5 ALK OFEEL
DESNTWD, v T AD 1 » HRlEE (40mg/kg/ HELF) WNZT v FEOA XD 3 5 HET
DRERE (ZNF1 250mg/kg/ H KON 25mg/kg/ HLAF) TIHMEDAEIR~DORBEIIT O LN TE
L. FOBEOSSRE BT 18200~55500ng h/mL (GERE S TlE 655~2387ng-h/mL) O#iPH TH
S72, 3 AMBEERBRICE T 2HEO AT IR 2 BAEH &3 250mg/kg/ H £ B 2 B, £ DEED
A BB R B 32700ng-h/mL GEAE S TIZ 1864ng-h/ml) TdH V. 250mg & 1 H 2 [ 5EE DK
BREE GEREARLAUC) LB L 4.4 5I935,
%) AHIRFE RIS 2160ng-h/ml. (GEAS A CIE 123ng-h/mL)

VIIT.

waeft (B EOEES) (4 5HA 84




15.2. 3 BInmMERBRAGRE D & | AANT BT FIEM B0 5D b OO ZERJFAME IR it
EREFBMIRES N EEZBND Y,

<SR >
BIEMRERE (in vitrodBBRA N in vivoiRER) 0, 7 UV F=712i1%, BRIFEM NGt
RS R EFBRMEII RN 0D, BEMSFERMENDH D Z LR LN -7,

<HBE>

in vitro iR

AR 2 W T2 IR 2R BB I C B W TR R A R I R oo 2 e b, 7 U Y F =71 DNA I
FEBER LA VWEZZ bNT. 7. Fry A =—RA N ARZ—FiEHE% (CHO) #la%s A7 in
vitro /NEFRER CIIH BARIFHI 72/ ME O HBUEEE DN FE® Hiv, BFEERDHTIC L > TH BT
ENTREMEFRREICERT 20BN, 7)Y F=7ORMMFRMET, & MU Bk
AW QR BERERIC BT 5 3 FEHORBREM: T\ T, Wi b HERF 2 G5k o
MR LN LI X > THEMIT BN, in vitro et E R EHBR CIL. RETEM(LOFHEIZ
Wb 5T, 3 R X o THREAROREER B OB EINNRBO b an, 1ZEAEDR
BB R T RX 7 LT —BOIEMEARIC L o Tk & 87 Y fifiis B 2 3% 5
EORELHDLEND, 7V Y F=TOREMFERMEICEL D RN (LEB 2 6N,

in vivo iR

invivo 7 v NMIMEERERICEBWT, 7 U ) F =7 250mg/kg/ A LL | C/NE R H T 5 L0 RIEROH
BN Hivle, REMEFRWEIC X 2 BEMEOHEINIIBIENFET 5 & DB 2 HNIAL
ZTFANLNTNDZ LD, in vivo 7 v MIMERBRICOWTIIEIEA &L RO L A, HIE
&I 100mg/kg/ H B 2 Hiv, ZOHEIZEHIT DRI E (AUCy.) 13X 22200ng-h/mL (FERE AT
Tl 1265ng-h/mL) Tholz, T OREMEFHMEICET 2 BIEM &L, 250mg 2 1 H 2 BIBGREO
PRBRFE & GERSATL AUC) OF 3 fEI/HY Lz,
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IX. FEERIREERICEEY HIHH

1. EEHER
(1) Z3NFEEHAER

(VI BT HTHE | OESMR

(2) REMEEHER

LTEMEEHRO—E

AER

HEBRREXIRAE

i

D DIER

LN KT 2 1R 0
RE{I

hERG F&HRHEK293 a4 | 0.1, 0.3, 1, 3, 10umol/L |# U 7 AF ¥ FLVIHEIER
JAVN7= hERG BRI ICy=0. 3umol/L (135ng/mL)
HVEH OFHM ICso=1. 1pmol/L (495ng/mL)
W7 v h KEkE M 0.1, 1, 10pmol/L HNT T LT v FVBLEER
Wy T ATF v R 1Cs0 =0. 83umol/L (374ng/mL)
JURSHUEH OFF

HEEEALE > MOEM| 10 3. 10, 30, 100pmol/L | A/ 7 AF v RABLENEH
MlazHwi=arey 1C50=14. 6pmol/L (6575ng/mL)

3 e 0D 3 B FE AL (T %F
2 EH O

Navl.5 J&E CHO #fifz 0.3, 1. 3, 10pmol/L  [Navl.57 kU U AF ¥ xVBHLEEH
W=+ MU 7 NEWR 1C10=0. 25umol/L (113ng/mL)
Wk B EH OFEHm 1Csp =1.56umol /L (703ng/mL)
A XD v 0.0, 0.1, 1, 10umol/L | A/ 7 AF ¥ FILFHEEM

TEENFENLFFCREE (APDso) @ 3Hz The K 18. 4% DA

==
P,

ZHWEF YDA
TSR3 2 /EH ORI

JRERA X2 HIMAT| 0, 0.134, 0.295, 1.192, | FEAREGRLMAE DI 84ng/mL LL LT, PR, QRS K O QT MW
BhRE K LB NT A 1. 907mg/kg FEE . DS

— 2k T D IEH OFF HARIE RN & 5 DI RITH T 2 AEE A BT 24ng/ml (FEREG7) (250mg 1
fili (FRARA 5 I : n=8 A 2 B REORRRE R GERHEH Cu) DR 0.4 15
2) HHREEER

Navl. 1 ¥ HEK293 i 0.3, 1, 3pmol/L Navl. 1 F v R FHEER

1C50=0. 85umol/L (383ng/mL) KUY 0. 87umol/L (392ng/mL)

F oy P REEEREICKIT| 0. 10, 75, 500mg/kg | 75mg/kg LA I HEEEIEDIKT
JVERH OFEAM HA[ARE M- 75 K O® 500mg/kg : MBEHEREEDEA . LB A D ATE)E]
n=8/7 oW
500mg/kg : —MIRAE~ D B
3) FERFR
Z v MR RERR I K 0, 10, 75, 500mg/kg 500mg/kg IZHB W T HHAFEEH TR D T
F91ER OFHE H [ 0% 5
n=8/#f

IX. FERGRRBRICEE I 2IH B
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(3) ZDHhDEBER

(ZE1E#)
AN GRE SHiG.

