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& EE BREAD (RFE BREENES (BAREE)
ALK anaplastic lymphoma kinase KbV N EX—E8
ALP alkaline phosphatase TIVHVIRAT 7 X —F
ALT alanine aminotransferase TI3=VT ) R T AT 2T —E
ANCOVA analysis of covariance AT
ANOVA analysis of variance SR
AST aspartate aminotransferase TANTGX VBT I ) VT VAT 2T —
¥
ATP adenosine triphosphate TTF )= VR
AUC area under the concentration vs. time ¥ 5-0WF[H 2> & B[R K EERE] £ TORE - IF
curve from zero to infinity ik ANy
AUC(t1-t2) area under the concentration vs. time  |#5-t1F[E# 0> D tolE 1% £ TORE - I

curve from time t1 to to

A BtH R T T AR

AUC (O'tlast)

area under the concentration vs. time
curve from time zero to the last data
point

P G-ORFA] 70> & fie i A B I BERF AR TR
JE - W] b TR

BCRP breast cancer resistance protein FLpEMmE 2 > R

BDNF brain-derived growth factor JIbd H AR S 2 (K] -

BSEP bile salt export pump REF R PR AR o

CI confidence interval (EEEES

CL total body clearance of drug BHIVT T A

CLIA Clinical Laboratory Improvement b NES R G E

Amendments CRENEABUM 2N EMRE S U THIE L 72 iR

PRAR AT 28 0D 1 B A B L VEE)

Crax maximum observed concentration R

CR complete response SERER)

CV% coefficient of variation IR

CcYyp cytochrome P450 F ~ 7 v —AP450

DLT dose limiting toxicity FH & HIBREEE

ECG electrocardiogram INCES

ECOG Eastern Cooperative Oncology Group K E W I R R R 7 —

ECOG PS ECOG-performance status ECOGNT7 —~v  ARAT—H R

FDA Food and Drug Administration KER S EIEL R

FISH fluorescence in situ hybridization W¥in situ~A TV XA B—T 3>

FOB functional observational battery FEREBL R AR Tm

GGT gamma-glutamyl transferase yITNEINKNT AT 2T —F

h hour(s) IRF [

hERG human ether-a-go-go related gene t M AEEMERGEIEREGE U U AT b R
VIR T

ICso half maximal inhibitory concentration |50%BH =&

INN international nonproprietary name [E B — %4 TR

INRC International Neuroblastoma Response |[E|B A% 2 JE 200 5] & HH 1

Criteria
JAN Japanese accepted names F AR = 3 0 — i 44 PR
Az apparent terminal rate constant, TERINZ T D BT O IREE E L

calculated from the slope of a log-linear
regression of the unweighted data
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B&EE BREENED (REE BEENES (BAXEE)

considering the last concentration-time
points > LLOQ

LC-MS/MS liquid chromatography-tandem mass FEHEIR s a~ N7 T 7 40— 2T LE
spectrometry BT

LDH lactate dehydrogenase FLER K FEBESR

MATE multidrug and toxin extrusion %475 EPEH

MDR1 multiple drug resistance transporter ZHNM g s 2 o Xy
protein

MedDRA Medical Dictionary for Regulatory ICH[EBE = s
Activities

MPRIP myosin phosphatase Rho interacting
protein

MTD maximum tolerated dose e KR &

NGF nerve growth factor PR R R

NGS next generation sequencing W~ 7

NT-3 neurotrophin-3 Za—Bm har (-3

NTRK neurotrophic tyrosine receptor kinase  |[fHfRRER T 1 F S —EBZEK

OAT organic anion transporter FHT =4 T U AR—H—

OATP organic anion transporting polypeptide |HHE7 =4 kR ) X7 F R

OCT organic cation transporter BT A N T AR—H—

0s overall survival A

PD progressive disease HEAT

PFS progression free survival LS A A I

P-gp P-glycoprotein P-WES Ry

pH negative logarithm of the hydrogen ion |[/K3 1 7 L EEEFEHL
concentration

PR partial response R

QoL quality of life AEIEDE

QRS QRS complex in ECG LR OQRSHEE

QTec corrected QT interval FHIEQT IR

QTcF QT interval corrected by Fridericia's HIEQTMME (Fridericiaik)
formula

RANO Response Assessment in Neuro-
Oncology

RECIST Response Evaluation Criteria in Solid T2 D3 A DIRTEZN R E D T2 D D HF 7 A
Tumors FZ7 A

RT-PCR reverse transcription polymerase chain |[if#zE R U A Z —-B ik
reaction

SD stable disease e

ti2 terminal half-life FERIBIZ I 1T D 1H I P

tmax time to reach maximum concentration |z & ik 2 2 RFH

TNK tyrosine kinase non receptor =T R —E

TRK tropomyosin receptor kinase R I A UZFRT T8

Vs volume of distribution at steady state  |ZEHFIKAEIZI 1T D oA A G
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TrA NIy B (4 Ta s F=TREE) 1%, Kk[ELoxo Oncologyfl: (UL, Loxofl)
RSN, FarRI AV UZH KRR —F (TRK) ([T 2ERTHY . LIS D
X —BOMRFLENRET 5 L D IR I TVD,
TRKIX, AR T 7 7 IV —CThHhLHMREREBR T LHEETHZLICLY, MlaNIcy 7L ais
L, MM O R OCAEFMER . AR ORBLICED > T s, TRKA, TRKBAX WY
TRKC# v VB uEnZia— R T HMRER T —E2/K (NTRK) &5+
NTRKI1, NTRK2, NTRK3 LthO@ELTORMENEZ 5 &, TRKEG Z /X7 BRAT., HEH
IZTRKF T —FB RO T D > 7 F AREERR B ST ML S v, TEEEAIIE O s 58 K OVEAFAE R AMIE e
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774F7y7b®%r%%i\Mmﬁpi@%MiﬂE%%éﬂ\%N@Kwaﬁk®%ﬁ
BAFE & 720 . 20194 1Z BayertE23 B - IRGEICBEIT 2050072 7 4 & AMEE BUS L T2,
20144F L 0 | KRENCEW T, 18 EOMATEIER EE 2 x5 & Lcipsh e 1 HEE GUR
20288) 23BA4A AL, HEGIREME (DLT) | &KRmAE (MTD) | 87225 5RO 72 0 O HE
LR &, WK B K OCPUEE RS RF Sz, D%, 201X, Uy A h Ty v
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3R L U ORRETS LT,
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Vitality (7%7/7) +TRK (ff#)% 7 —%)

2. —f&%&
(M #% (&%)
Sn kL F=ThEE (JAN)
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) AFNOAB I TV DRIREUIRFIT [ NTRK A BB TBIEOMT - BROBHE] . ARSI T
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A, AFBER T 7 2RREE BIZRD LD o T,
X IREERGH EX=0) <X HplE
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i35, Fi-. KFNOFEYBRE K OPUERE R 2 57 5,
AR T VA 2 | skt FEEMR. FERI, 85 T FERR
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NTRK & B s Bttt o EmrE g S HE SN b o
(3) 18mLlE
(4) ECOG PS7230, 1XiX2THYV, 35 AL EOEGERHIFHFTZLHH D
TR BRANEAE | (D) AFI O 5B ba a0 208 M AN TR U PR A OB 52 = 1 7= b O
(2) ARA O GERERTAEFLUNIC K IR EZZ 07250
(3) RZEiE 7o XA R T S SU T 5 b D
(4) BERIRPICER D & HIEEMED LIMEREEEZ AT 25 O XUIARA O 554k
A6 % A UNICODHEEORBEAZHET 5200, LDHIEDH D (480msecs
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e MTDXVWIERWAE) 2#&5 L7,
B 5
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RECIST Ver.1.1 XIZRANOIZE S < B E(LERCHEIZ L 2 R BRA %)
P SONEE S0 ESONE So b1l
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TRN1H (7.7%) . NTRK @& &8s 1 IEEERE62 6] Tik, PR 1M
(1.6%) *. SD2 1561 (24.2%) . PD»341%1 (66.1%) K O_—R T A
% OFAM DR E M SUIA 256 (8.1%) ThoTo,
R—=R2A T A VRHZHE RN A ZH L, N—R T A U1k OIEEFM 31T
TBF BT 2B RIL,. NTRK @& 8 sF MR TIrx83.3% (10/1241)
(95%CI : 52~98) . NTRK @& 85 1 IEGMERE TIE1.9% (1/5441)
(95%CI : 0~10) ThH -7,
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CRXIIPRAFE LT- NTRK BhA B FIHIERE 106 B 1T 5 220 Hi1E. 6
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TFEMED 0176 (22.7%) M OVELLSH] (20.0%) STHO ., &b <A
b= L— R3XITADORWERIZZ 4l (5.3%) ThH-o1-, AFNIOHEL
BITERH ORBLRICEEITE D T, NTRK @81 BMERE & NTRK ft
BB TIEGIERE T, BHEHORBRILFEE CTH 7=, EEREER L5
(6.7%) TIRD SN PR, ALTHIIN, ASTHIN, %, W R EE &L
O MK F] o BHERIC K2 TITRBD biZenoTz, HEFILICE -2
TERNZ3H] (4.0%) TRH O [T I 75—, BEREE, UV —F
HIME O 1R T (EEHY) 1,

¥ EEINE K ERNS.8H A LN D, HgT —F 777 MIEAbDLE
2 bz,

) AHOKR STV DR UL EIE [ NTRK e 85 T- B OMEIT - BIROBERE] . ARSI TS
EROHAET MEE. FAIZIe FLs7F=7L LT1H100mgZx 12RO #F 545, k. BEDRE
Wk VEERET S, @E. NI b F =78 LT1E100mg/m2 ((AFEFE) Z1H 208 0#&%5
T2%, 72720, 1EI100mgZE B2\ &, 2B, BEOREIZIVEERET D, | THD,

2) EffERSE I /0485888 (5(8%20290 : SCOUTEKER) ©
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AARENOI, BARNEZE CORRIORZEIEZ RET 27008 1/ A— 2 E L
72
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ENTWVDELFOIEICE Y., NTRKI. NTRK2 XIINTRKS3 &8s+
DMFETE S U7 R T T XSS B IR O & D
(2) FEHE K OERRIR N LR R A Z T -2 bbb D, HH WL
O 7o TR IR IC AR M 7 W XU ERIRIZE R O B 5 2 R 215 51 5 Al HE
PEDME EIRBRERERTIC X D Hr S = b o
(3) RECIST Ver.1.1 CEHZ I NT-MEAREREE — 2L LEFTLHO
(4) ECOG PS (16l EEFE) B3 TFTDH D Xt Lansky D/ 7 4 —~
AAT—H A (16RO BE) 2840, Lo b o, £7-. RANO TR &
Tz AR R RS EIS 2 A L. Karnofsky (165% L0 E D BEFE) XX
Lansky (16AliiDEE) O/RT 4 —~ U ARXAT—Z ANE0LL LD H D
(B) o 7rlEatkRE A A7 5 BE
FE e bRAEYE | (1) AAI O£ 5-BALART2E R LLN SULATERE O F R O 565 LN DO W o X
VAN, IRBREE OB UIPURERIEZ 2T, BIRMICERO & 25 7
P BEE L TWH RN O
(2) TRKZHER &L LizFu s Fh—PER MRREIIEHREK) oks
HIZIRBHEIT RO N2 R b0, L., o 5HMN28H
K TH Y, BEMENLDOUIFERRBO b oF 5 hIkcE -2 b
DI, MHAEANT I
B) JEEMIIALERMEEEHET L0, (WEFEEOMEREEZET S
D B O ARE R T IS 2 3 5 & OIS AL T I )
(4) AKFNOHNEFTMEZHIRTDBZNDH 5 2 b o —/L AR R g &
FRL VWD b0, 7220, FESEH. IEXIIEED EERNE, RIEMH
et . BRIBHAD ISR, B8 o LI TR EREEDO L O
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H D




V. aRICEAY 5EHE

OB SOk | s &
AF1100mg 1 H 2[EI#% 1 £ 5-
BeGHm

21T (RECIST Ver.1.1 XiZRANOIZ L VEHMiL 7= b D) | FFAETE RN
FPEDORI, BEICL AFEMESUITET 5 £ T, AFIOFKE &k LT,
P E TR

BRRHICER D B D A EFL 2RO BT, BE (V1 — F1XIR—2R
TA DT L —FR) &RIANTEREARB £ TAAZFH¢5Z & & L,
HEFRIAEERICL DERMDEIE LI-RER T, YZFRBAH & B
WL S NS A IR, BE PRI R U R TREERL LY
NP DY

YRR UIEEOFEERPAROK G &L BEED D Ll S 56
i, FRICKE> CHERS T2 L,

L iG]

WIEOWE | 77 AOBREIET5mg % 1 H 2R LA D54 1%3.8mL
%1 H 2[a)*2
26 B D& | A DOBEA1E50mgA 1 H 2] ULiEA OSE132.5mL
%1 H 2[E]*2
3ETH DR | 5k

F1E 124 BEILL E OB Gk 2 LB L T 558 13RKRBEN LA T D2 & &
L7z, 7272 L. @FEICABNZ XD ED58D SN EBRE IOV TiE, 165
KHEEOARE XS BT, 4 AR EoRGHlr 2 mlgE & Lz,
XK1 RBETRROONTZEETH - TH, AAOFRGHGELEIROICERATH S L 1Rk
EATLEMAHIE U, IRRAKEE DR Gk 2 KR L5 E, AROBG2kicE 5
N DY iR
X2 RE20mg/mLOAFNEH OF 581, WUEFAL TO.1mLOKT &£ 5, 3.75mL 1H 2[R
PEID B TCTHNIHERE I, 3.8mL1A2 MAEHRETLZ L,

aF fli H H

HEE -

- FEEHEEA -
RECIST Ver.1.1 X {ZRANOIZ H-3 <SSR E I L 2 FhH% (MiEm
fiRHTIE H )

- BIGEHEE A -
RECIST Ver.1.1 X {ZRANOIZ K3 < JRBRE L ERTHI EIC £ B Boh*, &
ZHARI™, R o v b o — L AT IR (PFS) *, 47 HIM
(0S)

- BRRAFEEIEE
ATEOE (QoL) K OMERS MO NR—RT A b D2k

et HFEES, BERRE %

X MRS IVIRIT, BRI O 528 H LIEICIT b= Bl & 0 e L7, Mg
TIX, A7 V== T, YA 7 NVI2F TOBEBY A 7 AL TR O A 7 V13LIREIE
3V A7 N Iz, BN ESKRA (CT. MRI, CT/PET) % %HE L7,

fie AT 5 ik

T RRBRORBRT A L3S A FRBRE TR LCB D . BRI BLE Le T
PN RS FUATIES & | BRI AR, TRl ik & R AR R O
R b LSRR S T & & L,

k= MI~TIE, TEORDHESI0%UT) 2RIEER.  [HO%EDHR
B0% L) &AL L L, BRI E80%, AR EAREE10%L L
Simonlc J 5 2B ORGET YA LAZHESE | TR ENEKISH (H1EHEC
TH, F2BBETIIN) FOEMARS DL L Lz, $7, 2dk— FSRUIIC
RRR2EAEMAAND T & & Lz, 0%, BRIERUHMES S 523

flid 570, ak— F1~8ITIIHK1I8F 2B THAAND Z & ZAREL L
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7o F2BEFEIZIBWTI8HILL EFHA AL DAL, ZZhEIs4BILL LSS IRk
TERNFEA SIS & LT,

- BFEGFHHEE Th 5 A MM ERIICB T 2B E, KRaks—FTE
fEZ L) ORMFE (RIEVFATIEE) 1. SHEEE & Clopper-Pearsonik
ZHWTCIZRHH L=,

c BIRGHEIE H CTh 5 =220, PFSKTNOSIL, Greenwood D /AT % H VT
B L2 RAEDOEM5%CIE & b2, Kaplan-Meierik % W TRk A
B L, £7-. BeEE U, EORTC QLQ-C30 & ('EQ-5D-5L 04 % =
T RONR—=RA T A 296 OELITFIRINCERN T2 2 & BNFEANZFHE ST
Wiz,

A

FE R A B
- 5% (RECIST Ver.1.112 53 < MST AR E . M EEAOREHT RS 5)
HNPEMEAT R 11661 1 ARNZEEAMHIE 23T AL 7= 896112 3 1T 5 Z=5h i
65.2% (58/89f5) (80%CI : 57.9~71.9) Th -7, Wﬁf@/\fﬁ%i CR
231561 (16.9%) . PRAY43#%1 (48.3%) . SDA 1541 (16.9%) . PDA3114
(12.4%) . FHBARENSH] (5.6%) TdH -7,
1) CRO 1S LIS FHIYALE & 52 S CRASHER. S LT,
¥ . NTRK @h&E G105 S 7= BRSO CLIARRGERS O F A RfEGR CTh - 7=

O (mFR—19) 26 (FREEKOEE) 28T, Fio, R R EE
(aAR—F7) FEER,

Wi ST TRE I Ao

FE/ N B 7/9 77.8 (51.0, 93.9)
PR s 13/19 68.4 (51.1, 82.5) 2
P 15/19 78.9 (62.2, 90.5) a
i B 1L e 3/8 37.5 (14.7. 65.5)
WEE TR e 14/16 87.5 (70.0. 96.6)
JiERER ) 0/2 op

FRAR AR R R TS NE I 1/7 14.3¢ (1.5, 45.3)
LG 6/14 42.9 (24.3, 63.1)

a : MEERIMEATRR b @ BEREERDDETH -7z /2, CHFER L TH 2N
¢ : RANOIZHES < TRBRFARERAHIEIC L 22508 d : hofEE (24— 18)

Rl R EEATG 1 H

< ZZ IR (RECIST Ver. 1.1 55 < Jh ST 2] E)
FNERFMHEE 23T oAU 7= 89 i . FE5h 338 B V7= 586 351 5 Z22h i
O RAEIF27.6 5 H (95%CI : 21.6~HEEREE) ThH o7,

- PFS (RECIST Ver.1.1 XIZRANOIZ 55 < 1GBRE AR E R E)
AT 11661IZ 31T HPFSOH Hi1323.36 v A (95%CI : 9.23~#

RHe) THo7-, Inverse Kaplan-MeieriE|(Z L U #EE L 7= PFS O £ ]

O JLfEIE, 13.831 H (95%CI : 11.07~19.25) T ->7=,

- 0S
BT 116611281 5 0S D B 1T HEE REETH - 72 (95%CI :
33.41~HEEARHE) , Inverse Kaplan-Meierik(Z K Y HEE L 7-OSOE £ HAMH
OHFRAEIL, 15.01% A (95%CI : 11.96~17.91) TH 7=,

fiqe s

ZAREVEMATEER 1166199561 (81.9%) IZEIERMNE D Hiv, 7 L— K3
4D EIWER X126 (10.3%) THo7-, EREMERIZ. FEHED F 3241
(27.6%) . ALTHIIN314 (26.7%) . ASTHIIN27H] (23.83%) . I 572245
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(19.0%) . REBEM14%5] (12.1%) . FHAFHLI3H (11.2%) . [ER 124
(10.3%) K OMEL126] (10.83%) ZEETHY, kb L<AHbN=7 1L — R3X
1X4DEIWERIFALTEEINSH] (4.83%) THho Tz,

