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ALK anaplastic lymphoma kinase KbV o\ fEXF—E
ALP alkaline phosphatase TV RAT 7 H4—F
ALT alanine aminotransferase TI=TI ) NIRRT 2T —8
ANCOVA analysis of covariance AT
ANOVA analysis of variance IR
AST aspartate aminotransferase TANGXUET I ) N T AT 2T —
¥
ATP adenosine triphosphate TT )= R
AUC area under the concentration vs. time | 5-0FF[E] 7 & EFR KRR £ CORE - B
curve from zero to infinity AR T A
AUC(t1-t2) area under the concentration vs. time [ 5-t1FFRI 1% 2> & to % £ TOPRE - B
curve from time t1 to t2 EiliE s W)
AUC(0-t1ast) area under the concentration vs. time  |$5-0R¢fi]7)> & & B & ATREFRF AL E TO R
curve from time zero to the last data - BER AhAR T i
point
BCRP breast cancer resistance protein I 2 Xy
BDNF brain-derived growth factor JIbd H A R SR 2 K] 1
BSEP bile salt export pump AR PRt AR o
CI confidence interval 5 X
CL total body clearance of drug BHIVT T A
CLIA Clinical Laboratory Improvement b NS e GE a
Amendments CKEREFBUMF 23 EA & L CHIE L 72
PRI 28 D R BE 45 PRILUE)
Cmax maximum observed concentration R
CR complete response SERZER)
CV% coefficient of variation ZRERER
CYP cytochrome P450 F h 7 v —21P450
DLT dose limiting toxicity FH SRR
ECG electrocardiogram TNCES
ECOG Eastern Cooperative Oncology Group | >K[E B ERAE 5 e bk ik 7 L — 7
ECOG PS ECOG-performance status ECOGNT7 4 —~v  ART—HF A
FDA Food and Drug Administration KER S ER SR
FISH fluorescence in situ hybridization qtin situ~A TV XA EB— 3 v
FOB functional observational battery MEREBI A3 M
GGT gamma-glutamyl transferase Yy I NEINVRT AT 2T —F
h hour(s) IRFfH]
hERG human ether-a-go-go related gene b NG EARLRIE R U U AT v R
VIR T
ICso half maximal inhibitory concentration |50%PH 2= &
INN international nonproprietary name [E B —fi% 4 Fh
INRC International Neuroblastoma Response ||E] BE4i#% 255 2h 5] E 4 1
Criteria
JAN Japanese accepted names AR = 3 St — 44 Bk
Az apparent terminal rate constant, FERFNC BT B BT O IHE EE
calculated from the slope of a log-linear
regression of the unweighted data
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considering the last concentration-time
points > LLOQ

LC-MS/MS liquid chromatography-tandem mass FHER s 0~ NI T T 4 —- 2T NE
spectrometry B4

LDH lactate dehydrogenase FLEA K SERE SR

MATE multidrug and toxin extrusion LR TR HEH

MDR1 multiple drug resistance transporter e S Ul TR AN
protein

MedDRA Medical Dictionary for Regulatory ICH[E RS = FEHGE
Activities

MPRIP myosin phosphatase Rho interacting
protein

MTD maximum tolerated dose S ONTPERS

NGF nerve growth factor PR PR IR F

NGS next generation sequencing WA~ s

NT-3 neurotrophin-3 Z—a—wr e’ -3

NTRK neurotrophic tyrosine receptor kinase  |[fff8RER T 1 F S —EBEK

OAT organic anion transporter BT = N T AR—H—

OATP organic anion transporting polypeptide |HE7 =4 LMk R Y X7 F KN

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

0S overall survival eetazve ]|

PD progressive disease HEAT

PFS progression free survival LA AR A I

P-gp P-glycoprotein P-WES Ry

pH negative logarithm of the hydrogen ion |/KFEA 4 U REFEE
concentration

PR partial response o288

QoL quality of life ETEDE

QRS QRS complex in ECG LR OQRSHEE

QTec corrected QT interval fHIEQTIH I

QTcF QT interval corrected by Fridericia's EQTMME (Fridericiait)
formula

RANO Response Assessment in Neuro-
Oncology

RECIST Response Evaluation Criteria in Solid JE A DIEBEZH M ED T DHF T A
Tumors FZ A

RT-PCR reverse transcription polymerase chain |WiHrRE7R Y 2 Z —-B#EH 1k
reaction

SD stable disease TE

ti2 terminal half-life FERFBIT I T DI R -

tmax time to reach maximum concentration  |f /& 5 FE 2152 HRE [

TNK tyrosine kinase non receptor Pl N UUNI = NN o A 4

TRK tropomyosin receptor kinase FaRIF T o/ R T —E

Vs volume of distribution at steady state |/E&INAEIZI T B 40 Ai B Fk
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202045 IC/KGRHFE 24TV, 20214E3 112 [ NTRK @A BT IEMEOHELT « R OEFRE) 2%
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5. RRBEXHRVINE - BFRALOFIRER

(1) AEBEH
CEEG Y AVEHEHEZRED B, MUNCEETAZE, (1.6 RMPOE ] OEE
&)

- N TORBIEFI S MRD TIROEN TN D Z b, BIERGER, —EROEFIHRDL T —H
PERBEN D ETORIE, SER 2GR E 2 Efid 5 2 &2k b . AFIOMH]
BEHEOERERARET D & L bIT, AFOLEMER OCHMECET 27 — & &2 RN INEE
L. AA|OwEIEENC LR EEZHH LD Z &,

(2) RiE - A EDFHREER
BN
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6. RMPOHEE
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MR

[EERFFESNTY 2] [(EEREAENY 27 ] (EE 2 ]
- FTREREfR - PR GEEhREH. | XS L

* i RE A RN R 45

- PRI R E
- IFBRRERRE 2 A3 5 A
B oM

ANMEICBET 2 AT HIE
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- R E AL R R A - EFRAEEEWTEM EEEAT A R)
« NTRK @& BIsFBEED N VBE XI5 L DAVER M O

U 7= B R e 4 R RABR (kLR 11 - BERTEM (UrA b7y 7 ENAK
FEFBR : 3R 20289 (NAVIGATE #-5%) ) ORI OVER & Ot

o WL T ] M 5 SO U 6 M K e % R
BaATH/NEERFEEGRE L RER
Fek IR SR (S LR 1/ AR
B . 3Bk 20290 (SCOUT #Er) )
HWEIZBE T 2 JH2E - 5Bk oD G 1] O HE L
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0. &FICEAT HEE

1. BR5E4
(1) #0144
Ty A NT v EH TN 25mg
Ty A N7 v 7 EH 7N 100mg
77 A N7 v 7 ERNHIKE 20mg/mL

(2) %4
VITRAKVI capsules 25mg
VITRAKVI capsules 100mg
VITRAKVTI oral solution 20mg/m1LL

) B DHE
Vitality (3&71) + TRK (%5 —+8)

2. —fB4&
(M #%& (&%)
Su kL F=THiEE (JAN)

(2) %% (Mmfk)
Larotrectinib Sulfate (JAN)
larotrectinib (INN)

(3) RT L
Fur v —EHEA : -tinib

3. BEARFRER

4. PFARVHDFE
2312 0 CarHaeFaN6O2 HaSO4
& 526.51



0. &FICEAT HEE

5. 28 (&%) XIEFRE
(85)-N-{5-[(2R)-2-(2,5-Difluorophenyl)pyrrolidin-1-yllpyrazolo[1,5-alpyrimidin-3-yl}-3-
hydroxypyrrolidine-1-carboxamide monosulfate (JAN)

6. ER%A. A&, BE., EEES
15877 5 : Larotrectinib sulfate ; BAY2757556



BDRSICEAT HEE

1. MELEFHIEE

(1) 54887 - IR
A=A = Y3

(2) BfEE

S0 LY FZIORBIEOERBEICKT HBHE (FR)

TR A~ HESUIRAL DO HEDHR TH 5,

TRIE fEE  (mg/mL) A AR5 5 OVRFRE T

VAR N7 = =0 0.00022 F & A ETET R0
%= 0.00024 FEAEBT R
NI R 0.00041 FEAEET 720
Wil A Y 7 m e L 0.00044 FEAEET 20
FEfig =5 L 0.00046 F & ETET R0
tert-7 F L A F /LT —TF )L 0.00048 F A ETET 720N
2AFNT F T Rur7 v 0.0061 FEAEET 20
AF N F )L ks 0.0166 & A EET 720
T kv 0.038 FEAETET 720
9-7F1ra sl ) —)L 0.334 D T IFIT <
TER=FU L 0.36 D TEEIFIT <

X )= 2.6 HEIFIZ < W

AL ) =)L 32.0 RREF T W

50 LY FZIRBIEOpHAMRERR (TR

130~
120
110
1004
90
801
70
60+

HL TR T 70O

ed

50 1

=

40
(mg/mL) 30

i

20+

10 4

0.0 10

(3) i
Ju b JF=THifetE

—~
=N
~

mls : K219C

T
2.0 3.0 4.0 50 6.0 7.0
pH

IR TH D,

MR (DR . BR. RER

T 1
80 9.0 10.0 11.0




. BDICET SEE

(0) BMIE B AR RETE
pKa1=2.0
pKa2=6.3

(6) D ECIREK
LogD (pH 1.2) =0.67
LogD (pH5.0) =1.85
LogD (pH7.4) =1.71
LogD (pH9.0) =1.75

(1) Z DD EZRIMEE
[a]2’ : 491.7 [k 7T b=k U/VEK (1:1) ]

2. BMRSDEREEHTICEITIREN
8 b FIORBEDREMHBROME

kbR PRATSRAE LRI RE PRATHIR S
EMRFRE | 25°C60%RH | RY =F L 4% 48 % H HIFEN
T AR 40C/T5%RH | RY =F L 48 64 A HIFEN
e o AEHOLT 7 7 o e 240 77 1x-hr
IR | g5 > | FT7AH 400W - h/m? i

WEEE (RYGRMAE, ) - R, BEEWE, Ky, ER%E

3. BEMRSDHERARE. TE
TR BRI
(1) AR AT S AREE
@) Whkra~ 777 4 —
(3) By ARXHRIEHTIE 15

TE Rk
Wik o~ "7 7 4—




IV. Kz d HIEH

1. Flfz

(1) Flfz DX 7l
U7 A N v A TN 25mg, 100mg : 0 7 LH|

77 A N7 v 7 ENHIR 20mg/mL : #% 1iEA

(2) HENDHE KR TR

(h7EIL)
R4, TrA Ty rE vrA Ty E
e # 7%l 25mg B 7L 100mg
B FLE A
o 1D
(
B 0%
(RA®)
HR5E4 77 A b7 w7 ENHK 20mg/mL
R ERIN A~ B, REOEIHBEDOR
Q@A I—F
(h7EIL)
R4, TrA Ty rE vrA Ty E
e # 7%l 25mg B 7L 100mg
Rl — R 25 mg 100 mg
ALEET 57 7
(NA®)
Y L7gn
(4) HE| D%
(h7tL)
MERR L
(NA®)
LBk L
(5) ZDith

