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6 FERAABROMEXRUBRESR

6.1 #%S

6.1.1 JEIZHITH ALK DHEEE

KLY v ExF—F (LLF, ALK) 1314 v AV VERERA—X—T7 73 ) —l@T 5%
RAEMTF o X —EBTHDH, ALK 1EARSIETHIBE Y > IR 360 T YRR o #i R
HULDHRXT VAT + Ay (NPM)-ALK 2T 5 8ET & LTRRENED, Z20% b,
ALK OBEGTBEIIEROBREICBWTRIEINTE Y, RIEMEMGRHESMRES I8V T
1T ALK ORI EEE T, MRIEEICH VT ALK OBE FHEIESC S ERINWE Sz, —F,
b MEFEMEAICBWT, ALK EFHRERR 7R & TSRO OB TITIE & A LR
FLTOWARNWI L, PR TORE G ARSI Y o <JE & Heil L TR 2 & Y238
LML o TWND,

20074E(Z Soda B D 7 )v—F , WUNESBE A4 (EMLY)-ALK A s 23Nl Ha i
ﬁﬁ%ﬁéﬁﬁ%%mﬁ@%&bfﬂmé%ﬁ,%F%%%%ﬂn%%?ékf@ﬁt@@%
SFELTHEBZEDD L O >T-, EML4-ALK BEEGTII2F YR DML fE - THE
C, %@LM%F%fkéma INEFER 72— OiEMHE bEF & Z LTWb, EML4-
ALK B A BAS T OIESE IR, EML4-ALK BhEEG 128 A Lo~ 7 ARRHESERII 2 v /-
TWEEAHTEN RS EML4-ALK BhEEIST 2 il LR RICERRAT I h T v AV 2=y <Y
12 & B ORIENC L MR NI, F7m, EMLA-ALK @& EETICITA SR 5
BEONR) T R, 3077 I U — AN —5B (KIF5B)-ALK O X 5 \Z@AFHFO R
AEEEFYLRE SN, b ALK FiEEEFICERT 5 87 ALK O % —BiEk
3, ALK RGBS IR/ N R ftE O b X OV O% OIESHEEICE G L TW\Wb EE 2 5
ns,

F7z, IE/NHREIEIC W T EML4-ALK @A 8T & EREEER 25 (EGFR) & %>
X —AT Ty NREY A LV ABEEGAET Y (KRAS) DOl FZERN—E OB % %
X, MHAICHHUA R BRICH D 2 L AR SN T WD, EML4-ALK BhEEETF 24T 530
R E B L, BEYEIRIEI O —>Th D EGFR F 1 o o X —PIHEROIBE ENZ L
:&#%W,ﬁtﬁﬁﬁﬁmﬁiﬁzgkéhfwéA%KiMEﬁﬁ B DT o iEm
ELTHETHY, ALK BHEANL ALK BBPEIE/INENTRE 25 U CRERP>F A 7e il &
52 ERHfEEND,

6.1.2 FEIRALK HEFID AR

B, ALK ZRERY & U 7o DAy BB AN IERG IR L OV IR O A 7 — 2 THFZEEA %6 23 72
SNTWBEN, 7YV F=T1F ALK ZHENE L TR ZBMG LKA TH D, 7
VY F=T1% ALK A B TBEMEDOIE NRaIE B 2 %52 L BRRRBRIC B W TEnEE
MEpNRENY, HEEME LTARTHLARSNE, 7 VY F=71%, ALK Ofth, FFHil
HABEIR 52 K (c-MET) , K O Recepteur d'origine nantais (RON) IZxfLTHFH //3\"%
—PRHEEEEZF LTS, —FHT, ZUYF=TUEBIZLDADEZD L%, BEOEDL
ht*%@ﬁ@%%%mt RN D @ﬁ@,uK®5ﬁ£%#ﬂméhfkbmm
N7 VY F=T RIS T 5 AEREKICHL IR EZRT ALK HEAIOBFRE N KD Hi1T
W5,

TV F=THEEE (LU, A ObEEEOEAERIL, BAUEOEMT AT T
— AW —BHERNONA ANV—T AT V== T OHRnb R ENE, A7) —
=27ty MEAWDOHR DN BALTFREER) 72 T HMEC L 2t e EEB O AT, MAEO WM
BRIEREED U — F‘ﬂ:/\%%i@ﬁ L7-, ®IZ, ALK PHEEMEOEME, F—EZREom F&
OB ENRE 2 BT 572012, Fix OfFEN LW E 2R Lz, B ALK EROT A v
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\Zd7=>TIE, ALK OFT 2581727 I 7 BRSO #R, ALK O X #5E iR E i W&k O
TV UL DBREROT VA e EREE IS BB RGO FEZEEOICFHHL, (b
Wi EORE 21T o7, REIICKI00D(LEWEERE SR L, ZOF 5 ALK 23T %
BRUNPRLETENE & — B R & & i 2 72 AW ZhTE I 2 A S AR IR R Th
L7z (¥ 2.6.1.2-1) .

M 26.1.2-1 ZLYF-JEREDILFEE

* HCI

6.1.3  REFMEM

AFT ALK OF o FF— ?@@%ﬁi?é & T, ALK BB TREZAT 28I L
PUES 2h e R T DR B G- FIRE 72 70 TAERNR I CTH D,
$%Xi$£@%ﬁ%%mwt#%mﬁ% IZRBWT, R OBIRED E WV ALK OEEER
EIEMENHER SN, Fo, 7V Y F=TMEICE G T2 R A ALK o O SEIE O 58 E
(BT DIEME(L B ALK 1Cx L THEWHEREZ A LT\ o, KT ALK @& Es+
AT D NIRRT REAR K OV oS ERIAEER IS U, in vitro SRR EEFE B R L O
in vivo IEFIETHHEABR I Z B W TR WHUEG AR 278 Lo, R8IZ, in vivo s UBRIZI W CIIEARE
IRNEBEAE DR DI, —T, ALK BhEEETREEO e MEMakIcR LT, 1EEALE
BhRERST, AEKOTIEEDRIT ALK B BE FBYEES I LRI Th -7, Fi2,
7V F=TMEICE ST 5 EML4-ALK O R BARZ BB ST EEICR LT, ARIEILE
NI HUEG D R A F8 4 LT,

6.1.4 KEBHFEOHE
RHH G LT U 008 + SR ORI - FRIE o C 1220 il L
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e EE—
W& 55 Fi 4
ABL Abelson tyrosine kinase TV rFuy ok F—E
AKTI v-akt murine thymoma viral oncogene | v-akt ~ 7 7\ o BRI & A L AR EAR
homolog 1 FAREBRI]
ALK Anaplastic lymphoma kinase KbV o fEXF—F
ATP Adenosine triphosphate TT =) U
Aurora A Aurora kinase A F—a 77X, —tA
CaMK2a Calcium /calmodulin-dependent VT N TIVE / = U KA
protein kinase Il alpha AN Ve S il | W i
CDK1 Cyclin-dependent kinase 1 T A7 U AR EEF F—E
CDK2 Cyclin-dependent kinase 2 T AU AR T T —E2
Crnax Maximum (peak) plasma concentration i 5 FR ) 3
-MET Mesenchymal-epithelial transition WA B R -2 7 1
factor
DMSO Dimethyl sulfoxide CAFIVANLEF TR
EGFR Epidermal growth factor receptor b B FE A TS AR
EMILA Echlr?od?,rm microtubule associated N 2 AE (94
protein like 4
FGFR2 Fibroblast growth factor receptor 2 FRHE 0 e H4 il IR -2 A A2
HEK Human embryonic kidney t i VR i ok
HER? Human epidermal growth factor bR e T A
receptor 2
2 e I MR R i o 1
hERG Human ether-a-go-go related gene A /}f\ ;%f'f;f;;; B2 Y v
HPCD Hydroxypropyl-B-cyclodextrin E ;; j ii z B
ICx 20% inhibitory concentration 20%PH R FE
ICs Half ma'x1mal (50%) inhibitory 500 L5 i i
concentration
IGFIR Insulin-like growth factor 1 receptor [ A 2 A ARBEGEIRN 52 AR
IL-3 Interleukin-3 A F—nAF -3
INSR Insulin receptor AR R
JAK1 Janus kinase 1 Y XAXF—E1
KDR Kinase insert domain receptor X —EfANA A UZRE
KIT v-kit Hardy-Zuckerman 4 feline | v-kit /N\—7 4 X v I —~< 4% 3
sarcoma viral oncogene homolog WIE D A V2B REw
v-Ki-ras2 Kirsten rat sarcoma viral | I —Z2 5 T v FHIEDT A /L A
KRAS e .
oncogene homolog BiafAREns
Mitogen-activated protein | ¥ A MY = UEMHALT BT A %
MEK1 kinase/extracellular  signal-regulated | F~— € XXM sh > 7 F L3 i %
kinase kinase 1 F—EXIF—E1
NPM Nucleophosmin X7 VAFTHAI YV
PDGFRp Platelet—derived growth factor receptor IV ST T2 25 1

B
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PEG 400 Polyethylene glycol 400 RUZF Lo 7Y a—1400
PKA Protein kinase A A= 2k v R -\
PKCa Protein kinase Co. Tur A ¥ —+E Ca
PKCB1 Protein kinase CB1 7uTrA ¥ —€ Cpl
PKCp2 Protein kinase CfB2 TarA ¥ —E CR2
p-Tyr Phosphotyrosine U b Fas
Rafl v-raf-1  murine  leukemia  viral | v-raf-1~ 7 2 HIILE T A L R JEE
af- . .
oncogene homolog 1 fafHRER ]
SCID Severe combined immunodeficiency HIEE AT RER S
) ANT T F N T—T )=
SBECD Sulfobutyl ether-p-cyclodextrin s rm ; sy
SRC Rous sarcoma oncogene 7 U AWERE ST
TGI Tumor growth inhibition JE 5 i B B