HEEZRIERIZ4H] (3.4%) TRD O [FH, o, M@k, FF2E. I
fata s, WEUE, ALTHIMNE OASTHMN &16] (EEHV) 1 . BHWEHIZ X
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21 LA F O NTRK A BBt OHEFT « HR OB BE 2 %512, AH

DA NI O 2 % S 5,
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*F G | 21 LA FOMELT - R OB ESE  8861* (9B, NTRK @& BG5S
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B, FERPEIR)
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MAANBRE 0l (F—FHy M4 THN)
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- HEIT XUIBEFIR IS RIS CTH 0 | FEHERE I TARIERORIE B FIE L2 W
HPEES &2l S, DO NTRK A& a0 R SN TW b E%0H
YESOEN

RBRETEMIC L Y AR EEUIFRICIIANE & 87 5 I SO
ZET D LM S RPTEI TR RN IE S AT 5 b O

5 LML R S— b - BRI 2. NTRK B A B Iin R S iz

BN AT 550

FIH N— R LFOWT O REEZGW 2T 6 D

- ST T U TSR A 1 O FLIRRRHERIEZ A L, A Z L1081 H IR
THAEKORLL EoILIE, L, BBREEEMICE Y, AR TIERIC
I 217 O TN SUIREOIbr &2 B9~ 5 Ll S iz R pmE T o FLIR
BMHERAEZ AT D LD

C R, T SUIBEFEIRIRICARIS TH 0 . AEAERE IR B 25 L
DMFAE L7 W R FTES TR U < 138 2 £ 5 BT T PR R R RS
JEEA2A L, »ONTRK BiEB 5 TR INTRBY*, A 7 11d
H1IHE S CTAEBZOE L L2LED H O

o NV R AL 2o AR O S & 2 S, O NTRK B OB G153
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MERR SN TV 21 L LD BEIC OV T, i RSB O 1R S T-1E
Al S IBBRIKIEE O R FHMEN Wk L, HAANZHRETLTH Xy (B
[ PR S— b2 ETe)
(2) WA R IFUR IS X IMEE R 2 A9 5 B I I UL T O A= 2 &
- R AALETT H OB FRIR AR RN LZE L TV | MRRFIICEZE
LTWD s s b D
< FHAAFURTT B AP AR R RSB IR IR LS D 72D D AT 1 A RHID
HWEZELTWHWARNED
HIUAH S— DI B 7 V1O H 28 H LANIC Bifg A 23 F2hE S
TWDHD, A7 REIZLEL L TWDLEAIT. BIBBRAEERTOT
HREL EROESBRER T —EHE TR SN TS Z &
(3)  FIEIRZ IR ST 3 R | TR DS MR IS HERR S = b D
(4) %ﬁT WFHERREREE AT 55D
% 1 fH/3— b : RECIST. RANOUZINRCIZ S < 3EAM Al RE LM &
Tﬁ%%%ﬁ?é%@
- FHIMAH/X— b : RECIST, RANOFINRCIZH S < HIEFHERZE 21D
YL AT 2 B XX R G2 A2 b0
(5) Karnofsky (165%LL EDHEF) XitLansky (1647 OEE) O/ 7 &
— U ART—H ANB0LL LD H D
6) +o7eFsRE R OB e 2 BT DB
# : OR[E CLIA D FRFE S o [RIER D RRGEE 2 32 U I AR B C H WIICE i S T o 50
ATIEE W CNTRE G BRI HER STV D b o, FLIERRKERINE, o RIMEMBEE

B ST LR W DA 1%, FISH# L < IZRT-PCRIC X Y ETVE B AR S 1
TWB 72, XUENGSIZ L Y NTRK B8 BIGF RSN TWD H 0,

E7p bR ALY

1) VA7 NV1IOE1IARII4H NI KFii 2% 07260

(2) FERMNCE R RIEEMEO D ERE I A 7 V10816 HLINIZ
D ZEDIRIEDOH D H O, DIFENFHE L TWA b0, IQTehDiEE
(480msitB) NRH BN TWVBHH D

B = b= A REOESHMEOEFHME. VA VA TIERHBYES AT
HHD

(4) TR BIEERE ST ORI A2 5.2 52 OMOEEBRE AT HH0

(5) PRAHTTRE & L 7= 38K LIS D38 /) 72 CYPSA4APH E A STk 4 248 F L T
5HH D

6) HEUHNR—FDH : =X N7 F=T %5 e, BARIIHIEF OTRKA
L LT a v o3 —FBREANC L DBFERPICETHAREDO N O

OB T ik

Ak - &
s aks— b1 (5 1A EWE S— b)) : AAI9.6~55.0mg/m2 1 H 2[A]
c ak— b2 (5 ARSI S— R11#1)  : A#FI17.3~120.0mg/m?2 1 H 2[H]
« ak— 3 (5 TFIA R S— hofl, 5 T ALK S— R 14, 55 T FH/ S—
5061, FF73%1) : AFI100mg/m2 1 H2[E (FxKk100mg 1 H 2[H])
B G-I
JREELT, FFRTERVWEN, ITOMmOFIEEEANA SN D TR &
ke L7,
RMICERO H 5 ERRZ BB U546 0 BRI AL YE
7 L— K/ NE F ER i
7L — R3NIF4ADFEERESG, | 71— F1XFERN— AT A ORREIZ[H]
HLLIER—RATA VR | BT DHE T, mKR28HBKRIET S,

Lﬁﬂﬂui®i‘°:b%h < KH L BE R LoGEIE, FHETER
TWiess /\*27/{ | BEEET S,
Eﬂ&v— meh - AFEBEDH Y OLEIE. BHET D,




aE(CE I HIEE

AF Al HOH

A
% TAH/S— b
F AR S— b
- LEGHBERE -

RECIST Ver.1.1 X IZRANOIZ 55 < ST 3 B I & 5 Zmhae*
- BIREEHmEE -

ZRhWIM*, PFS*, OS %
PR IR IE B

QoL K MRS DS —A T A L6 DZAL.
Lzl AERERR, WRRE % OF T/ — hOEERHREE)
e MBS VRIE . BAIOZEN A2 528 H LRI AT DL 2 BB A & 0 fEE L7z,

fg Mt 7 15| - FANCHE Lo o RIS & B Fk, Ak, 2tk
AT L& LT,
C FRFIX, RHEEE NCCIZ R L,
M. PFS MK '0OS X Greenwood D AR Z W THEHH L7-H Rkl
95%CIE & 412, Kaplan-Meieri: % W CREIRAIZERI LT,
<R, A BASFH. PedsQLOK A 2T HWR—RA T A b DAL
SRR 5 2 & N HERTIZEHE S LT,
7 R | AEE

TR E B
%)‘jji‘ (RECIST Ver.1.11C 53 < JhA7 2 FAfhH E)
B N— N THRIMEMATER & U7- NTRK @4 s B BeE 3661 2k
(7 5RECIST Ver.1.11Z 35 < MSZEFMHIE 1T K 5 20 31388.9% (32/36
)  (95%CI : 73.9~96.9) Th-o7-., EHR A EIL. CR 84
(22.2%) . PRA324f1 (66.7%) . SD233f (8.3%) . PD1f] (2.8%)
Thol-,
E) PRO2445 114451 o OSSD 0 3451 th 1534 EHHOALTE % 52 i B2 CRASHERR S 7=,
X R CRIF IR IS LB E 2R,

S ST T RE I Ao
LA P 22/22 100.0 (84.6~100.0)
IS 1A i 8/11 72.7 (39.0~94.0)
HRRR AR R R A M 3/8 37.5 (8.5~75.5) a
B A i 1/1 100.0P
SERVEMZEIFE IE 1/1 100.0P
TP R E 0/1 0P

a : RANOIZH3 < IBRE(TERHEIC L 5 F 5%
b BERBEBN D TH o720, CLUIFERLTWHARN

RIR EF A H

- 0 IR (RECIST Ver.1.102 35 < Sz 244 )
WA S— b THRMERATEER & L7 NTRK @S &G TR E 365D 5
B, BRI32BZ I 1T D AW Ot JE I HEE ANEE (95%CT @ 9.5~HEE
REE) ThHoTz,

- PFS (RECIST Ver.1.1 XIZRANOIZ 55 < 1ABR BT E AT E)
NTRK @& BB RETFIICBNT, T—F 0 v A4 75 T654
(82%) NHTHLYIV L7e v | PFSOHFRAEIFHEERE CTH o7z (FiPH @ 1.1~
35.8% A) . Inverse Kaplan-Meieri£I(Z £ 0 & U 72 B2 W[ o H o fil 1%
109% H CTH o7z, MEEAFRIT, 65 AR TII% (95%CI : 84~
98) . 125 AEKEET77% (95%CI : 64~89) Th 7=,




V. aRICEAY 5EHE

- 0S
NTRK fl &8s BB IERFETIRICB T, T—F b v b4 7R T764
(96%) MEFOT-HIZHTHEID L7020 OSOHTRIEIZHEERE TH - 72
(#PH : 1.8~38.6 % H) ., Inverse Kaplan-Meieri%(Z L 0 #E7E L 7= 8152
WOHRIAEIZ12.99 H Thoto, RAFFRIL, 125 AREERTI4% (95%CI :
87~100) Th -7z,

XK AR IR I E A,

et
ZEARVERRNTEMI8SHI 626 (70.5%) IZEIMEHNRD Hiv, 7 L— K3Xii4
OEIERIZ1I7TH (19.83%) Th - 7=, EREI1EMIZ. ALT #0304
(34.1%) . AST#EIN25%1 (28.4%) . 4FHFEREGEA 176 (19.3%) . HiiL
EREOR 1361 (14.8%) K OEIM116] (12.5%) ZETHY ., 7L — R3Xid4
Tt d £ < A O NTRIERIZAFFERBOED 861 (9.1%) ThHoto, iz, K
%nwm@m(ttbmm@%ﬁz@w)%um@&u&%tt:T~b3
DT3FNTF T, BIVER L4806 (65.8%) Tidd bz, EREIMERIX
ALT%@MZQWJ(301%)\ ASTHEIM174] (23.3%) \ﬁ?¢£k@ﬁi916@
(21.9%) . EIMEREA 104 (13.7%) . & Mofl (12.3%) . HE.0 8
(11.0%) . MmHALPHINTH] (9.6%) . HEF7H] (9.6%) % Th-7-, 88
B, EEZBIERIZ6H (6.8%) TRO LT (M. BEAHEREAD . M
PR, @ik, @ U o AMmEE, KT R U U AIMGE, 2SR 2 O
B (EEHY) ], BEDIICES-RIEMIZ2H (2.3%) THRH LT
[ALTHEN, Bl K O ERE A & 16 (EEH V) 1 . BWERIC X 558
tﬁ%@%ﬂﬁﬂoﬁo

) A OERENTODEEETR R [ NTRK BB ETBEOHET - HREOEBE] . KRS TVD
/£&Uﬂ%g;i LGEs ., Al :Ic7l:1 M7 F=7¢ LT1EI100mg% 1 A2 05425, 2k, BEORE

CEVWEEREET D, @E. NNRIZETe L7 F =7 L L C1E100me/m?2 (RFEFE) %1020 Q%5
#50 =77 L. 1|E|100mg%iﬁﬁ717‘xu\: Lo B, BEOREICEYEERET S, | THD,

2) REMAER
MM ER L

®

~

BE - HREAIHER
DR L

(6) AERIFEA
1){@%&%%@ (—F&{Eﬁim%ﬁiﬂﬁ ##Eﬁﬁim%ﬁéﬁﬁ FERARELLERAE) .

a) %mfﬁﬁﬁﬁknﬁapﬁﬂﬁ (%Bmtlﬂ)
AHND P G- SNTIEF A2 PRI, BAEEBTICHT D, KRB0 A% MR
RERSE
B, REREREEICOWTIIARNE L SN/ NLUBEE I TRETT 2,

b) NTRK @A B FBEMED D B 26t G & U= B iTe 4 BRI sk B [ 260 5% 3 (7145 1140
Bk 5R20289 (NAVIGATERER) 1 (BUERFEAR A L0 RERFGEZ KRR E L

Chikioe)
NTRK e B iaFBEOEITHEER R 2 AT o BE 25 L L. AR, Lalt
M OREMEZ Rl %,



V. aRICEAY 5EHE

c) MELTMEETZ AR TR I M P AR R R I 2 A9 5/ N E x5 L U= RS IRGE R IR
B [ ZhERILFES 1/ FERER - 385820290 (SCOUTHER) ] (HhEAkTEAZR A L v Hl
IR ERER aRER & L CHikse)

AT VE SRS SR FEME PR R 2 A 2/ NERBE 25 L L, ARIOF DM

Ha /N

LV OB 25 5,

DEARBFHELTERTFENDAEX IR L-HAE - HEBROBE
RS - ENTOBRBIEF B D TIRONTWD Z &b, BIERER, —ERDRERFI
RO T =2 DRERMIND £ TOMIE, REGZ 6 QIR A 2 T 2 2
2R AAIOHEAEFEOEZIEREAET D & & bic, AROLEERTH

IVEICBE S 27 —Z 2 B WNCIEE L, AR OB IEFHICHEREEZH LD Z &,
it T E ORER - RrE R (EpEEE)  (SERET)

KA DG SIEGI 26 RIS, BAERTICET 5, AHOL
T2,

BB, KEFEERFIZOWVTUIARAN K G S I/NEEEICTHRET 5,

VR DN A 2 & AR

(7) Z Ot
LR L



VI. EMEEICET HIER

1. EEZPICEAEH HILEMXITILEYEE

X ML IF=T

HE  BEO®H 2{LAEMONEE XITNRE L, OB FRLEZZRTLH L,
2. FEEEAR

(1) YRR - YERMERF

7u b7 F=71%, NIRK &la+na—KT25 haRIt v g/ Exr—8 (TRK) 77
V=R OFrv o f—RicHT 2MEMERZGT 2By ke ThD, 7r b L
7 F =71, TRK@EG % o7 0V Uik zEL, TIOY 7T UBiES -0 U gk &2
EFDH LIV EEEMEMEER AT TEEX LN TWD,

TRK@EIVINTE
(UHRIHREZHICTENEAL)

SOkLIF=IIE, BENICEELELE
TRKRS Y VINOBDY VE{EZRREI DT &LICKD
TROY IF I CERBZEBRET B,

PIBKZ T3
CERREE

IES i DIETE - £77



VI. EMEEICET HIER

() FEHEZEFF T+ HABRAE
1) In vitro FE&
ADTRKA. TRKBREUTRKCIZ® 9 ESERFMES
t RTRKA, TRKB}X O'TRKCIZXf3 % 7 1 kL 7 F =7 OfE & B it % LanthaScreen™ Eu
Kinase Binding® £ (Invitrogen) ZHWTHIE L7 & Z A, ICsoffliXZEIZ411.5, 5.3%
U6.4nMTh - 72,

TRKA. TRKBRUTRKCIZX{9 &S|t

X —YhEE ICs0 (nM) n
TRKA 11.5£7.0 71
TRKB 5.3+2.6 72
TRKC 6.4*t3.6 67
SR fE R =
(RABR 5 1%

ERF VU T EOT 2T e FTRKA, TRKBX O'TRKCH+—F KA1 > (ZnEF15, 10} T5nM)
Fou kL rF=T7 wHEEENL—Y—, WL F AP AF PV UPFIRE R —a BT AEH A S L
T RTEY L HZ22CTE0N WA ¥ 2 _—3 g L, TRKFF—F FA A DATPHEA S HOEFE A
FL—P—NEETHZ EICLVRETIEEHE XL X (FRET) 7 ) /L% PerkinElmer~ /L5
E— RS L— M) —F—THE LT,

@TRKA, TRKB, TRKCEUMEEEHRTRKABAMAIZHE T2 1) VELEAEHERY
MR T v EAI2BWWT, 912 N7 F=7 138 AEMTRKA, TRKBX OTRKCD U (%
FLE L. ZOICsoEIZENENI.8, 25K 121.5nMTh -7,

E70, EWEEEHUTRKA [b h NTRKI BT OF250E 707U v KA (1g2) & X4
SE-TRKAZAER : ATRKA] O AT Y Vb2 % L, € DICff1%6.4nMTH > 72,

TRKA. TRKBE UTRKCHi INIZATRKAIZx 3 5 1) VESLIAE/EA

I —EHEHE ICs0 (nM)
TRKA 9.8
TRKB 25
TRKC 21.5
ATRKA (8% #97ETERY) 6.4
(FkiR 515 ]

FAMTRKA, TRKBKE OTRKCIZKT5 T 0 b F=TD Y VBLBBEEM : Fv A =— XL A X =]
¥ (CHO-K1) Hifaiz., v RNTRKI (TRKA) . NTRK?2 (TRKB) . XiINTRK3 (TRKC) EizFaEAL
TS HR%, 0 b7 F=7 2RI LENENNGF, BDNFXUINT-3IC L Vil L=, U vk v
U8 [V (p) TRKA, pTRKBXK O'pTRKC] (3EEH#E AW mERE (ELISA) L v E&LL,
U b DBLEEMRIZT 0 b L7 F = 7 I E S REFIC T A FRME TR LT,

ATRRAIZHT AT b7 F=7 DALY VELILEER : 1g2%8n T XIS/t N NTRKI #5145 %
ERNCNIH-3T3#MMIE (= 7 AFEHESAMIIER) 1T A L 72delta-Ig2-TRKA NIH-3T3#Ilakk Z 4 32 L T ET L7,



VI. EMEEICET HIER

QNTRK1 B EFEAMIZEH 1T HTRKA, AKTRUERK!Y VER{LIEE/ER 10
i BE N DR AL SN A v 7 L— Al G #E{s T T D MPRIP-NTRK1 O@lG % X378
RIP-TRKAIZX T 271 FL 7 F=TDEMEZMREILIcL 2A, Fr b7 F=73Mmi L
TRTOREE (10, 1004 0°1000nM) TRIP-TRKA, AKT} )ERK®D U »ERflZ[HLE LT,

NTRK1 R &EEFEABa/F3flila(C &+ HTRKA. AKTRUERKY VEA{LIEEER

JUYFZT# Lestaurtinib*2 SakLoF=J
(nW) (nW) (nM)

Q Q Q
O O 9O &
é ¢ N0 '\9 NN '\9 TN\ '\9 o

—— — - — — pTRKA(Y496.Y680.Y681)
T —— — — . — —— — . STRKA
T ——— —— e M — — — - TRKA (FTHA)
_—— — = pAKT(5473)
R —— ——— . — ——— 0 P\ KT

= — — pERK1/2(T202.Y204)

;-;--;-.-- ——— — — #SERK1/2

A N B . T N w— .~ — e et O F- 7 — T2

EV:ZERJY— C:dvbO—IL G5 T74F =7 (1,000nW) *!