BARSAYA



IV. Kz d HIEH

2. HEA|IOHEMK
M B\ GEMERSD) OEERVHME
(h7xIL)
e Ty A N7 v Eh TN 25mg vy A 7 w7 Eh7EL 100mg
1 7enrhogae b7 F=7 26mg |17 ELFTr L7 F =7 100mg
B |88 (e b2 F=TRBEE LT | &8 (Iur b7 F=T7BEE LT
30.7mg) 122.9mg)
A | s
TRIVAKIEFR BT T BRILTH
(RA&)
HR7E4 JrA 87 v 7 ENARRK 20mg/mL
Hsy | 1lmL$ o0 b7 F=7200mg A (7a L7 F=TfiEEE L LT 24.6mg)
i | EFEXYTHELBU I RTXARY 2 AT Tu— A ST )L
KF, WoK7 o, REFET NI UL FE
2) EMEFDERE

BARAYA

Q#RE

BEARR/NA

3. RTBRRROMRRUVEE

BARSAYA

4. Hif
BN

5. BEAY SHHE

PED & 5 Y

JF R ORI B L, RF T TIEI L 220
BUHVRAT O FRAE R A RE ST

6. HHEDEFRFHTICETHIRE.

(h7TEIIL)
kbR PRAFSME PRAFIERE PRATHAR AR
- 25C/60%RH | KV =F L 361 H Bk
RARA7RUBR 30C/ 75%RH | A ~L, &Y S 364 A HIAEN
T ER 40°C /75%RH =R FVS. CF S 6% A AN
o i g HEHEOLT 7 7 vy —L 240751x-hr
22 B MR BR L S (0 L00W - h/m? JRAEN

AEEE (REIRAE, ng) MRk, BwE. Koy, Btk E8%




IV. Kz d HIEH

(RRR
B AT PRAFIEBE TRA7- it S
EWRTERR 2~8C 244 H N
15 HETLE, 33 AT
_— . . PR DHUEI & o7
JmaEERER 25°C.60%RH 64 A B 2 O H 1L
Bta 775 2. M
R Fer Ly 1y AETLE, 35 AT
30°C/75%RH s 6% PR B OAIR 23 RS A &
. o7
He g =
TR 1 A CHEIR, TaIk.
40°C /75%RH 64 H E., 65 H CEHEMN
s L 72 o7z
e o HEEIT 7 e — 139 451x-hr
HREMRBR | yepimagis o~ | TR7 7271 eoow-him? FUREA

HIEEE MR MUERER (IR BB | EES

7. REERVABREOREMN
PSRN

8. fFlENEEEEL (HEILFMEIL)
BN

9. AWt
(HhT+EIL)
HASE R RS 2 Ay M E

(RA®
R L7

10. Rz - A%
(N EBARELGRES - AE. HNE/RHRLRS - DRCHT 51FH

(h7TEIIL)
FXYANRTIN—TFy v T2 FEHL TS, BTS2 EZIEXv v 72 FICH LR SET
Z &,
(NE®
FXANRIN—TFx v TEFEH LTS, BITSEXEFy v 72 TICH LN SET
Z &,

{} e Fry PETRICHLENS.

E> RESHEVICEL. vy %
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IV. Kz d HIEH

2)B%E
(974 599 EhTHI 25mg) 56 SN [FTAF IR B, RNT]
(G974 59O EATEIL100mg) 28 W7k [FTAF v IR b, NT]
(74 b5y Y ERA®K 20mg/mL)  : 50mL [1 )]

Q) FlREE
BN

4) BEmDOME
(h7xIL)
TITAF IRV R Tu L o BIEMER) o F L URIR v

(RAR
iAWY T e L R/EMN SR AT T AR

1. BERHEESNLEEMER
N ) VEE RS EEBRE T A — 52— httpsi//pharma-navi.bayer.jp/vitrakvi 2
(DETINA R85 )
- 5mLE Ny Fx5AR
- ImLE~y Fx5AR

- BEFEAR X KL
CIRHET = v 7 I — F XTI
- R D AR IT 5 X 1K

AR RTHE T — X 1§
GEMAT/N RNy Y 5BmLERY k)
- BmLE Xy hx144K
- BEFEAR X 1
- WK ORRF 71k X 14
GEMAT/NA RSy Y 1mLER Y k)
- ImLE Xy FXx144
- BEFER X 1ML
- W DR J57 1 X 18

12. ZOfth
L


https://pharma-navi.bayer.jp/vitrakvi

V. BEICEI 5IHE

1. PHEEXIEZR
NTRK RE AR B EOMEST - RO E R

2. WEEXIIHRICEET HFE

A

5.2 KHNDFIROMIIRIEZ BT DA MR L EMIIHESL L TR0,
5.3 ERARRBRITHAAN DN BE ORIEFIZOVWT, 117, BIREAE) OEONEZI L,

HEXIIHRICEET HFE

3 72k BR A DR ERE A IMAM AR IR T D MAEIZ LV . NTRK @A Bis 151 e
RINTZBEICERET DL L, REICHTZ o TE, KGR S AT RS2 2 38 5 SR
a2 W2 2 &, ks, KRR SRS 2SI B3 dn ST E R AR I BT D A ic o
T UTFOT=7Y A FbAFARETHD :

https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.html

AR DOERNE K N2 e 3 1R LT BT AFILIADOIRIED ERilZ W T HIEEIC
et L., WA ORIREZITH> Z &, [17.1.1, 17.1.250]

(7]
5.1 NTRK fi#ritfnf13, TRKTH 5TRKA, TRKBK OTRKCOIEF EIEMHALEE L. NTRK

5.2

5.3

A BIn TR O ZELS EEZ BN TS, L7zh-> T, NTRK @EE s 1o fEH
e & A9 5Bk LTk, TRKA, TRKBX O TRKCOE §# HiETEAL 2 BLE 3 2 19~ A
HThHEEZLND,

Zu M7 F=71F, ROEGAREZ. TRKA, TRKBK ONTRKCIZX 3 2R INEOEHWT T
=V U (ATP) BEMxF—EHEATH L, EITEIE L AT 2185 Lo B
Zxtgrl Lo es 1Mk (GRBR20288) | 125 LI L NTRK & s -t O#ST - 7
FOEEEE Zxtg L Uz [EERILE S TR GU5R20289 : NAVIGATERRER) K& UN215%
LU OAT - R OE R EE x5 & Uz EERILEE T/IMHRER GU5#R20290 : SCOUTH
BR) SOMKRBREZFE/MTHLI2EY, 70 N7 F=TONITRK &8s 28T 558
x5 2 SRR O 22 M E R OB e e 2k 7 0 7 7 A VBB STz, T b OfE R
Z B KRR EAR IS ERMBITB W T HEEN TOIL, [ NTRK fi& 8 s Btk otk
17 - BROEE] % [RRETMR) & L TAAIORLERGE R KR S T,

7k, KGR HFEREE CITHER S AV BRRRBR AR 123\ C. NTRK fvéaE{s T IEm B I
BT DD FIT1% LKL . NTRK EBIn FHMERFEICOBRFENTH D Z LRENTND,
L7eRoT, v bbby F=71%, #8700 FAEWFROITEC T, NTRK a8 T OfF
EDRHERINTBEETOLEZREL THEAESNIMNERS D EEXDND, AFIOEGIZES
LClE, #UICNTRK A B8R T O ELZ R L, NTRK @héa 86 Tt O BFIZORES
THZ L,

FBhIEE & L CORKO A MR N EMEORREE HRY L L7 aBRITEMm STy, i
BEIZE T DABNE AW HBRIE OB - ZBEMITHEL SN TE LT, AR Z2Hi%R%ED
FHBNPEIE S 2 & S g S,

AL, TERABET R OERRRER T — 2 6 B s b T aaMEr i cE &L
NTNDHDD, BB D RN DIZHIMEE BEMED T v AR TE R T EESe
BRI GRER IS A DR D o TR AFAE T D, BRIRERBRITHL A Ad & 4L 7 B O e il %
IZOWT, BFICO 117, BEIREGE) O, WEERT A R S SIS o WA 4 3%
L. KENOHINE R V222 4302 fR L= BT BBrom /b B £ 2 TARAILIS D5
DFERZDONTHEEITHRFTT L, EISEFORREITH Z &,



V. BEICEI 5IHE

3. FERUHAE
() AERURAEDfEER
WE, RAICIE T e by F =7 L LT1E100mg%a 1 H2EF A& 545, 7ok, BEDIRIEIC
LV EERET D,
WE., DRI e Ly F =74 LT1EI100mg/m2 ((AFEfE) #1A2BEAKET 5, -
720, 1FEN00mga 2 722 &, 7k, BFEOREBIZ LV EERET 2,

(2) BZERUVRAEDHRTERE - 1R
HEITEER 28T 218 EORE 255 & Uish s 1T ARE GRBR20288) 12\ T, Ak
NEFIZBITH 78 L7 F =7 OHEREAEA RIZ100mg 1 H 2[0] & )l <7z,
F7o. 2K LA T OHELT - IR OB RE 23R & U EERILE S 1/ R GU5R20290 :
SCOUTHER) 2B\ T, /NNETITEERICH 2 5 9100mg/m2 1H 2[R (Fr K100mg% 1 A 2[A])
OREHEL LIZ8AIC, 100mga 1H 201G Lzl MR L RIBEOBREENSEOND Z &
DREn, WMREBEFICBT 270 b7 F=7 OHESEHEM EI1X100mg/m? 1 H 2[8] (K
100mgZ 1 H2[E]) & WRE ST,
NG OHESEAEAENS AV D R ER [BR20288, #ER20289 (NAVIGATER
Br) . BR20290 (SCOUTHER) 1 Tid., NTRK @& EIn IS 2 A+ % BE T 5 Fieny
PRGN R R ORI Ip et 70 7 7 A VISHER S T=,

AARNZBT 2 HER O E

AARNBERR AN Z%6fG & L% 1 HRBR GUBR20381) M ONEH AR NS A 265 L L5
[ FERRER (RRBR20292) OFERNE, BARAKLKOIEA RN & OMIZEMERED EN 2N T & A
RSN, Fio. REEMEYEEMITET L COSIERNO, A/ RiEXZ7e hL o5
=T OIMENREICEBEE 5 2 DB B TRV LR ENTE,

220289 (NAVIGATE#RER) (CHAAN BV HARNBEFNZI W CDLTIERD bt
TEMICHEN o722 b, BARACBWTHIEHARANTRE SN HEREAEHAEITR
KARETH D LW Sz,

B, T=40 vy bA T HLKIC, RBR20289 (NAVIGATEGER) (2461, B 20290
(SCOUTREER) 1Z2BOHARANBEFIZTn N7 F=TREEI N, ZRHDREIZHONT
FEGHENE T b DD, 66F1H26] TPR, 26 TSDAA LN TEY, HAANBETEH I 1
N7 F =T OEIENREZ TN D,

[V.5.(3) HESISIRKRER | DHSR



V. BEICEI 5IHE

4. RERUVAREICHET IR

1.
1.
1.