73 FOIEREN 2 R/IR, BERENIA AL F X R T D27 V) Y F=TOEREZ Y 2 MEGR
B M OB RETE MR E AR & Il L CRat L7c, TR, B r =0 5-Hly /T T =X MES
AL ~DOFEABRME, £ o =2 5-HTy, 5-HT, ROT RLF U v a BT % I =2 MEME
K RS R T AR—F — RO n b= b T 2 AR— & —EEFRERRD Sz, 28, 2
B D Kb il 1% 10 1% 40. Tnmol/L (18. 3ng/mL) LI ETH 7=,

Flo, Uy ZBHEA~OT T=2 MEWEZFHI L7z, ZORR, 7Y F=71%, 10umol/L £T
5-HToy Z RIS T DT F=R MEMEZ RS 2o T,

2. HMEAER

(1) BRExSH%HER
SMEERR (TR, Ty b, A X)W
7 UV F =T OEEFRGHFEERBRIIER L TR0, 7y ho 2 HEEGEERBR L O XD
FH G B A 5 G- 7 MR C 2 O 2V ETENE A B L 72,

W D B FE B (mg/ke) o
Z v b R 2000

IX. JERRIRFAER(CRE4 2 THA 87



(2) RERGEMEHR
(T b, A4X) ¥

%5 | B5 B5E mEEE -
fs
DY | sopy | mm (ng/kg/B) (ng/kg/B) EEmE

v b 1% A oo #ko, 10, 50, 150 10 50mg/kg/ H LL_E  ALT « AST B, U
UNEEE (BB . KROoAFT
HURE RIS 1, MR o> 2544
150mg/kg/ B : AREEMNE], FEEH A
Lo R Y gk ZERlk, 66T L
. AR ERT, REoER
AR T

HE O, 10, 50, 150 1 150 Frat 3 _E TR L

B0, 10, 30, 100 T 30 10mg/kg/ H LA L« ALT « AST b5
30mg/keg/ B VL L B #EME . U >
REEE (MEAE . M. TEEMA, miSZRR,
Wi, BBRRE Y o i)

100mg/kg/ B : {REIME], KiF Y o~
SNEROZERALY, ALP E5-. MR U
U NERER SR

w
&
o
B
O

M0, 10, 50, 250 I 50 50mg/keg/ B LA L U U REE (B,
B, T, BSIAR, i, BEREE Y
VA

250mg/kg/ H : BET-, ALT + AST - ALP
B R oSk 22Nt BB
FRIR AT, MEE AR ORERGIERERR,
RO Y v RERIEAR

S X 1% H ®ma | HeEo, 1. 6, 20 et 20 6mg/kg/ H LA I« WEM-, T
20mg/kg/ H : iF RO~ F F L H
—PIGVEIR T, iR oo R BT

34 A ®ma | MeEo, 1, 5, 25 et 25 Img/kg/ HLL |« BAERELHE D, ALP
5 BHEOHFEER - A FEERATERAN
s

Smg/kg/ B LA L ¢ WER:, HEERE
AST + ALT + GGT - 5-

25mg/kg/ B : A MLERECHE N, IR ML ER
INT A —H R

(3) Efn=E e *
7 VY F =TV, in vitro BEEMERBRICB W CTEEMERBIERARNR DO LN b DD, BERFM
T ARG R T FH R IR S RV EE L BT,

4) BARMEEER
P A SRMERRBR 13520 L CTU7Ru,
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(5) AFEFEAEFMHER

1) ZREERVERE COMBEFKEICRET 558
7V F=TITHETNATH D ALK A B TBEMED NSCLC B Oia# A2 i & L7z =35 T
DT END, ZIREKROEIRE TOMMIMBEAEICET 232 Eii L Ty, i, 7 v
MzET25 1 » ARG EERBR CHREO /ST HIE I I B AN E D LR
(50mg/kg/ H } Y 150mg/kg/ H TZALEAL 1/10 i} O 3/10 fi) | F-fiE, 1232 bn
HHNTEHT, 7 b3y AMEGEERBRICNZ, A X 15 ARO3 » A#ELEERERT
33T HIRE R 2 5 TR 1 TR ~ D BB IRE O H TR,

2) & - RRIREEICEY HHER

O
Sprague Dawley 7 v~ ~ (20 PL/BE) 1227V V' F=7% 0 (RBEIR) . 10, 50 X% 200mg/ke/ H
JAE TR 6 H2>OHEE 17 B £ Tl %5 Uiz,
fEd. 200mg/kg/ H Off 1 B TR K ONEAEHNA LIV, (KE L BEHEORBD RO b,
Fio, BEEE TSNS F LVEEME L OMEEORD 2 ERRBO N2 Enb, RRRIC
BT 2B T B MEMEEIL 50mg/ke/ B EE X BT,
200mg/kg/ H CHRIBEREOW VN A N2 6, B - BERAEICETLIEREED
50mg/kg/ H &5 2 Hiviz, MEFEMEILEHED 200mg/kg/ H THRRD LR -T2,

Q@uH#x
New Zealand White 7H=F (20 DT/ 127 VY F=T7% 0 (ABRAR) . 10, 25 X% 60mg/kg/ H D
HAETERT B 5 19 B £ Tl &5 Lz,
fE g, 60mg/kg/ HIZBW T HREMMIITEMRRO bR hoTc Z enh, KRBRICEB T 5/
WIS D M EIL 60mg/kg/ H EB 2 bivie, E72. 60mg/kg/ H THe AR DD 2378
bl b, I IRIERAICEET 2 EEEEIT 25mg/ke/ H & 2 bivlz, Atk
HED 60mg/kg/ H CHIRBD LN o7z,

3) HAERRUHAZRORAEL NICRADHAEICET 2RER
7V F =TT A TH D ALK GBS BED NSCLC BB DORE AL BRY & LT EHKA T
D s, PrEMEESESKOIERHRFMICEE T 54 K7 A > (ICH S9) OFRL#HEIcHEK DX,
H AR RIS DM AR 7% D F8 AR DN RHMA DO REIZ BE - 2 BRI M L TV,

(6) RFRIMIERER
LR L

() =Dk EN
in vitro JtEEMERER
7 VY F =7 1% UVA SR TR & o L 2 8 51212 B R OBRER % 52 1 0 WMk~ A T
HEREMEDSH D, ST MHMESF MDD =2 — T v Ly RIVGAHLREBRICEI D, 7 VYV F =713k %
PAEAETDARENENDD LB 2 b,

. FERRARRER BT 5 TEHH 89



X. EENERICEAYT 5HE

1. BHIX5
B A BIEE O EEY
) EE-EMEOLGTEIZIVHENTLZ L,
AZhESY « RIS

2. BMHEAM
AR - 4 4R

3. BEIRETORTE
HIRRAT

4. BIRWLWEDFEE
REEN TV

5. BERITEM
BEMERLTA R HY
<THoOLED : HY
Z OO BE T ER -
P—a VBT ERAINS T ~—ALK fiRAOBREIAL—, F—a VbW T7erERASNS T
~—ROSL fis A DHEEHE S A — RIP DV 27 F/IMETEBIO 72 D I/ER S =& H)
[1-6. RMP OAf%E) | [XIM-2. ZOMOR#EER OEBMR

6. B—Hy - RhE
A —

oy 7L
[ %h . 7L rF=TlEEE, v F=7 XA M R F N LK, BVRTTF o,
/\/\/;(-?7 %

1. EfEEFERA
2011 4% 8 H 26 H&AZR CKE)

8. BLERGAREABRUVARES., RMEAENFFEAR. REFAKBEAR

AR . S
FA AR FA

mm

HR 7B AneE A H

Jo

Y—ah 7N

200 201243 5 30 H 22400AMX00666 | 20124FE5 H 29 H | 201245 H 29 H
mg

Y-z T

250 2012 4F 3 H 30 | 22400AMX00667 | 20124F5 H 29 H | 20124F5 H 29 H
mg
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9. PEEXIIZEEM. AZRUVASEZEFEMZFENOERABRUVZTOARAE
201745 A 18 H : ZhRE XTI FE DB
ROS1 @A BAR T 5 O UIBRASHE /2 AT - FI38 D I/ N fitides