7Lk 2.6.2 SKELFBR OB E L Page 4

BR

=

2.6.2  FEHEERBR OBEEI S oo 5
2.6. 2.1 L D ettt naeas 5
2.6.2.2 NI EIEAFT DRRER oo 6
2.6.2.2.1 ALK AZEF T D BHBEVE oo s 6
2.6.2.2.2 b MEAIARIZIS T DHIIEPHTE LI oo 8
2.6.2.2.3 & FEZERHEWO ALK AT DBHETEE oo 10
2.6.2.2.4 bt MEMIKBIE~ D 22T DHUEEZNR oo 10
2.6.2.2.5 7 VY F =T RA ALK FEAMIRSEH~ 7 21281 2 HUEEZE .. 13
2.6.2.3  FIRAIFEEEZRER ...ooooooee e 15
2.6.2.3.1 =ZHIK, A4 F ¥, FTUARAR—Z—KOBERIZKT S invitro 357 15
2.6.2. 4 ZZAEMEIEBEERER ..ot nen 15
2.6.2.4.1 A RITHRIT DR s 15
2.6.2.4.2 AR R ITHRTT DB e 16
2.6.2. 4.3  TEURITHRIT D REZE et 17
2.6.2.5  HRIZAGEKMIFH FEAEFZRBR oo 17
2.6.2.6 BB U R oottt nen 17
2.6.2. T BHZR ettt 18

2 8. 2. 8 B IR oottt ettt o2t et e et et r s eaeaes 18



7Lk 2.6.2 SKELFBR OB E L Page 5

2.6.2 REFHEBRODPEX

2.6.2.1 F&o
TV FoTHEEEE (LT, AREK) X, B RROBY VoNEXF—FE (LU, ALK) ZA%ER
ELTHB SNBSS FIERTH D, ALK (TR EER (BE - W61) , mERKOE
RIS E > TEFEIIIEM (LS4, BORBECHIEICEE T2 Z EAMmbiLTnD, 0
HFCH ALK B FHERICER T 2R NE S B E A4 (EMLY)-ALK 72 £ D ALK BB is1139E
/INHERRITE BB O —IC B W TRRO BTV D, ALK BI5 TR 28T 2 OHEIX ALK O
F T —BIEHICHBIKFEL TWADZ E0vh, ALK OF a3 o —BLERN ALK Eis T 57
WEAT HEEBE I L CTAENRIBFEK DO —> L7210 5 5,

(1) W)z EfHT 2R
HEHFEBERER & U C, AR UIAFGEREE L O R K OVERBEF 2 45 FE in vitro X in vivo
DOFRBRIZ Z W RFT L7z, ALK KOO RAERKOREF IR 2 HFER I, RO RLE
RTF R AT BRAERBRICL VMO Lz, £70, ALz b ALK & OEAKRE
X MRS SEEMAT T D 2 & T, WMHEOEERREMRET Lz, In viro ORIFREESFLER R,
ALK FhAEGT-BHME R Ot o 5/ NBR e, W ONS ALK A& s 1-BtE O AR b KM pu Y
U BRI E OV TRHRE L7z, & M2 2 AREO FERHY (CH5468924-000, LLF
M-4) |22\ TIE, ALK (ZxF3 2R EE ML Y ALK B8 s 1B ME R IR ik oo B 5ifl .2 %h
REFM U= In vivo DIENFEANIE, ALK BlEE TR O, I ONS ALK 851 HEiE
EAT OB E R FICB LIz~ 7 AT L EHW TR Lz, 7V Y F =754
2 SR BAR B A9 D ISk U C OB, EML4-ALK L1196M % J& B S 7= ffiukk 2 7
WL, ZNEZHTFICBE LI~ AT V% AW CEHME L 7=,
BB PR ERBR OfE B, AT oRIRPED @y ALK LEAITH D Z &R EnT-, £
7o, 70V F =T MBS DR AR ALK M O SEIE O RIE I B 53 2 2FE O 7%
PALRZE B ALK 12X L CHEWIREREZ A LT e, X SRS Emsr ofs s, A3
X ALK @O ATP F5AHA CHAEEMR T2 Z LR &7, b bIENH IR IR LYY v
JERIRRE 2 FHVNTZ in vitro AMIEEFEILERBRIC BT, AL ALK @A & As Bt oM ki
REGIZE AR E S R AR L, #MaNO ALK OV B LIZBRES N, 72, b RIC
B DAIED EEREHY M-41%, BER KOS L ~LIZB VT ALK (2% UARZE & [FIFEE O
EILVERFRD BTz,
ALK FEEB TR Y ALK BARTHEE A3 2Rz TBE Lo~ 7 22 v
in vivo BERIZBWT, REEBROKE9 2 Z &1 X A IEESEIHI )R & OHEE OB D
HiLle, —F, ALK BhE & 2O MBaRE 2 A2 in vive BRERIZ IS TR S FEFE. %
ERBO NIRRT Z LD, ALK BB T3E 249 2 ISk U TR e FUiE S 2h
DRSS NT-, HIT, RIEIZZ VY F =T ML IR EML4-ALK L1196M % F8 Bl < & 7= Ml fuik 2
HN Tz in vivo BBRIZEB W T H mWBUIEE N R 2~ LTz,

(2) BIRHISRIEER
BRI, A AT ¥ FAIL T AR — 2T B U H L RREA P N B OTEE £
L L inviro A7 V—=0 7REBRICEBWT, OGS TFITARIKEOEENTZD b,
BEREIC M5B A AT in vitro TRRFTL7oRER, &1 N =2 BRS-HTp (2B 1T H1EMER-
FULNCLFT BY—ACBI TR b=y, JATERT )RR/ Y OBAKRILE
MRBO BT, T XD ICRIRIEEHRBR TIIL T 7 b Y —A~DE /7 I U OEGAZRRE
TERIAEDS in vitro TREOH BIVIZHS, HAXIRRE RO 2 RES L 72 in vivo e VEEBERAR K&
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O R 1IBEM&E G Ul g &G #ERBRIC B VDTS, TR RIS 2 B2 RmE3 557
RIZH BRI T,

() EAEVEIHEER
MR & LT, in vitro DIILE SRR (hERG iRBR) , =27 AL %ZH= in vivo
DIME R (7L A MY =R , 7 bE2HOHERRERRR (Irwin £21) KOVT v
F%%w# L RRER (R T VFAESTT) 2ar Ny T U—ilBrl LTEmBL, RIEN
MRS RIS T B LT, B, 1= AVPVEHWERENT LA ) —R B Cl/E
BTIRERINZZ D, TOMFEMAORRE LT v M IE O L O M EAEK
FEPE Cavl 2F v %L (L Ca®'F v Fv) BIICARKS RIFTHEL T,
In vitro BRIV TAIEIL hERG i & ICy 58 ng/mL, ICsy 217 ng/mL TPHE L, hERG F
¥ ANV BEERAN R ENTZ, =7 AP LDOT LA R —3BRIZEBWT, 15mgkg £ TOHE
TLEXZETLILER/NT A —F LOMRIRIZRT 2T o122, h=7 A4 FILOHEE
7 L A b U —RBRIZBW T, 20% 1060 mg/kg TEEE O ML EK FEAN A Lz, MEKT
TEH OBEFFREA D72 O 12T - T RBRICEB W T, ARIEITEIRE D U ¥ AFEIRIZ K 2 M58 U 2 40
] L (ICy : 0.0153 umol/L (7.38 ng/mL) , ICso: 0.168 pumol/L (81.1 ng/mL) ) , b MENZHK
1 Cavl.2F v RVEZBHE L7z (ICy : 0.203 pmol/L (98 ng/mL) , ICsy : 0.461 pmol/L
(222ng/mL) ) ., D DOEFEIARBROR RN D, KIFITBENAKFM Cavl 2F ¥ 1L O
EENLTCMEEZIIEL, TOMEL L TH=I A PN THRELRMDER AR ONZLD L
HLEINn,
Z v MZBWT, 300 mgkg F T THARKMRER K ORER RT3 5 EIT A B v

> 7,

(YR Ak SibE VLR (DA FRV S
B Y

2.6.2.2 shhZEZEFF1T5H5588
KD I 2 BAT HRBRIE, 2.6.2.2.4Q2) ) V2.6.2.243)DRERLISMT, A A VT HEE
L7, 26224124 12.62243)0 I, AEEMELLMEH L, BEHEOERTIL, &K
WA LI2Ga b, iR R & Ccitdk L7z,

2.6.2.2.1 ALK [Zxt9 HSEE/ERA
(1) ALK Z& O£ x F—8Iox4 BRI EFREOBRG
(EEEF42.1.1-1 L OEEE 54.2.1.1-2)

RN 7 F W piEREOTF e v o —B KOt /A VA= % —8I2i%, B
ARSI B 5T 2 b ONRZEMOENTWD, £ T, AKD ALK %G & fx T —BIoxt
T B PHETEMEIZ DUV TR L 77,

FERIESL & LT ALK MIJAN R AL 21T L0 E T8z b FF—BE2HWT, K
[ o3 it e g = 0L X — 85 E AT HOR A I L o> TENEN D X F—BIZH T 2 ARKD
Fi% S P TR 2 MR L 7=,