RZERUVHAECEET R

1 i OHEENEREISA & OHFHIZOWT, AR LSV L TV7Ruy,
2 JFANE LT, BRI 7 VAl OGBS NEE RS EITER L. B 72 A &k RiRAl

DU R %2147 5 A I ITBEORELZ LV HEEICESE T2 L, [16.2.35 ]

1.3 AFEEGC L BIER IR LIS E1i3, BUTOEMERZZE L TRE « & - Pk %

FH SR AL e
PR B i N R OMARZE T S IR HFE D
1.0m2LL Eo/NE o & 1.0m2A i O/ O 5 &

1B B 1F756mg% 1 A2 A #E | 1R 75mg/m?2 ((KFHEfE) % 1H 20
e yuE

2 B PR 1F50mg% 1 A2 A $E | 1[F150mg/m?2 ((KF &) % 1H 20
Bogs

3B P T 1[A]100mgZ 1 H 1A% D5 | 1[7125mg/m2 (KF HFE) % 1H2(A
& O P 55742

M1 BB A Z DIMENLERGAIX, HE5EEPIETHZ &,
X2 SBPEEIC LV 1[FI26mg/m2% 1 H2[A#E O H 5 L TV 2/ T, AR ERE1.0m2%
BATEATH, ZORERETHETSZ &,

- BIWER SRR o B3 A S v

PR QL&
7 L— K2 [EEICRmBIE L, IR - EEEBET D,
JL—R3XiFd | R—RAF A U XT /L — R1ILLFICEET 5 £ TIREET %,
CABMLINICIEE L23Aid, 1ERMERE L TR G2 T 5,
- AEMLLIRICIEE Lo 2380 E, BE2hikd 5,

(il

1.1

1.2

1.3

L DOHEENERESA & OPFHIC OV T, BKRRBR CIIRe STy, FMER O 2N
ST L CUWRNZ & D, MOFEEMEIEE A & OOF RS ITHELE S,

AL, NREEICB WA 7RI T HEFRE N REE RIS AC, HETRESICLY
T eNFNOFGNREEREAIH A SRS Z ENBESN TS, NNEERFICBWT, K
BN 72 VA CHERE N TR L 72 5%, BIK EOMEMEIZS U TROKR» O B~
BAKISNEL T 7B AHD B EAI~OGHL 2 21T 9 561X, B FIC16.2.30H A B L |
N 7/ VBN T DR ERBI ORI N T XA T8V T ¢ OFERZER L7 LT, BFH
OIREER LV EEICBIERT L2 L,

¥, AT RAAERRIRA & ORI O TFEIFENEIZR SAUTWZR WD R AR L 8 2
T, YU 2 DA IR VMR E A KX T REEIRVN B X b b,

VIL1.(2) 1) @HEE LR (O 72ROk, SMNEANT—4) | OESHE
ERRRER [5R20289 (NAVIGATERER) | #E5R20290 (SCOUTRER) %#&Eie] THW LR
ToARSRIELHE R OV I L UE A2 S 2 . OB HRBR i 2 B8 L CRRE L=,

AAFGIC L DEWERR DN 256812, TRIERREBLR O H &ML 129> TR
W OWEIRGOFIEERET S 2 L, BE L TR EkET 25480, EE1EMET
MEREZITH 2L, B, SEMAZBA 2WENSVERGAIT, BHahIiEdbZ L,
BB EIC XV 1[EI25mg/m2 4 1 A 2[R A5 L TV A/NEIE, RREFE 1.0m24 8 2 72
BAETYH, ZORERETHETIXNERHDL Z LICHLERETDHZ L,



V. BEICEI 5IHE

5. ERPRALIE

(DERERT—2 /17—

~ H . ; ol
AEROIA e poE ARBRAE B %4
WS 1 A 20288 | p A E T - 7501 FEEM. FEXTHEER ©
- AR/ S— K 6141 [ Wi S— b
« FEJER/S— b 144 « A#I50mg 1H1[A], 100mg 1 H 1[A],
100mg 1 H2[E, 200mg 1 H 1[a],
150mg 1 H2[E]l, 200mg 1 H 2[=]
(B 5-Hit4 LRI AN O B AH])
UHESER — K]
« A#I100mg 1 H 2=
(B 5-mit LR AN O B FAH])
= B AL [R] 20289 | 1273% LA O NTRK & EnT-BEtE | IEER. FEXTHEER ©
55 1 AH B AT - HROEEREEE 11661 [H | « A#1100mg 1 H2[F
%I@%VIGATE ig)/\j%%w (F—F 0y b TH (Hﬁ?ﬂ@ﬁ;iﬁj\%%f‘@?ﬁ
Cmk— b GRINRIE) : 136] g%f%;iffg;%ff”fwﬁ
< aR— b2 (HURIE) - 2341 -
s ak— 13 (AIE) : 20/
s adk— N (GEBEE) ;81
« ak— b5 (MEHERRE) 1961
« ak— b6 (BEIERE) : 241
< adR— N7 (AR R RIS
741
c ak— 8 (o) 2141
« ak— k9 (ZOftb) : 34
= B AL [R] 20290 | 2185 LL F 04T - FROBEIREEE | JESHh. HEctmaRE ©
% 1/14A (ZE#0H ~215%) 8861 [H5 5, | [FHEMIE —]
R NTRK @& 85T BERETIR, B | - 24— b1 : A#19.6~55.0mg/m2 1H
(SCOUTHER) KNEHOF (F—F Dy bA 78| 2@
)] cagR— b2 AHFI17.3~120.0mg/m2 1
« FH Y S — b 2401 F 2]
—ak— 1 : 44 « aFR— b3 AFI100mg/m? (kK
—adk—h2: 114 100mg) 1H2[H]
—ak— k3 9l (25 [ ARy S— K]
< TAHIER N — b @ 1461 + A#H1100mg/m? (& AK100mg) 1H2[H
« B/ N— b : 504 (BB AE/ N— K]
- A#1100mg/m2 (FxAK100mg) 1H2[H
WA 1A 20294 | fEEERRA : 1241 FEEM. FEX SR O
« 28— 11 64 [/X—h1]
« X— 12 : 6H c[4ClZ7 v kL7 F=7100mgH A
N5 (ZEI8R)
[3— 2]
- AAI100mgHL Bl O #% 5. % D 1IKFf#]
#%iz[4ClZ7 v b v F=77.58pghk
NRNER S (Z2lE )
WS 1 A 20291 | R © 184 FHEHR. BIEAL, 3B a A4 —1— | O
« RANOOmgH[mIRE M 5 (ZEERE X
BN B RR)
WS 1 A 20292 | fdRERA : 484 “EER. BERsb, 77 EARR, ©
« ak— h1~6 : %84 FH Bl SR
(K560, 7T R REE5-204) - #1100, 200, 400, 600, 700X
900mg. HHWII 7T REERKRA
B 5 (Z2lERE)




ARICE T SR

. BN . B
RER O = PO BN %4
ENE 1 20381 | HA AfERERLA : 1841 FEMR, R, R ©
« AF(100, 2003 1%400mgHL Al A&
5 (Z=jERs)
WAL 1 A 20296 | 3543 FEEM. FEXRFHEER O
- BERERA : 1141 « RAI0OmgH[FIRE M # 5 (Z2ERY)
- B OITHREREE 2 H T DA : 8f
- PEEOIFHREREEZ AT DA ¢
84l
- HEOTHREREE 2 AT DR @ 84
SR 1 AH 20297 | 1644 FEEMH. FEXRREER O
- fEEERRA 81 « ARAI0OmgH[FIRE M 5 (Z2EHE)
C KHIBEBEET DA : 86
S 20293 | faFEak A 24151 FEEMH., FERR, BEENEFHER O
c N— 11 124 [/3— p1]
« X— 12 124 < H1H) - KFI100mg A 51 H IS AR
A5 (ZEiEms)
oM A N T Y —1200mgE
S5H~11AC1 A a5 AHl
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cHM U T 7 L 600meE S
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WA 1A 20295 | fEREALA : 164 FEEMH, FERTR, BEENEFHER O
AV T K2megxH1AICEEREAF
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A2l 5. 12 H OARAIR 54
HEHIZIZY T A2mgh HERE 1 #
5 (2 XYV T NP ZEGRE)

AH T b Ly F =T h T AT QA
a: IB— FI~TICEEYE LAV, b L IFZRECIST Ver. 1. 11 X B HIEFRERZE 2 L
b : NTRK Bh&iEm1 % i U7 R B 23 CLIAGERE UM D AR DREFEE 32 1 72 2 & AR STV A,

ak— F1~8DEEMEEH T D

) AFIOARE SN TWAERE I EIE [ NTRE S BE T 0MT - BROERE] | &
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« ak— b1 (5 1 AHF B R — R 4f)  : AHI9.6~55.0mg/m?2 1 H 2|
« ak— b2 (5 1 AHFHEMIHE S— F11#I1)  : AAI17.3~120.0mg/m2 1 H 2[H]
« agk— 3 GBI FHRHEWE S— Mo, 2 1 FHIER S— R 1461, U FH/3—
~50M1, F73%1) : AAKI100mg/m?2 1 H2[A (& A100mg 1 H 2[A])
#5810
JREBELT, TR TERWEN, IZoMmohIEEEARN RSN D £ THRE %
ke L7z,
BRI ER DO B 5 A EHEFL R U256 O EREALYE
7 L— K /NE FH B i
T —R3NIFADEFEEESR, | VL — R1XIRX—RA T A OIRREIZ[A]
HLLSIER—=RAT A VRIZY | BT HE T, HKR28HBRIEST 2,