(RkBR 795 ]

MPRIP-NTRK1 (RIP-TRKA) %3 A L7-Ba/F3ffifa (= v Zpro-Bfifatk) (. Sk (DMSO) . 7m hLoF

=TWRNCKRE LT U Yy F=7% [ALKHERK (IC=3.6nM) W TTRKAIZALHFE] K Olestaurtinib™2
[TRKAFHZESE (ICso=4nM) 2] ZHMUA v Fa— g Uiz, bER#%ICHIIAZ M L. TRKA (Y496,

Y680 UNY681) |, WNZZD FHid > 7 FumizEsy FERK (T2028 1Y204) & PAKT (S473) @V U EELIAIC

DOWTHRIIPUAZ IV oA & 71y MEICTEHE L7z,

X1 ERNIZBWTEAR I NICRE I RIIAA L 1382 5

%2 ENARIIE

@NTRK B & B FRIBMMEICH 1T ETEMHER 19
Fu M7 F =71, NTRK Bi&EmE 2L - CTRK@EVA & > 37 23814 5 & IR/
fitifE R CUTO-3. 2940 fabk, & b IGE RS R KM 1240 fu R 1 5k U CHEGEISIER 27~ L,
Z DICsofi X ZNZ459.4% N8.5nM T - 7=,

NTRK & 8= F R MO BIENH ER

HEER NTRK @l &8s+ IC50 (nM)
CUTO-3.29 MPRIP-NTRK1I 59.4
KM12 TPM3-NTRK1 3.5

(RBR 7]

NTRKI fia#inT (TRKARLGS Z 37 '8) 2B 5 v FIE/NSbafieE b kCUTO-3.29/fakk K OV e M
W TEL RS FH SR KM I12A0EERIC, X OREDO T N7 F=TE2EWIMULA »F 2= a3 v Lz, T20H#%,
HIEORE L L CROREHEEE2 7 =Y A YL 7 = — MMEFE F T38-(4,5-dimethylthiazol-2-y1)-5-(3-
carboxymethoxyphenyl)-2-(4-sulfophenyl)-2H-tetrazolium (MTS) DEITIZ LV /EL DH~F A%
bt EBET S Z LIk v lE L,



VI. EMEEICET HIER

GONTRK1 B A B FEAMIZH 1T S EHEHNH /R 19
2FE DA S T MPRIP-NTRK1 X3 CD74-NTRK1 %3 A L7-Ba/F3§fid (~ 7 Apro-Biii
BR) ofEicxd+ 572 b7 F =T DICEIZFNFNILRL.INMTH - 7=,

NTRK1 @i &iE{EFE ABa/F3ffa= & 1+ B EINHIVE R

MPRIP-NTRK'1 CD74-NTRK1
1Cy(NM) 1C,o(NM)
—e— SOhVIFZT 8 —e— SOKVIFZT 1.9
—m— Lestaurtinib*' 0.8 —m— Lestaurtinib*' 0.7
BI4F=T2 3,741 BT4F=T*2 5540
T T
i T o — T
100 = T 100 — 1
B\ 1 =T
s
1@ i
50 —
(%) (%)
OB HEERE — TOEHRERE
(n=5/%) 0 (n=5/8)
0 T T T T T T T - T
01 1 10 100 1,000 01 1 10 100 1,000
FHRE (nM) REIRE (nM)

(B 5 18]

MPRIP-NTRK1 (RIP-TRKA) X% CD74-NTRK1 (CD74-TRKA) f@l&&EME 48 A L7-Ba/F3faiz,
FixDREDOTa MLy F=7 WONTHIRIE L L Tlestaurtinib™ L OV 7 4 F=TH2EIRM LA »F 2
—va v Lo, T2REfIE, BREORE L L TIORBNEN 2 7 =Y A ML 7 = — MNMEE R T3-(4,5-
dimethylthiazol-2-y1)-5-(3-carboxymethoxyphenyl)-2-(4-sulfophenyl)-2H-tetrazolium (MTS) DOETIZ LY
EL DRV~ AR EIAERT D2 LTIV MEL,

X1 EWNARZEE

X2 ENIZR W TKE ST BE TN RITAS L 1T R R D



VI. EMEEICET HIER

2) In vivo ER

DIEFEHEERETRKABAMBBEETILIZCES TS VEEEEEER (YO X) 19
TEHATEERTRKA (ATRKA) HAMaBH~ 7 270 L7 F=730&%1'100mg/kg %
HERR OGS LZBEOEENOpTRRKADREIL, LTO L0 Thotl-, 72, pTRKANIE
REOSEIMAEH 7 a b L7 F =7 REI1X31~6,000ng/mLTH - 7=,

ATRKAB AT IEY IR ETILIZEITHEENTRKAY VEEIEDBE/EA

7507 B AR
(n=2X(*3/%%)
z
B
Il 500
H
<
%)
)
u
< —L
h4
oz 250
'_
0 1
== “_
0 T T T T
g SaOkVIF=7
(AB5FE)
30mg/kg 30mg/kg 30mg/kg 100mg/kg  100mg/kg  100mg/kg
(15:R8) (485M8) (1285) (105F8) (4B3E) (1285R8)
RRH RO SEEE
(BT 1£]

ATRRKAZEAMAE (NIH-3T3) % 7~9W#OMIEX — F< 7 2 (Ner : NwNu) OARREEE FIcBE L,
B ARAE N A TETRS00mm3 L 725 K5I T v H b Liz, 71 KL 27 F=7%30%UN100mg/kgd & T,
& D WTEHA (Labrafac™ lipophile WL1349) #HLEEA#& G- L7z, T v Lo F=T 541, 4R U120k
M B TR K ONESHR R 2 BRE L, & 7 AR G 4R R W TSR IR 2 B L 72, LC-MS% ¢
miErFo7a L7 F=7RES, £7ZELISAEZ AW TSN OpTRKAZ N HIE LTz,



VI.

\.

ENEE(ICEHT HHE

QEEMEMHRETRKAEAMBBIET TILIZES T EEEENHER (YD X) 19

Ofi % W% MM TRKA (A TRKA) HAMEBH~ Y 2(CF 1 kL2 F =710, 30%
100mg/kgZ 1 H2[E], & 5320, 60% ("200mg/kgZ 1 H 1la14 H I KERE N#E Lz 25,
JEEARRIILL T LB Y Tho 77,

ATRKABAHIRARHE~ 7 R ETILIZE 1T 5 IE5 1B 5E I HI4E A

3,000 IRAF IR
10mg/kg 1H2@
30mg/kg 1820
100mg/kg 182@
—&— 20mg/kg 181@
—— 60mg/kg 181@
2,0001
. —¥— 200mg/kg 181@
= TERERE
& (n=8/%%)
(mm?)
1,000
ol =
— SaOkLIF=THBRS
-—_— T T T
0 7 14 21
HAR (B)
(kB3]

ATRKAE AR A MEPE X — K~ 2 (Ner : Nuw/Nu) OFAMIEHE TICBMH L., SO R K100mm? & 72
LDETHBEIE, TO%, Fr b7 F =7 (10, 30K%V'100mg/kg# 1H2[E, &H 5 %20, 60K
200mg/kgx 1A 1MA) XIEEA (Labrafac™ lipophile WL1349, 1H2[F) #14ARKEROEE L, D%
11 H T OB ZR IR 2 8 U CIESARRS 2 E L 7=,



VI. EMEEICET HIER

O ATRKAE AMIfSAE~ 7 AcT 1 b L7 F=710, 20, 60K%1200mg/kg % H[alFE M #5 L
A Tu bbby F =T OMmBER K OWEENEEILZ L ZE 110~200mg/kg M (820~
200mg/kg CTHEKRGFMIZER Lz, 78 F L7 F=71310~200mg/kg TH &K FMII
pTRKA K O'pERKZ I8/ S+, 2416 O &S HEIT AR & 512 81T 2 g msi/ER & —

H LT,

ATRKABAHMRIBBHEY DR ETILIZE T HEENTRKARUVERKD ) VERLEEA., U
[ChBEPRVESZENSO NI FITRE

Jiiigfeaes JEE N
n ‘&%Iéf‘ ?13%{(}; SuRLsFoTREE|Ta b LS F =T
(pg/mL) (ng/mL)
YUREN 4 100.0 100.0 — —
10mg/ke | 3 20.6 29.0 0.0476 0.647
20me/ke | 3 7.6 14.7 0.108 0.158
60mg/ke | 3 6.2 8.5 0.576 0.653
200mg/kg | 3 3.0 9.6 17.8 3.17

SE#)E POC : Percent of control

ATRKABAMEBETIRETILIZH T EESBNTRKARERKD ) VEELAEEA. U
[P RUVEBEANSONIFZTJRE

120 4 PTRKA (POC) g 100
O BENSONIFZTRE (ug/mL) E

1004 /\ MiFEpSOMLIF =T RE (ug/mL) fn“é
(n=30%4/89) A i
4 10 B
o H
#ﬂ, 80 4 -
B < £
+H 2
U 60 EloW
Q & R P
S w0 findi £ :11
& X 190 Ly
= Lot N
; B
20 4 o
N

0 001

33 10mg/kg 20mg/kg 60mg/kg 200mg/kg
SOkVIF=T
ffAdj: free fraction adjusted IC90
(B 5 1]

120 4

PERK (POC)

E 100

O BERSONIF ZJRE (ug/ml) i

100 | [ A mgesorvoF=TEE g/my %ﬂ}@

(=333 4/8) A B

w ©

g0 ] 2

: o b5

b 2

O 60 g k1 E

o R Eo

: 20 ffAdj [~ h

g coo[ W
w

[} Z E0l

E A

20 i z

m]

- = N

0 ‘ 001
5373 10mg/kg 20mg/kg 60mg/kg 200mg/kg
SOkLIF=T

ATRKAZ AR % MM X — R~ 7 2 (Ner : Nw/Nuw) IS8 L, JEEHOKREHN690mm3 & 72 5 F THIES 7z,
o, 7 b 7F=7 (10, 20, 60} *200mg/kg) XIIEL{A (Labrafac™ lipophile WL1349) % Hi[n]
BOEE LU, 2FF M IR L OEE 2 L, MERLXOEENO T2 s Ly F=7REZLC-MS/MS%
FAOTHIEL, 2 olEET OpTRKAK UpERKE ZNZEHNELISAIE L O A/ 7 vy MEZL Y HIE L,



VI. EMEEICET HIER

BTRKAXIETRKCRE 2 U /\ ) BERMRERBE T TILICE (T S EZBTEIH /R
(¥HR) 17)
OTRKf@ G % > 37 G #5813 5 & b IR/ B 32 CUTO-3. 29/ fa ik L OV e 15k i 1B 15 e
HSRKMI12FaRR A~ 7 A2 7 1 b L7 F =760mg/kg % )200mg/kg % 1 H 110114 H [H K18
RAEELIZEZ A, BEARIILLTO LB Tholz,

CUTO-3.29R UKM12#ifa BIERIET Y A ETILIZH 1+ B IESIEFEINFH /ER

CUTO-3.29
(MPRIP-NTRK 1 : 3E/)\#iH B it 22

200 — IRARIER
SORVIF=T60mg/kg
—a— SORUVIF=T200mg/kg

T
(n=10/%%) - l

150

-
'7

100

50 —

P

R R O T SF i

-
/

—~

-50

-100 T T T 1

HAR (B)

KM12
(TPM3-NTRK 1 : ¥5RZERRE)

400

IR A XIER
SOLIF=T60mg/kg
—a— SOMVIF=T200mg/kg
- 007 (n=10/8)
2 J
g 200 —" T
D I Il |
7z 100 1 Py 1
2 1
-

(%) 1 T

-100 T T T T 1

HAR (B)

(EkBR 75 ]

TRKAGNG & v X7 M ARET 5 b b IE/ IR B S CUTO-3. 29HIMakE K OV b i 15 B A58 B SR KM 1 200 i
Ba MM X — K~ 7 2 (Ner : Nu/Nu) OMIBEERE FICBME L. SO EKE23150~200mm3 & 72 5 £ CHIGH
¥, 0%, Ju bl F=7 (60 0200mg/kg) XiX#A (Labrafac™ lipophile WL1349) % 1H 1[5
14HMIER O S Uiz, EBEEEE S M L@ L TRIE LT,

(3) fEFISETRBERT - FiEORY
LR L



VI.L EYEREICET HIEH

1. M REOHES
(1) AF LA MR
LR L

Q) BRRABRTHRE SN LMD EE
1 EERA
OHEEF SRV
H A NEEEERL A BT, AH1100, 2001%400mg (1 7B LAl) A 22 BRI O % 57
Lictznon b7 F=7OMETREHE KR OIEBERE AT A—Z T TOLEY Tho
776

BAABREABEICSTHEREORSHOMFFSO LI FITRE

4,500
4,000
3,500 +
o
E’E 3,000
B
2,500
~
L
77 2,000
EX
3“ 1,500
P —e— 100mg(n=6)
E 1000 —— 200mg(n=6)
(ug/L) 400mg(n=6)
500
S(ATIE + AR
0 ; = -
o 1 2 3 4 6 8 12 16 24

B’5&EE (h)

BAANBRBABEICES T HEEEORSHOMBRSO NI F2ITOEYEFE/NS A —4

&5‘% Cmax tmax>'< AUC t1/2
(mg) n (ng/L) (h) (ng * h/L) (h)
100 6 548 1.00 1220 1.88
(33.2) (1.0~3.0) (23.9) (14.8)
200 6 1250 1.25 3280 2.55
(47.3) (1.0~3.0) (33.8) (18.6)
2730 1.00 7210 2.78
400 6 (35.1) (0.5~4.0) (42.2) (14.1)

KT EEIME (TCV%) EHdfi (HiFH)

) AFNOEKBINTWARAELOHAREZ NEFE, RAIKIEZ e by F=7 L LT1E100mg% 1 H 2[E#% 0§
53%, ok, BEORRBICLVBEERET S, 8%, NERICET7e b7 F=7 L L T1E100mg/m?
(AFmAl) Z1H2ERAFSG T3, 72770, 1E100mgEBL RN &, 2B, BEADIRERIC X v EE
275, | Ths,



VI.L EYEREICET HIEH

QHERKEER (ATILBIEREIDOLE., NEAT—45) 18
BERERL A 18HIIZ . AFI100mg (KA ZH[EFRR AL GY Lzl &, 72 AVAREICHT 5
WHFRGIZB T2 78 N7 F =7 OCnax X AU Clast D &M EE O I, £ Z211.36 )%
N1.04TH o7,

AT ELFREBERREICETHI0 LY FJTORMEE/ NS A — 2 OGP

AUC (0-tiast) AUC Crnax
n (ng * h/mL) (ng + h/mL) (ng/mL)
WA 17 1320 1333 692.0
71 7 & V| 18 1265 1271% 509.5
S EHEEE (%) 104.38 104.87 135.82
(90%CI) (96.72~112.65) (96.47~114.02) (117.56~156.92)
BENCV% — 13.23 13.65 25.36

el SROFHE ANOVA 3% @ n=16

) AFNOEKBINTWARELOHAREIE NEFE. RAKEZ e by F=7 L LT1E100mg% 1 H 2[E#% 0§
53%, ok, BEORRBICLVBEERET S, 8%, NEICET7e b7 F=7 L L T1E100mg/m?
(AFmAl) Z1H2ERAFSG T2, 72770, 1E100mgE B RN &, 2B, BEADIRERIC XV EE
275, | Ths,

)EMEEE (REES. NEAT—%) 919
HEITEI R BEZ, AAI100, 1501%200mg (B 7 ELAD Z1H2MKERD#EED Lz b
DT ML F=TOERYBEANTA—ZIUTOLEY Thotz, MiEFIu b rF=
TREIIHEG8H B ETICEFRKREIZE L, 7u M7 F=7100mg4 1 H 20K E#& 0 &5
L7EBoBREG8HHICBIT D7 L7 F =7 DEMEFIXLI1ITH -1,

B EEEIZHE T HAHFI100, 150X [$200mgx1A2EIREEOKESROMBEFS O LY F
ZJDENFE/NS A4

wh & Wl H N Cmax tmax 1 AUC12n ti2
(mg) ) (ng/L) (h) (ng-h/L) (h)
. 868 0.750 2040 1.68
100 HLHE | 39 (86.6) (0.250~2.05) (92.6) (32.3)
. 788 1.00 2180 2.73
HBHA | 87 (80.6) | (0.500~9.37) |  (97.2) (50.8) *2
w108 | 7 923 0.920 2240 1.55
150 (51.6) (0.530~1.00) (47.0) (16.0)
. 815 0.760 2370 2.16
H8HH | 6 (52.0) (0.500~2.00) (59.6) (39.5) *3
s10E | 6 1210 0.760 3760 . 1.67 .
900 (122) (0.500~1.95) (114) *4 (25.6) *4
N 929 1.03 3040 2.67
HBHH | 6 (175) (0.500~4.00) (118) (49.3) *

WATEE (BRTCV%) 31 : PO (EiPH) 32 :n=33 %3 :n=3 ¥4 :n=5 X5 :n=4

W) AFOEBINTHDHELOCHZEIZ HEF, RAIKIEZ7a b7 F=7& LT1E100mg% 1 H 2[E#% 1 $
4%, ok, BEORBIZLVEERET S, @8F., /NEIKEI e L7 F=7 L L T1HE100mg/m?
(REERE) Z1H2EEA#HET 5, 72770, 1[100megZ B2 R\\W2 &, k. BE ORI XV 8T
w15, | Thd,



VI

EWMEREICEHAT HHE

Q) i

AR L

DRE - HRAXOEE

DEBEOZE WEAT—42) 1®
R A 18BIIC, AHI100mg (7 7EAH]) ZHERROELEGTY Liz& &, R G5
74 mﬂaﬂﬁﬁfﬁ&’% BIF578 b7 F =7 DCnax X PAUCLast D M EHEOIX, 22
110.656 % r1.08 Th -~ 7=,

BEXIZEBEREEICE TS50 LI F2JOENHE/NT A —52 DRETFHLE

AUC (0-t1ast) AUC Crmax

n (ng * h/mL) (ng * h/mL) (ng/mL)

mENT BRI 17 1369 134671 334.0

72 [ IR 18 1265 1271%2 509.5

ATEEIELE (%) B 108.25 105.90 65.56
(90%CI) (100.31~116.82) (96.94~115.69) (56.74~175.74)

EENCV% — 13.23 13.65 25.36

defihoh —FFEHME ANOVA %1 :n=14 %2 :n=16
R © % X7 EK1T0keal, RAKIEHI230keal K ONENI500kcal D4 #£7900kcal