ARFE, ALK (ZxF LIKRE CHERMEEZ R L, £ O ICsiEL1.9 nmol/L THh » 7= (F
2622.1-1) . £, A AV UEZFK (INSR) KOFF—BFHA R A A UZHAK (KDR) (2
* LT, ZFHNENS550 400 nmol/L @ ICsgZ = LTz, & DO20fED X — Ik 5 1Csi %
5000 nmol/L LA ECTH Y, ARIIFFE I OBIMED E W ALK [HEAITH S Z RS,

WIZ, RARAL ALK 1ZxPT 2 AREOBER L ER 27l L=, 7 U Y F =7 OEEmE
BG4 % 28 B C1156Y KON L1196MV D ALK 12563 % A 0 PR VEME 12 M 28 AR ﬂbf
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AR ZR- 720 ALK ERSICE WILERE 2R Lz, £, WRFEOREICHES T 5%
PEALZE B F1174L K OF R1275Q70 ALK (2xF L T HABEDFE R Th - 7=, HriZ, T —FH
EHNZ 9 5 SO —2 L L THMOENTWDE T — b F— =R OER ALK L1196M
1, BRTOZ U Y F=TMEIC B TEEOREN 2SN TR Y DY, o BARICH L
THEREZAT DI LIIRERBERELFOLBZZ LN,

x 262211 &EEXFT—EIIHIEITLIF=TOBREEN

Class Enzyme 1Cso (nmol/L)
Tyrosine kinase ALK 1.9
ALK (C1156Y) 0.93
ALK (F1174L) 1.0
ALK (L1196M) 2.1
ALK (R1275Q) 3.5
INSR 550
KDR 1400
ABL > 5000
EGFR > 5000
FGFR2 > 5000
HER2 > 5000
IGFIR > 5000
JAK1 > 5000
KIT > 5000
c-MET > 5000
PDGFRp > 5000
SRC > 5000
Serine/threonine kinase AKTI > 5000
Aurora A > 5000
CDK1 > 5000
CDK2 > 5000
MEK1 > 5000
PKA > 5000
PKCa > 5000
PKCp1 > 5000
PKCp2 > 5000
Raf-1 > 5000

[4.2.1.1-1 Table 2~Table 4% U'4.2.1.1-2 Table 2% %]

(2) ALK EHE & O AEERICEET 2 fEt
(B kK 54.2.1.1-3)
AIEMHZ v b ALK & OEAEEREZ X BiEMEERIT 2 2 L1k, mE OGRS
R A BE LT,
AR ORER B RAIIC BB SRR L b ALK ¥ —B ALV E2H, YT 4
7Ry FECTRESEEIT - 725, RIS L0 BRI L2k 51.75 A e X
RIEHTT — 2 2B L, fEdmisE 2 T Uiz, AR EKERAGTHEER ALK O7 I /BRI
HIOFEHDAFA=THY, ZTOMINSOFEAD U PUR6TEBD I NVE I Uiy B D
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T3 WAL ORICEARMMREERRNRD SEY (K 26221-1) , ZAbHD7 I I,
ALK @D ATP #5A L M OS5 DIEPEAL 2 MR 5 2 LD, AN ATP A ELICHE AT
HZEINRENTZ, LEN-T, RETATP A0 X F—EHERTHL EEZOND,

E VDI ALK OF — hF— 38— THDH1196FH D A 22BN T, ARI)N S Ik
133.57 A OIFFICAFEEL, A E DR CHa MM EERMER SN, BonT-EAIED
FEEEE A HEIC196 B H DA L U B AT A= AZ@EWR L2 ) YV F = A RK L1196M
D =R TehEEETT V% in silico TER UIEAT L7= & Z A, [Ak7e CH/n fHEAERMERF ST
WIZY, ZORERIE, AR ALK L1196M ZEBURICH LT h AR 227\ ALK & [FIFEE
DOMFEEAE AT L2 L2 MEEmNOEMIT LA L ZEL DD,

B 2.6.2.21-1 FLO9F=T-AKEEHKRD X REREBE

&z

’ Glut167 | G|y1ziz,\

.‘/

A ALK (N o—7 &, b V@EK Rk, Cco—7 AL oY) 2VRVERT, TLrF=7
Okta) AT 4 v 7 ETVTRLIE,
B. 7V F =7 (Kf) AT 4 v 7 ETNVROVEFBERT, GHEOT IV BEAT 4 v 7 ET IV
T, ARFMETRM () TRLTE,
[4.2.1.1-3 Figure 1} UF Figure 2% 4%]

2.6.2.2.2 E FEMERICHE 1T AEEEEMR
(1) ALK &G FBE R Ot b ikl 381 % BEGEFH.5E ) 5
(BRI 54.2.1.1-4 % NEEHE 54.2.1.1-5)
ALK A E LB R Ot o b Mk 2 sl E R B2 in vitro 7RI &
Y FEAm L 7=,
&b MEMIEE (2.0 x 105/ 7 =) 2967 =T L— MBI L, BHMNH0XIT1I~
1000 nmol/L DAIRIFIE F CAIISHFEEE L=, ATP B2 EET D Z LIc L v A
HE LT, ALK a8 a Ttk e MR NI Mmiaik & U<, EML4-ALK &8 287
% NCI-H2228 %Ml L7z, ALK & &M FREEO e MENEIRE Mg & LT, ERZHEhH
K=K (EGFR) Bin 1 OIEMHALRKKER 2G5 PC-Y, FFHIIEESHR =K (c-MET)
BMETOMIEZHET S NCLHIODB KO —ATF v 5y AR Y A LV AEEFRER Y
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(KRAS) BT DIEMALRER L AT 5 AS49%fEH LTz,

ZDOFER, AKX EML4-ALK BiEBIG -BED NCI-H2228 D5 & i FE R A7 PR L,
ICs50i%12 nmol/L TH o7z (X 2.6.2.22-1A) , —F, ALK & BARFF2MED3RRIZHT % 1Cs)
%, PC-97T1X400 nmol/L, NCI-H1993 K (X A549CIE1000 nmol/L LA b & i e Sl BH. 25 20 5 1359
Mol

RIS, B MU o EMAERRIC 3 2 RO ML E R 2R L 2 A, X7 LA
74 AV (NPM) -ALK EBETE2HT 5 MRS Y S EfEE KARPAS-
299 K% TF SR IZxt LT ICsoiE14 nmol/L & JEEKAFAVIZ IR < PEIH 2 [HE L 72 DT, ALK fle
WG FRErEo v MERERME Y o SIEMAERE U-93712%F 9% 1CsoiX1000 nmol/L LA |- CHll i HE5H
[LEZ RS Z2mo7- (X 2.6.222-1B) ,

PLEORER G, RIEIEREZ DT ALK BEELR %2 H 7 2 Mk LIRS
B ERS R A2 b2 69 2 RSz,

2.6.2.2.2-1 ALKRABERFBEEMEKICN T 2 F RN HMIETEREE R

A B
120 120

(o]
o

E g | S
= s
= Z 60 A
2 4 | —-NCHH2228 = -8-KARPAS-299
S -8-PC-9 2 40 -
o) = &SR
8 w0 | S-NCHH1993 g ]
-0-A549 U837
20 o |
0 -20 T ——rrrr ——rrm
1 10 100 1000 1 10 100 1000
CH5424802 (nmol/L) CH5424802 (nmol/L)

7ay MIEHE £ EEREETREND, At MRS, Bt b Y o iEHITEEER,
CH5424802 : 7 L/ F =7
[4.2.1.1-4 Figure 1% 04.2.1.1-5 Figure 1% k%]

(2) HMiENIZEBT 5 ALK BHEEH
(& HEB4.2.1.1-6)

AFKINZ X DN TO ALK IEVEE 275 72912, ALK IEMELOFRIE L 7% ALK O
VomglbaA L 7 vy MEZK YN LT,

NCI-H2228 % TX KARPAS-299 (1.0 x 10°4i}8) Z 3 MICHERE L, FHO0, 0.5(32 pmol/L O
Ao RALER SR, MNP Z ATisk L7=, NCI-H2228 TIL Y VE (b TF s v & Xy B a G
R ALK HUETA A 7oy F95 2 L1k, KARPAS-299TIE Y » (b ALK HUET
AL 70y hFAHZEICLVBE L,

RIEDUUPE 2T > T2 WHREE T Vb ALK O ROBEERBRBO N2 b (K
2,62.22-2) , AFEKIZXHMIANTO ALK IEMERE SR SN2, 20O ALK (G ED ALK
O s 1B O FEHIIERR 6 D IR E R R A S SR T B2 b D,



7Lk 2.6.2 SKELFBR OB E L Page 10

2.6.2.2.2-2 ZLYF=TIZLHHMBEATO ALK D) VE{LEEER

A B
NCI-H2228 KARPAS-299
CH5424802 CH5424802
0 05 2 (umollL) 0 05 2 (umollL)
— p-ALK g p-ALK

| ALK S -«

CH5424802 : 7 L7 =7, p-ALK : UV »{t ALK

[4.2.1.1-6 Figure 1% &%)

2.6.2.2.3 EFEEKBFMO ALK IZHT HEFFEM
(BRI 54211 TR V&R 54.2.1.1-8)

t MIBIFAAREOTZEMRBHME LT, MABRRIESIN TS, ZOEERB#WD ALK 12
K92 BRI 2 R L 72,

M-4D b FHE#EZ ALK (2% BRI EIEMEIY, 1C5231.2 nmol/L TARIK L [FEECTH -7,
F72, HIEN ALK ZBHES 2 2 L 10HE3< MADBEHEEM: 2 EML4-ALK @& &1t
FMARAR NCI-H2228 % AV CREAl L 7=, M-41%, NCI-H2228fMaER Iz %4 2 Bl EEE & R L,
Z® ICsiE37 nmol/L ToH o 7=,