10. BEERR. BIERRARFARRUVZORE
GASROTANA

1. BEEHM
ALKREEEFEEIE/ N EalE (FOERAEER)
10 4F : 20124 3 H 30 H~20224FE3 H 29 H (#%7T)
ROST e & EEFEMEIE/ N ERME (FORRAEESR)
10 4F : 201745 A 18 H~2027 45 A 17 H

12. HEHRMGIRICET 51FHR
AFNE, FRAER R K OSRFEAR B QNS R LU (2 D & JEAE 578 KBS 8 D 5 ¥R IESE (% 18
RGBSR 107 5) O— & BOE L2 ik 20 4EEAE S0 88 SR 5 97 =5 Ak 20 4 3 H
19 BAP) @ TESEMIBNC BRI BTV D ESRESR ) IS L,

13. KiEa—F
o JEAE B AT | (ER IR o — R | v rEE e
AN T e e . . HOT (9 . _ .
e N A [ o — R (Y] 22— ) (O #7) &% VAF A — R
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ee 13 %h | 1.1 ALK- or ROS1-Positive Metastatic Non-Small Cell Lung Cancer
5 XALKORI is indicated for the treatment of patients with metastatic non—small

cell lung cancer (NSCLC) whose tumors are anaplastic lymphoma kinase (ALK)
or ROS1-positive as detected by an FDA-approved test

1.2 Relapsed or Refractory, Systemic ALK-Positive Anaplastic Large Cell
Lymphoma

XALKORI is indicated for the treatment of pediatric patients 1 year of age
and older and young adults with relapsed or refractory, systemic anaplastic
large cell lymphoma (ALCL) that is ALK-positive

Limitations of Use: The safety and efficacy of XALKORI have not been
established in older adults with relapsed or refractory, systemic
ALK-positive ALCL.

1.3 Unresectable, Recurrent, or Refractory ALK-Positive Inflammatory
Myofibroblastic Tumor

XALKORI is indicated for the treatment of adult and pediatric patients 1 year

of age and older with unresectable, recurrent, or refractory inflammatory

myofibroblastic tumor (IMT) that is ALK-positive

HEKE A | 2.1 Patient Selection

& Select patients for the treatment of metastatic NSCLC with XALKORI based on

the presence of ALK or ROS1 positivity in tumor specimens

Information on FDA-approved tests for the detection of ALK and ROS1

rearrangements in NSCLC is available at

http://www. fda. gov/companiondiagnostics

2.2 Recommended Dosage
Table 1: Recommended Dosage of XALKORI

Indication Recommended Dosage of Duration of
XALKORI Treatment
ALK- or ROS1-Positive Adults: Until disease
Metastatic NSCLC 250 mg orally twice daily progression or
Relapsed or Refractory, Pediatric Patients and | unacceptable
Systemic ALK-Positive ALCL | Young Adults: toxicity

280 mg/nf orally twice daily *®
Unresectable, Recurrent, | Adults:

or Refractory ALK-Positive | 250 mg orally twice daily
IMT Pediatric Patients:

280 mg/n’ orally twice daily ¢

® Assess pediatric patients for their ability to swallow intact capsules
before prescribing XALKORI. If needed, attain the desired dose by combining
different strengths of XALKORI capsules. Administer XALKORI to pediatric
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patients under adult supervision.

b See Table 2 for Recommended Dosage based on body surface area for pediatric
patients and young adults with ALCL.

¢ See Table 2 for Recommended Dosage based on body surface area for pediatric
patients with IMT.

Take XALKORI with or without food. Swallow capsules whole. If a dose of
XALKORI is missed, make up that dose unless the next dose is due within 6
hours. If vomiting occurs after taking a dose of XALKORI, take the next dose
at the regular time.

Table 2. Recommended XALKORI Dosage for Pediatric and Young Adult Patients
with ALCL and for Pediatric Patients with IMT

Body Surface Area * Recommended XALKORI Dosage
0.60 to 0.80 m’ 200 mg orally twice daily
0.81 to 1.16 m’ 250 mg orally twice daily
1.17 tol.51 m? 400 mg orally twice daily
1.52 to 1.69 m? 450 mg orally twice daily

1.70 m® or greater 500 mg orally twice daily

* The recommended dosage for patients less than 1 year of age or with a BSA
less than 0.60 m? has not been established

2.3 Concomitant Treatments for Pediatric and Young Adult Patients with ALCL
or Pediatric Patients with IMT

Provide standard antiemetic and antidiarrheal agents for gastrointestinal

toxicities. Antiemetics are recommended prior to and during treatment with

XALKORI to prevent nausea and vomiting

Consider intravenous or oral hydration for patients at risk of dehydration,
and replace electrolytes as clinically Indicated

2.4 Dosage Modifications for Adverse Reactions

Recommended Dosage Reductions

Adult Patients with ALK— or ROSI-positive Metastatic NSCLC or Adult Patients

with ALK-positive IMT

The recommended dose reductions for adverse reactions are:

* First dose reduction: XALKORI 200 mg taken orally twice daily

» Second dose reduction: XALKORI 250 mg taken orally once daily

* Permanently discontinue if unable to tolerate XALKORI 250 mg taken orally
once daily.

Pediatric and Young Adult Patients with ALK-positive ALCL or Pediatric

Patients with ALK-positive IMT

The recommended dose reductions for adverse reactions are provided in Table 3.

Table 3. Recommended Dose Reductions for XALKORI in Pediatric and Young Adult
Patients with ALCL or Pediatric Patients with IMT

First Dose Reduction Second Dose Reduction
Body Surface Area
Dose Dose
. 250 mg Permanently
2
0.60 to 0.80 m Once daily discontinue
) 200 mg 250 mg
2
0.81 to 116 m Twice daily Once daily”
) 250 mg 200 mg
2
L17 to 1.69 m Twice daily Twice daily”*
) 400 mg 250 mg
2
1.70 m™ or greater Twice daily Twice daily”®

*Permanently discontinue in patients who are unable to tolerate XALKORI after
2 dose reductions
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Recommended Dosage Modifications for Adult Patients with NSCLC or IMT
Recommended dosage modifications for hematologic and non—hematologic
adverse reactions for adult patients with NSCLC or IMT are provided in Tables
4 and b.