) A DOHGE énm\éﬂ%{i&wﬁ;i MEHE., AT 7 1\1/77“ 7 L LC1[E100mgZ% 1 A 20E[#% 1
542, i, BEORBICLVEERET 2, B@F. NEAICEI e by F=7 L L T1HE100mg/m?
(R Hf) %152@!%‘5‘:!3&53“60 =77 L. 1@100mg%£57ltcu\: Lo B, BEOIRERIC XV 5 E
275, | Tho,

) BrRAEDFE ( IVIL7. FHAEMEH] OEESMR)

D4 kSaF+J—IL BEAT—%) 20
fERERR A 126012, 4 b7 2 —v (587172 CYP3AFHLEA]) 200mg# 1 H 11717 B MR O #
51, z!x%uoolng (B 7 'AA)D) ZHEREOZEEG Lo &, REIBMBGRICXT 54 7 =
T =N GREO T a0 b L7 F =7 O Cmax & AU Clast D AT EHEO LIX, £ Eh
2.81}%14.33TH -7,

@7ZIaFV—IL, SILFTELD
PR R R T S HE SN I 2 L — 3 LT W T, ARG TOAHK (100mg%
1H2EEE) BB G C x5 7 vty — b (FREOCYP3ARLER])  (400mgt 5%
(2200mgZ 1 H 1 5) FHEO T 1 b L7 F =7 O Crnax& FAU Clast D 81 X O L1 X
TNENL86 K272 Th o7z, Fiz, EHE TOARA (100mgz 1 H 2[EF5) @ZE?&%H%_
Mo VNTFTEL (PREOCYP3AFLEA) (60mga 1H3M#S) RO Z 0 Lo F
=7 D Cmax % AU Crast D BT MO L, ZTNEN1.T8KV2.55Th -7z,

@UI7VEIY (REHRS. HEAT—%) 20
fERERRALI2B1ICY 7 7 e v (372 CYP3AFEEAI]) 600mg4 1 H 1[E11 H I IERR D& 5
L. A#100mg (B 7EAH) ZHEEREAO®RLG LZE &, ARIERELERICHTL) 77 08
VUBFREEREO T v F L7 F =7 O Cnax X AU Clast DT EAMED 1L, £ 230.293 %
0.192TdHh - 7=,



VI.L EYEREICET HIEH

@To7ELYY2
AR EE G T SN I 2 b= 3 LBV T, BERE TOAAK (100mg%
1H2[E#%E) HEMEERICHT 57 7Ly (PREOCYP3AFHELA)  (600mgx1H1
[ 5) BERFEO T 2 R L7 F =7 O Cmax CAUClast D AT FEEED HiL, £ Z10.40 %
00.28Th - 7=,

®OIFISL NEAT—4E) 22
R A 1661IZ, AHI100mg (7 7 EAAD) Z1H2EII0AMKERAHEREGL, I¥4Y T A
(CYPSADFE) 2mg#x HEIRR O L Uiz & &, I &Y T ABMPE 5823t 5 A5 0F i #&
HIED I XY T ADCmax X PAUClast DM EMEOIX, ENZE11.68K N.TTTH -7,

2. EYVRERB/INTA—4
(1) R XY
HENRE N T A —H (ZHOWNWTIT ) v ar/S— h A2 MEFFICEVETR L TWA,

(2) BRURE B E B
LR L

@) HEXERETEHV?
H AR NERERR AN B 1861 (##E661) 12, 717 h L7 F=7100, 200, 400mg (& 7 & /L H#l)
SRR ICH B O G Lz b & BEMICBT 2 AT OMKEEEE (L., KTFHHE)
. FNEN0.369, 0.272, 0.249/hTH -7,

) AFOEBENTWLHERCHEIL HEFE, EAZIET e hL 7 F=7 L LT1EI100mg% 1 H 2B 1 #
3%, ok, BEORBICLVEERET S, @F, DNLIKEIe Ly F=7 L L T1HE100mg/m?
(AREE) Z1E2EREOEST D, 7770, 1E100mgZ B RN &, 7B, BEORIEIC LV ' EH
#2895, | THD,

MDOITIUR
GMEANT—4) 29
e A6fIZ, 71 b7 F =7100mgH[A1#8 10 B 5 1R %ZIC[4Cl 7 7 L7 F =78
7.58ng % HIAFRANE G Lzl &, Ju b F=7025 7 V77 A (CL, % FH%H)
1%34L/h TH - 7=,

) RAIOEBEINTWAHEROCHRET EE. RAIZIEZ e b2 F=7 L LT1E100mg4 1 H 2[a0#% 1§
542, i, BEORBIZLOEERREST 2, @F., NEICEIe b7 F=7 4L L T1HE100mg/m?
(REERE) Z1H2EEA#KET S, 72770, 1[100megZ B2 R\W2 &, Aok, BRE ORI XV 5
#5715, ] Thd,



VI.L EYEREICET HIEH

O)nHBHE
GMEANT—4) 29
fEFERA6FIZ, T 1 L7 F=7100mgH I N5 1RMZIC[4Cl T v F L7 F=7F
7.58ng % HIAEARNIE G Lzt &, 0 ML 7 F =T OEFIREBICBIT D005 Ve, %
A EME) 1348LTH -7,

) RAIOEBEINTWAHEROCHERET EE. RAIZIEZ e b2 F=7 L LT1E100mg4 1 H 2[a#% 1§
542, i, BEORBIZLOEERREST 2, @F., NEICEIe b7 F =74 L T1HE100mg/m?
(REERE) Z1H2EEA#FET S, 72770, 1[100megZ B2 R\\W2 &, Aok, BE ORI XV 8
#75, ] Thd,

(6) Z DAt
PR L

3. B&H GREaL—Lay) @
(1) FRHr 733520
T R &

iy

=

L7m—RWBI & 9 2-a 0 = R A NEF L

(2) 185 A — 4 ZTEH)FE[RF 24 25 26

HERERR A (GRBR20291 J UNRBR20295) I ONCHEEH [A5r20288, 45120289 (NAVIGATE#R
BR) % OEER20290 (SCOUTERER) 1 7854 5 L7 S Bhae T — & |2 S5 % | 94 H B e
TFAEME LI, 22 R F AL REFAZANTI B b L7 F =T O -’ 7
— B REFAEL, TE LI F =T ORERICEEE RIET MO S 5 R AR LT,
ZORER, SRR TH 5 EFOBIURY (B%E G UTEEHES) RORAOEN (I
TEAFIOTHERD) . WRERFTHET LT I, MEVILE YV, Filn, KEROWRE O
RAE (REHERRA - BHRFE) 2, T8 bLy F=7 ORNBEICHELY RIE L, 20O, Kk
Wi, 7 V7 F=rs U7 TR, Ak BFgIERE (ALP. ALTRUAST) . AFE, %
GBI, Wb T | b Ly F=7 DIMBIREICE 2 2 BB RIT S b o 1,

RHEM SR BIRE T T VIR TlE. FEICET 2B RO T A —Z ORMFEENKE L £H)
P RHEEEEZZETHU I 2L —va VRN Thir eEZLNED, PNEERANDERE
EHEEME A LT 572010, BEMEYEIRRET VT ORKET VICE DV I 2 b —vay
%S0 L7,

Valb—a VOfRRNG, PRBFICT e b L7 F=7100mg/m2 (7272 L100mg % i# Z 72
VW) Z1H2EIEE Lo & &, E%1y AL E3» ARG O/NLEE O Cnax X AUCIE, BN (18
Ll E) 1278 L7 F=7100mgZx1H2E#E G Lz L X D3FIc s & PHlan, E%3y
A VLB 125800 D /N A O Cmaxdd A & 0 @V, AUCIHEERA EREETH D . 128 2L L)
IRABF I Cnax L CAUC E HER A ERIERIC /2 D & PRIS 7z, HEEIZH W21 A DL 6RO
INROTF =213V Th -7z (n=33) .

IS, BRIV RICE T DN & LT RER, B Y (7. NTRK e OA %,
e/ N— b —8s A LN AREERRHEO B A BRE Uiz, BRRBOS (BB ; PR
XIECR) Db B2 TN FIT, NTRK @& BT DOFETH Tz, ARSI HER O



VI. EYEHRE(ZRA9 HIEH
wEiT, EYERE - IR T OUNTICB W CHE MG 2 /R EoRIE S fFEN 2 HERET 5
HDTHoTz, LT -> T, WRHERIZARERFIZ LD e L7 F =T oORBEENE(LL
TH, AMEICEBIIRIES W EEB 2L, HERGZXLELTAHLEEITE DN
77

4. RN

RAAFRLSEY T4 GHEAT—5) 2
FEFEH A BIE6HIIC, AFIL00mg (0 7L AA) % HER NG Uiz & X O A 77
A7V T 41E32~37%Th o7,

E) AHOAB SN TH L MELOMERIT M@, RAZIZZ e P L7 F=7L LT1E100mgz 1 H 2[E#E A#5

T5, ok, BEOREBIZLVEEREZT S, @%. MRIZIZZa b7 F=7& LT1E100mg/m? (k£
) Z1H2EEAEE S5, 277 L., 1E100mgEBR RN &, 2B, BEDREICL Y EERET S, |
Thb,

5. 9%

(1) 1 7% — A BE P i 5 1

M EE e L

(FURA, Ty hOT—H)

FAERICF-1~ 7 A R OEARIFVB~ U X270 h 7 F =7 1mglkgZ# EIRNE G L 7ZBE D,

i, Mg R LI, £ EK0.03~0.23 % (1< 0.0762 T~ 7= 27,

KET DRMD N T U AR—F—BI5FD /) v 7T h~T A [v NMDR1 (P-gp) O~ A

FIFERER 723K L TV D CF- 1R K Mdriak 8~ A ' N MDRI1+ & s BORPD~
ZFRAE AR 13RI R LT 2 FVBR#E Sk Mdrila/Mdrib/Berp ) 7 70 b~ A1 T,
Jd,/ I FE o 3 S L AN B AR AR T B R TRIB~ A s o 12 27,

Sprague Dawley (SD) 7~ ~ZZ v kL7 F =7 1mgkg% fARN# 5 X 13100mg/kg % #% O
BELIZEEDT v LT F =T O/ MR EIT£0.01~0.02Th > 72 28,

Long Evans (LE) 27 v MMZ[4Cl7 v b7 F=7%10mg/kg O HECTHERR QS Lz
L ZXDOHFREOMEMB A EE LIz & 2 A, MEBFHIE 2 bR < PR SRR~ X
%08 U CHURRE AT D3 A V7R o 72 29),

(2) % — Re B2 RS FT&@E 14

U ER R L

(T v b, UHFXFOT—%)

SD7 v MIEE6~1THHE T hL 75 =710, 40, 120mg/kgZz1H2[EFEOES L. [F
— IR TR IR R ORHAD MERE Z 8L T, 78 L7 F=7 ORHE /G R MR %
KRDIZEZA, WTHHOHEIZBWNTHMN2~3TH-7-, 7y MzBWTTI7ue L7 F=71%
JEYLMAECRAT U, RHMRIAE IR D1/2~1/3 Toh - 72 30,

New Zealand White (NZW) U % FIZHHR7T~200H HE T2 M7 F=715, 30. 75mglkg
Z1H2EEO#&EE L, [FA—FRRTRELOREROMEAEZ8RRL T, Zu M7 F=7 0k
KRR MAE R EE L &R D72 & 2 A R EHLIRFHTHI20, 4R TRI13~1TTh »7z, 7Y



VI.L EYEREICET HIEH

FlZBWTT7 e b7 F=7 3 RIEMEICEIT L, RHMRIMERRED1/10~1/20TH - 72 3D,

(3) it~ DBATHE
BL TR L

(4) BERADBATHE
LR L

(5) Z DD~ DBITIE
1) g~ D#BITHE
MR L
(FURADT—4#) 2D
B AERIFVB~ 7 A K O'Mdria/Mdrib/Berp/ > 7 7V b~ U 27w b7 F =7 1mglkg#
FRIRN G- L7z & 2 O 5% KO8T 57 v kLo F =7 Offik/ i hE i kL,
I TRI6E~10TH ~ 7,

2) T Dt DB~ DFEITH
HEER e L
(In vitro i Bk) 32
In vitro i RBRIZB\WC, 71 L7 F=7 oMk, /R ERIZ. F0.9TH-7-,

(7 v bOT—4) 29

LEA T v MZ[4ClT v kL7 F=710mg/kg4 AR 085 L7 & & O BURE DR 1
. EENA— T U477 7 40— (QWBA) 12XV REF LT,

[4ClZ7 v b v 7 F =7 BRI RE ORI IX, OB G#%2 % O8IFRIIZ 3 TIAHPHIZFE
BTz, KE OFMERKIT I T, MR BE D Craxl 3% G- 2RF I A BTz, B KR
JREBRE . B b @O Coad TN, B (BREROBELZET) . /MMy, BRIBEKOXEET
B, —FH, LR Cnaxl IEH, R BIK, B2, GOKOFEFEEEROVERET
Bl IBEERRIG. B, KRR O FRER 2 bR < AR R AL AR~ 1A B ] &
WL CTHURR AN DAL D o T, AR 1 Cmax T3 L 728, B L CHRER] & L)
L7ze Ffkt o 70 v FW R CTh A B 546720 £ Clo, IR OHR IR ZBR < =T ofl
e CRLRR PN B B VR HH BRI AT (s L7,

(6) MIRFREEER

(In vitro i %x) 33
In Vjtroﬁiﬁ%ﬁﬂliﬁb\“(\ Jun kL ZF=TDt ]\Jfﬂﬂi*& ‘//\Oy/ff‘liil:/ﬁ\%?‘bi\ 7\%/970%,6&)sz0



VI. BRI HIEE

6. Xt
(1) RBBR AL B U R B

PFHEBAL
FITHFE R OV MG TR S D,

EHREE (in vitro. FMEIANT —#)

In vitro F BRIV T, 7mkv7? 7 ORFBITFEICCYP3AA/SGNEET 5 Z LD/ R S L7z 39,

fERER 66, [4Cl7 v b L7 F=7100mg% HEIR O &KL Lzl &, K240 E T
MAEFIC FICREE L Po- 7 V7 v Ui SR (B Fafxven ) Uy - [REEHSOWHE

BAZAERR) PR S (EFREEREAUCIZXH T~ 2 EI& 1L, ZNEN19KLTV26%) 29,

) ARAI DG éﬂf“éﬁﬁ&&v\ﬂﬂgi LGEs, RAIIET | hvy% 7L LC1HE100mg% 1 H 2[E#% 1%
542, i, BEORBICLVEERET 2, BF., NEACEI e Ly F=7 L L T1HE100mg/m?
() %152@%5’513&%@“50 =77 L. 1@100mg%ﬁzﬁmz Lo e, BEORREIZ LV EE R
=275, | THo,

ALY FZIDOETERBER GERKREER) 3

N/N

= N/N /

ﬁC w ”i@ w

7. 53% HN \( 7.22%*

N F O\
NN
o = SORrLoF=T AN,
@ N 25.4% J\g

@ (.
FD Gluc 2.3 FDF {N ito

4
9.38% v\ N M21 OH
N
/@\2 1.95%

o oy

M19

ND
1. Bt F

2. BAEBIN-B 7 )LF)U1E

3.8 M1
4. 7)o 0OVEERE 5.20%*
5. MK

7. VAT VG

*HIBH &K%

N—EYT—IBHEY IR C 5D 2EGERT



VI.L EYEREICET HIEH

Q) KBIZE5T 5EFK (CYPE) OnFiE, F5%F39
7u kL7 F=71%t FCYP3A4K "CYP3ASH TR CII#H & 7=23, CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19& UCYP2D6 T s nehnotz, £/, B MFI 7 v Y —
LIZBNT, CYP3A4/BIHERTH S 7 hat Yy —nick-Tou b L7 F =7 DOREPKIS0%
KTFL, §_XToe MIBITHREOERIIHI S 7205, o CYPSy 71 03 IRAYFH 7 3
X7 u b7 F=TORBHIEEEL E 2o Tz, TRHDORERNL, T L7 F=7 01
#ELCYP3A4/53 B 595 Z L RS LT,

) DEBBHROERRUTOHE
AR L

@) KBMOBEOERRUE L, FELE
BB L

7. HEit
GMEANT—4)
O 6Bz, [4ClT7 1 L7 F=7100mg% HEE O 55 Uiz & & B5312FH % £ Tl
B 5 U7 U RE D58 B (N89% N T N E e K VR P S vz 29, F 7o, 548 £ T
W LT B RE D 20% 3 R LIR & U CRFPICHER STz,

OfEERk 6Bz, [4ClT7 v hL 7 F=T7 2 HREFIRNEE G Lz b & §RIRNE G ED29% 1K
AL & U CTIRICHE & 72 29,
VI.2.(4) 7 U T F A OISR

) AFOERBEINTWARAELOCRAEE EF., RAIKZTZe hL7F=7¢ L T1A100mg4 1 H2E# A& 5
T5, B, BEORREBICLVEERET S, @%., /AR e b7 F=7% LT1RI100mg/m? ((KFH
) Z1H2MERO#EET S, 277, 1E100mgE B2 Ron2 b, 2B, BEORBICIVEEHET S, |
Th b,

8. FSURKR—A—IZEAT 51ER
(in vitro . #NENT — %)
OInvitroiRERIZBWT, 71 L7 F=71%, P-gpkOBCRPOIEE THD Z &R 417236,

OfgE N126c ) 7 7 » E v > (P-gp XU BCRPILERI) 600mg% H[AIFE O &5 L. A#I100mg
ZHEROKEY Lz b &, AFHEMBEERICHTS ) 77 o RGO e F Lo F
=7 D Cmax X CAUClast D BB D X, TNFN1.79K% N1.68Tdh - 7= 20,

Oln vitro RERIZEBWNT, ZFr b7 F=T71F, AT =4 F 7 AR —%— (OAT) Th 5
OAT1 (ICs50>30uM) K POATS (ICs50=28.2uM) . AL F4 > s 7 v AR —%— (OCT) T
H%H0OCT1 (ICs0>30pM) K TROCT2 (ICs0>30pM) . AT =F gk U ~<FF F (OATP)
T& H50ATP1B1 (IC50=48.2uM) K& *OATP1B3 (ICs0>30pM) . AHiEeHEH AR 7 (BSEP)

(ICs0>30puM) . Z#AIFEZEH (MATE) 1 (ICs0=64.4pM) } O'MATE2-K (IC50=27.7uM)
Wk L CBHE R EER 2R S 2o 72 36),



VI. BRI HIEE

Oln vitro BERIZBWT, 781 L7 F=713%0AT1. OAT3., OCT1. OCT2. OATP1B1, kW
OATPIB3DOFEE TlE72WZ EXRENT (B M TV AR—Z—ORBEMBIZBITA2 70 b7 F
=7 OEGAFIL., FEFTUHIE D265 AT) 36,

) AROERENTWD HELOHER EE. AL ;’c7m M s F=7 & LT1H100mg% 1 H 2 0 &% 5
T2, 7B, BEOREICEIVEERET 2, 8%, NRICEIe hLrF=7 & LT1EI100mg/m? (K&K