2.6.2.2.4 £ MEHREKBEYORIZETSINESHR
In vivo DHZNFAMIZIL, ALK @A BIs 1ML ORI ALK BinOMiEZHF3 58 b
FEANIRR 2 ~ 7 A B L7z in vivo BT V&2 W2, BERENT, 2.6.2.2.4-2A OFBR
st e, | mon #Ee, e Dimethyl sulfoxide (DMSO) /6 Cremophor EL/{J%
Polyethylene Glycol 400 (PEG 400) /. w/v% Hydroxypropyl-p-cyclodextrin  (HPCD) % T
EW L7, ™ 2622424 05T, o DMSO% Cremophor ELJ% PEG 400 wives
HPCD Z i L 7=,

(1) & R NMRRTEBAE~ 7 2 ET BT DHUER T
(EREF42.1.1-9 % NEEIE54.2.1.1-10)

v IR NIRRT M ARE 2~ O AR R L T2 in vivo T )V E HWT, REOHUEE R
ZRHm L7,

EML4-ALK [ 8 5 7Bk NCI-H2228 (1 x 107/~ 7 2) X ALK @h&&E st o
A549 (5 x 10°f/~ 7 ) ZEIEEARIGEARS (SCID) ~ U ADK FICBE L-#%, 17
HHEICIBETIC & 72 5 K 5 IAEA LB L, RA2OEE Grf) X030.8, 4% 120 mgkg D
ASAZTH A, 14HMEGECROKSG Uiz, EBENEOMREZ & 5816 B R OSB3
34 HREIRECHRIE L, EBAREE R L,

ZDOFER, EML4-ALK A& FBPED NCI-H2228DEF/LICBWT, 31HH (i&EHA)
BEALCD0.8, 4% T20 mg/kg OARIEE: 5B 2 L ESR (TG XN ENs59, 129
K37% T, WTNOHEIZE W TS RHRERC ) U CRERH PRI B 72 I 51 FH 55 200 2 3
oL (K 2.6224-1A, # 2.6224-1) . FFZ, 4 mg/kg UL RT3 TR 22 H5 0O 8
DB SN, vk, REERGIZL D~ U ZAOERERNITERD bienoT-, —JF, ALK Fh
Aimfs kD AS49DET BV T, 31H BERS TOARIK20 mgkg 5HEICEIT 5 TGI
1320%C, A5 7REEHEEEELRITRO SnenoT- (X 2.6224-1B, £ 2.62.24-1) , DL
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EDXDIT, AEED ALK BhE AT BHIEIE INIRITE £ 7 WAk 2 587 2o i IR 7

BNR DR ST,

2.6.2.2.4-1 NCI-H2228 R U ASM9ICt T B 7 LU F=JT DEBEHR

NCI-H2228
(EML4-ALK)

>

1000 r

800

600 r

400

Tumorvolume (mm?)

Body weight
changerate (%)

17 24 31

#
H#

—@-\Vehicle
=0-0.8 mg/kg
-4 mg/kg
-~20 mg/kg

Days aftertumorimplantation

B

Body weight
changerate (%)

Tumorvolume (mm3)

1200

1000 r

800 r

600 [

A549
~ (ALK-fusion negative)

17 24 31 —@Vehicle

r -0-0.8 mg/kg
F -0-20 mg/kg
17 24 31

Days aftertumorimplantation

#70y MIFHE + BERE (N=7) TRSND, BB B, T ~ 7 AOEKEFSHR
* o RHREEIZ 6 LT P=0.0006, # : cFIREEIZ%E LT P<0.0001 (Wi s /37 A b U~ 27 Dunnett 1%

H IR E)

[4.2.1.1-9 Figure 1} TR Figure 2iff TNZ4.2.1.1-10 Figure 15 U\ Figure 2% 28]

# 2.6.2.2.4-1 NCI-H2228 B U AS9IZxt g 27 LY F=TDMEBIR

Cell line Dose (mg/kg) TGI (%) P value
NCI-H2228 0.8 59 0.0006
4 129 <0.0001
20 137 <0.0001
A549 0.8 -6 0.6427
4 -2 0.9765
20 0 0.9981

JEGBAER31IA H (REFHIA) 12605 TGL (%) LA FoXIc L v HH L7,

TGI (%) = {1 - (HFHELGHEOEGHRACE ) /1 G I OIS ARA LR M) | x 100
f72 L, MEBARALE (mm’) = (BHGHN A OREEHARD) — (B5BAMA B OISR
HAEBEDTD,

NN DRESHARL O xR 5
L, PEZTRLT,

XZ A VU v Dunnett 2% 8 Hh#E & FEii

[4.2.1.1-9 Table 1 T*4.2.1.1-10 Table 1% 4% ]
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Q) b R U SER O IEIES AL~ 7 2 E T VBT D HUERN R
(BFE542.1.1-11 L OVEEHE 54.2.1.1-12)

NPM-ALK B &8 T2A7 58 FRGIERMIEA Y > @Rk KARPAS-299 % Y ALK &
- OMIEZ A9 5 b MEREEEMIOE NB-1%2~ v A2 FBIE LT in vivo T V& VT,
ASEDOHUEG R A 7 L7z,

KARPAS-299 (4.9 x 10%Hfia/~ ™ ) XIE NB-1 (8.9 x 10%4if1/~ 7 ) % SCID ~ 7 AD
TIZRHE L7=%%, 10H BIZZENZ R4 UISITIZ 72 B L ) AR R BT L, [FH D SR

(RFER) 3013645 L < 1320 mgkg OARIEZTH 1], 11HEERE CRAOES Lz, FEERLOYER
AP 5-BRLE A RO 5-BRIE%3 T4 A R CHIE L, EEAREE2EN L,

ZORER, WBET T VIO TR 5836 BRBE I 6F L CRERHAMIIC A 5 72 IE B 5 P
FENRDHER I N, 200 B GRfEEHHIE) BRI To20 mgkg OARIEER GRS 5 TG 1%
KARPAS-299 TlE119%, NB-1Ti%104% & EERMENSBlIE I (¥ 2.62.24-2, & 2.62.2.4-
2) .

PLEDZ Ennd, RIEITIENLELION D ALK OB B 283 25T T VICx L
THHEEIRE AT D2 ERmRST,

2.6.2.2.4-2 KARPAS-299RUNB-1I1Zx9 57 LV F=JTDIEREMER

A KARPAS-299 B NB-1
(NPM-ALK) (ALK gene amplification)

1200 3500 -

__ 1000 : 3000 r

Tt T 2500 |

£ 800 | E 2500

g r © 2000

S 600 S

° L =2 1500 |

S 400 | S «

g é 1000 |

P 200 S 500 |

#
—8—Vehicle 10 12 14 16 18 20 —®—Vehicle

= Q
= § 120 ——6mgl/kg 2120 ——6mgl/kg
28 100 g 100
g © —+20 mglkg g © —0—20 mglkg
[ [0
@8 60 @l 60
S )
Days aftertumorimplantation Days aftertumorimplantation

K7y MIEHE + FEFEE N=4XT5) COrREIND, LB EEERE T U AOKER
o RPHREEIC S LT P=10.0003, # @ SFHREEIC LT P<0.0001 (WAL E /%7 A U v 7 Dunnett 1%
LRI E)

[4.2.1.1-11 Figure 1}% X Figure 21 TNZ4.2.1.1-12 Figure 1% O Figure 2% (%]
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F 2.6.2.2.4-2 KARPAS-299RUNB-1IZx9 57 LV F=TDEEMR

Cell line Dose (mg/kg) TGI (%) P value
KARPAS-299 6 94 <0.0001
20 119 < 0.0001

NB-1 6 63 0.0003
20 104 <0.0001

MRS RA%20H B (RMEHANA) 128175 TGL (%) IEUTFoRIC L W EH LT,
TGl (%) = {1 - (FRGHFEOMGRELL M) / Gt B OIS AR LB 1 *x 100
7L, EEAEE LR (mm®) = (BKREHA OEBARE) — (F5-Bih B OEEARE)
ZNZENDEBHERE O BT 2 HEERED D, /X7 A MU v 7 Dunnett 525 8 Hlis % Fifi
L, PIEZ/R LT,

[4.2.1.1-11 Table 1 }2 (%4.2.1.1-12 Table 1% 28]

(3) t MIENHIRIEBE~ 7 2ET I BN O ALK BHEEM
(ERE=4.2.1.1-13)

NCI-H2228 B4 7 /WIZB W\ T, ARIEIZL DT O ALK OV U RbIRENER & ifhr Lz,

NCI-H2228 (1.0 x 101/~ 7 Z) % SCID ~ 7 AT FRH L, 1R2ICE 2% X 5 MmIES
BT T#, BIEU320 mgkg OARIEEZHERROKLE L, HGARGMEZICESZME L, U
Ml ALK I3H ALK ORIE, BB & 280 B2 b L% ) Vb F a o i
IE ALK FUATH o\ B a Sl L, ALK Fik AL 7ay 52 22k 0L
776

ZORER, ARIFEHIZE D ALK O U UERESIH S, JESEN T ALK JE ML E 23 e RR
iz (1% 2.6.2.24-3) .