Table 4. Adult Patients with NSCLC or IMT: XALKORI Dosage Modification -
Hematologic Toxicitiesa

Severity of | XALKORI Dosage Modification

Adverse

Reaction®

Grade 3 Withhold until recovery to Grade 2 or less, then resume
at the same dosage

Grade 4 Withhold until recovery to Grade 2 or less, then resume
at next lower dosage

a

Except lymphopenia (unless associated with clinical
opportunistic infections).
b Grade based on National Cancer Institute (NCI) Common Terminology Criteria

for Adverse Events (CTCAE), version 4.0

events, e.g.,

Monitor complete blood counts including differential white blood cell counts
monthly and as clinically indicated, with more frequent repeat testing if
Grade 3 or 4 abnormalities are observed, or if fever or infection occurs

Table 5. Adult Patients with NSCLC or IMT: XALKORI Dosage Modification -
Non-Hematologic Toxicities

Severity of Adverse Reaction® XALKORI Dosage Modification

Hepatotoxicity

Withhold

baseline or less than or equal to

Alanine aminotransferase (ALT) or until

(AST)

recovery to

aspartate aminotransferase

greater than 5 times upper limit of
normal (ULN) with total bilirubin
less than or equal to 1.5 times ULN

3 times ULN, then resume at next
lower dosage.

ALT or AST greater than 3 times ULN
with concurrent total bilirubin
greater than 1.5 times ULN (in the
absence of cholestasis or hemolysis)

Permanently discontinue.

Interstitial Lung Disease (Pneumonitis)

Any grade drug-related interstitial
lung disease/pneumonitis

Permanently discontinue.

QT Interval Prolongation

QT corrected for heart rate (QTc)
greater than 500 ms on at least 2
separate electrocardiograms (ECGs)

Withhold until recovery to
baseline or to a QTc less than 481
ms, then resume at next lower
dosage.

QTc greater than 500 ms or greater
than or equal to 60 ms change from
baseline with Torsade de pointes or
polymorphic ventricular tachycardia

Permanently discontinue

or signs/symptoms of  serious
arrhythmia
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Severity of Adverse Reaction® XALKORI Dosage Modification

Bradycardia

Bradycardia® (symptomatic, may be | Withhold wuntil recovery to
severe and medically significant, | asymptomatic bradycardia or to a
medical intervention indicated) heart rate of 60 bpm or above
Evaluate concomitant medications
known to cause bradycardia, as
well as antihypertensive
medications.

If contributing concomitant
medication 1is identified and
discontinued, or its dose 1is
adjusted, resume at previous dose
upon recovery to asymptomatic
bradycardia or to a heart rate of
60 bpm or above

If no contributing concomitant
medication is identified, or if
contributing concomitant
medications are not discontinued
or dose modified, resume at
reduced dose upon recovery to
asymptomatic bradycardia or to a
heart rate of 60 bpm or above

Bradycardia®¢(life-threatening Permanently discontinue if no
consequences, urgent intervention | contributing concomitant
indicated) medication is identified

If contributing concomitant
medication is identified and
discontinued, or its dose 1is
adjusted, resume at 250 mg once
daily upon recovery to
asymptomatic bradycardia or to a
heart rate of 60 bpm or above, with
frequent monitoring

Severe Visual Loss

Visual Loss (Grade 4 Ocular Disorder) | Discontinue during evaluation of
severe visual loss

2 Grade based on National Cancer Institute (NCI) Common Terminology Criteria
for Adverse Events (CTCAE), version 4.0.

" Heart rate less than 60 beats per minute (bpm)

¢ Permanently discontinue for recurrence

Recommended Dosage Modifications for Pediatric and Young Adult Patients with
ALCL or Pediatric Patients with IMT
Recommended dosage modifications for hematologic and non—hematologic

adverse reactions are provided in Tables 6 and 7.
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Table 6. Pediatric and Young Adult Patients with ALCL or Pediatric Patients
with IMT: XALKORI Dosage Modification for Hematologic Adverse Reactions

Severity of Adverse
Reaction

XALKORI Dosage Modification

Absolute Neutrophil Count (ANC)

Less than 0.5 x 10%/L

First occurrence: Withhold until recovery to ANC
greater than 1.0 x
10°/L, then resume at the next lower dosage

Second occurrence:

+ Permanently discontinue for recurrence
complicated by febrile neutropenia or infection.
» For uncomplicated Grade 4 neutropenia, either
permanently discontinue, or withhold until
recovery to ANC greater than 1.0

x10°/L, then resume at the next lower dosage.?

Platelet Count

25 to 50 x 10°/L with | Withhold wuntil recovery to platelet count
concurrent bleeding greater than 50 x 10°/L and
bleeding resolves, then resume at the same
dosage.
Less than 25 x 10°/L | Withhold until recovery to platelet count

greater than 50 x 10°/L, then resume at the next

lower dosage. Permanently discontinue for

recurrence.

Anemia

Hemoglobin less than 8
g/dL

Withhold until recovery to hemoglobin 8 g/dL or

more, then resume at the same dosage

Life-threatening
anemia; urgent
Intervention

Withhold until recovery to hemoglobin 8 g/dL or
more, then resume at the next lower dosage.
Permanently discontinue for recurrence

indicated

® Permanently discontinue in patients who are unable to tolerate XALKORI after
2 dose reductions, unless otherwise indicated in Table 3

Monitor complete blood counts including differential weekly for the first
month of therapy and then at least monthly, with more frequent monitoring
if Grade 3 or 4 abnormalities, fever, or infection occur.

Table 7. Pediatric and Young Adult Patients with ALCL or Pediatric Patients
with IMT: XALKORI Dosage Modification for Non—Hematologic Adverse Reactions

| XALKORI Dosage Modification

Severity of Adverse Reaction®

Hepatotoxicity

Withhold until recovery to baseline
or less than or equal to 3 times ULN,
then resume at next lower dosage

Alanine aminotransferase (ALT) or
aspartate aminotransferase (AST)
greater than 5 times upper limit of
normal (ULN) with total bilirubin
less than or equal to 1.5 times ULN
ALT or AST greater than 3 times ULN
with concurrent total bilirubin
greater than 1.5 times ULN (in the
absence of cholestasis or hemolysis)

Permanently discontinue
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Severity of Adverse Reaction®

| XALKORI Dosage Modification

Tnterstitial Lung Disease (Pneumonitis)

Any
interstitial

grade drug-related
lung

disease/pneumonitis

Permanently discontinue

QT Interval Prolongation

QT corrected for heart rate (QTc)
greater than 500 ms on at least 2
separate electrocardiograms (ECGs)

Withhold until recovery to baseline
or to a QTc less than 481 ms, then
resume at next lower dosage

QTc greater than 500 ms or greater
than or equal to 60 ms change from
baseline with Torsade de pointes or
polymorphic ventricular
tachycardia or signs/symptoms of
serious arrhythmia

Permanently discontinue

Bradycardia

Bradycardia®(symptomatic, may be
severe and medically significant

medical intervention indicated)

Withhold until recovery to a resting
heart rate according to the
patient’ s age (based on the 2.5th
percentile per age—specific norms)
as follows:

1 to less than 2 years: 91 bpm or
above

2 to 3 years: 82 bpm or above

4 to 5 years: 72 bpm or above

6 to 8 years: 64 bpm or above

« Older than 8 years: 60 bpm or above

Bradycardia®®(life-threatening
consequences, urgent intervention
indicated)

Permanently discontinue if no
contributing concomitant medication
is identified

If contributing concomitant
identified and
discontinued, or its dose is adjusted,
resume at the second dose reduction
level in Table 3° upon recovery to

medication is

asymptomatic bradycardia or to the
heart listed for
management of symptomatic or severe

rate criteria

medically significant bradycardia,
with frequent monitoring
Ocular Toxicity, including Visual Loss
Visual Symptoms, Grade 1 (mild | Monitor symptoms and report any
symptoms) or Grade 2 (moderate | symptoms to an eye specialist.
symptoms affecting ability to | Consider dose reduction for Grade 2

perform age—appropriate activities
of daily living)

visual disorders.