#) %‘flElzlilﬁmQ’%n@“éo =77 L. 1|E|100mg‘5fﬂf;{f£b‘ L, ek, BEOREICLVEERHET S, |
Th b,

0. FMHITLBBEE
AR L

0. BEDERERT oBE
() BREEESE GEAT—4) »
AFI00mg HERENESY Ui b & | BHRIESER RBBRE (8B1) 1K 2 MHHT & &

LT ORMBREZATL2EE BF) OT v kL2 F =7 D Cnaxt AU Clast D BT F I fE
DI, TN TN125K V140 Th o7z,

BHEREEEICS TS0 LI FZIDEYERE/NS A —2 OHFEHERILLE

AUC (O'tlast) AUC Cmax
" (ng * h/mL) (ng * h/mL) (ng/mL)
BT ELE LTS
s — 8 1680 1701 534.0
AR RE 8 1204 1167% 425.7
K FEEMEEE (%) 139.56 145.77 125.43
(90%CI) (85.09~228.88) (86.59~245.38) (76.28~206.23)

&l "V ANCOVA 3% : n=7

) AFNOEBENTWDHER AR L@, EJ‘ZM:&;’E?D ML F=7%L L C1E100mg#% 1 H 2[E#% 0 %5
T5, B, BEORRBICLVEERET S, @%., MNRIZEZe b7 F=7L LC1HE100mg/m? (K

) Z1H2MEEO&EET 5, =720, 1|E|100mg‘5fﬂf;{f£b‘ L, ok, BEOREICLVEERHET S, |
Th b,



VI.L EYEREICET HIEH

(2) FFrigaelEEE2E GIEAT—42)
AFI100mg % ZEMERF I HARIRR O B 5 Uiz & & FFRSRES IEH 22 Bras (1161) (oxbd D8R
(Child-Pugh/7#HA) OFHEGEREEERE (81 ©F v b L7 F =7 D Cnax & AU Clast D £
EHMEDOIL, ENEFN114K .31 Th o 7o, NFREREDN EH etk (1141) 1Txb4 2 %
£ (Child-Pugh/3¥8B) OfifténelsEEE (86 OF7 1 L7 F =7 O Cnax )k FAUClast D £
B O I, ZNEN114 M98 T - 7=, AFHEREN LR Z2giBrE (1161) (x4 5 &
J£ (Child-Pugh/336C) OfiftrEREERE 8f) OF7 1 kL7 F =7 O CnaxJk AU Clast D %%
APEEEO X, ENEN152K U819 TH -7,
[VIL.6.(3) IFHREREF B | DIESM

FFEEREEBREICE TS50 ML FZIDEMENEE/NT A — 5 DT LLE™

JHF 4 RE e FFHERE RS | B EEE (%) (i
(n=8) (n=8) (90%CI) P
T vs 1B
AUC 131
(ng * h/mL) 1410 1070 (92.8~185) 0.1815
AUC (O'tlast) 131
(ng - h/mL) 1390 1060 (92.4~185) 0.1859
Crax 114
(ng/mL) 567 500 (73.7~175) 0.5952
AR vs B
AUC 199
(ng * h/mL) 2320 1170 (146~270) 0.0038
AUC (O'tlast) 198
(ng * h/mL) 2300 1160 (145~269) 0.0040
Crnax 114
(ng/mL) 654 575 (76.9~168) 0.5543
BHE vs IE%
AUC 320
(ng * h/mL) 3530 1100 (195~526) 0.0030
AUC (O'tlast) 319
(ng * h/mL) 3500 1100 (194~526) 0.0031
Crax 152
(ng/mL) 799 521 (85.6~269) 0.2105
BTN FRTHE IS0 5 HthE

X ENENOMHRERER L ICTARRE PRI B SEERE 2. LT COMERRIERTEE L,
Helgiat L7z (n=8/8%) .

E) AANOEB SN T HELROCHEX WE, RAZEZ7e hLrF=7¢ LT1HE100mg% 1 H 2[E#% O &5
T5, 2B, BEOREIZIVEERET 5, @, NRIZEZa b7 F=7L LT1FE100mg/m2 (K&K
) Z1H2ERA#EET S, 277, 1E100mga B2 b, 2B, BEORBICIVEEHET S, |
Th b,



VI.L EYEREICET HIEH

@)/hR (MEAT—42) ©
%15 A LA E215% LT OWELT B B3 ST HPR AR R R RS R 1561112, AA1100mg/m?
(B K100mg) (EAIUIH TEAAD) Z1H2EIKERAELG LI E0Ta ML 7 F=T D3
WEIE T A— X IFU T DO LB Thoto, /NEHEE OCrat FAUCIE, AAI100mg% 1 H 2[H]
AR ARG SN NEE ERIRETH -7,
VIL3.(2) /3T A — X ZEEH LK | DIEZ

INREBEIZCEITA50 LY FTIDOEYERE/NS A —4

i A N Chnax tmax <1 AUC12n tie
(ug/L) (h) (ug-h/L) (h)
iAo 15 867 1.00 2220 2.12
1A (51.1) (0.03~2.22) (76.4) (35.9) *2
Ha A v 6 854 0.500 1470 2.30
1A (43.9) (0.480~1.98) (28.1) (15.4) *3
SOTEHME (BMCV%) %1 : thdefi (HF) %2 :n=10 33 :n=3
11. Z0hith
MR L
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1. ZERNREZDER
‘I. o =

FEIE, BRFICTORMETESIERRRICENT, NALEREICTHI LGNS - BREHE
DEMDY ET, FFORENEY EHM SN DEFICOVTOARET S &, T, A
REIRICEILE, BEEXFIZOREICAFOEMNERUVRKREZTFHAL. AEZETH
bi59H &,

[fEm]

AAN ORI IEEARAR 2 ZOEFICROEN TR Y, HRFATLT L AR OETORIEN%Z
FrE T&E TWARWARMEDR S 5, AAIOHRKGIZ, ZHAETITHH L TW s TZEWEHFEH L
TG B OBRIFI b TR TE D ERxR TIT 5 2 &,

£lo. DAALFIRIEICS F o magk - BREFFSEMO b & T, KAIOFKR G256 &)k & 5 il
BUZONWT ORI G E2ITH Z L,

BRSO 18, EEREANER ) kO 111 BWEH ) FEOARR O MR RS 28 L7z LT,
BE T OFIBEICARFNOFIME K OGP OWTHICHB 2TV, REZ5S T 5 AR
Loz aT 52 &,

. ERARELZDEH
2

BER (ROBEICEFERELENIE)

AN DRI x LsiEoE DREERE D B % B

(il
—EAYe TR EOVER) OREEICHE LT, ARIORMITRBEIESS 2 7RI ATRENED & 5 B HE &

el L7,

- RERIIHRICEET HEE L TDERA

[V.2. e I BRI #ET 2 HE ] 22T 5Z &

. REZERUVAEICEHEY 5IB L Z0DEH

(V.4 HiELOCHEICHEET 2R 22RT52 L

. BEEGERIEE L EDEH

8. EEREAMIEE

8.1 IFHEREIRENH LD Z N H 5 DT, ARAIE G- BRALARI & OG5 I3 E MBI ITFHERER
EEITV, BEOREZ HSICBET D L, [11L1L153H]

8.2 HEEMHIN S LoD Z L NH D DT, ARAIBGBHAART & O 5-F 13 E I ik %

T, BEORELZ FoICBET52 L, [11.1.28H]]

[z ]

8.1 R RFAER (5220289 (NAVIGATE#RER) . #Bri20290 (SCOUTHER) ; 189%i] kW
T, 20%LL EOBFICAF E ORREFREGECERN T 27 I+ —8 EH (ALTH#HIN,
ASTHII) M#E Ehiz, 205 bEE LTSN b DIXFIBTE - 7225 FERRIR T Tl
BEORBICK > UXEERFEEREICED U 27 0NEL 2D REMENE 2 b, EiEl
ZPi<imOIc b RO REMOREBLETH D, AAEGTIX, EHOICITHEEERE 21T
W, BEOREEHSICBIETHZ L,



. &% (FREOIESF) CEATHEE

8.2 mEIREER [A5220289 (NAVIGATE#ER) . 520290 (SCOUTHEER) ; 189%i] Ik
T, AHE ORRBEFREZ BE TERWVAFFERED (10.6%) . AMEKED (9.0%) . &ifl
(7.9%) | Mf/RED (4.2%) U Bk (8.7%) “EOFREIHNC BT 2 FR 0
B3N, ZN60 5 BEE Ll SN ICEWERILAR o 7oy FERERIR T TIREE OIRRRIC
Lo TEHEEBICED VA BNEL RDAREENE 2 B, BEIELEZH DI B o RE
EOMHBLETH D, AFEGFIL, EMOICIMEREZITV., BEOREZ /01084
T52 L,

6. BENERZAITHEBICEHT IR
(1) BHHE - BEREFEOHLIEFE
RIEIIN TN

(2) ERREfEE RS
BRE STV

) FrRefE =8 AE
9.3 FiaelEERE
9.3.1 hFEELI L DIFHEEEZEZE (Child-Pughs$EBXIZC)
WEEZBET DL LI, BFEORELZ LV EEICEIZEL, BEHORBAICHSERT
52 L, AFOMBEPREN LA L, BEARHBINIBENR DD, [1662 &
e ]
[z ]
ABR20296 (IFHEREMEE 2 A T DA K OMERWBRE 2 x5 L L) e\ T, B’
(Child-Pugh%y%8A) . H%% (Child-Pugh43EB) UL HEE (Child-Pugh/y$HC) O iFHnelE
EEETOHHHREICT 0 MLy F=7100mg%x HalfR O &G Lz & & FFREREDS IEH 2 gt &
L COmaxW ENE AL, LIKVLSAERE <, AUC (0-tlast) 23 ZALEAKI1.3, 2.0% 3.2
BEEWNE VI RER UNEAT —%) BEONTE, YiaBREE RIS, PEEL RO TR E
B (Child-Pugh/yEBXIEC) IZAKIZ &G 255 XM EEZSE L, &5 13 irbe
BRELZITV., BEOREZ LV EREICERTLIZ L,
VIL10.(2) IF#RERE ERE GMEAT —%) | OHESH

A ETEREZ R T HE

9.4 KJEREE BT HHE
IR ATRE R A MRl E . AR 5 R O G4 T % — E SR E U 70k it 247 0 X 5 e
HZE, [9.55H]

[ ]

[VI.6.(5) it | DIESPR




. &% (FREOIESF) CEATHEE

(5) 114w
9.5 1F4%
i d S TATHRE LTV 5 ATREME D & 2 MBI IXTE I EOFEMENEMMEZ EA 2 & fE S
LB ORBEETH &, NTRKI., NTRK2). *NTRK3 Ein¥ %t ENXE LT/
I T TR AT, MRROBRFICIVABRBIIITCT 2 EBMEINTEY,
ABNOIERBETF D KRG SN2 6E. BE~AHEREEL RITTeEER & 5 3
1), [9.45 ]
[z ]
NTRKI1, NTRK2}). O'NTRK3 Bln % ZNENRE LT/, v 770U b~ AT, MR OR
WICLVAEZRRIHCT 22 E08WEINTEY ., RFOERMF 5B T 2 &R EICHEE
HERFET VR 7 ZEETE W= | i B ITIIAK O R GIXHER S iy, REI#R G
R OB T B — E IR AEIR FTRE 22 2o MR (Il B e il 2179 K H R85 2L, 1A
B EOFWRMENERMES ERIS LHEr S iL, a2 ST ilm AT ICE 5T 25512, AFIRS
IZRDIRWADEBIER Y A7 IZHOWTEBEIZHZICHIAT 2 &, ok, AFIX, 88 (7> b,
THX) ICBWTHREZBRT LI EAREINTWD, AAIZEL LZHEE, B MZBWTH
R VRIS AAN R E S L5 FTREMEIT G E TE 220,

(6) =35
9.6 i=3lw
BHLARNZ ENREE LW, IHBITICET 27T —Z 1370 A, AFIIXIBCRPOREE TH
L7280, AHBATONEELRH D, [15.25H]
[z ]
AANIBCRPOEE TH D720, HIBATO RN H D, LHBITICET 27 — X 37203,
BAFORICHTDIABNORMO ) A7 #EF L, BEPEROBEEGKTHIHRE (el rF=
7 KO O MAE IR EE O 06%) 13RI L RN ENREE LWEIRET 5 Z &,

(M INRE
BRIE I T2

)
TV

(8)

% o
Rl B



. &% (FREOIESF) CEATHEE

A vTaFrS—, 7T
Jamr~wA vy, R =
F =5
T —TF T N—VEHEM
[16.7.1. 16.7.2& 4]

Al & OB FTRE 72 IR V) 3k
g RPN o 5E
(ZIIAAN DOz BET 5 &
&bz, BEDOREAIEEIC
BEL, BIERORIU A7
EETDZ &,

7. tHE{EA
10. #E/EA
AAHNL, EICCYPSAIZ K> TRt s s, £7-, CYP3AICx L CHWHEMEM 2R,
() HAZEZSEZDER
BRE STV
Q) BHEZEE EZFDER
10.2 EFEE (BERISEET D L)
N4 & BRIARIER - T8 515 FEFF - eIk 1
98772 X HFEEE O CYP3A | AAIORIWERZ RSN DE | 246 O 2 CYP3A % [H.
HERE=S 1] ETNRHLDOT, ZThHDHE | EFTLHZ LK, AFOM

HErPIREE S B3 % ArREMEDS
o,

5 /7 72 XX H R EE O CYP3A
A
V77 Ly, Jx=
Y, 7z /23X
— LA
vAITFRFFY VY (B
hePa—rRXU—}F) &
A
[16.7.3. 16.7.4% /]

KENDAZIPER R T D%
NRHLHDOT, b DHHAl
& DOHF I ATREZR IR D BELT 5
Z &,

o OEAFNCYPIAE#H
Y52k, KFIOIMm
HEHRREE MK T 32 TREMEN
H5D,

CYP3SAD I & 72 5 HH
I a AR, =Y
VT &/ =) VNS
[16.7.5% ]

S OHEF O RIVEH A 58
SNHZBENRHLDT, &
HOREBAEREICEHZEL, A
EHORIUASERET D Z

ARAFNINCYP3AZLET 5 =
LIk, s oA DI
HERIREEDS A3 5 wlREMEDS
HD,

ko

[z ]

HpyEheREr (RBR20293) 128 W T, A RCYPSAILERIO—>THDH A hTaF Y —n1 et
BEAIC L D AFIOAUCH K435 B Lz 2 & 2B E 2. o372 TR E O CYP3AFHLE
& DOPOFRIZ L > THAUC BRE L EFTHAEEMENE 2 HivTz 20,

5872 AT PR E O CYP3AMER & OHFHIZ. AAORIEABHEBINDIBENRH D20, W]
HEZRRVBET D2 &, RSLEBETHATIHARAROBELZRGFI L, BE5EHIXBEEFEOREL X
DIEEICBIET D L,

SEhRE B GRBR20293) (2B W T, #ARCYP3AFHEK DO —>THD U 77 B v L Dff
FIZ L0 ARFIOAUCHKISI%ID L= Z & A E 2. Mosi )72 XAXHFEE O CYP3AR EA| &
PFAICE > THAUCH K E <K T2 Al . Sz 20,

58172 AT PR EE O CYP3AFHEH & OOFHIZ. AAOEIMEEZBE I EL2BE0RNH L2, 7]
REZRBRVBET D Z &,



. &% (FREOIESF) CEATHEE

SEEhieaER (RE5R20295) [ZBWT, AAIOHFHIZ L > TIFY 7 AR KBILIZ Y T LD
WREEEIC2ME RN O EADNRBO N2 LD, RANIFIWCYPSA4AIHEHITH L Z L BRI
7229, CYP3ADME L 72 53AI L OFHT 261X, TOERAORWERANERI NI BENLNH D
LEZOND, BEOREBLEEICBZE LAEH ORI H2IEET D &,

VIL1.(4) 2) BFHEE DR DHSIR

H) AFOEBEN TS AELOCHER HEE, RAIZIEZ7e FL 7 F=7 L LT1E100mg% 1 H 2[A%E 10 &5
T5, ok, BEORRBICIVEERET S, @FE., DNRIZIETIe b7 F=7 L LT1E100mg/m2 (K#
HifE) Z1H2EEAKRE TS, 2720, 1A100mgE B2 &, 2B, BEOREBICLVEERET 5, |
Th 5,

8. EBI{EA
1. Bl
ROBERDRH EDOND Z ENHHDT, BEELZT7ITATV, BEDPRD LIS EIZIE
B G- bk %7 E@U R ME AT O 2 b,
[z ]
125 UL £ O NTRK &85 150 OMELT - TR OB EE 2305 & U7 E L 2R 1A
(5220289 (NAVIGATE#RER) | KU1k LL FOMEIT « RO EBHEEE 235 & Lz ERS It
M 1T/MAFER (3520290 (SCOUTHER) | ICBWTRRBINT-HIELOCHEREE I
189%1 [FER20289 (NAVIGATERER) : 11641, #Er20290 (SCOUTHER) : 73#1] 0HEFE D
THMICHESE . MEME. BBREEEMOM, AFOEKHIEMFELEBEO L, F2REWEHE L
THREL, FICEEZET L b0z TERREIER] . Az TZotofEH] & LTK
E LTz,

[ZDMOEIER ] IZoWTIiE, Eit2mtrick i) 2 BBEE235.0% (106]) LLEDOFESG % 5l#
L7z, £7-. UHohEgETF—4% o — MRS TWAHESL (KT, ALP#I) b8 Lz,

B, UTFORIERIZOWTIEREFRzmE LI RBEIEG L L,

< FFRERIED - I EREORD . A TR ERIBE

- HinERED - A EREDRD . A EREE

< M/NRIBD - i REARD f SRIBE

- BREELE  WRIERE, Rk

- VRHE  ORANMETRIE, RASIERR. MEAR

<3895 R, BRIREIBIREE. £ O RS



. &% (FREOIESF) CEATHEE

(D EXLEIMER L PHIER

1.1 EXLEEHA

11.1.1 FFaErES
ALTHEN (28.0%) . ASTH{I (23.3%) FXfEHIFHREEELH LML Z VD
%, [8.1&M]

11.1.2 BHEHNH
BRI (10.6%) . HIMERED (9.0%) . &Il (7.9%) . /s (4.2%)
U LBk (3.7%) EOFEBEMHINS bbb ZERH D, [8.28]

11.1.3 PiR#HRRES
FEIMED V0 (17.6%) . S5 (2.6%) . BT E (1.6%) . EHENVKH (0.5%) .
PHIEE (0.6%) ERHLDLNDZENH 5,

(2) ZnthDEIER
11.2 ZDoE|ER
5%LL E 5% A3
= e ol (10.6%) . R (10.1%) .
B MR EE . R, TR
B AR R3S & OV A LR e i R KT
P71 "RAN S R N 27 fle
e BHWED LUERGIO | e (1430 . 170
P TR B SR
B2 R ¥ OV T Rk b = WG
Z D, IR EEE N Al-PHEIN