262243 FLIVF=TIZLBEBRIZETHAKDY VEILBREER
Vehicle CH5424802

Ll L 1  JEE

CH5424802 : 7 L7 =7, p-ALK : UV “{t ALK

[4.2.1.1-13 Figure 1% (%]

2.6.2.2.5 HYYF_IMHEZTER ALK RIRHBEKBIETDRIZE ITSESS
R
(ERE4.2.1.1-14)
EML4-ALK ® 7 U V' F =7 M2 BA L1196M %~ 7 ZR(BE B U L SERAMRE Ba/F31Z i
FEHL SR 2 B U, ZOMIakkE ~ 7 ZCBRE L2 in vivo T L ERWT, AHKD
Ul 2h 3 2 5l L 72,
EML4-ALK L1196M |ZAKAF L CHESE DM Z2 UG 3 57-0, 4 v ¥ —u A x>-3 (IL-3) 17
1E T TORHGET 5B Ba/F3IC EML4-ALK L1196M Z&fn A L, IL-33E{E/E T CHYGE
LR 7 o — L A HEE LY, 20 EML4-ALK L1196M %3883 L 7= Ba/F3Mifatk (5.0 x 10%HHa
[/~ T R) % SCID ¥ AD NI LT-1%, 9H BICIHETICIC7e 5 X 9O BAER LB L,
[l HNBZNENOEE (XFHR) , 60 mgkg ODAIENIL100 mgkg D7 V' F=7%1H1[H,
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7H R TR DB G Uz, B R OMARE 2 B G-BAA B e OV% 5B 46122 133 B [ k@ CHllE
L, HEEEEE RN L,

ORGSR, RERGHEOI6HH (R&FHIIA) KR TO TGI 1£123% T, *FHRBEC LT
A B RS I E S R L S O IRFE RO b (K 2.6.2.2.5-1, # 2.6.2.2.5-1)
—F, 7 VY F=TRERHICBO I E R EEEHLENRIIZRD bhenoT-, ko
Es, KRIEF 7V F=TmECEET D 7 — b — =K EML4-ALK L1196M % A3
HIEBIK L THEITH D Z LRIz,

2.6.2.2.5-1 EML4-ALK L1196M 53R Ba/F3IZRT 57 LIV F=JTDMESHR

CH5424802 Crizotinib
1200 1200

1000 - -#Vehicle
r =~100 mg/kg

1000 -~ —@—Vehicle
I =O—-60mg/kg

800 800

600 600

400 400

Tumorvolume (mm?)

200 1

O- L L # 0- 1 1 1 I I T
9 10 11 12 13 14 15 16 9 10 11 12 13 14 15 16

120
110
100
90
80 _—

200

80 1 1 1 1 1 1 J
9 10 11 12 13 14 15 16 9 10 11 12 13 14 15 16

Body weight
changerate (%)

Days aftertumorimplantation Days aftertumorimplantation

&7 ay MIEHE £ BEEEE N=7) TRIND, BB EEERE TE: vUAOEEGSHE
# 0 XPIREEIC K LT P<0.0001 (/X7 2 F U v 2 Dunnett B2 F LR E)
CH5424802 : 7L/ F =7
[4.2.1.1-14 Figure 1~Figure 4% k%]

& 2.6.2.2.5-1 EML4-ALK L1196M IR Ba/FIZKT 57 LI F=JTDRESHERE

Drug Dose (mg/kg) TGI (%) P value
CH5424802 60 123 <0.0001
Crizotinib 100 1 0.8811

IEBEBM%I6H B GR&FHAIE) 18172 TGI (%) I ToRIc L v HH L,
TGl (%) = {1 - (K 5FOMEEAREEL & M) / HEBE OB AREZ L& M) ) < 100
L, BEEARENRE (mm') = GRKEHI AR OEEHAR) — (%55 B OREE AR
ZNENOREFAEFE O BB T 2EBEERED O, /X7 A MU v 2 Dunnett B1% T ik % Fif
L, PIE&RLT-, CH5424802 : 7 L7 F =7

[4.2.1.1-14 Table 1 & % Z5]
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2.6.2.3 Bl R A IR ER
BIREHIRER & LT, /IR, 414> Fr N, NIV AR—F—KOBERICET 52
% in vitro IRBR TR X7, #ERWE & U CASKIERE 2 -,

2.6.2.3.1 ZEWEK, AF2F¥RIL, FSURR—F—RUVERIZHT S in vitro
ER
(B 54.2.1.2-1, BEHEE4.2.1.2-2, EEHEEE4.2.1.2-3)
27 ) == 7 RE LT, 109OZRHFER, 4140 F v XV TN T U AR—F—Z%T
LV RiEGEMEE, L2FOBEROIEMEICH T 2828 %, 1RE (10 umol/L, 4826 ng/mL) T
Bt Lz, ZORER, VY REEGHE (R U7 B2/ CRIEAD |, RS U2 R/IK,
DAY UZEE, —a—uaX= /R, Er =0 FK, o ZRE, SrvaaFadg
RZRIR, vaT oo oS /K, LA Ca"F v 3L, CIFvFb, to h=r T RAR—
H—y JINVTERXRTYV U NTUVAR—F—, RRIVFT AR —) KOEEEENE
(CaMK2a) (ZxL, ARIIIAEFEEH 50%) &Lz,
FEAMRBOFEE RKIC, MIBICKIZTTEEZRG Lz, ISR S 7220 02 IR O
HEELOFEDE ) T Iy (JNAVZEXT VKRR Y) OT v by F 7T v Y —A~DEL
DIAFIZONWT, 2B (1K%T0 pumol/L, 482.68 14826 ng/mL) Tilli L7z, Z&IKDFHM
WZIE, Uy RiEEHTAREDOEMRHANED bNEZAERD S b, BIETMENFHTE %
RN U/, DABY UZRE, —a—mF=02/K Er b=/ KA e T
VUZRREGD, TOMRE, VXTIV RO RRI DV T TR = ASDEGA R
2% LTI pmol/L AT, &1 b= 3R R5-HTys DIHFTEICK L TIX10 pmol/L T, 50%%
2 HAEERNRO bz, £ OMOZ AR T 2 EITRO b o Tz,
T D OERERHE CRRD O LEEH Z HICKET 2 BT, tr b=, /LT ER7
U RONRARI DY F T b Y =B ~OEY IAREIZOWNT, 10°~1 pmol/L DL THFET
L, ICsoxRkDT=, Tu b=y, /AR 7Y VRN VOIRYIABZAED 1CsIE%E 4,
0.10, 0.33}2700.26 pmol/L (48.3, 159.3 % X125.5ng/mL) ThH 7=,

2.6.2.4 H2MEHKR
LM & UC, in vitro D E SRR (hERG RER) , W=7 AP LZH T in vivo
DIERHEE (T LA MY —&RE) , 7y b2V ERRE (Irwin £295) KOVT »
h%%mt R (RHTVTFRAESTT) Aar ANy T ) —ilRE LTHEML, AERN
AR RIE TR B AT, TS, D=0 AP NVOHEBHT L A Y —RERCTAHA LM
Fﬁﬁ?®&%fﬁ¢@%@uﬁ%ﬁ& LT, 7 MiHE ROt MEMEFME Cavl2F ¥ RVEFIC
AN RNFE T B A T~ T
i H A OFER TIIHER I E & U CARSGEREE LA V7223, 2 OO FRER CIIAR SRR
EHWT, HEROYREITARSGERE AR FE & TR LT,

2.6.2.4.1 DIERICHT 5L
(1) Invitro L5 R#ER  (hERG #R)
(EFEF4.2.1.3-1)
AFEDMAE R KT TR 2 g9 % BT, hERG Z 5@l 58l X 87- HEK293#lia %
VT hERG it & HIE L7,
AT hERG L & BHE L, 1C!%0.12 umol/L (58 ng/mL) , ICsl30.45 umol/L (217 ng/mL)
TohoT=,
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() =7 A FNE NN in vivo DILE REEFAER (FRBEHT L A~ U —ilER)
(&% 54.2.1.3-2)

AT L AT IE TR 2 R R LT, W2l =2 1 Frickskzo (I
w/v% SBECD/JJ} moVL ik si) , 20, 60 mg/kg O B THIEHROBREG L, TL A R —
HEIZ L0 I, L\?E%I&U/u 5 [X] A M SRR - M) T CHIE Lo, WREE BTG 8 OV
W U7 =2 A V200 ] T 3Bk oD Bl 2 JE SRR L 72,

20% V60 mg/kg (FIEIHE G- H OMEMETFY) Crax : 719578695 ng/mL) THEE O I LK T 1EH

(10 mmHg) 23 Hi7=73, DEMEODHABIZEEIL A b o7, 20 mg/kg DILJE
1 I3 St 4 L 222/ A% (13 mliE L7,

B) =7 AP NEHN invive DLILERRER (7L A FY—iER)
(EHE54.2.1.3-3)

AIED LML RITKTT 2B DWW CARRER A 2 U Cal il L7z, 4BlomE =7 A4 iz
43#%0 (2% vPCD o » 2 o 2o i/ molL R KER) L 1.7, 5, 15
mg/kg OHETHIEEG L, 7V A MU —EICX 0 iE, O, O RS OMAIE 2 8 BRI -
MR TN CHE Lz, 72, MRy axxTr 7 ARz %EHm L CREEL R LT,

15 mg/kg (5744 O MABEF PRI © 279 ng/mL) EF TOWTHOHEIZBWNTY
OMILE R M ORIRIZ T B BT A bR o=, 2k, RO T L A R —iBR TR
O AV IR FAEH O RT3 15 mg/kg &I T,

@) Invitro LDILE RRER (BALKFIE Cavl 2T v RLVakER)
(EEE54.2.1.3-4)