Lﬁﬁﬂuimi‘°:b%h KA EBER LOBAIL., FMHETK
TWEEAITZR—Z2 T 1 ) 52845,
Eﬂ7v~ ﬁMLt & CARFIEEES D OBAIT. HET S,




aEICET SIEH

i i H A

A
%1 FE/R— R
ZERNEH | IR &
HIFH/ S— B
- FERHHER -
RECIST Ver.1.1 XJZRANOIZ £-3 < Nzl &l L 5
- BIREHMIEH
FNWIR*, PFS*, OS %
PRERAYFHAT B
QoL M OMEREZNHEDX—Z T A )6 DZEAL
et AEES, BRRE % GG T — hoEEFMER)
% AR NIRRT, BRPIOZR) 528 H LIRS T b I BigMAT I LV fEE Lz,

2

fe #r 7 ik

< FRANCHE Lo RIAT OfE R K S & Wik, Aok, Zatkpik
T2 L& LT,
FNFIL, RHEEEN NS CIZFH LT,
WM. PFS & *OSIX Greenwood DA Z FHWTHE M L 7= RAED
95%CI & & 412, Kaplan-Meieri: % FVW CRERAIZER L 7=,
EERER. A EEE TR, PedsQLOK A 2T HNR—R T A b DOEIX
PRI BRI 5 & & ASFEFNSFHE S T,

A

LSRR E H
- 7555 (RECIST Ver.1.112 33 < Jh 7 27 &)
WA S— N THRIWERITER & L= NTRK @hE8 s T B 364 12k
7 5RECIST Ver.1.11Z 35 < MSZEFHMHIE IS K 5 28503213 88.9% (32/36
) (95%CI : 73.9~969) Tho7-, ERANEILZ. CRIA8H

(22.2%) . PR2324% (66.7%) . SDA33# (8.3%) . PDA 1 (2.8%)

Thot=,
) PRO24{ 1445 i OSD 0> 3051 1FN X AMBHHOAL I % 52 1 BRI CRAOVHERR X 7=,
X o AR R RIS B £ R,

il S0 T R 9’32‘3;(@6)
LA P 22/22 100.0 (84.6~100.0)
HCET A il 8/11 72.7 (39.0~94.0)
R AR R S T RIS 3/8 37.5 (8.5~75.5) a
B A e 1/1 100.0P
SERVERIEIFEIE 1/1 100.0P
VB E 0/1 0b

a : RANOIZ 33  IRBRFATEAHIEIC & 2 5%
b : BERBEEN DI TH o772, CLUIFRLTWHARN

BIR BF A 5 H

- ZE0 IR (RECIST Ver.1.112 55 < JhS7 2R E)
FIAH S— b Tﬁida VERRMTAERH & U 7= NTRK fhA i 1B B aE 36515 o 9
75 ZENEI 32BN 31T D 255 IR O W B 1T HEE A BE (95%CT : 9.5~HEE

) Th-o7T-.

. PFS (RECIST Ver.1.1 XIZRANOIZ K5 < 1RBR BT E R E)

NTRK @& B BIEBRETIFNCBNT, T—F 0 v b A 78 T6e50
(82%) MHTHLYIY L7eh | PFSOHFIAEITHEERRE CTH o7 (#iPH : 1.1~

35.8% H) . Inverse Kaplan-Meierii|Z L 0 #E7E L 7= 8122 HIM] O 1 ffE 1
109% H CTHo7-, BMEHEALFRIT, 65 HFFHST91% (95%CI : 84~
98) . 124 HWETT7% (95%CI : 64~89) TH 7=,




V. BEICEI 5IHE

- OS
NTRK @& BB T HEERETIRICB N T, T— Xy A 7R T766)
(96%) BEFOT=DITHHYIY 72 0  OSOHRETHEEARRETH -~ 7=
(#iPH : 1.8~38.6 % H) ., Inverse Kaplan-Meieri%|Z & ¥ #EE L 7= 81222
MOHIAEIZ12.9% A Tho7o, RAEFRIL, 120 HREET94% (95%CI :
87~100) TH-o7z,

X ARSI £ e,

ek
LA MEFRATEE 881 H1 62641 (70.5%) IZEIEHFRD Hiv, 7 L— R334
OBIERIFLITH (19.3%) TH -7z, E2REIEMIT. ALT 5030 4
(34.1%) . ASTHEIN25%1 (28.4%) . LFHEREIEA 176 (19.3%) . AL
BREEA 1361 (14.8%) KOEM114] (12.5%) FTHV, 7 L — N3XiX4
T d L < A O NTRIERIZAFPERBOR A 861 (9.1%) ThoTc, o, K
#1100mg/m2 (7272 L100mgZ B2 72\) Z1H2EFE A& E Lz a2k — 3
DT3FNCBWT, BIEMIZ48H1 (65.8%) TROOLNT-, ERBEIEMIX
ALTHE 22641 (30.1%) . ASTEII1761 (23.83%) . #fH BRI 1641
(21.9%) . HEIMEREGA 106 (13.7%) . Zifn9fl (12.3%) . HL84
(11.0%) . MmHALPHEMTH] (9.6%) . HM7H] (9.6%) % Th-o7z, 88
B, EEZRBIERIZ6H (6.8%) TRO LN [JER. BAHREA . M
R, EImkE, & U o AMAE, KT U T AIMAE, A2 SEEREAR 2 OV
&1 (EEHY) ], BEFICE->-FIWERIZ26] (2.3%) THD ST
[ALTHEN, Bl K QR ERE A 161 (EEH V) 1 . BERIC XK 55
t u»u&b%hfﬁﬁ)’)f_o
) AKIOER STV BRI R [NTRK BB FHYEOET - BROEBHE) . KRS THD A
EROART @, JA i7m%v7% 7 L LTC1RI100mgZ 1 A2 OB LT 25, 728, BEOIRRE

WCEVEERET S, @i, NRICEIe FLyF =7 L LT1EI100mg/m2 (KFHEE) 10200 #%E
iéotEL\UJmm@%ﬁzﬁw:&oQE\%%®%%K;UEEWET60JF%6O

2) RE MR
BB L

(5) B - FRRERISER
ek L

(6) jaErIfE A
1)1ﬁﬁﬁﬁ£’fﬁﬁﬂﬁ (—ERAMERE. #—*fﬁﬁﬁﬁﬁ‘iﬁ%%ﬁﬁs FHARELERRE) .

HERFTRT—IRN—XAE. HERTERERABOAE

a) %Eﬁﬁﬁﬁkrﬁﬁuﬁﬁ (FEhii )
ARANDHH SIVTIEG 256t R, EHER TR 5. A OR M N A M
AR
B, MEREREIZ OV TUIARAID S S /NREE TR 2,

b) NTRK @& ﬁfﬁ?% PED S VB Z et R & U 7o BUE IR e R BRIRERBR [ 2 aak L[ 55 T AH
AR 5220289 (NAVIGATERBR) | (BUENGEARR A L 0 RS e & EEIRER & L

CHikfec)
NTRK @eBarBMEOEITIERE R 2 AT 0B 25 L L, AAIOFIE, et
K OBANEZ T 5,



V. BEICEI 5IHE

c) HETTIE RIS S IR M AR AR R SR IS & 1 3 2 /NREB S A x5 & U 7 S IR 7B 14 R
b [ZhaddLE 1/ IARER « 3Bk20290 (SCOUTRER) | (RLEARFEAR A kvl
TEIR R B R TRER & L CHikist)

TEAT I [ T R ST M AR AR SR IS 2 9 B /N B 2t & L. RAIOH M,
LA OB & T3 5,

) ARBEULELTERFPEDAERIEIER L 1-HE - HEROBE
KR - ENTORBIEF SBD TIRONTWD Z &b, BIERER, —EHDRERFI
RO T7T— 2 BER SN D E TOMIL, RIEG 2 6t R I A A 2 Ehiid 5 2
WL D . KADOHEMBEHEOERERELET D L LI, AFlOLZeEEROA
VIR 57 —Z 2 RINCIEE L, AFIOBEIEMHIC L EREZH LD 2 &,
Sl T ORER - FEEME R (RfIA) (k)
AFN PG S TIER 2 )G, HHERE TSR 5. AR O N A 2 2 et
ERAR
BB, REREEFIZ OV TUIARAD KL SHIo/NEBE TR 2,

(T) 2 Dt
BB L



VI. EMNEEICET HIEHR

1. EEZPMICEAEHHILEMRITILEYE
X VLI F=T
HE O H LA ONRESUNIRE X, BHOE TR EZRT 52 L,

2. EBE#%EHR
(D) ERERML - 1ERKF
Jua kv JF=71%, NTRK Bl fna—FR+5 haRIF o2/ Kk —€ (TRK) 77
V= oFrnr oS =Rl T 5MEFER AT IR0 H{bEWTHDH, v b
7 F=71F, TRK@G# o370V Vb zlEL, FiRDO Y 7 FMeES -0 U bz
EFHZ LR, EEHEMEEN 2T LB 26 TND,

TRK@EIVINTE
(UHRIHREHICTENEAL)

SOkLIF=IIE, BENICEELELE
TRKES S VINOBDY VE{EZRET DT &LICKD.
ROV IF I CERBZERET B,

IES i DIETE - £77




VI. EMNEEICET HIEHR

(2) B &= ZE T+ HERERRAE
1) In vitro 5B&
ADTRKA., TRKBRUTRKCIZXx 9 2#EE|MMES
t RTRKA., TRKBN O'TRKCIZ%IT % T 1 L 27 F =7 OfE & # Fitkt % LanthaScreen™ Eu
Kinase Binding® F% (Invitrogen) ZHWTHIE L7z & Z A, ICofEIZZNEi11.5, 5.3
6.4nMTh -7,

TRKA. TRKBRUTRKCIZxt 9 & HAME

* T —PHER ICs0 (nM) n
TRKA 11.5+7.0 71
TRKB 5.3+2.6 72
TRKC 6.4+3.6 67
V- EAE AR 2

[Pt 7]

L AF DB T RO A e FTRKA, TRKBY, "TRKCHF—F¥ R A A~ (FRFN5. 10X T5nM)
oa b rF=T7 WMAERAENL—Y—, W EFTF oAbt 2F U HA LR o —a B LESH 2 L
FRTEY L L IZ22C TR0 A ¥ 2 N— g L, TRKFF—F FA A DATPHESEALIZHOLT A
Mo—H—2EET 25 Z LI LV RET ENIE T X LF —izf (FRET) 7 /L% PerkinElmer~ /L 5
F— K7L — ) —F—THIE LT,