. &% (FREOIESF) CEATHEE

BER—R%
1) EFRA RIS DHEER (58820289 : NAVIGATEER)

MedDRA Yer-22.0. T e
BB R BEIEARTE n (%) n (%) n (%)
Mk LY v REE
Hi | 662w | 201w | 0
DR E
BERET O Y 1 (0.9%) 0 0
WO ERET Oy 1 (0.9%) 0 0
B 1 (0.9%) 0 0
HE L OBkKEE
AR PR 1 (0.9%) 0 0
i 1 (0.9%) 0 0
KT 1 (0.9%) 0 0
B 1 (0.9%) 0 0
P AR 5
PR I RE IR A | 1 09% | 0 0
AR P
A 1 (0.9%) 0 0
B A 1 (0.9%) 0 0
St 1 (0.9%) 0 0
IR 75 J8 P B 1 (0.9%) 0 0
FEh 1 (0.9%) 0 0
B s
L 12 (10.3%) 1 (0.9%) 0
(e 12 (10.3%) 0 0
T 7 (6.0%) 0 0
Mg - 7 (6.0%) 0 0
LA R 3 (2.6%) 0 0
51 3 (2.6%) 0 0
I B R 2 (1.7%) 0 0
R 2 (1.7%) 0 0
H R A4 2 (1.7%) 0 0
JiE 5 1 (0.9%) 0 0
IS 1 (0.9%) 0 0
PRI 1 (0.9%) 0 0
F DRGSR 1 (0.9%) 0 0
2 P AS R J 1 (0.9%) 0 0
1PN N 1 (0.9%) 0 0
e 1 (0.9%) 0 0
PEER % 1 (0.9%) 0 0
1% 1 (0.9%) 0 0
ERNSR 1 (0.9%) 0 0
—i% - REFEER L O SEAOREE
il 22 (19.0%) 0 0
AP AR 10 (8.6%) 0 0
BATREE 3 (2.6%) 0 0
T RS 3 (2.6%) 0 0
FEEN 3 (2.6%) 0 0
G 2 (1.7%) 0 0
23] 2 (1.7%) 0 0
A R 2 (1.7%) 0 0




. &% (FRALOZEE

%) T3 5I1EH

MedDRA Ver.22.0

NAVIGATERE (n=116)

iyl = £71L—F 71— 3 71— R4
22 E BIRBRIEATE (%) n (%) n (%)
BB AR 2 (1.7%) 0 0
) 5E 1 (0.9%) 0 0
VTR 1 (0.9%) 0 0
[OX RO 1 (0.9%) 0 0
R Sy 1 v e 1 (0.9%) 0 0
JiEE I 1 (0.9%) 0 0
B R 1 (0.9%) 0 0
JFFNAE R P
JF%& 1 (0.9%) 0 1 (0.9%)
R R 1 (0.9%) 1 (0.9%) 0
B 5 o i 1 (0.9%) 0 0
JFRERE JL R, 1 (0.9%) 0 0
G R IEE
B EOE | 2am% | 109% | 0
JEYSIE B & OV A BUE
e Bk 1 (0.9%) 0 0
1 JPe 2 R 1 (0.9%) 0 0
NHEE 1 (0.9%) 0 0
Bk 1 (0.9%) 0 0
B R L OE A OHE
B R 1 (0.9%) 0 0
B RG IR P (0.9%) 0 0
PR IR AT
ALTHM 31 (26.7%) 3 (2.6%) 2 (1.7%)
ASTHI N 27 (23.3%) 1 (0.9%) 1 (0.9%)
R ERE 14 (12.1%) 0 0
H i ER B 7 (6.0%) 0 0
I P EREED 4 (3.4%) 0 0
M= L 2T o — L 3 (2.6%) 0 0
M e U e B 2 (1.7%) 1 (0.9%) 0
1L ALPEAAN 2 (1.7%) 0 0
U L SERER 2 (1.7%) 0 0
I/ IR D 2 (1.7%) 0 0
RE R 2 (1.7%) 0 0
M7 V7 F= BN 1 (0.9%) 0 0
ISR 5 1 (0.9%) 0 0
R L OveakiEE
BHOLE 3 (2.6%) 0 0
BAEIR 2 (1.7%) 0 0
e B 2 (1.7%) 0 0
= R U o A fE 1 (0.9%) 0 0
m R 7Y% FifE 1 (0.9%) 0 0
1&H Vv A 1 (0.9%) 0 0
&~ 7 % v AME 1 (0.9%) 0 0
1KY eI fE 1 (0.9%) 0 0
B RB & O SRRk E
7 P 13 (11.2%) 1 (0.9%) 0
RAfim 8 (6.9%) 1 (0.9%) 0
A 6 (5.2%) 0 0
R HEAR 3 (2.6%) 0 0
VU RS 3 (2.6%) 0 0




. &% (FRALOZEE

%) T3 5I1EH

MedDRA yor22.0, £7L—F NAVIGA;E:/#;%P;D_HG) 71— K4
22 E BIRBRIEATE (%) n (%) n (%)
I 1 (0.9%) 0 0
i AR 1 (0.9%) 0 0
7 B A AN R 1 (0.9%) 0 0
FHER 1 (0.9%) 0 0
VRN 1 (0.9%) 0 0
PR R R
FEWED F 32 (27.6%) 0 0
SHTR 7 (6.0%) 1 (0.9%) 0
W 7 (6.0%) 0 0
R = 2 — a8 — 5 (4.3%) 0 0
R 5 (4.3%) 0 0
K= 2 — 1 F— 4 (3.4%) 0 0
SERH 4 (3.4%) 0 0
R 2 (1.7%) 0 0
HEEN R 1 (0.9%) 0 0
B AR R 1 (0.9%) 0 0
R 1 (0.9%) 0 0
o FRIE B R 1 (0.9%) 0 0
HE I kEE 1 (0.9%) 0 0
IR R 1 (0.9%) 0 0
Rl 1 (0.9%) 0 0
Kt nRREpE 1 (0.9%) 0 0
A A A AR 1 (0.9%) 0 0
RS 1 (0.9%) 0 0
PRk 1 (0.9%) 0 0
FErhBEE
N2 1 (0.9%) 1 (0.9%) 0
pge (0.9%) 0 0
tPReE %) (0.9%) 0 0
BB L ORI E
BEIR B (0.9%) 0 0
PRI EE (0.9%) 0 0
ANRE X O EEE
R |1 (0.9%) | 0 0
IR g, MOERES K OERR R
I ) 4 (3.4%) 0 0
Ik 1 (0.9%) 0 0
5 e 1 (0.9%) 0 0
£ PA 1 (0.9%) 0 0
Ja 7k 1 (0.9%) 0 0
FRGF KOV TRk b
WG 5 (4.3%) 0 0
B g 3 (2.6%) 0 0
B RG 3 (2.6%) 0 0
% ) FERE 3 (2.6%) 0 0
SIERRE S 2 (1.7%) 0 0
RN I 2 (1.7%) 0 0
Wi B AE 1 (0.9%) 0 0
T LIV —PER 5% 1 (0.9%) 0 0
HLEE 1 (0.9%) 0 0
EEEA 1 (0.9%) 0 0




ze4 (FREOIESF) CHAYTHEE

MedDRA yor22.0, £7L—F NAVIGA;E:/#;&P;D_HG) 71— K4

22 E BIRBRIEATE (%) n (%) n (%)
EERERT 1 (0.9%) 0 0
JTV R 1 (0.9%) 0 0
T - RIERBE IR R SR 1 (0.9%) 0 0
HUZAN 1 (0.9%) 0 0

1 P

IEFTH 5 (4.3%) 0 0
= 1 1 (0.9%) 0 0
B if 1 (0.9%) 0 0
LA —EBl% 1 (0.9%) 0 0

7L — RiZCTCAE Ver.4.031Z 53 X &
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2)ERRERSE I/ D458 (FBR20290 : SCOUTEHER)

MedDRA Ver.22.0 _____ SCOUTH# (n=88) S
s S 4y R A 2 27 1—F 71— 13 71— F4
n (%) n (%) n (%)
MRFE LY v REEE
E=gin 11 (12.5%) 0 0
B 1 (1.1%) 0 0
Dol
e SEHERE R A 1 (1.1%) 1 (1.1%) 0
TS R 1 (1.1%) 0 0
oy B
N | 1 (1.1%) | 0 | 0
ARPEE
TR 1 (1.1%) 0 0
A 1 (1.1%) 0 0
B IEE
GV 9 (10.2%) 1 (1.1%) 0
A 9 (10.2%) 0 0
g 8 (9.1%) 0 0
T 6 (6.8%) 0 0
& 4 (4.5%) 1 (1.1%) 0
IEEE 3 (3.4%) 0 0
53 3 (3.4%) 0 0
B A E iR R 1 (1.1%) 0 0
—i% - REFEER L O SEOREE
957 7 (8.0%) 0 0
1y 3E 3 (3.4%) 0 0
R L Ok E
K7 T 2 v fE 9 (10.2%) 0 0
EH Y U AIMAE 5 (5.7%) 0 0
RAEER 3 (3.4%) 0 0
B UE 3 (3.4%) 0 0
K~ U 7 AfE 2 (2.3%) 0 1 (1.1%)
e 2 (2.3%) 1 (1.1%) 0
&7 b U AfE 2 (2.3%) 1 (1.1%) 0
S AN IR 2 (2.3%) 0 0
&7 a— VIfE 1 (1.1%) 0 0
B 1 1 (1.1%) 0 0
AR H e 1 (1.1%) 0 0
~ TRV ARZ 1 (1.1%) 0 0
AR IR A
ALTHN 30 (34.1%) 2 (2.3%) 0
ASTHE N 25 (28.4%) 0 0
I P ERERD 17 (19.3%) 7 (8.0%) 1 (1.1%)
i ERE sk 13 (14.8%) 0 0
1 ALPHE N 8 (9.1%) 0 0
U > ERER D 7 (8.0%) 1 (1.1%) 0
I IR B> 7 (8.0%) 0 0
7 vy =8N 6 (6.8%) 0 0
N 4 (4.5%) 2 (2.3%) 0
GGTHE N 2 (2.3%) 1 (1.1%) 0
~EZ e 2 (2.3%) 0 0
KRR A 2 (2.3%) 0 0
$5IR HH =) 1 (1.1%) 1 (1.1%) 0
DERQTER 1 (1.1%) 1 (1.1%) 0
1 LDH SN 1 (1.1%) 0 0
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VI. Z2 (ERLOIEESF) ICEI HEEB

MedDRA Ver.22.0 A SCOU;T":%% g’;‘%) VA==
B BIRRIEATE (%) n (%) n (%)
1 HF S R ER R D 1 (1.1%) 0 0
U SEREE N 1 (1.1%) 0 0
RE D 1 (1.1%) 0 0
BB & O SRRk E
7 P 2 (2.3%) 0 0
VU e 2 (2.3%) 0 0
ESIRNG 1 (1.1%) 0 0
I 1 (1.1%) 0 0
MUk DZETE 1 (1.1%) 0 0
i 1 (1.1%) 0 0
SR 1 (1.1%) 0 0
Vo~ FPEREE 1 (1.1%) 0 0
PSR IR
BIEPE 4 (4.5%) 0 0
FREhE D F 1 (1.1%) 0 0
W S 1 (1.1%) 0 0
SRR 1 (1.1%) 0 0
FErhBEE
ARHRSE 2 (2.3%) 0 0
Zy Rl 2 (2.3%) 0 0
NS 1 (1.1%) 0 0
P 1 (1.1%) 0 0
HHHEEDRS 1 (1.1%) 0 0
B L OUR B FEE
1 pR 2 (2.3%) 0 0
EAR 2 (2.3%) 0 0
bR 1 (1.1%) 0 0
IR g, MOERES K OERR R
Ik 1 (1.1%) 0 0
WHEE o S5 1 (1.1%) 0 0
FRGF J OV Rk
B g g 2 (2.3%) 0 0
WG 2 (2.3%) 0 0
Wi B AE 1 (1.1%) 0 0
A By PRI B S 2% 1 (1.1%) 0 0
LB 1 (1.1%) 0 0
ZITIE 1 (1.1%) 0 0
SRR S 1 (1.1%) 0 0
9 FEIE 1 (1.1%) 0 0
Z D FEVE RS 1 (1.1%) 0 0
AL 1 (1.1%) 0 0
I f
= 1 3 (3.4%) 0 0
AL 1 (1.1%) 0 0
IEFTH 1 (1.1%) 0 0
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. &% (FREOIESF) CEATHEE

) #afEM (38820288, 55820289 (NAVIGATE R ER) . 5ER20290 (SCOUTEER) 1 *

MedDRA Ver.22.0 . _ SEAMH (n=279) . .
s S 4y R A 2 27 1L—F 71 —FK3 71— F4
n (%) n (%) n (%)
Mg LY R REE
E=gin 29 (10.4%) 6 (2.2%) 0
B 1 (0.4%) 0 0
Dol
TRPESERR 2 (0.7%) 0 0
I EHRHEA A 1 (0.4%) 1 (0.4%) 0
BEREET Oy 1 (0.4%) 0 0
B OERET O Y 1 (0.4%) 0 0
EllEs 1 (0.4%) 0 0
HE X Ok E
FR PR 2 (0.7%) 0 0
Hm 2 (0.7%) 0 0
HEIK T 1 (0.4%) 0 0
HRE R 1 (0.4%) 0 0
B 1 (0.4%) 0 0
[t 8 F 1 (0.4%) 0 0
P AR 5
FOIR BRFEREAS T4 3 (1.1%) 0 0
SN 1 (0.4%) 0 0
AR PR
720 2 (0.7%) 0 0
RN 57 1 (0.4%) 0 0
A 1 (0.4%) 0 0
FEEA (M 1 (0.4%) 0 0
St 1 (0.4%) 0 0
BRI N 1 (0.4%) 0 0
AIS 7 )5 [ v 1 (0.4%) 0 0
B 1 (0.4%) 0 0
Bl
N 36 (12.9%) 2 (0.7%) 0
(e 34 (12.2%) 0 0
Mgk it 24 (8.6%) 0 0
T 21 (7.5%) 0 0
P& 7 (2.5%) 1 (0.4%) 0
B 7 (2.5%) 0 0
REE 6 (2.2%) 0 0
LA R 5 (1.8%) 0 0
AL 4 (1.4%) 0 0
M PRI 4 (1.4%) 0 0
(T I N 4 (1.4%) 0 0
F DG SR 2 (0.7%) 0 0
H e PN g 2 (0.7%) 0 0
57 7 i e 1 (0.4%) 1 (0.4%) 0
IR 1 (0.4%) 0 0
ek 1 (0.4%) 0 0
BLW 1 (0.4%) 0 0
B A E iR R 1 (0.4%) 0 0
ERE Ak N 1 (0.4%) 0 0
A 1 (0.4%) 0 0

3 BR20288, BR20289 (NAVIGATERER) XI3itER20290 (SCOUTHER) (THAAN I, AHIEZ1
BILL PG S e iR KR OVINE O NTRK B8 s 1 Bt XA IR O BT B 27961, i, Wi
OFRBRIZ S NTRK &85 FBE TRVWEES, BHEXIIEHEOREZZ T T-BESED, KR D
ZHRES IR, AR OCHAREOMHEAZ2E0HBAREAE T 5,



. &% (ERALD;

2%) I3 51EHR

A\ _
MedDRA Yer22.0 Z7L—§ i ﬁiyl?/inl\_sz = 71— F4
BEMKSEEARTE n (%) n (%) n (%)
SE=371 1 (0.4%) 0 0
e PN A R J 1 (0.4%) 0 0
1PN N 1 (0.4%) 0 0
1 O 1 (0.4%) 0 0
SIS 1 (0.4%) 0 0
PN 1 (0.4%) 0 0
EAP 1 (0.4%) 0 0
—i% - REIEER O SEAOREE
I8 57 47 (16.8%) 1 (0.4%) 0
APV 17 (6.1%) 0 0
%) hE 8 (2.9%) 0 0
BATREE 8 (2.9%) 0 0
T RS 5 (1.8%) 0 0
35 5 (1.8%) 0 0
LK 4 (1.4%) 0 0
FEEN 4 (1.4%) 0 0
ARABNEAR 3 (1.1%) 0 0
WA A 3 (1.1%) 0 0
J¥a 7 2 (0.7%) 0 0
PR T R 2 (0.7%) 0 0
WA R 1 (0.4%) 0 0
IS 1 (0.4%) 0 0
BT 1 (0.4%) 0 0
Rk 1 (0.4%) 0 0
O O K 1 (0.4%) 0 0
A TN PR 1 (0.4%) 0 0
[ R v A 1 (0.4%) 0 0
R D JAE 1 (0.4%) 0 0
JiEE i 1 (0.4%) 0 0
JFFNAE R P
JF% 1 (0.4%) 0 1 (0.4%)
SRR RS 1 (0.4%) 1 (0.4%) 0
REY 5 -3 1 (0.4%) 0 0
JFHRE LR 1 (0.4%) 0 0
G R P
S BOE | 2 (0.7%) | 1 (0.4%) | 0
JEYSE B X OV A e
WLt 1 (0.4%) 0 0
1 e L JRk 1 (0.4%) 0 0
DS 1 (0.4%) 0 0
25 1 (0.4%) 0 0
Bl P48 1 (0.4%) 0 0
BE, bk X OWE S OHE
%%%E’J B e 1 (0.4%) 0 0
P 1 (0.4%) 0 0
B RG IR P 1 (0.4%) 0 0
YR
ALTHEN 65 (23.3%) 7 (2.5%) 2 (0.7%)
ASTHIM 57 (20.4%) 2 (0.7%) 1 (0.4%)
I R ER B 22 (7.9%) 7 (2.5%) 1 (0.4%)
H i Bk e 22 (7.9%) 0 0
(T HIN 21 (7.5%) 2 (0.7%) 0
U RERE R 15 (5.4%) 3 (1.1%) 0
1P ALPES N 15 (5.4%) 0 0




. &% (ERALD;

2%) I3 51EHR

A\ _

MedDRA Yer22.0 E7L—F i ﬁiyl?/inl\_sz = 71— F4
B BIRRIEATE (%) n (%) n (%)
M7 V7 F= BN 9 (3.2%) 0 0
I RIS 9 (3.2%) 0 0
RE D 7 (2.5%) 0 0
=275 o— e 4 (1.4%) 0 0
M e U e B 2 (0.7%) 1 (0.4%) 0
GGTHI N 2 (0.7%) 1 (0.4%) 0
g7 v7 2 R 2 (0.7%) 0 0
P LDHHE N 2 (0.7%) 0 0
A=A VZ )| 2 (0.7%) 0 0
TR AR 2 (0.7%) 0 0
IR HH =) 1 (0.4%) 1 (0.4%) 0
DERQTIEE 1 (0.4%) (0.4%) 0
Y —B RN 1 (0.4%) (0.4%) 0
7 T—EHm 1 (0.4%) 0 0
1 HF S R ER R D 1 (0.4%) 0 0
M~ 7 X0 L 1 (0.4%) 0 0
me Y 1 (0.4%) 0 0
I Fp R BRI A LR ) 1 (0.4%) 0 0
i H R FE N 1 (0.4%) 0 0
i E5 1 (0.4%) 0 0
U L SERERHE N 1 (0.4%) 0 0