BRIATONTI= =7 AP NLDT L A B Y —akBR ThH ST ARIKIZ X B i EAK T 058
AW HoNsT 2 BT, 8 VR OIUHE IC 2B e E) 2 5 7e TEBAK A E Cavl 2T v X
W%%ﬁ%ﬁéﬁt%%4ﬁ—XAAX& UNEE (CHO) Mifutk% VT, RENBENAKLT
M Cavl 2T ¥ RIVEFC AT T 52 % 5 L 7=,

AT e M7 uﬁkfécm 2F v FVEREBLE L, 1Cy%%0.203 umol/L (98 ng/mL) , ICs,
1%0.461 pmol/L (222 ng/mL) T&H -7,

(5) Invitro LAE RER (ME O~ 7 X 25 EkR)
(ERHE54.2.1.3-5)
WRATONTI =7 AP NLDT L A R —RBRTH LN ARIKIZ X 5 M EAK T 058
PO 2809T, @REA D U LRI L0 A S E72 7 Mt REIRIZS LT
AN RNFET B A~ 7 X AETHME LT,
ARFIT R RIS ERE D Y U AEWRIC K 2 & IHE %2 L5 L, 1C501%0.0153 pmol/L
(7.38 ng/mL) , ICs0i%0.168 pmol/L (81.1 ng/mL) T >7-,

2.6.2.4.2 FREERICKT EIEE
(1) 7 v PRV R (Irwin £75)
(&} 54.2.1.3-6)
AHEA PR R ST TR 2 Wi 2 BT, 1BeBlorET v Mck#kz0 (v
HPCD/] movL » % > zovas o i I molL tEmek¥aH0) . 3, 30, 300 mgkg OHETH
ERE OG- L, Irwin Z2IEIC X VTEI RO —REEZ B Lc, £72, WliE, 1HRBHO”ET »
KD 72 DB RG22 GR E L CRE R HEGR LT,
300 mg/kg () Cpax @ 1770 ng/mL) £ TOWVWTHOAREICBNTE, TR RITHT D
BT H DD o T,
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2.6.2.4.3 MRRIIxT LEE
(1) 7 v &AM AR
(& k% 54.2.1.3-7)
AN R R TR & AT 2 BT, 1RSEIOET » ~ () 1cA%z0 (]
wiv% HPCD/J movL » 2 o zov o o /oL sEFeAK¥SHE) |, 3, 30, 300 mg/kg O Fil fik
THE®RA®KEG L, REL A E (1R#KE, oiFakeE) 2lELE (257 LT 2
®IT7) .
300 mg/kg (FH) Cpax @ 1770 ng/mL) £ TOWVWTHOHEIZENTS, MR RICKTT 5 5
X DIIR N2 T,

2.6.2.5 FEHFMEMHEBEERRAER
BALP

2.6.2.6 ERRUEH
FJEER IR SR PRERBR DFE D, A%T ALK @ ATP #E B EALICHES L, ALK A58/ 018IR Y
WCHET I TF v o —FPHEATHD Z ERREINT-, KX, ALK MAEBEGB 2687
6ﬁmmxjyﬁm%mmm&wmeT%<m¥L PHE IR IEBRAE N R A R Lo, ALK
AEETEATHEOHEIEIE ALK OX T —BIEHICEEKFE L TWD Z E0nh, RIEOM
kuKM%W%#mwfﬁfw%%éémLt%@k%z%héo
X —VLERNCKT T 2 EEMEOMF L LT, $T—EBRAAL LV ORERENLSHmbNT
W5, BT, B U UENICEE T A — h R — R =L EN A T 2 OB RN EEE T
HHD, ALK OF— b F— /=K IIT196FH DO A ATHY T 50, 7Yy F=7IC
*f USERFIE 2 7R L7 i@ B 05 L1196M 8 B EML4-ALK % Ff-OJEEEHENE S HEE X 4,
DY F =T MENERICEH SN THEY, FIZ, ZO%OBEFEITND Z DER
DEED 7 V) F =T MEEICBONTHERBE L TWA I ERERINTEBY Y, —or—1
F—N—FERKREAETE DL LIIHR EREREREFFOEEZOND, AL, ¥Y— %
— NI ALK OFRIEHEEAAET S & &b, ZORRR EML4-ALK % %819 2 Mfakk
A LT T VB CEWIIEBEE 2R LTz, LeR-T, RIEFZr U VyF=
T & 2o TSR LT A A R AT RE éﬁ@ék%z%ﬂé
W&%Kﬁﬁ%® B, A FFrFAXUE N T AR—F—1ZxT 5 o FiEaH
WCHEZDOTEWZEL LT in vitro A7 V—= 7 BRICBWT, #EOS I L TE
’E'Sih B BT, WIZ, KEEERHHZ in viro TiTo 2R, v FoF 7 MY —AITBITA®
g h=y, JAZERXRTY KRNI VOFUALLEENED LN, T/ 7 I U BUAARL
ED 1Cs501548.3~159.3 ng/mL Th o7z, LLARNRS, T v k&AW Rl cik
300 mg/kg (F¥) Chax @ 1770 ng/mL) F TITEN M O BRAEIR T FAARRE RIS )T 5 28 2 R
THATRIERD N2z, £z, Fv RO =7 AP NVIKREIBBEB E THRE LN
@&5% MARER (Fk60 mg/kg/ H OMERETE Chax 1 2000 ng/mL LA E) 1IZBWTH, FRKARR
(2%t D B A R D — ek D 2L M OV B RO T ALIX A B e o 7=,
ﬁéfi%fﬁuit% X7 v b, B=T ALK in vitro TE#i LT=, In vitro D& ZRERIZ B
W, AHRE hERG B2 PHE L (ICy : 58 ng/mL, ICsy: 217 ng/mL) , hERG F ¥ R/LPLE
TER DR STz, ASOIMAEE AR S RIZ9%L ETHD Z b, FHEEOMEER% in
vivo THRTHHEEOAREDOMAEPEEIL, in vitro D100fELLEEEX BDND, =7 A4 V)L
DT LA Y —ilBRTIL15 mg/kg (#5124 O AE R SRR L - m9@mm‘if 7
TIT LA N U —BRTIE60 mgkg (P Cha : 695 ng/mL) F TLEXICEE TR L
o,
H=7 A FVORBIT LA U —RBRIZEBWT, 202060 mgkg (F¥) Cpa @ 719K Y
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2.

2.
1)

2)

3)

4)

5)

695 ng/mL) TELE O MEM FEHA (]910 mmHg) NA 5N &5, ARIO i EA FEH
OWF AR OMNZTH2HMNT, 7y M RBIARICA T 2L O e MEAMKFE Cavl.2F
¥ R T HBICOWVWTRE Lz, AKX T v MEHIEIZBWNT, @7 YU 7 AEKIZ
& B i IR 2 1C, 7.38 ng/mL, ICso 81.1 ng/mL TRHE L7, £7=, BAAEIENE Cavl.2F v %
JV% 1Cy 98 ng/mL & OV ICsp 222 ng/mL CHE L7z, ARIFILENKNE Cavl. 2T v R TLES
ML CMEEIEEL, TOMRELE L TH=I APV TREOMTFRFEZ2FER LD EE X
itz BEAEHESERE (600 mg/H (300 mg, 1H2[A]) ) #EEFFOAREKD MAEHIEE CFY) Cha)
1%575 ng/mL TH Y, BRRIZBWTRED ML T2AFHERE I D TRBEIIEE TE Ry, L
LD, REOENEKRBRICENCYH, MERTFICEEST I AEFRIBO LT, N
AZNYA e LTHERR BB E 22 BFEEZEHIBRDO STV, LR >T, KIED
BARAENE Cavl2F v XUk 2 EMEH Z 0 L7z E~OFBITERIR LEE 25 0
TIERWEEZ BT,

Z v MZBWT300 mgkg (F#J Chax : 1770 ng/mL)  E T & T FARARRE R M ORI RIS
KT HEBIIA OGN0, Fio, T v MEEGHERO & HE60 mgke/ HIZHBWTH,
AR RIS KT 2 B A RBT L2 RIERO O oTe, ZOROmMEFRE (F¥
Coma) 132000 ng/mL LA | (60 mg/kg/H) &V, ERRHELEHERG5-KF (Y Chpay : 575 ng/mL)
DIFELLETH -T2 (32.6.68-1)

ZDX DI, BIRAERHEEER & O S IREERBR O R H1X, AIROEFEHERHAETO
FERICIBWT, ERRCRIBE S 2 2 EEZRRWEH N RELT 5 Alethi BV & B 2 b7,

6.2.7 ME%x
IFIIARSCRITHA LT,

6.2.8 ZSEXM

Choi YL, Soda M, Yamashita Y, Ueno T, Takashima J, Nakajima T, et al. EML4-ALK mutations in
lung cancer that confer resistance to ALK inhibitors. N Engl J Med 2010;363:1734-9.

Mossé YP, Laudenslager M, Longo L, Cole KA, Wood A, Attiyeh EF, et al. Identification of ALK as a
major familial neuroblastoma predisposition gene. Nature 2008;455:930-5.

Doebele RC, Pilling AB, Aisner DL, Kutateladze TG, Le AT, Weickhardt AJ, et al. Mechanisms of
resistance to crizotinib in patients with ALK gene rearranged non-small cell lung cancer. Clin Cancer
Res 2012;18:1472-82.