@TRKA, TRKB, TRKCER WEEMEMHRETRKABAMRICE TS ) VELERE/ER Y
HIRT v EAI2BNWT, T8 FL 7 F=73BAERTRKA, TRKBR; OTRKCO Y U fg{t %
FRE L., FDICsfEIZZFI1F119.8. 25 21.56nMTH - 7=,

F o, HEPIEMERTRKA (b F NTRKI &5 OFE2%E T a7 ) v RAAL Y (Ig2) % /Ki#E
SH7-TRRKAZ AL : ATRKA] oBHE Y VEgbaHEL., ZDICxfHIL6.4nMTH -7,

TRKA. TRKBRUTRKCii RIZATRKAIZx 9 % 1) U EALRE/EA

X —VEEE ICs0 (nM)

TRKA 9.8

TRKB 25

TRKC 21.5

ATRKA (85 #97EMERY) 6.4
(RRBR 7 14]

FAMTRKA, TRKBE OTRKCIZKT 5T 0 b F=T DY VBRMLBEER : Fv A =— XL AX X =)
¥ (CHO-K1) #ifaic, v FNTRKI (TRKA) . NTRK2 (TRKB) . XIZNTRK3 (TRKC) Eixt#xEAL
T4/, 70 ML F =T EIFMLZNENANGF, BDNFXUINT-3IC L Vi L=, U ik v
SNOE [Vt (p) TRKA, pTRKB}) OpTRKC] 3R A EWEMRERE (ELISA) (XL EELL,
U UL OMEERIZT 1 N v F = 7 IEALE G IREE IS D HHE TR Lz,

ATRRAIZKXT AT Loy F=7 0L Y VEMLIEER : [g22 BB T RIS ¥/ NNTRK]I Bz T %%
FERJICNIH-3T3HIE (= 7 A FRHEFHINRE) 1T A L7-delta-1g2-TRKA NIH-3T3#Hfukk % #57 L THiat L=,



VI. EMNEEICET HIEHR

QNTRK1 BB B FEAMIBIZE T HTRKA, AKTRUERK!Y) VEE{LFEE/ER 10
I BB N D F R ST A 7 L — LA BAS T Tdh 2 MPRIP-NTRK1 Ofe % 378
RIP-TRKAIZX T 5T 1 b7 F=TOERAZRFILIZE A, Ir b F=T 3G Lz
T_TOREE (10, 100%01000nM) TRIP-TRKA, AKT}N RERK?D U »ER{bZ % LT,

NTRK1 @& EEFEABa/F3MIlEIC 1+ HTRKA, AKTRUERKY U EE{LEE %A

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

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

—— — e - . — — pTRKA(Y496.Y680.Y681)
T —— — — . — —— — . STRKA
T ——— —— | —— — - TRK A (FHA)
_—— — = pAKT(5473)
R —— ——— . — ——— 0 P\ KT

= — — pERK1/2(T202.Y204)

— — — C— — — —_—

;;--;-.-- —— . — . — #SERK1/2

A S B . T N — .~ — e e el 0| F- 7 — )2

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

[FRER T IE]

MPRIP-NTRK1 (RIP-TRKA) %A L7-Ba/F3fiifd (= © ZApro-BAlfatk) (2. #fk (DMSO) . v hL 7 F
=7 WNTHIRE LTZ U Y F =75 [ALKIHERK (IC5=3.6nM) W TTRKAIZ/KH fitk] } lestaurtinib™2
[TRKAFHESE (ICs0=4nM) 2] Z#HILA v FaX—3 g UT-, bEE#ZICHIIaZ A7 L, TRKA (Y496,
Y680 TNY681) . W NZZED THD Y 7 niEyFERK (T2028 1UY204) K OAKT (S473) DV Ug{biRIC

DWTHERIPUAZ WA & 70y MEICTEIHE L7z,
#1 o ENIZB VTR S 2 AT FTAA & 132 5
X2 ENRFETR

@NTRK R & Bz FRIEMILICH (T B ETEIMNH MER 19
ZJu b7 F=71%., NTRK S5 8 M IC X > TTRKEEG ¥ o /87 #3883 5 & FIE/NHE
JitijE o S CUTO-3. 290 fa ik, & A5 B G F SR KM 25 ik (2 kh L CHERImSIE A 27~ L,
Z DICsfEIZZENEI59.4 % 3.5nM THh - 7=,

NTRK B &8 1nF R IR ek 0 127 | 4 A

UYL NTRK &8s ICs0 (nM)
CUTO-3.29 MPRIP-NTRK1 59.4
KM12 TPM3-NTRK1 3.5

[RRBR 1]

NTRKI fi&8fss (TRKABG # 37 8) 238 5 e BN Bk CUTO-3. 2948k e Ot e I i
5 B B ORKMI2AI kR IC, FEx DREDO T 7 b LI FoTEHIFMULA U FaX—v 3 v Uiz, 720,
HIEOIEIE L L TR ORBENEEZ 7 = F Y A M7 = — MNMFEFE T T3-(4,5-dimethylthiazol-2-y1)-5-(3-
carboxymethoxyphenyl)-2-(4-sulfophenyl)-2H-tetrazolium (MTS) DO#EITIZ LV AL DB~V Ak %
HEERT L2 EICEVHEIE LT,



VI. EMNEEICET HIEHR

GONTRK1 B & EEFEAMEIZE (T S EHEHIH /EH 19
2FE DA s T MPRIP-NTRK1 XX CD74-NTRK1 %38 A\ L 7=Ba/F3#ifis (= 7 Zpro-Bi i
BR) osElcktdT A7 b LI F =T DICEIZENENS KL OTL.INMTH - 7-,

NTRK1 Bt & 1E{nFE ABa/F3HEE (2 & 1T & 1B HEHN 4 A

MPRIP-NTRK'1 CD74-NTRK1
1C4o(nNM)

—e— SOMVIFZT 8

—m— Lestaurtinib®*' 0.8
FI4FZT 3,741

1C;o(nM)
—e— SOMVIFZT 1.9
—m— Lestaurtinib*' 0.7
BT4F=T*2 5540

-

-
+— 1 T
1

100 1 = 100 —

T
A 1

T
1=

-

o
o
|

RHRHFEES

RYRHFEFE
1

<
—

AR — B HARESE
0 (n=5/8)

(n=5/%%)
0 T T T T
01 1 10 100 1,000 01

FARE (nM) EERE (nM)

T T T y T
1 10 100 1,000

[RRER 15

MPRIP-NTRKI (RIP-TRKA) XX CD74-NTRKI (CD74-TRKA) Fh&i&E{s T % E A L7=Ba/F3#Eic,
FrxOREOTa b7 F=7 WNIHE L L Clestaurtinib™ R N7 ¢ F =T 22 /ML A % 2
—a Ui, T2REIfL. HIEORIE L L CHIBORENEMEEZ 7 = F P A L7 = — MELE R T3-(4,5
dimethylthiazol-2-y1)-5-(3-carboxymethoxyphenyl)-2-(4-sulfophenyl)-2H-tetrazolium (MTS) DiEItiZ LY
ELDHRL~YF AR EROERT DI LICKVAIE LT,

X1 ENARIE

X2 ¢ EPNT R TERR SNV BIRE ST RITAHN L 13572 5



VI. EMNEEICET HIEHR

2) In vivo SHER

OEBEEERETRKAEAMBBIETETILIZCESITSH ) VERIEBEEER (ITHX) ¥
TEHE R TRKA (ATRKA) HAMaBM~ T 270 F L7 F =730 1'100mg/kg %
HERE O G L2BRoOBEENOpTRKADEE L, LT LB Thotz, £7-. pTRKAMNIE
REDONEH AT 7 v L7 F =7 RE13X31~6,000ng/mLTH - 7=,

ATRKABAHIRFEIET DR ETIVIZE T HEBRNTRKAY U EEDEE/ER

750 THELIRERE
(n=2X(*3/%%)
z
B
Il 500
H
<
%)
)
u
< —L
h4
oz 250
l_
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
[REBR T 1k4]

ATRRKAZE AMHIE (NIH-3T3) %#7~9BEEOMEMEX — K<~ 2 (Ner : NW/Nu) OAMIIEIL FIZBE L, F
BB AR N A B CR500mmP & 725 LT v H fkLiz, Tu b7 F=7%30K100mgkg®D A& T,
H DV TEAR (Labrafac™ lipophile WL1349) ZH[EEOEE L7z, 787 b7 F=T7 541, 4L U128
IC B W TR R OB AR 2 BB U & 7o AR 5% 4R RIS B W TSR IR 2 BREL L 72, LC-MSZHW T
MigFh oI n vy F=TRELY, £7-ELISAILZ AW CTHEENOPpTRKAZ Z L HIE Lz,



VI. EMNEEICET HIEHR

QIEEMEMHITRKABAMEBIEE TILICHS T HESBREINGER (v9X) ©

OfE I IE R TRKA (ATRKA) HEAMEBM~ Y 22T 0 b7 F=710, 30 LT
100mg/kgZ 1 H2[A], & 5 $20, 60K (f200mg/kg% 1H1EI14HHIKEROEE Lz 2 A,
FESAREIILL FTO LB Thote,

ATRKABAHRIREHE~Y D R ETILICH T S EHIBTEHNH 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)
(BRI 1]

ATRKAE A 2 itk X — K~ A (Ner : Nuw/Nu) OFABIEERE FICBMH L, IEEOAREIH100mms & 72
LHZETCHEIE, TOKk, Jr b 7T =7 (10, 30K 1100mg/kg% 1H2E, 5\ i%20, 60K
200mg/kg# 1 H1A]) XIEMAE (Labrafac™ lipophile WL1349, 1H2[A) #14HRBREROEE L, D%
11 A M oOBERWIM Z 8 L CEBAREZ T L,



VI. EMNEEICET HIEHR

O ATRKAE Aflifafi~T 2278 L7 F=710, 20, 60%1200mg/kg% H[AFE 05 L
A, Tu bbby F =7 OMmEEFR K OEENEEILZ L Z110~200mg/kg & V20~
200mg/kg CHEK T LA L, v b7 F=71310~200mg/kg CTH &K FHIZ
pTRKA X OpERK % Jdi/b S, 23 & O ESISHEIE AR £ 51280 2 IEHE M S ER & —

H LT,

ATRKABAMIBBIEY VR ETIVIZE T HESNATRKARTTERKD ) VEREIREEA. 1
(PR VESZNZO ML) FZIRE

A A FEZEN
n p(rlﬂglé‘)* %fgé{) SubLyFoTPE T b Ly F T
(ng/mL) (ng/mL)
AR 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
60me/ke | 3 6.2 8.5 0.576 0.653
200mg/kg | 3 3.0 9.6 17.8 3.17