Visual Loss (Grade 3 or 4 Ocular
Disorder, marked decrease in
vision)

Permanently discontinue XALKORI for
Grade 3 or 4 ocular disorders or severe
visual loss if no other cause found on
evaluation
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Severity of Adverse Reaction® XALKORI Dosage Modification
Gastrointestinal Toxicity

Nausea (Grade 3: inadequate oral | Grade 3 (despite maximum medical
intake for more than 3 days, | therapy): Withhold until resolved,
medical intervention required) and then resume at the next lower dose
level. 4

Vomiting (Grade 3: more than 6 | Grade 3 or 4 (despite maximum medical
episodes in 24 hours for more than | therapy): Withhold until

3 days, medical intervention | resolved, and then resume at the next
required, i.e. tube feeding or | lower dose level.®

hospitalization; Grade 4:
life-threatening

consequences, urgent intervention
indicated)

Diarrhea (Grade 3: increase of 7 or | Grade 3 or 4 (despite maximum medical
more stools per day over baseline; | therapy): Withhold until

incontinence; resolved, and then resume at the next
hospitalization indicated; lower dose level.d
Grade 4:

life—threatening consequences,
urgent intervention indicated)

2 Grade based on National Cancer Institute (NCI) Common Terminology Criteria
for Adverse Events (CTCAE), version 4.0.

" Adult patients: Heart rate less than 60 beats per minute (bpm); Pediatric
patients: Resting heart rate less than the 2. 5" percentile per age—specific
norms.

¢ Permanently discontinue for recurrence

4 Permanently discontinue in patients who are unable to tolerate XALKORI after
2 dose reductions, unless otherwise indicated in Table 3.

2.5 Dosage Modifications for Moderate and Severe Hepatic Impairment
Adult Patients with ALK- or ROSI-positive Metastatic NSCLC or with
ALK-positive IMT

The recommended dose of XALKORI in patients with moderate hepatic impairment
[any aspartate aminotransferase (AST) and total bilirubin greater than 1.5
times the upper limit of normal (ULN) and less than or equal to 3 times ULN]
is 200 mg orally twice daily.

The recommended dose of XALKORI in patients with severe hepatic impairment
(any AST and total bilirubin greater than 3 times ULN) is 250 mg orally once
daily.

Pediatric and Young Adult Patients with ALK-positive ALCL or Pediatric
Patients with ALK-positive IMT

The recommended dose of XALKORI in patients with moderate hepatic impairment
[any aspartate aminotransferase (AST) and total bilirubin greater than 1.5
times the upper limit of normal (ULN) and less than or equal to 3 times ULN]
is the first dose reduction based on BSA as shown in Table 3

The recommended dose of XALKORI in patients with severe hepatic impairment
(any AST and total bilirubin greater than 3 times ULN) is the second dose
reduction based on BSA as shown in Table 3.

2.6 Dosage Modification for Severe Renal Impairment
Adult Patients with ALK- or ROS1-positive Metastatic NSCLC or with
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ALK-positive IMT
The recommended dosage of XALKORI in patients with severe renal impairment

[creatinine clearance (CL,) less than 30 mL/min, calculated using the
modified Cockcroft—-Gault equation] not requiring dialysis is 250 mg orally
once daily.

Pediatric and Young Adult Patients with ALK-positive ALCL or Pediatric
Patients with ALK-positive IMT

The recommended dosage of XALKORI in patients with severe renal impairment
(CL.,) less than 30 mL/min, calculated using the modified Cockcroft-Gault
equation for adult patients and the Schwartz equation for pediatric patients

not requiring dialysis is the second dose reduction based on BSA as shown
in Table 3.

2.7 Dosage Modification for Goncomitant Use of Strong CYP3A Inhibitors
Adult Patients with ALK- or ROSI-positive metastatic NSCLC or with
ALK-positive IMT

Avoid concomitant use of strong CYP3A inhibitors. If concomitant use of
strong CYP3A inhibitors is unavoidable, reduce the dose of XALKORI to 250
mg orally once daily. After discontinuation of a strong CYP3A inhibitor,
resume the XALKORI dose used prior to initiating the strong CYP3A inhibitor.

Pediatric and Young Adult Patients with ALK-positive ALCL or Pediatric
Patients with ALK-positive IMT

Avoid concomitant use of strong CYP3A inhibitors. If concomitant use of
strong CYP3A inhibitors is unavoidable, reduce the dose of XALKORI to the
second dose reduction based on BSA as shown in Table 3. After discontinuation
of a strong CYP3A inhibitor, resume the XALKORI dose used prior to initiating
the strong CYP3A inhibitor.

(2022 -7 H)
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XALKORI as monotherapy is indicated for:

« The first-line treatment of adults with anaplastic lymphoma kinase
(ALK) -positive advanced non-small cell lung cancer (NSCLC)

« The treatment of adults with previously treated anaplastic lymphoma kinase
(ALK) -positive advanced non—small cell lung cancer (NSCLC)

« The treatment of adults with ROS1-positive advanced non—small cell lung
cancer (NSCLC)

* The treatment of paediatric patients (age >6 to <18 years) with relapsed
or refractory systemic anaplastic lymphoma kinase (ALK)-positive
anaplastic large cell lymphoma (ALCL)

* The treatment of paediatric patients (age >6 to <18 years) with recurrent
or refractory anaplastic lymphoma kinase (ALK)-positive unresectable
inflammatory myofibroblastic tumour (IMT)

MiELOH &

Treatment with XALKORI should be initiated and supervised by a physician
experienced in the use of anticancer medicinal products.

ALK and ROS1 testing
An accurate and validated assay for either ALK or ROS1 is necessary for the
selection of patients for treatment with XALKORI.

ALK-positive NSCLC, ROS1-positive NSCLC, ALK-positive ALCL or ALK-positive
IMT status should be established prior to initiation of crizotinib therapy
Assessment should be performed by laboratories with demonstrated
proficiency in the specific technology being utilised

Posology

Adult patients with ALK—positive or ROSI-positive advanced NSCLC

The recommended dose schedule of crizotinib is 250 mg twice daily (500 mg
daily) taken continuously

Paediatric patients with ALK-positive ALCL or ALK-positive IMT

The recommended dosage of crizotinib for paediatric patients with ALCL or
IMT is 280 mg/m? orally twice daily until disease progression or unacceptable
toxicity. The recommended starting dose schedule of crizotinib in paediatric
patients based on body surface area (BSA) is provided in Table 1. If needed,
attain the desired dose by combining different strengths of crizotinib
capsules. Paediatric patients should be assessed for their ability to
swallow intact capsules before prescribing crizotinib. Administer
crizotinib to paediatric patients under adult supervision.