Katayama R, Shaw AT, Khan TM, Mino-Kenudson M, Solomon BJ, Halmos B, et al. Mechanisms of
acquired crizotinib resistance in ALK-rearranged lung cancers. Sci Transl Med 2012;4:120ral7.
Sakamoto H, Tsukaguchi T, Hiroshima S, Kodama T, Kobayashi T, Fukami TA, et al. CH5424802, a
selective ALK inhibitor capable of blocking the resistant gatekeeper mutant. Cancer Cell
2011;19:679-90.
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i
W& 55 g 4
ALK Anaplastic lymphoma kinase KbV N Ex S —E
ATP Adenosine triphosphate TT =) U
AUC.2an Area under the plasma concentration— | 07> 5 24 K5 [ & T o ifn 4% A 2 FE -1
time curve from zero to 24h [ bR T A
BLQ Below the lower limit of quantification | & &R 5 AT
BZD Benzodiazepine R UTEE Y
Calcium/calmodulin-dependent protein | /L3 7 A/ FVE Y 2 U AR
CaMK2a . o — 5
kinase II alpha A= Dk Vv Bkl | eV e
CHO Chinese hamster ovary j'; FAZTR e NAATPRE
Crnax Maximum (peak) plasma concentration | iz = L E F KW
DA Dopamine Ro8x >
ECG Electrocardiogram TNCES
EMILA Echir?odérm microtubule associated N 2 AE (94
protein like 4
GR Glucocorticoid receptor TNaa)Fa, RER
. =3 5 DM BE 9 5 FERR R
GLP Good laboratory practice B 0 S G 0 L U
HEK Human embryonic kidney b G VB s ok
=B NS BT R AR IR S e A M
hERG Human ether-a-go-go related gene AA T F o LT
HPCD Hydroxypropyl-B-cyclodextrin E ;; j iz z R
5-HT Serotonin a k=
ICy 20% inhibitory concentration 20%PH E 2
ICs Half maxi@al (50%) inhibitory 5004 L5 i
concentration
INSR Insulin receptor A AN R
IRI Immunoreactive insulin TR EA A Y
KDR Kinase insert domain receptor X —EfA R A A UZRE
NA Not applicable ESIID
NE Norepinephrine SNV ERT Y
NK Neurokinin —a—HF=V
SBECD Sulfobutyl ether-p-cyclodextrin i/; Z i; z:/;\/ :; : TS
SCID Severe combined immunodeficiency HIEE AT RER A
TGI Tumor growth inhibition JIER 355 1 G B 5 =
TK Toxicokinetics PR axxr 7R
UT Urotensin A= /AN
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2.6.3 REHBMESR

&AL

2631 EEHBR—E
+& 2.6.3.1-1 EPREHAKR B
Test Article: Alectinib Hydrochloride or Alectinib
_ Testing Location in
Study Type Species and Test System Test Method and Compound Facility Study Number oD
Primary Pharmacology
Enzyme inhibition Recombinant human ALK, mutated ALK, | In vitro Chugai Pharmaceutical
pHM0213 | 42111
assay and various kinases Alectinib Hydrochloride Co., Ltd.
Enzyme inhibition ) In vitro Chugai Pharmaceutical
Recombinant human mutated ALK o ) PHM.—0054 42.1.1-2
assay Alectinib Hydrochloride Co., Ltd.
X-ray structure In vitro - _
Y Recombinant human ALK .BB00288 4.2.1.1-3
analysis Alectinib Hydrochloride -
Human non-small cell lung cancer cell ) )
Cell growth In vitro Chugai Pharmaceutical
lines NCI-H2228, PC-9, NCI-H1993, pHMo105 | 42114
inhibition assay Alectinib Hydrochloride Co., Ltd.
and A549
Cell growth Human lymphoma cell lines KARPAS- | In vitro Chugai Pharmaceutical
T o . pHM|J-0067 | 42.1.1-5
inhibition assay 299, SR, and U-937 Alectinib Hydrochloride Co., Ltd.
Human non-small cell lung cancer cell line ) )
Cellular ALK In vitro Chugai Pharmaceutical
S NCI-H2228 and human lymphoma cell . ) PHM.-0237S 4.2.1.1-6
inhibition assay Alectinib Hydrochloride Co., Ltd.
line KARPAS-299
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#* 2.6.3.1-1

EVREAB—E B

Test Article: Alectinib Hydrochloride or Alectinib

. Testing Location in
Study Type Species and Test System Test Method and Compound Facility Study Number oD
In vitro
Enzyme inhibition Chugai Pharmaceutical
Recombinant human ALK CH5468924-000 (M-4, major puM0143 | 42117
assay ) Co., Ltd.
metabolite)
) In vitro ) )
Cell growth Human non-small cell lung cancer cell line Chugai Pharmaceutical
CHS5468924-000 (M-4, major PHM.—0144 42.1.1-8
inhibition assay NCI-H2228 Co., Ltd.
metabolite)
Xenograft model Human non-small cell lung cancer cell line | In vivo Chugai Pharmaceutical
, . . . . pHM|J-0057 | 4.2.1.1-9
antitumor assay NCI-H2228 xenograft model in SCID mice | Alectinib Hydrochloride Co., Ltd.
Xenograft model Human non-small cell lung cancer cell line | In vivo Chugai Pharmaceutical
. _ . o . pHM[Jo0s8 | 42.1.1-10
antitumor assay A549 xenograft model in SCID mice Alectinib Hydrochloride Co., Ltd.
Xenograft model Human lymphoma cell line KARPAS-299 | In vivo Chugai Pharmaceutical
_ . . o pHM|J-02428 | 42.1.1-11
antitumor assay xenograft model in SCID mice Alectinib Co., Ltd.
Xenograft model Human neuroblastoma cell line NB-1 | In vivo Chugai Pharmaceutical
. . . o pHM|f0243s | 42.1.1-12
antitumor assay xenograft model in SCID mice Alectinib Co., Ltd.
Intratumoral ALK Human non-small cell lung cancer cell line | /n vivo Chugai Pharmaceutical
pHM|0020s | 42.1.1-13
inhibition assay NCI-H2228 xenograft model in SCID mice | Alectinib Co., Ltd.
Mouse lymphocyte cell line Ba/F3 ) )
Xenograft model _ In vivo Chugai Pharmaceutical
expressing EML4-ALK L1196M xenograft PHM.—0140 4.2.1.1-14

antitumor assay

model in SCID mice

Alectinib Hydrochloride

Co., Ltd.

&AL
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& 2.6.3.1-2 BIRMEEAR-E

Test Article: Alectinib

Species and Test | Method of . GLP Testin, Stud Location in
Study Type P System Administration Duration Doses Compliance Facilitf)gf Numb}ér CTD
Secondary Pharmacology
Binding of
radiolabeled
Bindi ligands to
INAIME ASSAY | receptors/transpo | In vitro NA 10 umol/L No -
rters/channels TOXIN- 4212.1
(111 assays with 0007S I
109 molecules)
E Enzyme activity
acgizx}llitn;/eassay (42 assays with | In vitro NA 10 umol/L No -
42 enzymes)
Receptor-
Receptor transfected cell
activity assay | lines (40 assays |In vitro NA 1, 10 pmol/L No -
with 20 TOXIN-
receptors) 00278 42.12-2
M . Rat brain
up?;ll?ea g;lg;, synaptosomes | In vitro NA 1, 10 umol/L No -
(NE, DA)
M . Rat brain TO
up?:?l?ea glslsnai, synaptosomes | In vitro NA 10 7~1 pmol/L No - 00478 4.2.1.2-3
(5-HT, NE, DA)

NE: norepinephrine, DA: dopamine, 5-HT: serotonin.
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& 2.6.3.1-3 TeUEEAR-E

Test Article: Alectinib Hydrochloride or Alectinib
Species and Method of : GLP Testin Stud Location in
Type of Study P Strain Administration Duration Doses (mg/kg/day) Compliance Facilit%/ Numb}ér CTD
Cardiovascular
HEK293 cells
system expressing In vitro NA 0,0.141,0.246,0.470 Yes TOX.—OISO 4.2.1.3-1
umol/L
Cynomolgus Escalating dose Chugai
m}(])nkeysg Gavage (Prelimin%ry 0, 20, 60 No Phar%naceutical g&)gslf 4.2.1.3-2
(telemetry) study) Co., Ltd.
Cynomolgus
m}(])nkeysg Gavage Escalating dose |0, 1.7, 5, 15 Yes TOX.—OISI 42133
(telemetry)
CHO cells
expressing Chucai
yoltage-gated |1y i NA 0,0.189,0.339, 0.764 No Pharmaceutical | TOX]J-0060 |4.2.13 4
Cavl1.2 channel /L
(L umo Co., Ltd.
type Ca
channel)
Chugai
Isolated rat aorta . 0, 0.0160, 0.0723, 0.247, & - TOXI-
(Vasomotion) In vitro NA 0.860, 3.38 pumol/L No E}(l)?rrﬁl%:'eutlcal 00558 4.2.13-5
Central RecHan'
ngrrxlfcr)?ls system WIST rats Gavage Single dose 0, 3, 30, 300 Yes TOX.—0165 4.2.1.3-6
(Modified Irwin)
Respirato RecHan' : .
systgm y WIST rats Gavage Single dose 0, 3, 30, 300 Yes 4.2.1.3-7