SE¥fE POC : Percent of control

ATRKABAHIRBEBIEY DA ETIVIZEITHEBANTRKARUVERKD ) VEREBEEEA. HiU
[CHFERRUNEEASONLIFTRE

120 4 PTRKA (POC) g 100
O BENSONIFZTRE (ug/mL) E
ool | A mESONoF=TEE (e/mD W
(n=30%4/89) A i
4 10 B
o H
% 80 4 -
B < £
bl 2
U 60 EL
Q g R Eom
< N
S w0 findi £ :11
Y X 1€90 b
= Lot N
X 5
20 o
N
L —
| -
0 001
33 10mg/kg 20mg/kg 60mg/kg 200mg/kg
SOkVIF=T
ffAdj : free fraction adjusted IC90
R 1E]

120 4 PERK (POC)

E 100

O BERSONIF ZJRE (ug/ml) i

100 | [ A mgesorvoF=TEE g/my %ﬂ}@

(=333 4/8) A B

s ©

g0 ] 2

2 o b5

b 2

O 60 é k1 @

o R Eo

v ] fAdj h

& coo[ W
w

aQ Z Eol O

E A

20 i z

m]

- = N

0 | 001
5373 10mg/kg 20mg/kg 60mg/kg 200mg/kg

SOLIF=T

ATRKAE AAIIE 2 HEPE X — K~ 2 (Ner : Nw/Nw) (B L, MEEOAEREA690mm3 & 72 5 F CHI S H 7,
ZDh, 7 bl s F=7 (10, 20, 60 *200mg/kg) XIZ@EA (Labrafac™ lipophile WL1349) #% Hilq]
BO#E U, 2BEM%ICERN L CEEEZHH L, PR OEENO T a L7 F =7 REZLC-MS/MS%
FAWTHIE L, 2 2EEF OpTRKAK UpERK%E N FNELISAIER A &/ 71 v MEZ X WHEIE LT,



VI. EMNEEICET HIEHR

GTRKAXIETRKCRE R /N BERMRERBEE TILICE T S EEETEINHER
(< rj;() 17
OTRK@l G % > 37 #5814 5 b FIE/NAE B RCUTO-3. 29/ fafk L OV e -G I E G
HSRKM 12k~ 7 2127 1 b L7 F=760mglkg & )'200mg/kg % 1 H 1[a]14 H [#] 5 18
AL LA, BEABEIILTOEEB) Tholo,

CUTO-329R UKM12HIfEREBIEY VR ETILIZE 1T 2 IESIBTEINHIE R

CUTO-3.29
(MPRIP-NTRK 1 : 3E/)\#iH B Fiti 28

200 — IRARIER
SOOI F=T60mg/kg
—s— 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-NTRK1: #5iZERRE)

400

IR IR XIER
SOLIF=T60mg/kg
—a— SOMVIF=T200mg/kg
- 007 (n=10/3)
2 J
g 200 —" T
D I Il |
7= 100 1 Py 1
2 1
-

(%) 1 T

-100 T T T T 1

HAR (B)

R 1E]

TRRARLA % v /)7 B &2FBLT 5 b I/ NI ififE Bk CUTO-3. 29/ itk X OV 5 M B b F SR KM 125 i
REMEME X — R~ 2 (Ner : NwNu) ORIIEE KR TICBHE L, EEOEFE) 150~200mm?3 & 72 5 £ THYFH
SHTe, FO%, Ju bl 7F =7 (60K 1U200mg/kg) XiFEA (Labrafac™ lipophile WL1349) % 1H 1[A]
14HRIERE ARG Uiz, EEEEITER G Z®E L THIE LT,

(3) YEFASETRRSTE - FAERSRI
BB L



VI. EYEREICEET HIEH

1.

R E D
(1) R LM M bR
ek L

() EgPREREBR CTHERR S M-I RE
1 EERA
OHEHRERV?
A AR NBERERR A BEIC, AFI100, 2001%2400mg (1 7B VAl % 22 BEIFC B [RlRE O & 5.5
Licbt&oIn b7 F=7OMFEHRREHS K OSEYEIRE T A —Z | ZUTO LB Tho
77

HAANBREABHICSTHEREORSHOMEFSO LI FITRE

4,500
4,000
3,500 +
m
E’E 3,000
8
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
0 16 24

B’5&EE (h)

BAABRBABHICS T HEEEOKREGHOMmMBEFRS O LY F2TDEYENE/NF A —4

&5‘% Cmax tmax%< AUC tie
(mg) " (ng/L) (h) (g * h/L) (h)
100 5 548 1.00 1220 1.88
(33.2) (1.0~3.0) (23.9) (14.8)
900 o 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)

RATEIME (ICV%) S rhoufiE (REPA)

H) AROEREN TS AEROHEIL @, A7 e N7 F=7 & LT1EI100mg4 1 H 2 0
4%, ok, BEORBICLVEERRET S, @F., NEIKEI e Ly F=7 L L T1EI100mg/m?2
(EFEmRE) Z1H2E®EAKET 5, 72770, 1E100mgE ARV &, 2ok, BEOIRIEIC X v B H
w95, | Thd,



VI. EYEREICEET HIEH

QHEEZER (A TEILAERFDOLE., FEAT—42) 1®
FERERR AN 1861IC . AAI100mg (A Z#HEFRR DL Lzt &, B 7 e B HICHT 5
RGBT DT80 L7 F =7 DCmaxk CAUCLst DBTEHMEDOIT, T Fh1.36)%
M1.04ThH o7,

AT ENBIRIFEFREIZE TSI B FLIYF I DORMBE/ S A — 2 OREHFHILER

N AUC (0O-tiast) AUC Crax
(ng * h/mL) (ng * h/mL) (ng/mL)
W) 17 1320 1333 692.0
71 7 & VA 18 1265 1271% 509.5
AT FEIELE (%) B 104.38 104.87 135.82
(90%CI) (96.72~112.65) (96.47~114.02) (117.56~156.92)
HBHENCV% — 13.23 13.65 25.36

Kl TRFHME ANOVA 3¢ : n=16

) AROEREN TS AEROCHEIL @, RAIIEZ e N7 F=7 & LT1EI100mg% 1 H 2[E# 0 #&
4%, o, BEORBICLVEERET S, @F., NEIKIEI e s F=7 L L T1EI100mg/m?2
(EFEmRE) Z1H2E®EAKET 5, 72770, 1E100mgE iRV &, 2ok, BEOIRIEIC X v B H
w15, | Thd,

2)EREEE (REERS. HEAT—45) P19
HEATEE R AEIZ, AAI100, 150X1X200mg (7 7 EAAl) A1H2EKEROZEEY Li-L
0T ML F 2T OERYENRT A—ZIFLUTOLEB) Thotz, MEHTIa hLrF=
TREITEG8HE ETICEFKREIZE L, 72 FL 7 F=7100mg% 1 H 2[5 K@% 1 & 5
L7BoRG8HHIZBIT A7 F L7 F=T7OFEMEFITLI1ITH - 72,

BEREEEICE T HAHF100, 150X (F200mgZz1A2EIREZAKRSHOMmMEFS O ML F
ZTDENERENT A —4

Bh& I N Cumax tmax* AUC12n t1/2
(mg) ) (ng/L) (h) (ug-h/L) (h)
. 868 0.750 2040 1.68
100 ALRHE | 39 (86.6) (0.250~2.05) (92.6) (32.3)
ssih | 37 788 1.00 2180 273
(80.6) (0.500~9.37) (97.2) (50.8) *2
. 923 0.920 2240 1.55
50 e (51.6) (0.530~1.00) (47.0) (16.0)
ssHE | 6 815 0.760 2370 2.16
(52.0) (0.500~2.00) (59.6) (39.5) *3
#1008 | 6 1210 0.760 3760 167
900 (122) (0.500~1.95) (114) *4 (25.6) *4
ssHE | 6 929 1.03 3040 2.67
(175) (0.500~4.00) (118) (49.3) *5

WEHE (BTCV%) %1 : FRE (HiPH) %2 :n=33 %3 :n=3 ¥4 :n=5 3X5:n=4

) AROEREN TS AEROHEIL @, RAIZIEZ e N7 F=7 & LT1EI100mg4 1 H 2[E# 0 #&
4%, o, BEORBICLVEERET S, @F., NEIKEI e Ly F=7 L L T1EI100mg/m?2
(EFEmRE) Z1H2E®EAKET 5, 72770, 1E100mgEBA RV &, 2ok, BEOIRIEIC X v B H
=275, | Thd,



VI

EWMEREICHAT HHE

(3)

REER e L

) BE - FRAROEE

DEBEOEZE WEAT—42) 1®
FERERAI8GIIC, AFHN100mg (7 7B LAD) ZHERROKEGD L& &, 2SIt
) mﬂaﬂﬁﬁ?&&ﬁ BiFs70 17 F =T DCnax X PAUCLst DREHEO L, %
710.656 % .08 TH - 7=,

BEXIZEBEREEICE TS50 LI FZTDENHE/NT A —5 DRETFHLE

AUC (0-t1ast) AUC Crax

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

rmRE N B R 17 1369 1346%1 334.0

221 IRF 18 1265 1271%2 509.5

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

HBHENCV% — 13.23 13.65 25.36

i/ T REEIE ANOVA %1 :n=14 32 :n=16
eI« # X7 B KI1T0keal, RAKE#FI230keal & ONENKI500keal DA 51#1900keal

1) AHIDIKR éhﬂ\éﬂwﬂzoﬂﬁi @R, RACIEZ = }\vy% 7' L LC1[A1100mg#% 1 B 2[E8& A%
H53%, ok, BEORBICLVEERET S, @F, NEKETI e by F=7 L L T1E100mg/m?
(R M) %152@%%‘%%@”60 Vil ON 1|E|100mg%iﬁﬁzm\: ko ek, BEOREBIZ XL EER
w95, | Thd,

) HAEDEE (V7. HHAER] OHEBR)

DA +SaFrV—iL GHEAT—%) 20
fERER AN1200, A T 3 —v (387172 CYP3ABHLER]) 200mg4 1 H 157 H R ER 0%
H L, A&H| 100mg (BT eNH) EHERROERES L L&, AFIEME GRICGT 54 T2
TNV E RO T 0 L7 F =7 O Cnax & CAUCLs D& EHEO I, T Eh
2.81}14.33Th -~ 7,