Table 1 provides paediatric dosing of crizotinib for patients who are able
to swallow intact capsules
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Table 1. Paediatric patients: Crizotinib starting dosage

Body SE;;E;? Area Dose (Twice Daily) Dagf;%ise

- 2

non e (1><205Hﬁ21§2psule) 400 mg
- 2

nol e (1x 25025n?g n::gapsule) 500 mg
- 2

LIt (2><206uﬁ21§2psule) 800 mg
- 2

Ler L (1><2001ngcapsui29+T§<2501ngcapsule) 900 mg

N 2

s (2><25§iﬁgl§ipsule) 1000 mg

* The recommended dosage for patients with a BSA less than 0.60 m2 has not
been established.

Dose adjustments
Dosing interruption and/or dose reduction may be required based on
individual safety and tolerability.

Adult patients with ALK—positive or ROS1-positive advanced NSCLC

In 1722 adult patients treated with crizotinib with either ALK-positive or

ROS1-positive NSCLC across clinical studies, the most frequent adverse

reactions (> 3%) associated with dosing interruptions were neutropenia,

elevated transaminases, vomiting, and nausea. The most frequent adverse

reactions (> 3%) associated with dose reductions were elevated transaminases

and neutropenia. If dose reduction is necessary for patients treated with

crizotinib 250 mg orally twice daily, then the dose of crizotinib should

be reduced as below.

« First dose reduction: XALKORI 200 mg taken orally twice daily

« Second dose reduction: XALKORI 250 mg taken orally once daily

« Permanently discontinue if unable to tolerate XALKORI 250 mg taken orally
once daily

Dose reduction guidelines for haematological and non—haematological
toxicities are provided in Tables 2 and 3. For patients treated with a lower
dose of crizotinib than 250 mg twice daily, then follow the dose reduction
guidelines provided in Tables 2 and 3 accordingly

Table 2. Adult patients: XALKORI dose modification - haematological
toxicities *°

CTCAE® Grade XALKORI treatment

Grade 3 Withhold until recovery to Grade < 2, then resume at the
same dose schedule
Grade 4 Withhold until recovery to Grade < 2, then resume at the

d, e

next lower dose

Except lymphopenia (unless associated with clinical events, e.g., opportunistic
infections).
b. For patients who develop neutropenia and leukopenia, see also sections 4.4 and
4. 8.

National Cancer Institute (NCI) Common Terminology Criteria for Adverse Events
In case of recurrence, dosing should be withheld until recovery to Grade < 2,
then dosing should be resumed at 250 mg once daily. XALKORI must be permanently
discontinued in case of further Grade 4 recurrence
e. For patients treated with 250 mg once daily or whose dose was reduced to 250 mg
once daily, discontinue during evaluation

(o

o

&
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Table 3. Adult patients: XALKORI dose modification - non—haematological

XALKORI treatment

toxicities

CTCAE* Grade

Grade 3 or 4 Alanine
aminotransferase (ALT) or

Aspartate aminotransferase
(AST) elevation with Grade <
1 total bilirubin

Withhold until recovery to Grade < 1 or
baseline, then resume at 250 mg once daily
and escalate to 200 mg twice daily if
clinically tolerated ¢

Grade 2, 3 or 4 ALT or AST
elevation with concurrent
Grade 2, 3 or 4 total
bilirubin elevation (in the
absence of cholestasis or
haemolysis)

Permanently discontinue

Any Grade Interstitial lung
disease (ILD)/pneumonitis

Withhold if ILD/pneumonitis is suspected
and permanently discontinue if
treatment-related ILD/pneumonitis is
diagnosed ¢

Grade 3 QTc prolongation

Withhold until recovery to Grade < 1, check
and if necessary correct electrolytes, then
resume at the next lower dose "¢

Grade 4 QTc prolongation

Permanently discontinue

Grade 2, 3 Bradycardia ®°

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

Withhold until recovery to Grade < 1 or to
heart rate 60 or above

Evaluate concomitant medicinal products
known to cause bradycardia, as well as
anti-hypertensive medicinal products

If contributing concomitant medicinal
product is identified and discontinued, or
its dose is adjusted, resume at previous
dose upon recovery to Grade < 1 or to heart
rate 60 or above

If no contributing concomitant medicinal
product is identified, or if contributing
concomitant medicinal products are not
discontinued or dose modified, resume at
reduced dosec upon recovery to Grade <1 or
to heart rate 60 or above

Grade 4 Bradycardiad, ®f

Life—-threatening
consequences, urgent
intervention indicated

Permanently discontinue if no contributing

concomitant medicinal product is
identified
If contributing concomitant medicinal

product is identified and discontinued, or
its dose is adjusted, resume at 250 mg once
dailyc upon recovery to Grade <1 or to heart
rate 60 or above, with frequent monitoring

Grade 4 Ocular
(Visual loss)

disorder

Discontinue during evaluation of severe
vision loss

a. National Cancer Institute (NCI) Common Terminology Criteria for Adverse Events
b. XALKORI must be permanently discontinued in case of further Grade > 3 recurrence.

See sections 4.4 and 4.8.

c. For patients treated with 250 mg once daily or whose dose was reduced to 250 mg
once daily, discontinue during evaluation.

d. See sections 4.4 and 4. 8.

e. Heart rate less than 60 beats per minute (bpm).
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f. Permanently discontinue for recurrence.

Paediatric patients with ALK-positive ALCL or ALK-positive IMT

If a dose reduction is necessary for patients treated at the recommended
starting dose, then the dose of XALKORI should be reduced as shown in Table
4.

Table 4. Paediatric patients: Recommended XALKORI dose reductions

Body  Surface First Dose Reduction Second Dose Reduction
A - -
rea (BSA) Dose Total Daily Dose Total Daily
Dose Dose

0.60 - 0.80 m? 250 mg . .

Once daily 250 mg Permanently discontinue
0.81 - 1.16 m? 200 mg 250 mg

Twice daily 400 mg Once daily* 250 mg
1.17 - 1.51 n? 250 mg 200 mg

Twice daily 500 mg Twice daily* 400 mg
>1.52 m? 400 mg 250 mg

Twice daily 800 mg Twice daily* 500 mg

* Permanently discontinue in patients who are unable to tolerate crizotinib
after 2 dose reductions

Recommended dosage modifications for haematologic and non—haematologic
adverse reactions for paediatric patients with ALK-positive ALCL or
ALK-positive IMT are provided in Tables 5 and 6, respectively

Table 5. Paediatric patients: XALKORI dosage modification for haematologic
adverse reactions
CTCAE® Grade | XALKORI Dosing
Absolute Neutrophil Count (ANC)
Grade 4 Neutrophil | First occurrence: Withhold until recovery to
count decreased Grade <2, then resume at the next lower dosage

Second occurrence:

Permanently discontinue for recurrence
complicated by febrile neutropenia or infection.
For uncomplicated Grade 4 neutropenia, either
permanently discontinue, or withhold until
recovery to Grade <2, then resume at the next
lower dosage.”®

Platelet Count
Grade 3 platelet count | Withhold until recovery to Grade <2, then resume
decreased (with | at the same dosage

concurrent bleeding)
Grade 4 platelet count | Withhold until recovery to Grade <2, then resume
decreased at the next lower dosage. Permanently discontinue
for recurrence.