Alectinib Hydrochloride was used in all studies except in vitro vasomotion study with rat isolated aorta in which Alectinib was used.
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inhibition assay

lymphoma cell line KARPAS-299

2 hours post-treatment

phosphorylaion by alectinib

2.6.3.2 ZhhzZzREMHITHHER
£ 2.6.3.2-1 AhEEMFITHHER
Location in
Study Type Test System Test Method Key Results
CTD
ALK: ICsp = 1.9 nmol/L
ALK F1174L: ICs9 = 1.0 nmol/L
Enzyme inhibition Recombinant human ALK, mutated ALK R1275Q: ICso= 3.5 nmol/L
Invitro 42.1.1-1
assay ALK, and various kinases INSR: IC59= 550 nmol/L
KDR: ICso= 1400 nmol/L
Other 20 kinases: IC5¢ > 5000 nmol/L
Enzyme inhibition ALK C1156Y: ICs9 = 0.93 nmol/L
Recombinant human mutated ALK In vitro 42.1.1-2
assay ALK L1196M: ICs5y = 2.1 nmol/L
X-ray structure Interaction of alectinib in the ATP-
) Recombinant human ALK In vitro S 42.1.1-3
analysis binding site of ALK
NCI-H2228: IC5 = 12 nmol/L
Human non-small cell lung cancer | In vitro
Cell growth PC-9: IC5y = 400 nmol/L
cell lines NCI-H2228, PC-9, NCI- | 0, 1-1000 nmol/L 42.1.1-4
inhibition assay NCI-H1993: ICs, > 1000 nmol/L
H1993, and A549 120 hours post-treatment
A549: ICs¢ > 1000 nmol/L
) In vitro KARPAS-299: IC5y = 14 nmol/L
Cell growth Human  lymphoma cell lines
0, 1-1000 nmol/L SR: ICs¢ = 14 nmol/L 42.1.1-5
inhibition assay KARPAS-299, SR, and U-937
96 hours post-treatment U-937: IC59 > 1000 nmol/L
Human non-small cell lung cancer | In vitro
Cellular ALK Inhibition of cellular ALK
cell line NCI-H2228 and human | 0, 500, 2000 nmol/L 42.1.1-6

&AL
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& 2.6.3.2-1 MAZEMITLHER (o)
Location in
Study Type Test System Test Method Key Results
CTD
In vitro
Enzyme inhibition CH5468924-000
Recombinant human ALK CH5468924-000 (M-4, major 4.2.1.1-7
assay ALK: IC5o = 1.2 nmol/L
metabolite)
In vitro
Cell growth Human non-small cell lung cancer | 0, 1-1000 nmol/L of CH5468924- | CH5468924-000 42118
inhibition assay cell line NCI-H2228 000 (M-4, major metabolite) NCI-H2228: ICsy = 37 nmol/L o
120 hours post-treatment
Human non-small cell lung cancer | In vivo 0.8 mg/kg: TGI = 59%
Xenograft model ]
) cell line NCI-H2228 xenograft model | 0, 0.8, 4, 20 mg/kg/day, n =7 4 mg/kg: TGI = 129% 4.2.1.1-9
antitumor assay ] ) o )
in SCID mice 14-day repeated oral administration | 20 mg/kg: TGI= 137%
Human non-small cell lung cancer | In vivo 0.8 mg/kg: TGl =— 6%
Xenograft model . )
) cell line A549 xenograft model in | 0, 0.8, 4, 20 mg/kg/day, n="7 4 mg/kg: TGl =-2% 4.2.1.1-10
antitumor assay ) . )
SCID mice 14-day repeated oral administration | 20 mg/kg: TGI= 0%
Human anaplastic large-cell | In vivo
Xenograft model ) 6 mg/kg: TGl =94%
) lymphoma cell line KARPAS-299 | 0, 6,20 mg/kg/day, n=4 4.2.1.1-11
antitumor assay ) ) o 20 mg/kg: TGI = 119%
xenograft model in SCID mice 11-day repeated oral administration
) In vivo
Xenograft model Human neuroblastoma cell line NB-1 6 mg/kg: TGl = 63%
0, 6, 20 mg/kg/day,n=5 42.1.1-12

antitumor assay

xenograft model in SCID mice

11-day repeated oral administration

20 mg/kg: TGI = 104%
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& 2.6.3.2-1 MAZEMITLHER (o)
Location in
Study Type Test System Test Method Key Results
CTD

Human non-small cell lung cancer | In vivo Inhibition of intratumoral ALK
Intratumoral ALK ) )

cell line NCI-H2228 xenograft model | 0, 20 mg/kg/day, n =2 phosphorylation after treatment of | 4.2.1.1-13
inhibition assay

in SCID mice 4 hours post-dose alectinib

Mouse lymphocyte cell line Ba/F3 | In vivo
Xenograft model .

expressing EML4-ALK  L1196M | 0, 60 mg/kg/day, n="7 60 mg/kg: TGI = 123% 4.2.1.1-14

antitumor assay

xenograft model in SCID mice

7-day repeated oral administration
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2.6.3.3 EIRMFREHAER
& 2.6.3.3-1 BIRMFEEHER
Test Article: Alectinib
Conc. . Location in
Study Type Endpoint Result
(pmol/L) CTD

Binding assay 10 pmol/L Inhibition rate against binding of | [> 50% inhibition] BZD (peripheral), Dy, D,s, D3, M5, NK;, NK,, | 4.2.1.2-1

radiolabeled ligands to | 5-HT2g, 5-HTyc, 6 (non—selective), GR, UT, Ca”" channel (L,

receptors/transporters/channels dihydropyridine site) , Ca®" channel (L, diltiazem site) , Ca*"

(111 assays with 109 molecules) channel (L, verapamil site), CI" channel (GABA-gated),

transporter (NE, DA, 5-HT)

Enzyme  activity Enzyme activity inhibition rate | [> 50% inhibition] CaMK2a
assay (42 assays with 42 enzymes)
Receptor activity | 1, 10 umol/L Receptor activity change rate with | [> 50% changes] 5—-HTg (at 10 pmol/L only) 4.2.1.2-2
assay receptor—expressed cell lines (40

assays with 20 receptors)
Monoamine Monoamine uptake inhibition rate | [> 50% inhibition] NE, DA (at 1 pmol/L only)
uptake assay with rat brain synaptosomes (NE,

DA)
Monoamine 10 -1 Monoamine uptake ICsy values | [ICso values] 5S—-HT: 0.10 pmol/L (48.3 ng/mL), NE: 0.33 umol/L | 4.2.1.2-3
uptake assay pmol/L with rat brain synaptosomes (5— | (159.3 ng/mL), DA: 0.26 pmol/L (125.5 ng/mL)

HT, NE, DA)

All assays were performed in duplicate.

10 pumol/L = approx. 4826 ng/mL
NE: norepinephrine, DA: dopamine, 5-HT: serotonin.
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2.6.3.4 REMHEEHER
x 2.6.3.4-1 REMEERER
Test Article: Alectinib Hydrochloride or Alectinib
Study Type Treatment Species/ | Animals/ Dose Ngzgr/lrfin)ax Mzalr; '[;/[rjncﬁ))%h Major Effects Location
Duration | Test System | Group (mg/kg) M/F M/F In CTD
Cardiovascular system
hERG Invitro |HEK293 cells| n=5/conc. 0, 0.141, NA NA I1Cy0: 0.12 pmol/L (58 ng/mL) 42.1.3-1
expressing 0.246, 0.470 ICs¢: 0.45 pmol/L (217 ng/mL)
hERG umol/L
Preliminary Escalating- | Cynomolgus | 2/sex 0 - Not determined | Decrease in blood pressure at 20| 4.2.1.3-2
cardiovascular dose monkeys 20 605/832 9870/11100 and 60 mg/kg (approx. 10
system 60 574/816 11500/12600 | mmHg)
(telemetry)™®
Cardiovascular | Escalating- | Cynomolgus 4 M 0 BLQ Not determined | No effects on blood pressure, 42133
system dose monkeys 1.7 126/— ECG, body temperature and
(telemetry) 5 238/ heart rate
15 279/
(4h after
administration)
Ca’" Channel In vitro CHO cells | n=4/conc. 0, 0.189, NA NA ICy0: 0.203 umol/L (98 ng/mL) | 4.2.1.3-4
expressing 0.339, 0.764 ICs¢: 0.461 umol/L (222 ng/mL)
voltage-gated pmol/L
Cavl.2
channel
Vasomotion® In vitro Isolated rat | n=4/conc. 0,0.0160, NA NA I1Cy0: 0.0153 nmol/L (7.38 4.2.1.3-5
aorta (control, [0.0723, 0.247, ng/mL)
n=8) 0.860, 3.38 ICs0: 0.168 nmol/L (81.1
umol/L ng/mL)
Central nervous system
Modified Irwin | Single dose RecHan' Main: 0 BLQ Not determined | No effects on general condition | 4.2.1.3-6
test © WIST 6 M 3 171/- 2690/— and behavior
rats TK: 30 1250/— 22000/—
3iM 300 1770/ 31500/
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& 2.6.3.4-1 REMEEHER K

Test Article: Alectinib hydrochloride

Study Type Treatment Species/ | Animals/ Dose N(Izzr/lmcﬁax Me(iz f;/tr;%))-z& Major Effects Location
Duration | Test System | Group (mg/kg) In CTD
M/F M/F
Respiratory system

Respiratory Single dose | RccHan' &M 0 BLQ Not determined | No effects on respiratory rate, 4.2.1.3-7

system in WIST 3 171/- 2690/— tidal volume and minutes

conscious rat”* rats 30 1250/— 22000/— volume
300 1770/ 31500/—

Alectinib Hydrochloride was used in all studies except in vitro vasomotion study with rat isolated aorta in which Alectinib was used.
a) The vehicle was an aqueous solution of .% w/v SBECD and -mol/L hydrochloric acid.

b) TK data are cited from the 2-week monkey study (data of Day 1).
c) The vehicle was an aqueous solution of .w/V%HPCD, mol/L methanesulfonic acid and - mol/L hydrochloric acid.
d) TK measurements were performed only at 4 and 24 hours post—dose.

¢) TK data are cited from the study of central nervous system (modified Irwin’s test).

f) Test article used was Alectinib.

—: Not done; NA:Not applicable; BLQ: Below the lower limit of quantification
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