@7)aFV—iL, SILFTELD
AP YR SR T T LIS S WY 2 2 L—3 3 LIZBW T, BBRE TOAA] (100mg%
1H2[E#G) M GERICRT 2 70 aF Yy — L (FREOCYP3AMLEA])  (400mgtk 5%
(2200mgZ 1 H 1% 45) fFHFEO T 1 b L7 F =7 O Cnax& AU Clast D S/ A O L1 X
TNZENL.86 K 2.72Th 7=, Fiz, FAEF TOARA| (100mg% 1 H2MEE) HAE 5 R
KT HUNTFTEL (FREOCYP3AMEHR) (60mga 1H3E#EE) JFHEOZ 1 Lo F
=7 D Cmax X CAU Clast D& EHMEDO 1T, ENEN1.78 K 2.55TH > 7=,

@UI7 EYY (REHRS. FEAT—4) 20
R 1260 ) 7 7 ey (38172 CYP3AFEA]) 600mga 1H 1[AI11 A B ERE %5
L. A#1100mg (B FEAH]) ZHEREAKEG L L&, AFIERRERICHT L) 77 08
VUBFRHBEEREO T v F L7 F =T O CnaxX PAUCst D ST EEEOLLIL, Z 1 E10.293 %
00.192TH - 7=,



VI. EYEREICEET HIEH

@DTIJ7ELYY
AR R R E R T S ES WY I 2 L— 3 LICB W T, BARETOAA (100mgx
1A ) B 5T 27 7 L0y (MFEOCYP3ATEEA])  (600mgx1H1
[ 5) BERFEO T 2 L7 F =7 O Cnax X AU Clast D AT EEE O 1L, L Z10.40 %
00.28TH - 7=,

®OIFIYITL NNEAT—R) 2

A 166112, AHI100mg (7 7 E/VA]) Z1A2E10AMKERAZERELG L., I4Y T A
(CYP3ADIE) 2mgx HERE L Lz & &, I X4 T NHEME GRS 3 2 ARAOF
BHFD X 5T LD Cmaxk CAUClast DRATEEED LT, £ 168KV L.TTTH -7z,

2. EYERER/INTA—4
(1) T AEY
SENRE /N T A —FZ|ZHOWNWTIT S v ar /N — F Ay MEFFICEDEH L TWA,

(2) W UL B 7 38
REER e L

QHKEEEH V2
AR NEEERR A BE1861 (£8k661) 12, 71 kL7 F=7100, 200, 400mg (7 &/L#l)
ZZEERF B O 5 L7z & & RIS D AT OWKEETEE (L. %EHm)
%, ENFN0.369, 0.272, 0.249hThH -7,

) AFNOABENTWAHER AR B, RAKKIEZa b7 =7 L LT1E100mg% 1 H2[E#% 1§
53%, 2k, BEOREBICLVBEERET S, @8F, /NEIKETIe L7 F=7 L L T1EI100mg/m?
(AFREHE) Z1H2EEAFEE S5, 72770, 1EI100megZ B2 202 &, 2B, BEDIREBIC X EEH
B515, | Ths,

BHoIVF7I3UR
GMEAT—%) 29
fEFERA6HIIZ, 71 L7 F=7100mgHi I 05 1R %ZIC[4Cl T v L7 F=7%)
7.58ugZ HEIFIRNZR G L&, Su hL2F=7DLg 7 )7 52 (CL, %0 FEHfH)
1334L/hThH - 7=,

W) AFNOABENTWAHER AR B, RAKIEZa b7 =7 L LT1E100mg% 1 H2[E#% 0§
53%, 2k, BEOREBICLVEERET S, @88, /NEIKETIe b s F =7+ L T1EI100mg/m?
(A#HER) Z1HA2ERA#KET S, 72770, 1E100mga B2 R\ &, B, BEORREIC LV TR
=275, | Thd,



VI

EWMEREICHAT HHE

(5) T BIE

FEANT—H) 29
R A6, Tr Ly F= 7mmgﬁﬁﬁmﬁﬁiﬁﬁ KWC7HLV7% 75
7.58ugx HEFIRN&ZE G Lzt &, 0 b7 F =T OEFEIREIZBIT A2 06 B (V. %

{SEPIE) 1 Z48LTdHh - 7=,

1) AAIDIKR éhfméﬁ&&oﬁiifL% BT 17m%v7% 7 L LC1[A1100mg#% 1 B 2[@k& A 4%
595, pk, BEOREBICIVEERRET 2, @F. NEIZEI7e L7 F=7 L L T1EI100mg/m?
(R ) %152@@%%&5@“5 th N llEIIOOmg%EZiﬁb\ Lo B, BEOWREIC XV EER
#95, ] Thd,

(6) £ Dt

BB L

3. B&H (REaL—Lav) @

() T AE 2

R & 3 L7 — IR 5 2051 8 b A BT

(2) INS A —4 TEE)E[RF 24 25 20

R N (BUBR20291 X OVRER20295) WOk [F5R20288, 720289 (NAVIGATER
Br) & ONABR20290 (SCOUTHRER) | 2D LN-EYBET — X 2S5 & | RHEMERYE)RE
ETNEMEE L, A= AV NETLVERANTT v F L7 F=T7 OMBERRE - KT
— X EETLL, T8 NI F =T OBRERICEELY RIET RO S REBERGFI L,
ZORER. SRPER T Th 2 BFEOBICRY. (BHE G UIZEMERERE) K OMFIOEN (
FYRAFIITHEAD) . NRMRFTHLT LTI, RE VL E Y, Fi, KELOEERE D
IREE (fEFERE A < FEBRE) 28, T0 b7 F=T ORYBIEEICHEE KT L, TOM, K%
Wi, 7V7F=027 0770, HE, IHERsRA (ALP, ALTKTAST) . A, RiEK
UMERNEZ, Wb T 8u MLy F =7 OFWENEICE 72 5 BT RIT S oo Tz,

RHEM S RET T VRN ClX, FICBET 2B BO T X=X ORFEFMEN KR E | L)
ikT%%%%%ﬁ?é/\1V~Va/ﬁﬁ@f%ék%i%ﬂttb\$ﬁkﬁA®%§
BEHEMEEZ T 572010, REREYBIETT VETORKET VICL v Iab—va v
%Ik LT,

V3ial—va rORERNS, NRBFEICT e h L7 F=7100mg/m2 (7272 L100mg% 8 2. 732
W) Zl1A2EERE L& & A%1y AL E3 AR O/NREE O Cuac Xl FAUCKE, A (18
Ll k) 1278 L7 F=7100mga 1H2EHR G- Lz & ZD3FICR b & Plllsivi, £%3x
A LI E125% A0 D /N O Cmaxd TR L 0 w2, AUCIEREA LR TH Y . 1280 D/
JBRF X Cmaxk FAUC & B KA L AIERIC 72 D & TRIS I, #EEICH W21 A LLE6REA D
INROT =23V ThH -7z (n=33) .

A, BEBEMEINVDRISE T D& LT, B E, WG Y (7 NTRK a8 a1 oA %,

G S— b —'nF KON AR R R %% Wt Ui, BRIRBOS (REGHE/NIR ; PR
XIECR) Db AR THIKFIE. NTRK @EBIZFOFIETH -T2, ARSI HIENROH



VI. EYEIRE(CRAT HIER
s, EYERE - )R T VAT W CHINERIL 2R T SR SN A HERFT D
HbDOThoTz, LIzhBo> T, WRMEXIFARER Ik I hv 7 F=T7OlB@EENE L
ThH, AMEICEEBIIRIFEES N EEx o, HERHZLELETHIERIIRDENRD -
776

4. TRIX

RAATRLSEY T4 GHEAT—5) 2
FEHER A BIE6HIT, ARI100mg (0 7 AH) % BUEIEE DR ED Uiz L & ORI/ A 77~
A7 T 41E32~37%Th o7,

E) AFOABS T MELROCHERIT TRE, RAIZIZI e 7 F=7 L LT1H100mgz 1 H2[E#E A5

T5, ok, BEOREBICIVEERET S, @, ARIEZae hv s F=7 L LC1H100mg/m? ({k&#
ifE) Z1H2EEAKET S, 7272, 1A100mgZE B2V &, 2B, BEFEOREBICLVEERET S, |
Tb b,

5. 9%

(1) % — Aii BE P88 8 1

MERR L

(TR, Ty bDOT—X)
B AERCF-1~ 7 A R OB AEMFVB~ 7 2125 1 b L 27 F =7 1mgkg % #IRNIR 5 LT-BED,
iR R, 2T 0.08~0.23 X TN<0.0762TdH - 7= 27,
KIETDRMD N T U AR—F =BT D/ v 7T 7 h~UA [& NMDRI (P-gp) O~ A
FHFEREL B RE L TWACF- 12 H Rk MdriakE~ 7 A"t N MDR1t & s BCRPD~ v
AFARIE L DT KB LTV B FVBAR#EH Sk Mdria/Mdrib/Berp/ > 7 7 7 b~ w7 A] TlE,
Jibd,/ HILAE e 5 B AN B AR TR | bR T HIB~ A5 i v o 72 27,

Sprague Dawley (SD) 7 > hZ7rv b L7 F =7 1mgkg% §IRMNFE 5 X13100mg/kg % #% O
BELIZEEDT v b LT F =T O/ MR HI3£10.01~0.02Th - 7= 29,

Long Evans (LE) A7 v hZ[UClZ v b7 F=7%10mg/kg O HETHEREO&S LT
& X OMIREDOMBR M RE LT & 2 A, IMEBFEE 2Bk < R R AR~ X5
%38 U CRETBE D AR S I B 72 0> o 72 29,

(2) % — RR AR RAFT @B 1%

MR L

(Zv b, UHXOT—%)
SD7 v MIWE6~1THHETT7 2 hL 7 F =710, 40, 120mg/kgx1H2[EREO&K G L, [F
—HERCTHRIELRORHAD Mg e 28I LT, 78 F L7 F =7 ORHE R bR b %
KDL ZA, WTHOHEIZBEWTHLH2~3Th-o7=, 7> MIBWTI7r L7 F=7%
JEY AT AT U, RHARIAE IR D 1/2~1/3 T - 72 30,

New Zealand White (NZW) U FIZHHRT~20HHETI7 v kL7 F =715, 30, 75mg/kg
ZIH2EHEO#S L., R—RATHRELXOREROMEAEZEIL T, 92 N7 F=T Dk
R IRIMAE PR E L 2RO 7= & 2 A, BEHLIRFFTH20, 485/ TH13~1TTH 7=, v