Anaemia

Grade 3 Withhold until recovery to Grade <2, then resume
at the same dosage

Grade 4 Withhold until recovery to Grade <2, then resume

at the next lower dosage. Permanently discontinue

for recurrence.

a. Grade based on National Cancer Institute (NCI) Common Terminology Criteria for
Adverse Events (CTCAE), version 4.0.

b. Permanently discontinue in patients who are unable to tolerate XALKORI after 2
dose reductions, unless otherwise indicated in Table 4.
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It is recommended to monitor complete blood counts, including differential
counts, weekly for the first month of therapy and then at least monthly,
with more frequent monitoring if Grade 3 or 4 abnormalities, fever, or
infection occur.

Table 6. Paediatric patients: XALKORI dosage modification for
non—haematologic adverse reactions

CTCAE* Grade XALKORI Dosing
Grade 3 or 4 ALT or AST elevation | Withhold until recovery to Grade <I,
with Grade <1 total bilirubin then resume at next lower dose

Grade 2, 3 or 4 ALT or AST | Permanently discontinue.
elevation with concurrent Grade
2, 3 or 4 total bilirubin
elevation (in the absence of
cholestasis or haemolysis)

Any Grade drug-related | Permanently discontinue

Interstitial lung

disease/pneumonitis

Grade 3 QTc prolongation Withhold until recovery to baseline or

to a QTc less than 481 ms, then resume
at next lower dosage

Grade 4 QTc prolongation Permanently discontinue

Grade 2, 3 Bradycardia® Withhold until recovery to a resting
heart rate according to the patient’ s
Symptomatic, may be severe and | age (based on the 2.5" percentile per
medically significant, medical | age—specific norms) as follows:
intervention indicated 1 to <2 years: 91 bpm or above

2 to 3 years: 82 bpm or above

4 to 5 years: 72 bpm or above

6 to 8 years: 64 bpm or above

>8 years: 60 bpm or above

Grade 4 Bradycardia™® Permanently discontinue if no
contributing concomitant medication is
Life—-threatening consequences, | identified.

urgent intervention indicated

If contributing concomitant medication
is identified and discontinued, or its
dose is adjusted, resume at the second
dose reduction level in Table 4 © upon
recovery to Grade <1 or to the heart
rate criteria listed for management of
symptomatic or severe, medically
significant bradycardia, with frequent

monitoring.
Grade 3 Nausea Grade 3 (despite maximum medical
Inadequate oral intake for more | therapy):
than 3 days, medical | Withhold wuntil resolved, and then
intervention required resume at the next lower dose level.?
Grade 3, 4 Vomiting Grade 3 or 4 (despite maximum medical

More than 6 episodes in 24 hours | therapy):

for more than 3 days, medical | Withhold until resolved, and then
intervention required, i.e., | resume at the next lower dose level.?
tube feeding or hospitalisation;
life—threatening consequences,
urgent intervention indicated
Grade 3, 4 Diarrhoea Grade 3 or 4 (despite maximum medical
Tncrease of 7 or more stools per | therapy):

day over baseline, incontinence, | Withhold until resolved, and then
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hospitalisation indicated; | resume at the next lower dose level.!

life—threatening consequences,

urgent intervention indicated

Grade 1 (mild symptoms), 2| Grade 1 or 2: Monitor symptoms and

(moderate symptoms affecting | report any symptoms to an eye

ability to perform | specialist. Consider dose reduction

age—appropriate activities of | for Grade 2 visual disorders.

daily living)

Ocular disorder

Grade 3, 4 Ocular disorder | Grade 3 or 4: Withhold pending

(visual loss, marked decrease in | evaluation of severe visual loss

vision) Permanently discontinue, if no other

cause found on evaluation.

a. Grade based on National Cancer Institute (NCI) Common Terminology Criteria for
Adverse Events (CTCAE), version 4.0.

b. Resting heart rate less than the 2.5th percentile per age-specific norms.

c. Permanently discontinue for recurrence.

d. Permanently discontinue in patients who are unable to tolerate crizotinib after

2 dose reductions, unless otherwise indicated in Table 4.

Hepatic impairment
Crizotinib is extensively metabolised in the liver. Treatment with
crizotinib should be used with caution in patients with hepatic impairment.

Adjustments for adult patients with ALK-positive or ROS1-positive advanced
NSCLC

Based on the National Cancer Institute (NCI) classification, no starting
dose adjustment of crizotinib is recommended for patients with mild hepatic
impairment (either AST > Upper Limit of Normal (ULN) and total bilirubin
< ULN or any AST and total bilirubin > ULN but < 1.5 X ULN). The starting
crizotinib dose for patients with moderate hepatic impairment (any AST and
total bilirubin > 1.5 X ULN and < 3 X ULN) is recommended to be 200 mg
twice daily. The starting crizotinib dose for patients with severe hepatic
impairment (any AST and total bilirubin > 3 X ULN) is recommended to be
250 mg once daily. Crizotinib dose adjustment according to Child-Pugh
classification has not been studied in patients with hepatic impairment

Adjustments for paediatric patients with ALK-positive ALCL or ALK-positive
IMT

Adjustments for paediatric patients are based on the clinical study
conducted in adult patients. No starting dose adjustment of crizotinib is
recommended for patients with mild hepatic impairment (either AST >ULN and
total bilirubin <ULN or any AST and total bilirubin >ULN but + 1.5 X ULN).
The recommended starting dose of crizotinib in patients with moderate
hepatic impairment (any AST and total bilirubin >1.5 X ULN and <3 X ULN)
is the first dose reduction based on BSA as shown in Table 4. The recommended
starting dose of crizotinib in patients with severe hepatic impairment (any
AST and total bilirubin >3 X ULN) is the second dose reduction based on
BSA as shown in Table 4.

Renal impairment

Adjustments for adult patients with ALK-positive or ROS1-positive advanced
NSCLC

No starting dose adjustment is recommended for patients with mild (60 <
creatinine clearance [CL.] < 90 mL/min) or moderate (30 < CL., < 60 mL/min)
renal impairment, since the population pharmacokinetic analysis indicated
no clinically meaningful changes in steady—state crizotinib exposure in
these patients. Crizotinib plasma concentrations may be increased in
patients with severe renal impairment (CL. < 30 mL/min). The crizotinib
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starting dose should be adjusted to 250 mg taken orally once daily in patients
with severe renal impairment not requiring peritoneal dialysis or
haemodialysis. The dose may be increased to 200 mg twice daily based on
individual safety and tolerability after at least 4 weeks of treatment

Adjustments for paediatric patients with ALK-positive ALCL or ALK-positive
IMT

Adjustments for paediatric patients are based on information in adult
patients. No starting dose adjustment is needed for patients with mild (60
< creatinine clearance [CL.] <90 mL/min) or moderate (30 <CL., <60 mL/min)
renal impairment calculated using the Schwartz equation. The recommended
starting dose of crizotinib in patients with severe renal impairment (CL.,
<30 mL/min) not requiring dialysis is the second dose reduction based on
BSA as shown in Table 4. The dose may be increased to the first dose reduction
based on BSA as shown in Table 4 and on individual safety and tolerability
after at least 4 weeks of treatment

Elderly
No starting dose adjustment is required

Paediatric population

The safety and efficacy of crizotinib in paediatric patients with
ALK-positive or ROS1-positive NSCLC have not been established. No data are
available.