R L O RS

K7 V7 2 e 11 (3.9%) 1 (0.4%) 0
BAEIR 9 (3.2%) 1 (0.4%) 0
e B 8 (2.9%) 1 (0.4%) 0
BROLIE 7 (2.5%) 0 0
B h U v AISE 6 (2.2%) 0 0

S RNk 3 (1.1%) 0 1 (0.4%)
=7 U U A E 3 (1.1%) 1 (0.4%) 0
wmRY 7R FiE 3 (1.1%) 0 0
&~ 7 %0 AUE 3 (1.1%) 0 0
B~ 7R AIE 2 (0.7%) 0 0
1KY v EeifLfE 2 (0.7%) 0 0
AV T S E 1 (0.4%) 0 0
=7 m—)LIE 1 (0.4%) 0 0
oL AT a—/UIiE 1 (0.4%) 0 0
e PR I 1ML JE 1 (0.4%) 0 0
&AL I SE 1 (0.4%) 0 0
A Ik 1 (0.4%) 0 0
KAV © A fiE 1 (0.4%) 0 0
KA H e 1 (0.4%) 0 0
e DAY v 1 (0.4%) 0 0

B R B & OSSRk

7 P 27 (9.7%) 2 (0.7%) 0
RAfim 16 (5.7%) 1 (0.4%) 0
A7 AT 10 (3.6%) 0 0
i AR 7 (2.5%) 0 0
VU e 7 (2.5%) 0 0
R B 3 (1.1%) 0 0
ki 2 (0.7%) 0 0
BIE 2 (0.7%) 0 0
FH I 2 (0.7%) 0 0
SR 2 (0.7%) 0 0
MU DT 1 (0.4%) 0 0




. &% (FREOIESF) CEATHEE

AT (n=279)

MedDRA Ver.22.0 ~
il = £ 1L—F 71— K3 71— R4
B BIRRIEATE (%) n (%) n (%)
i i 1 (0.4%) 0 0
7B b AR R 1 (0.4%) 0 0
U o~ TR 1 (0.4%) 0 0
VIR FENE 1 (0.4%) 0 0
PR R R
FENE D F 50 (17.9%) 1 (0.4%) 0
R 15 (5.4%) 0 0
SHR 12 (4.3%) 1 (0.4%) 0
BEIRIE 11 (3.9%) 0 0
K= 2 —nm /8 F— 6 (2.2%) 0 0
R 6 (2.2%) 0 0
B REE 5 (1.8%) 0 0
KR = 2 —a /T — 5 (1.8%) 0 0
PR 3 (1.1%) 0 0
BRI E 3 (1.1%) 0 0
SR SRR 3 (1.1%) 0 0
HEE RS 2 (0.7%) 0 0
HE R 2 (0.7%) 0 0
PRk 2 (0.7%) 0 0
= 1 (0.4%) 0 0
ERERU ST 1 (0.4%) 0 0
Al 1 (0.4%) 0 0
SRR 1 (0.4%) 0 0
o FRIE B R 1 (0.4%) 0 0
CAXZRXTT 1 (0.4%) 0 0
SRR 1 (0.4%) 0 0
WEAR 1 (0.4%) 0 0
TP R RE R 1 (0.4%) 0 0
AN 1 MR 1 (0.4%) 0 0
IFIsE—X A 1 (0.4%) 0 0
2= a—a T — 1 (0.4%) 0 0
TR L R RERE AT 1 (0.4%) 0 0
S B 1 (0.4%) 0 0
FEPHRE
ARHRSE 4 (1.4%) 0 0
= 3 (1.1%) 2 (0.7%) 0
Zy Rl 3 (1.1%) 0 0
BEELINAE 2 (0.7%) 0 0
N3 1 (0.4%) 1 (0.4%) 0
Wk 1 (0.4%) 0 0
s 1 (0.4%) 0 0
5>y 1 (0.4%) 0 0
5 oY 1 (0.4%) 0 0
ES V) 1 (0.4%) 0 0
U v Rk 1 (0.4%) 0 0
EE 1 (0.4%) 0 0
R= o 7 FAE 1 (0.4%) 0 0
WhHBFEEDRE 1 (0.4%) 0 0
BB L ORI E
EAR 5 (1.8%) 0 0
1 pR 2 (0.7%) 0 0
BER B 2 (0.7%) 0 0
B IR 1 (0.4%) 0 0
PRI EE 1 (0.4%) 0 0
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MedDRA Ver.22.0

AT (n=279)

il = £ 1L—F 71— K3 71— R4
B BIRRIEATE (%) n (%) n (%)
R B 1 (0.4%) 0 0
FRER B L OFLEREE
Fa 3225 i 1 (0.4%) 0 0
i B 1 (0.4%) 0 0
MR g, MOERES  OMERm R
I ) 5 (1.8%) 0 0
Ik 4 (1.4%) 0 0
e EE 2 (0.7%) 0 0
55 VRN PR R 5 2 (0.7%) 0 0
Lo b 1 (0.4%) 0 0
IiNZEghd 1 (0.4%) 0 0
£ PA 1 (0.4%) 0 0
NHEE D 2 IE 1 (0.4%) 0 0
Jfg sk 1 (0.4%) 0 0
agk 1 (0.4%) 0 0
MR e i L 1 (0.4%) 0 0
FE R KOV TRk
Z O FEIE 10 (3.6%) 0 0
W5 9 (3.2%) 0 0
B g 8 (2.9%) 0 0
LB 4 (1.4%) 0 0
FE RS 4 (1.4%) 0 0
R NITR I 4 4 (1.4%) 0 0
Jii B AE 3 (1.1%) 0 0
SIERRE G 3 (1.1%) 0 0
U 3 (1.1%) 0 0
BT 2 (0.7%) 0 0
JTViE 8 2 (0.7%) 0 0
SRR 2 (0.7%) 0 0
B R R 2 (0.7%) 0 0
IR 1 (0.4%) 0 0
T LV — R REA% 1 (0.4%) 0 0
A By PR B S 2% 1 (0.4%) 0 0
B 2NE) 1 (0.4%) 0 0
EERERT 1 (0.4%) 0 0
ZITIE 1 (0.4%) 0 0
JNERA RS 1 (0.4%) 0 0
T - R AR SRR 1 (0.4%) 0 0
SRR I 1 (0.4%) 0 0
BEK B 1 (0.4%) 0 0
Z D FEVE RO 1 (0.4%) 0 0
AL SEAYRS 1 (0.4%) 0 0
Bt 1 (0.4%) 0 0
F & 1 (0.4%) 0 0
I i
1FTH 9 (3.2%) 0 0
e I 5 (1.8%) 1 (0.4%) 0
AL 2 (0.7%) 0 0
15 1 2 (0.7%) 0 0
LA —Hig 1 (0.4%) 0 0
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10.

11.

12

. BRBRERRICREITHE

BRE S LTV

BERS

REI LTV

BHALEDIE
14, ERLOFE
14.1 EFIRMAFOEE
(NRA®
14.1.1 HfE 28T, 2~8CTIRIFETHZ &,
14.1.2 BAEMZ30B LINIZEER 35 Z &,
14.2 EXRIZREBHOFE
(h7tIL)
14.2.1 A7 2/WVEHTTZD ., WATZY, D5 L7EZ0HET, ZOFEFELOOKTIRHATLZ &,
(NR®
14.2.2 Xy FEHWTRAOKET 5, 2B, REXIFHERET 2 —7 2L THERETLZ L
HLTE D,
[fzsi]
AFNOBFIF N OWTHEEFHELGH L, BEEAEICEYET D2 &,
WHTIZ DWW T, 2~8C TR L. BREMZIZS0B IS L. FRIEARAE LA, HHE
DR MV ERENy b O TREIERICANTEREEEICORAT L Z LICk v, EUNIEEST S
b, B MENEREEICAHE LEGEE, TIOKTHRWRT X O EET S 2 L,

ZDHDFE
(M EERFEARIZEDC1HEHR
FRE S AL TUN R0

(2) JERRPREAER ICE D < B3R
15.2 FREREREAERICE D < 1F#R
AT v MTBWT, AR ZERTANORERAKRE LS E, £%9I~16 H ORI/
REBHE ORIREREE B2 U TREIZ2.565, 0. T TRERZ LN Z ERHES T
%o BHEMER K O A RNRBD DN RITHET L72h#m T v RARD LRI, HHX
FRRERAIT 6 2 AFN O BN TR D BEZVIREE(CICBEE L TW L TN H 5,
[9.62 1]

(]

DT v FERWERBRICEWN T, ARTHNDBREEBMM LI E 25, £RI~16H I Tl
R R R BRI S D, BT v b OB SRR T R
FEIEA BT, 18HEMKEGRBRTITT L UTHERAZICER L7 LT LI N & 549 H LLREIC
HONTZD, NHET v FEY b Cmax33~451%, AUCo24732~48f5Fm < e 5 M EZHK G L ThH,
B RHOFEE AT R DR o T, LIR>T, T v FTIEEEKT v MO~ TR
RO EHEFICET 2EZMERE N EEx bz, B, T v hERAWEZRRTRE
U RN LN RSB 2937~ N OREREIT, /N ERE ORISRk L CRER
2.50%, MEX0.7f5CTH 7=,

HIHE S TIEE P ~OSMEMEIE 5 Cide ., BENALETH D,




X. JERGIREABRICREI HIEE

1.

I ER
(1) ZEFEEHER
VI HZhEEIC T 5 HE ] OHSM

(2) R MRIBAER 2
e By fd PRI G I
AR F5) | [ ) PR
o RIR, 178D 7 vk 1 0. 10, 30, L
| (IrwingBR) (SD) (6) 100mg/kg
fi [ AR O % ]
FE | FRRRA I RE 7w b il 0. 100mg/kg 1I6HHICE—% 1y RTO
F | (m—%uwvy Rk | (SD) (3) 1H2[H] FRerEM2ME T L, ZfE
B%) [42 B I RCIERE D42 | IR G-I TR £ C
5] Rt L7z
~ A T 0. 30mg/kg B L
(C3H/ (f&3) | 1H2[
Hed) (48 H I ST A% 11 3¢
5]
MRATEN AT | 7 > b i 0. 10, 30, WL
(5 i Skl (SD) (MERES- | 100mg/kg
1B, BEFL 15) 1 H2[H]
R OF—T 7 (40 P S A0 1 ¢
£ =)L RE1%R) 5]
FRATENZIENE | 7 v b B 1 : 0, 7.5, 22D
(IR REZEZTe | (SD) (MEMES3 | 25/17.5.
FOBRAfi, H%&iE ~10) 75/50/37.5mg/kg
BE) 1 H 2[H]
W . 0. 7.5/5,
25/10,
75/50/20mg/kg
1H2[H
(75mg/kg : 23 H
Ho2l H 5D
26H HE TIRZEL
50 X 1320mg/kg)
[133E[H SR A% 1
5]
FRRATEN AT YE | ST > | M HE%T~27H 0, | H:2/6mg/kg : ¥ 5K (4
(FOBR¥m, HF | b (MEMES | 0.2, 2. 7.5bmg/kg | #%61H) KOWEEHF (£
EE R, JERER | (SD) 45) 1H2[H] #%86H) IZH& D75 HIBH &
B, Biel kb7 E1%28~T0H : g O FEHMESE T Lz (0
Pk kBR) 0. 0.6, 6, TN Hp<0.01 vs AR5
22.5mg/kg 1H2[A | #, Dunnett's multiple
[64 HMX#ER D | comparison test)
5] 1E7.5/22.5mglkg : £ 51
M (E#%61H) ICHBoRE
TR OE HIBR N8 o S E
PMET L, RHEHIM (%
86 H) kD& B s
DOFEMEIMETF L (W
NHp<0.01 vs BEAR 5
#£. Dunnett's multiple




X. JERGERERERICBI9 HIRE

e WFE PER 5 & ot
dsial (F50) | ) (4 b ] PR
comparison test)
M7.5/22.56mglkg : ¥ 58
il (ZE%61H) OFR—LY7
— UNBIER R Z 41401 R
e N (CEoPAsH) | 2/14
FHNZRMG T (BREE) 234
bz
WERET.5/22.5mglkg : ¥ 5-
WM (E%610) oK
U v TEIEFRICREOEMY
RS T (B S35y
BAgH) . XUTsea/riRieEA
EHRALN, BE K& <
TN DI RES/15] It
11461 Ch v | RS 51
(15%14f) &g T
72 < (p<0.05 vs AR G-
BE. Fisher's exact test) .
ZOEIFEIEYIMAE L
TR BE SNz, &
2V R OERI DS HESHI 2 Y
HE2BCA 421 ~23 H DI
IZENFh1~2EBIZZ SN
7=
MRRATENI2A0TE M | v i3 0. 30, 100, WAL
(FOBRE) (=271 | (3) 300mg/kg
HL) 1H 1[=]
(14 H P BCIERE D 3
5]
MR TEN 2 I0TE M | v I I 0. 10, 30, WAL
(=74 |(8) 100mg/kg
H ) 1H 1=
(430 R S 10 T
5]
L | hERGZ YV 7 &5 | hERGH (3) 1. 10uM hERGH UV v AWK L
| ¥ R PRy Lin vitro] FEEHE RS o T2
1 ¥ RIVFE (PREMEH © 10uM Ty
R e M 0.6%)
LR | (3) 0. 10, 30, 100, |ICs=147uM
e 300pM
(HEK293) Lin vitro]
DMATENRE T X | REE T | B 0. 10. 30, 100, |##/1L
— % FLA— | (5) 300mg/kg (7 @ A
B —AE F—X—1E)
7 v K [ B[] O #2 5-]
WREETF D | (3) 0.043, 0.217, B L
T LA — 0.433mg/kglsr (%
b —AEAE EN1.3, 6.5,
A X 13.0mg/kglZFHY)
(304> FEIB@ CTHRARP
Frgi e 5]




X. JERGIREABRICREI HIEE

ot EULZEEn PRI P& b g
AR FH0 | /) [ ] AT
REETO | I 0. 200mg/kg LMMATENRE N T A — & 121%
TLA— |(3) [48m5fEIMIfR CHLIE] | 2870 L
a2 —4EE R O#eh] EHNNEM 2 A 540, 14
B (h TIECmax3 16pg/mL O EE S
=74 2B W TS E R L+ DK
V) T (PEBRH ME O fr K48%
KT Do (#
) KROWREDIK T (EfR
DARIEDFKIA5%IET) 23
Sy g
T A— | 0. 3. 10, 30, BN
Z—35E | (6) 100mg/kg (i
B (B papy 5.
=AW [2H~1LEAMRET
V) MR HEL[EIRE S B N
5]
DX, T U A— | WERE 0. 10, 30, 10mg/kg DPLHE B i+ % bR
& —3JE2E | (MEHES | 100mg/kg x| MO HERECTHERES
HH o 5) 1H 1A e OV 91 i 0D — @ oD
(h=r~4 [GERKER O [ ETFRLHNE
FL) 5]
ME e 0, 10, 30, 430, 100mg/kg : YEEW
(MERES- | 100mg/kg 1TH 1R | 2 ONERJE)ARINT O —iE
5) (1BEMNKER O | DI FRAE LI
5]
e | FLAFETT T | T b i3 0. 10, 30, BB L
W | 4 —%& W= | (SD) (8) 100mg/kg
o | HnE [EAEF g EcA
| FER L Hv WHEREE 0, 10, 30, -2 YD
(=274 | (5) 100mg/kg
HFL) 1H 1[=]
(13308 i S A 7% P 4%
5]
B | BE s hE AN 1k 0. 10, 30, MR 58 & Lol U A Bk
W5 (SD) (10) 100mg/kg TERHIN B s & (et L
W EEERE S (10, 30} 1*100mg/kg T
% FnENn+11, 235
+31%) . 100mg/kglZds
WTIFAEE Tho= (p<
0.05 vs HEARF 5-RE.
Dunnett's multiple
comparisons test)
iz 0. 10, 30, B P HRE & Lk U R
(10) 100mg/kg FEEEEL (10, 30K
EAEEnEEEsA 100mg/kg TZNEIL+27,
+ 27K +66%) .
100mg/kglZ B W TIFAE
TH-o7= (p=0.0001 vs 4
K58, Dunnett's
multiple comparisons
test)




X. JERGIREABRICREI HIEE

e B TE PER 5 & ot
i FH | WD [ i34 e
Bk 24 E | 7> b Vi3 0. 10. 30, WL
H (SD) (10) 100mg/kg
[HA (Al b e
B WIxt32% | 7 v b T 0. 10. 30, 100mg/kg : B R W E
2 (SD) (10) 100mg/kg T O3 U6 B R D B FE 3
A= (R EHE L Pl LN L 7=
(W Hp<0.001 vs A
¥ E# . Dunnett's
multiple comparison
test)
(3) FDHth D E B ER
(BEER)

DNELOXF—EIZT SR (invitro) 4349
X —E 2V T vEA (Millipore, KinaseProfiler™) (23U NT, 229fHD ¥ F— ¥ |Txf
THREEHZRF LS. 77 N7 9 =7131uM Ctyrosine kinase non receptor 2
(TNK2) %< TRKLSDF T —1 (226580H) (ZxF L TH50% %8 2 2 BEEM 2R S 72
S7, 78 b7 F=TIEIWM CTTNK2% 41§ % poly(Glu-Tyr) D U > (k% 62.445% A5 L |
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=4 %5 KIE (20234F11 H IKE)

7244 VITRAKVI® (larotrectinib)

St Bayer HealthCare Pharmaceuticals Inc.

KA H 201811726 H

K - & & Capsules : 25 mg, 100 mg. Oral Solution : 20 mg/mL

BIEESEESIIES 1 INDICATIONS AND USAGE

VITRAKVI is indicated for the treatment of adult and pediatric patients

with solid tumors that:

+ have a neurotrophic receptor tyrosine kinase (N7RK) gene fusion without
a known acquired resistance mutation,

* are metastatic or where surgical resection is likely to result in severe
morbidity, and

* have no satisfactory alternative treatments or that have progressed
following treatment.

Select patients for therapy based on an FDA-approved test.

This indication is approved under accelerated approval based on overall

response rate and duration of response. Continued approval for this

indication may be contingent upon verification and description of clinical
benefit in confirmatory trials.

ik OHE | 2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

Select patients for treatment with VITRAKVI based on the presence of a

NTRK gene fusion in tumor specimens. Information on FDA-approved tests

is available at http:/www.fda.gov/companiondiagnostics.