The safety and efficacy of crizotinib have been established in paediatric
patients with relapsed or refractory systemic ALK—positive ALCL from 3 to
<18 years of age or with unresectable, recurrent, or refractory ALK-positive
IMT from 2 to <18 years of age. No safety or efficacy data are available
for crizotinib treatment in ALK-positive ALCL paediatric patients below 3
years of age or ALK—positive IMT paediatric patients below 2 years of age.
Paediatric patients should be assessed for their ability to swallow intact
capsules before prescribing crizotinib. Paediatric patients (age >6 to <18
years) who are able to swallow intact crizotinib capsules can be treated
with crizotinib.

Method of administration

The capsules should be swallowed whole preferably with water, and should
not be crushed, dissolved, or opened. They may be taken with or without food.
Grapefruit or grapefruit juice should be avoided since it may increase
crizotinib plasma concentration; St. John’ s wort should be avoided since
it may decrease crizotinib plasma concentration.

If a dose is missed, then it should be taken as soon as the patient or
caregiver remembers unless it is less than 6 hours until the next dose, in
which case the patient should not take the missed dose

Patients should not take 2 doses at the same time to make up for a missed
dose.

Paediatric patients with ALK—positive ALCL or ALK-positive IMT

The use of antiemetics prior to and during treatment with crizotinib is
recommended to prevent nausea and vomiting for paediatric patients with
ALK-positive ALCL or ALK-positive IMT. Standard antiemetic and
antidiarrhoeal agents are recommended to manage gastrointestinal
toxicities.

Supportive care such as intravenous or oral hydration, electrolyte
supplementation and nutritional support are recommended as clinically
indicated.

(2022 -6 A)
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(2022 47 ) Risk Summary
Based on findings from animal studies and its mechanism of action, XALKORI
can cause fetal harm when administered to a pregnant woman. There are no
available data on the use of XALKORI during pregnancy. In animal
reproduction studies, oral administration of crizotinib in pregnant rats
during organogenesis at exposures similar to those expected with the
maximum recommended human dose resulted in embryotoxicity and
fetotoxicity. Advise pregnant women of the potential risk to fetus
In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2 to 4%
and 15 to 20%, respectively
Data
Animal Data
Crizotinib was administered to pregnant rats and rabbits during
organogenesis to study the effects on embryo—fetal development
Postimplantation loss was increased at doses >50 mg/kg/day (approximately
0.6 times the recommended human dose based on AUC) in rats. No teratogenic
effects were observed in rats at doses up to the maternally toxic dose of
200 mg/kg/day (approximately 2.7 times the recommended human dose based
on AUC) or in rabbits at doses of up to 60 mg/kg/day (approximately 1.6
times the recommended human dose based on AUC), though fetal body weights
were reduced at these doses.
Lactation
Risk Summary
There is no information regarding the presence of crizotinib or its
metabolites in human milk, or the effects on the breastfed child or on milk
production. Because of the potential for adverse reactions in breastfed
children, advise women not to breastfeed during treatment with XALKORI and
for 45 days after the final dose
Females and Males of Reproductive Potential
Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to
initiating XALKORI
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Contraception

XALKORI can cause fetal harm when administered to a pregnant woman.
Females

Advise females of reproductive potential to use effective contraception
during treatment with XALKORI and for at least 45 days after the final dose.
Males

Because of the potential for genotoxicity, advise males with female
partners of reproductive potential to use condoms during treatment with
XALKORI and for at least 90 days after the final dose.

Infertility

Based on reproductive organ findings in animals, XALKORI may cause reduced
fertility in females and males of reproductive potential. It is not known
whether these effects on fertility are reversible

categorisation system
for prescribing
medicines in

pregnancy )

F—2 FS U TONE | 7% D (20224 11 A)
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D : Drugs which have caused, are suspected to have caused or may be expected
to cause, an increased incidence of human fetal malformations or
irreversible damage. These drugs may also have adverse pharmacological
effects.
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Pediatric Use

The safety and effectiveness of XALKORI have been established in pediatric
patients 1 year of age and older with relapsed or refractory, systemic
ALK-positive ALCL or with unresectable, recurrent, or refractory ALK-positive
IMT. The safety and effectiveness have not been established in pediatric patients
younger than 1 year of age with ALCL or with IMT, or in any pediatric patients
with NSCLC.

In a study that evaluated XALKORI in combination with chemotherapy in pediatric
patients with newly diagnosed ALCL (Study ANHL12P1; NCT01979536), 13 of 66 (20%)
patients had a Grade 2 or higher thromboembolic event, including pulmonary
embolism in 6%. The safety and effectiveness of XALKORI in combination with
chemotherapy have not been established in patients with newly diagnosed ALCL.
Juvenile Animal Toxicity Data

Decreased bone formation in growing long bones was observed in immature rats
at 150 mg/kg/day following once daily dosing for 28 days (approximately 5.4 times
the recommended human dose based on AUC). Other toxicities of potential concern
to pediatric patients have not been evaluated in juvenile animals

BRI DURAS SCH
(2022 4510 A)

Paediatric population
The safety and efficacy of crizotinib in paediatric patients with ALK-positive
or ROS1-positive NSCLC have not been established. No data are available.

The safety and efficacy of crizotinib have been established in paediatric
patients with relapsed or refractory systemic ALK-positive ALCL from 3
to <18 years of age or with unresectable, recurrent, or refractory
ALK-positive IMT from 2 to <18 years of age. No safety or efficacy data
are available for crizotinib treatment in ALK-positive ALCL paediatric
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patients below 3 years of age or ALK-positive IMT paediatric patients
below 2 years of age. Paediatric patients should be assessed for their
ability to swallow intact capsules before prescribing crizotinib

Paediatric patients (age >6 to <18 years) who are able to swallow intact
crizotinib capsules can be treated with crizotinib.

Method of administration

The capsules should be swallowed whole preferably with water, and should
not be crushed, dissolved, or opened. They may be taken with or without
food. Grapefruit or grapefruit juice should be avoided since it may
increase crizotinib plasma concentration; St. John’ s wort should be
avoided since it may decrease crizotinib plasma concentration.

If a dose is missed, then it should be taken as soon as the patient or
caregiver remembers unless it is less than 6 hours until the next dose
in which case the patient should not take the missed dose

Patients should not take 2 doses at the same time to make up for a missed
dose.

Paediatric patients with ALK—positive ALCL or ALK-positive IMT

The use of antiemetics prior to and during treatment with crizotinib is
recommended to prevent nausea and vomiting for paediatric patients with
ALK-positive ALCL or ALK-positive IMT. Standard antiemetic and
antidiarrhoeal agents are recommended to manage gastrointestinal
toxicities

Supportive care such as intravenous or oral hydration, electrolyte
supplementation and nutritional support are recommended as clinically
indicated
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