2.2 Recommended Dosage

Recommended Dosage in Adult and Pediatric Patients with Body Surface

Area of at Least 1 Meter-Squared

The recommended dosage of VITRAKVI is 100 mg orally twice daily, with

or without food, until disease progression or until unacceptable toxicity.

Recommended Dosage in Pediatric Patients with Body Surface Area Less

Than 1 Meter-Squared

The recommended dosage of VITRAKVI is 100 mg/m? orally twice daily,

with or without food, until disease progression or until unacceptable

toxicity.

2.3 Dosage Modifications for Adverse Reactions

For Grade 2 and higher liver function test abnormalities, refer to Section

2.4, Table 2, Dosage Modifications for Hepatotoxicity.

For all other Grade 3 or 4 adverse reactions:

* Withhold VITRAKVI until adverse reaction resolves or improves to
baseline or Grade 1. Resume at the next dosage modification if resolution
occurs within 4 weeks.

* Permanently discontinue VITRAKVI if an adverse reaction does not
resolve within 4 weeks.
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The recommended dosage reductions for VITRAKVI for adverse reactions
are provided in Table 1.
Table 1 Recommended Dosage Reductions for VITRAKVI for Adverse

Reactions
Adult and
Dosage Reduction Pediatric Patients with Body | Pediatric Patients with Body
Surface Area of 1 m?2 or Surface Area Less Than 1 m?
Greater
First 75 mg orally twice daily 75 mg/m? orally twice daily
Second 50 mg orally twice daily 50 mg/m?2 orally twice daily
Third 100 mg orally once daily 25 mg/m? orally twice daily?

aPediatric patients on 25 mg/m?2 orally twice daily should remain on this dosage even if
body surface area becomes greater than 1 m2 during the treatment. Maximum dose
should be 25 mg/m?2 orally twice daily at the third dosage modification.

Permanently discontinue VITRAKVI in patients who are unable to tolerate
VITRAKVI after three dose modifications.

2.4 Dosage Modifications for Hepatotoxicity

The recommended dosage modifications for VITRAKVI liver function test
abnormalities are provided in Table 2.

For CTCAE Grade 2 ALT and/or AST elevation, monitor liver function
frequently as clinically indicated, to establish whether a dose interruption
or reduction is required.

Table 2 Recommended Dosage Modifications for VITRAKVI for

Hepatotoxicity
Severity? Dosage Modification
- Withhold VITRAKVI until recovery to < Grade 1 or

return to baseline.

ilst’fl %ﬁlﬁﬁgj i }2{ E{-‘JIEN - Resume VITRAKVI at the next lower dose level.

- - Permanently discontinue if a Grade 4 AST and/or

ALT elevation occurs after resuming VITRAKVI.

AST or ALT > 3 x ULN

with total bilirubin > 2 X . .

ULN in the absence of Permanently discontinue VITRAKVI.

alternative causes

ALT = alanine aminotransferase; AST = aspartate aminotransferase; ULN = upper
limit of normal

aGrading defined by National Cancer Institute Common Terminology Criteria for
Adverse Events (NCI CTCAE) version 4.03

2.5 Dosage Modifications for Coadministration with Strong CYP3A4
Inhibitors

Avoid coadministration of strong CYP3A4 inhibitors with VITRAKVI. If

coadministration of a strong CYP3A4 inhibitor cannot be avoided, reduce

the VITRAKVI dose by 50%. After the inhibitor has been discontinued for 3

to 5 elimination half-lives, resume the VITRAKVI dose that was used prior

to initiating the CYP3A4 inhibitor.

2.6 Dosage Modifications for Coadministration with Strong or Moderate
CYP3A4 Inducers

Avoid coadministration of strong CYP3A4 inducers with VITRAKVI. If

coadministration of a strong CYP3A4 inducer cannot be avoided, double

the VITRAKVI dose. Additionally, for coadministration with a moderate

CYP3A4 inducer, double the VITRAKVI dose. After the inducer has been

discontinued for 3 to 5 elimination half-lives, resume the VITRAKVI dose

that was used prior to initiating the CYP3A4 inducer.

2.7 Dosage Modifications for Patients with Hepatic Impairment

Reduce the starting dose of VITRAKVI by 50% in patients with moderate

(Child-Pugh B) to severe (Child-Pugh C) hepatic impairment.
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FAEKROHE | 2.8 Administration
(Frx) VITRAKVI capsule or oral solution may be used interchangeably.
Do not make up a missed dose within 6 hours of the next scheduled dose.
If vomiting occurs after taking a dose of VITRAKVI, take the next dose at
the scheduled time.
Capsules
Swallow capsules whole with water. Do not chew or crush the capsules.
Oral Solution packaged in one bottle containing 100 m1L
* Store the glass bottle of VITRAKVI oral solution in the refrigerator.
Discard any unused VITRAKVI oral solution remaining after 90 days of
first opening the bottle.
* Prior to preparing an oral dose for administration, refer to the
Instructions for Use.
Oral Solution packaged in two bottles each containing 50 mIL,
* Store the glass bottles of VITRAKVI oral solution in the refrigerator.
Discard any unused VITRAKVI oral solution remaining after 31 days of
first opening the bottle.
* Prior to preparing an oral dose for administration, refer to the
Instructions for Use.
4 5 R (20244F-8 A 5 47)
o VITRAKVI
=4 Bayer AG
KGR H H 2019F9H 19H

A - &

Hard capsules : 25 mg, 100 mg. Oral solution : 20 mg/mL

PIEESEESIES

4.1 Therapeutic indications

VITRAKVI as monotherapy is indicated for the treatment of adult and

paediatric patients with solid tumours that display a Neurotrophic

Tyrosine Receptor Kinase (NTRK) gene fusion,

- who have a disease that is locally advanced, metastatic or where surgical
resection is likely to result in severe morbidity, and

- who have no satisfactory treatment options.

MEROH &

4.2 Posology and method of administration

Treatment with VITRAKVI should be initiated by physicians experienced
in the administration of anticancer therapies.

The presence of an NTRK gene fusion in a tumour specimen should be
confirmed by a validated test prior to initiation of treatment with
VITRAKVI.

Posology

Adults

The recommended dose in adults is 100 mg larotrectinib twice daily, until
disease progression or until unacceptable toxicity occurs.

Paediatric population

Dosing in paediatric patients is based on body surface area (BSA). The
recommended dose in paediatric patients is 100 mg/m? larotrectinib twice
daily with a maximum of 100 mg per dose until disease progression or until
unacceptable toxicity occurs.

Missed dose

If a dose is missed, the patient should not take two doses at the same time
to make up for a missed dose. Patients should take the next dose at the
next scheduled time. If the patient vomits after taking a dose, the patient
should not take an additional dose to make up for vomiting.
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Dose modification

For all grade 2 adverse reactions, continued dosing may be appropriate,
though close monitoring to ensure no worsening of the toxicity is advised.
For all grade 3 or 4 adverse reactions not referring to liver function test

abnormalities:

- VITRAKVI should be withheld until the adverse reaction resolves or
improves to baseline or grade 1. Resume at the next dose modification if
resolution occurs within 4 weeks.

- VITRAKVI should be permanently discontinued if an adverse reaction
does not resolve within 4 weeks.

The recommended dose modifications for VITRAKVI for adverse reactions
are provided in Table 1.
Table 1: Recommended dose modifications for VITRAKVI for adverse

reactions

Dose modification

paediatric patients with body
surface area of at least 1.0 m2

Adult and Paediatric patients with body

surface area less than 1.0 m2

First 75 mg twice daily 75 mg/m? twice daily
Second 50 mg twice daily 50 mg/m? twice daily
Third 100 mg once daily 25 mg/m? twice daily?

a Paediatric patients on 25 mg/m? twice daily should remain on this dose even if body
surface area becomes greater 1.0 m? during the treatment. Maximum dose should be
25 mg/m?2 twice daily at the third dose modification.

VITRAKVI should be permanently discontinued in patients who are unable
to tolerate VITRAKVI after three dose modifications.

The recommended dose modifications in case of liver function tests

abnormalities during treatment with VITRAKVI are provided in Table 2.

Table 2: Recommended dose modifications and management for VITRAKVI
for liver function test abnormalities

with bilirubin <2x
ULN

Laboratory Recommended measures

parameters

Grade 2 ALT and/or | - Conduct serial laboratory evaluations frequently after the
AST (>3x ULN and observation of grade 2 toxicity, until resolved, to establish
<5x ULN) whether a dose interruption or reduction is required.
Grade 3 ALT and/or | - Withhold treatment until the adverse reaction resolves or
AST (>5x ULN and improves to baseline. Monitor liver function frequently until
<20x ULN) resolution or return to baseline. Permanently discontinue
or treatment if an adverse reaction does not resolve.

Grade 4 ALT and/or | - Resume at the next dose modification if adverse reactions
AST (>20x ULN), resolve. Treatment should only be resumed in patients

where the benefit outweighs the risk.
- Permanently discontinue treatment if a grade 4 ALT and/or
AST elevation occurs after resuming treatment.

ALT and/or AST
>3x ULN with
bilirubin >2x ULN

Withhold treatment and monitor liver function frequently

until resolution or return to baseline.

- Consider permanent treatment discontinuation.

- Treatment should only be resumed in patients where the
benefit outweighs the risk.

- If resumed, start at the next lower dose. Monitor liver
function frequently upon restart.

- Permanently discontinue treatment if adverse reaction

recurs after resuming treatment.

ALT Alanine aminotransferase
AST Aspartate aminotransferase
ULN upper limit of normal
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Special populations

Elderly

No dose adjustment is recommended in elderly patients.

Hepatic impairment

The starting dose of VITRAKVI should be reduced by 50% in patients with
moderate (Child-Pugh B) to severe (Child-Pugh C) hepatic impairment. No
dose adjustment is recommended for patients with mild hepatic
impairment (Child-Pugh A).

Renal impairment

No dose adjustment is required for patients with renal impairment.
Co-administration with strong CYP3A4 inhibitors

If co-administration with a strong CYP3A4 inhibitor is necessary, the
VITRAKVI dose should be reduced by 50%. After the inhibitor has been
discontinued for 3 to 5 elimination half-lives, VITRAKVI should be
resumed at the dose taken prior to initiating the CYP3A4 inhibitor.
Method of administration

VITRAKVI is for oral use.

VITRAKVI is available as a capsule or oral solution with equivalent oral
bioavailability and may be used interchangeably.

Capsules

The patient should be advised to swallow the capsule whole with a glass of
water. Due to the bitter taste, the capsule should not be opened, chewed or
crushed.

The capsules can be taken with or without food but should not be taken
with grapefruit or grapefruit juice.

Oral solution

The oral solution should be administered by mouth using an oral syringe of

1 mL or 5 mL volume or enterally by using a nasogastric feeding tube.

- For doses below 1 mL a 1 mL oral syringe should be used. The calculated
dose volume should be rounded to the nearest 0.1 mL.

- For doses of 1 mL and higher a 5 mL oral syringe should be used. The
dose volume should be calculated to the nearest 0.2 mL.

- VITRAKVI should not be mixed with feeding formulas, if administered
via nasogastric feeding tube. Mixing with the feeding formulas could lead
to tube blockages.

- For instructions for use of oral syringes and feeding tubes see section 6.6.

The oral solution can be taken with or without food but should not be taken

with grapefruit or grapefruit juice.
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(2023411 1) Risk Summary

Based on literature reports in human subjects with congenital mutations
leading to changes in TRK signaling, findings from animal studies, and its
mechanism of action, VITRAKVI can cause embryo-fetal harm when
administered to a pregnant woman. There are no available data on
VITRAKVT use in pregnant women. Administration of larotrectinib to
pregnant rats and rabbits during the period of organogenesis resulted in
malformations at maternal exposures that were approximately 11- and 0.7-
times, respectively, those observed at the clinical dose of 100 mg twice daily.
Advise pregnant women of the potential risk to a 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
Human Data
Published reports of individuals with congenital mutations in TRK pathway
proteins suggest that decreases in TRK-mediated signaling are correlated
with obesity, developmental delays, cognitive impairment, insensitivity to
pain, and anhidrosis.
Animal Data
Larotrectinib crosses the placenta in animals. Larotrectinib did not result in
embryolethality at maternally toxic doses [up to 40 times the human
exposure based on area under the curve (AUC) at the clinical dose of 100 mg
twice daily] in embryo-fetal development studies in pregnant rats dosed
during the period of organogenesis; however, larotrectinib was associated
with fetal anasarca in rats from dams treated at twice-daily doses of 40 mg/kg
[11 times the human exposure (AUC) at the clinical dose of 100 mg twice
daily]. In pregnant rabbits, larotrectinib administration was associated with
omphalocele at twice-daily doses of 15 mg/kg (0.7 times the human exposure
at the clinical dose of 100 mg twice daily).
8.2 Lactation
Risk Summary
There are no data on the presence of larotrectinib or its metabolites in human
milk and no data on its effects on the breastfed child or on milk production.
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Because of the potential for serious adverse reactions in breastfed children,
advise women not to breastfeed during treatment with larotrectinib and for 1
week after the last dose.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to
initiating VITRAKVI.

Contraception

VITRAKVI can cause embryo-fetal harm when administered to a pregnant
woman.

Females

Advise female patients of reproductive potential to use effective contraception
during treatment with VITRAKVI and for 1 week after the last dose.

Males

Advise males with female partners of reproductive potential to use effective
contraception during treatment with VITRAKVI and for 1 week after the last
dose.

Infertility

Females

Based on histopathological findings in the reproductive tracts of female rats
in a 1-month repeated-dose study, VITRAKVI may reduce fertility.

F—A FZ V755 (An Australian categorisation of risk of drug use in pregnancy)

C (2024411H)

Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing,
harmful effects on the human fetus or neonate without causing malformations. These effects

may be reversible. Accompanying texts should be consulted for further details.

AARDE IO 194 4GHEX AT 5%) . 9.5 46 . (9.6 3G OHEOTHIZILLFD
LBV THY ., KEORFNLERRAE—A T THMEEITEREL D,

9.4 kJEREE BT HFE
R ATREZR MR E . AR 50 R OV 544 T 1% — E IR ) 7058t 247 9 L H R
HZ &, [9.565H]

9.5 1T
TR SR L T2 ATRENVE O & 2 RIS I3TE R Lo AR ERtt % LRl 2% &pllr S
LZEEICORETSHZ L, NTRKI . NTRK2 )k O'NTRK3 Eint+ 2 FNEFNXRE L
w7 TR UATIE, MRRAOBFICIVABRFYIIHECTHZ ENRHREINTE
0. AHNOIERFE G, AFREG S HE, RIE~FERPEL KITTAEERH
%3940, [9.4%M]

9.6 =3I
BIH LW EREE L, AHBITICET 2T — X137 0D, AAFNIIZBCRPOEE TH 5
7=, ILHBATORREELRH D, [15.220]




XO. S&ZEH

INRFICRET HECE
HARDEFIRLTIE, 19.7/hRSE] OIIT, RE STV,

SO SCEFEORLBIIL T O L BY TH D,

g FLEN A

KE DU E 8.4 Pediatric Use

(2023411 H) The safety and effectiveness of VITRAKVI in pediatric patients was
established based upon data from three multicenter, open-label, single-
arm clinical trials in adult or pediatric patients 28 days and older.
The efficacy of VITRAKVI was evaluated in 12 pediatric patients and is
described in the Clinical Studies section. The safety of VITRAKVI was
evaluated in 92 pediatric patients who received VITRAKVI. Of these 92
patients, 36% were <1 month to < 2 years (n = 33), 41% were 2 years to <
12 years (n = 38), and 23% were 12 years to < 18 years (n = 21); 29% had
metastatic disease, 42% had locally advanced disease, and 27% had
primary CNS; and 86% had received prior treatment for their cancer,
including surgery, radiotherapy, or systemic therapy. The most common
cancers were infantile fibrosarcoma (37%), primary CNS tumors (27%),
soft tissue sarcoma (24%), and thyroid cancer (7%). The median duration
of exposure was 7.4 months (range: 0.4 months to 39 months).
Due to the small number of pediatric and adult patients, the single arm
design of clinical studies of VITRAKVI, and confounding factors such as
differences in susceptibility to infections between pediatric and adult
patients, it is not possible to determine whether differences in the
incidence of adverse reactions to VITRAKVI are related to patient age or
other factors. Adverse reactions occurring more frequently (at least a
10% increase in per-patient incidence) in pediatric patients compared to
adult patients were pyrexia (45% versus 13%), vomiting (42% versus 17%
in adults), diarrhea (35% versus 23% in adults), rash (28% versus 15% in
adults), upper respiratory tract infection (23% versus 8% in adults),
nasopharyngitis (16% versus 6% in adults), and otitis media and rhinitis
(each 14% versus 0.5% in adults).
Laboratory abnormalities occurring more frequently (at least a 10%
increase in per-patient incidence) in pediatric patients compared to adult
patients were AST increased (63% versus 49% in adults), neutrophil
count decrease (60% versus 16% in adults), leukocyte count decrease
(39% versus 27% in adults), hyperkalemia (36% versus 15%), and
lymphocyte increase (24% versus 0.5%). Two of the 92 pediatric patients
discontinued VITRAKVI due to an adverse reaction (Grade 3 increased
ALT and Grade 3 decreased neutrophil count).
The pharmacokinetics of VITRAKVI in the pediatric population were
similar to those seen in adults.
Juvenile Animal Toxicity Data
Larotrectinib was administered in a juvenile toxicity study in rats at
twice daily doses of 0.2, 2 and 7.5 mg/kg from postnatal day (PND) 7 to
27 and at twice daily doses of 0.6, 6 and 22.5mg/kg between PND 28 and
70. The dosing period was equivalent to human pediatric populations
from newborn to adulthood. The doses of 2/6 mg/kg twice daily
[approximately 0.7 times the human exposure (AUC) at the clinical dose
of 100 mg twice daily] and 7.5/22.5 mg/kg twice daily (approximately 4
times the human exposure at the clinical dose of 100 mg twice daily)
resulted in mortality between PND 9 to 99; a definitive cause of death
was not identified in the majority of cases.
The main findings were transient central nervous system-related signs
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including head flick, tremor, and circling in both sexes. An increase in
the number of errors in a maze swim test occurred in females at
exposures of approximately 4 times the human exposure (AUC) at the
clinical dose of 100 mg twice daily. Decreased growth and delays in
sexual development occurred in the mid- and high-dose groups. Mating
was normal in treated animals, but a reduction in pregnancy rate
occurred at the high-dose of 7.5/22.5 mg/kg twice daily (approximately 4
times the human exposure at the clinical dose of 100 mg twice daily).

L LN A
W RS | 4.2 Posology and method of administration
(2024428 4 K5 45) | Posology

Paediatric population

Dosing in paediatric patients is based on body surface area (BSA). The
recommended dose in paediatric patients is 100 mg/m?2 larotrectinib
twice daily with a maximum of 100 mg per dose until disease progression
or until unacceptable toxicity occurs.
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