VI. EYEREICEET HIEH

FIZBWTT7r sy F=7 3B RMECBIT L, RMAMIERIRE D1/10~1/20Tdh - 7= 31,

Q) Eit~DFBITHE
REER e L

—~
=N
~

B DBITH
BB L

(5) Z Dt DA~ DFEITIE

1) FFlE~ DT
MR L
(FUADT—4) 20
TAREFVB~ 7 2 e O"Mdria/Mdrib/Berp/ v 7 70 b~ 7 AZ7 1 b7 F =7 1mglkg#
RN G- LTz & & ORE5%5 KNS BIT 57 1 b Lo F=7 OIflE,/ AR,
R TRI6E~10TH o 7=,

2) Z D DB~ DT
MU ER L
(In vitro#@xR) 32
InvitroRBRIZBWT, T8 hrF=7 ok, miEFEERIT. $0.9TH-7,

(7> bDOT—24) 29

LEE{®T v MZ[UClT v b L7 F=710mg/kg % HAIRE 05 Uiz & & O RE DGR A
. BENA—NTVAT T 7 40— (QWBA) IZL 0 G LT=,

[4ClZ v b L7 F =7 HRBERE DGR DA I, B ARG %2 O8I B TIAHIPHIZFR
D HiTz, K ORI T, MR GE D Crnax T 5 Z 2RI A B L7z, IR KDY
JREBRE . &b @O Coad AN, B (BEREROBEE A ETe) . /DME. FIRBEOKE T
BT, —FH, LR Cnax IEH, R BIK, 1522, GELKUIEFEEEROVERET
Bl o, IBEERERG. B, KRR O FE B 2 bR < X R R~ 1 LA B i &
WL THURR AN A B AR D o Ty AHRRNIR B I Cmaxl 328 L7288, M L CHRER] & JEi0dd
LTz, &Y 7Y o T E Th DR G%6T20E £ T, AP OCRR A2 R < To#
ik CRELRT PN SO BB FE 1 3 HE BR SR A L2 L 7,

(6) mMIREAREER

(In vitro i %x) 33
Invitro RBRIZBWT, I b7 F=T7 Db MEX LI fEERIT, KT0% TH -7,



VI. EYEifeIcfEd 5IEE
6. {1t

(1) RBERAL K OB R IR

REHENL

FA T OV NG CRE S D,
RS (in vitro, SMENT —#)
In vitro FBRIZEBNT, T80 | v&% 7 ORI EICCYP3A4A/BEE G925 Z & AR S fuTz 839,
@E%EEAGGJ . [4ClZ7 v by F=7100mg % HEfE A& G Lz & &, &524FM% £ C
D MBEFIZFEICRELE L Vo7 V7 v U BERAR (B Faxovn ) U - REEDOHK
BITAERR) M ﬁaﬂjént (MAE PR REAUCIZ X 2B/ 1E,. TN N19M U26%) 29,

1) AHIDIKR éhfb\éﬂﬂ{f}&()\ﬂﬂgi @R, RACIEZ = f\vy% 7 L LC1[A1100mg#% 1 B 2[E8E A 4%
H53%, ok, BEORBICLVEERET S, @8F, NEKEI e by F=7 L L T1E100mg/m?
(REmEE) é‘»mzlilﬁmﬁfm“éo =L, 1@100mg%iﬁ£zm\ Lo B, A OREEIC XV EIN
w95, | Thd,

ALY FZIDOEERBERER ERRHAR)

N/N

= N/N /

ﬁC w ”i@ w

7. 53% HN \( 7.22%*

_N F O\
Z NN
~ =~ SOhvoF=7 N/N
@ N " 25.4% J\g
F C
A
FD Gluc 23 F N
F

M21

FDF el

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. EYEREICEET HIEH

() RBICE5T 28R (CYPE) DHFHE. F5FE
Zu b7 F=713t FCYP3A4K O'CYP3ASELA CIIE s /=23, CYP1A2, CYP2B6,

CYP2C8, CYP2C9, CYP2C19K& UXCYP2D6 Tl s npinoTe, /2, B NFI 7 m Y —
LITEBWT, CYP3SA4BIHERTH L 7 hatf V' — k- Tou b L7 F =7 ORE1PIKIS0%
KFL, 3_XTOE MZBT DO AR INE S 47223, D CYP Sy 1-Fl SR fH 55 3K
X700 b7 F =T ORI EBEE 5 2o T2, TRHOFERNS, TJu hL 7 F=T7 0

— 5

HHEICYP3A4/BE 595 Z LA RSz,

() PEBEHROHRRUTOEE
ek L

() REMDEEDERRUELLL, FELE
BB L

7. HE

FEANT—Z)
OfdEFER A6HII, [4ClT7 1 h L7 F=7100mg% HEF OGP Lz L&, 53120/ #% £ TI

B 5 U 7= U BE D B8 KL TIN89% N L E 3 OVR I HEmt STz 29, F7-, #5480 #% £ T
W85 U7 HRE D 20% AR LR & U CIRHPIZHEIE S 37,

OfdERER A6HIIC, [UClT7 1 b L7 F =7 ZHEFIRNE ST Lzs &, BIRNE S5 ED29%05 K

AR L U CRICHRIE S 7z 29),
VI.2.(4) 27 VT Z A OHESM

) AFOERBEINTWARAELOCRAEE EF., RAIKZTZe b7 F=7¢ L T1H100mg% 1 H 2[F# O &5
T 5, 2B, BEOREBICIVEERES 5, @F, AR Ze b7 F=7L LT1FE100mg/m?2 (KR HE
) Z1A2MEREAFTEGT 5, 7277, 1E100mgZ B2V &, B, BEOREICLVETRET S, |

TH 5,

8. FIVARKR—42—IZEAT B1EHR

(in vitro . #NENT— %)
OInvitroiRBRICEBWT, Ju b7 F=71%, P-gp&kOBCRPOIREE TH D Z L N/RE 7236,

OfdRE AN126112 Y 7 7 B v (P-gp X UBCRPRHLER]) 600mg% BA[EIFE 0#5 L. A%K|100mg
FHEREREOKEGY Lz &, AFIEMBRER ST ) 77 vV AR ERO I Lo F
=7 D Crmax X AU Clast DR EEED X, FE 179K (V1.68 T - 7= 20,

Oln vitro RBIZEBWT, Ju ML 7 F=71F, AT =4 7 AKR—%— (0OAT) Th b
OAT1 (ICs0>30uM) M (FOAT3 (IC50=28.2uM) . A#b T4 F T AKR—%— (OCT) T
H5H0CT1 (ICs0>30pM) K OOCT2 (ICs0>30nM) . HHET =4 gk U X795 K (OATP)
T& H50ATP1B1 (IC50=48.2pM) K O*OATP1B3 (ICs0>30pM) . AHiFEeHEE AR~ (BSEP)

(ICs0>30uM) . ZAIFHERPEH (MATE) 1 (IC50=64.4uM) K UOMATE2-K (IC50=27.7uM)

(2R L CHRE R EER 27 S el o 7230,



VI. BYBREICEET HIEE

Oln vitro RABIZB T, 781 L7 F=71Z0AT1, OAT3. OCT1. OCT2, OATP1B1. Kk
OATPIB3DREE CTlI7eWZ EWARENTE (K TV AR—F—ORBMICB T Loy T
=7 OEGAAIL, FEREBIE D205 H) 36,

SN TV HEROHER M@, RAIZIZZ e L7 F=7 ¢ LC1E100mg% 1 H2[E#% O# 5
X o#EHET S, @, NRICEIe b= 7&L“C1|E|100mg/m2 (REm
L, ek, BEORREBICL Y EERET D, |

) ARH DA
T 5, B, BREDIRREIC
) #lA2ERAKET S, 72721, 1EI100mgA B2 22
Th b,

0. BIEICLBBREE
MR L

10. REDEREEITHEE
() BHEEREEEE WEAT—%) 37
AF100mg % HEIRR O &5 Uiz & &, BHIRAIER o g8rE (861) 1253 2 Mk 4 &4
BWETLRYBIKREZHT 28 B8f) OT 1 b7 F =7 D Cmaxk DAUCrast D 5T I
DL, FNENL25KU1.40TH -7,

BHREEEEREICE TS50 LI FZTDEMERE/NT A —F OIRFHFRILLE

n AUC (O'tlast) AUC Cmax
(ng * h/mL) (ng * h/mL) (ng/mL)
BT EZLELT 5
o 8 1680 1701 534.0
B HEHEIE By 8 1204 1167* 425.7
Bl (%) | 139.56 145.77 125.43
(90%CI) (85.09~228.88) (86.59~245.38) (76.28~206.23)

Rfi/h T ANCOVA 3% @ n=7
) AFOAGE ST HIER O RIE T, Eﬁi/\&lli?lﬂ kL7 F=7& L C1E100mg% 1 H 20 0 5

T5, 7ok, BEOREIC

T2,

XV EEHET D, @mE.
) mlA2BEROET5, =720, 1@100mg€»ﬁx7‘m\

L, ek, BEOIRRE

v hvrsF=TL LTllEllOOmg/mz (k£ m
CEVEERET D, J




VI. EYEREICEET HIEH

2) FrigaefEa=E2E MWEAT—42) 39
AAI100mg % ZEfERHC HAHR O 850 Uiz && | FFERES IEF 22 3B (1161) 1oxtd 28R
(Child-Pugh/y¥HA) OFEEGEREEESE 81 O T v b L7 F =7 D CraxJk NAU Clast D £ 0]
EEMEO L, 2N EN114K% D31 Th -7z, FFHERENS IER 728888 (1161)) 1oxb3 2 h4k
J£ (Child-Pugh/3¥EB) OfFREREEREE (8f1) OF 1 h L7 F =7 D Cmax&k CAUClast D %
PEE DI, TNTN1.14K% N1.98Tdh - 7=, AFREREDNIE R 229884 (1141) o4 5 &
J£ (Child-Pugh/3¥6C) DOiFHREREEREE (8f1) OF 1 kL7 F =7 D Cmax& CAUClast D %
PEEMEO I, £ EN1.52% 08.19TH - 7=,
[VIL.6.(3) ITHRERE HBHE | OHESM

FFREEZTEREICET450 LY FZTJTOEMEE/NT A — 2 O FERILLEX

JHF RS RERR JFH§REIETR | BATEHEE (%) (i
(n=8) (n=8) (90%CI) P
ST vs 1IEH
AUC 131
(ng * h/mL) 1410 1070 (92.8~185) 0.1815
AUC (0-tiast) 131
(ng * h/mL) 1390 1060 (92.4~185) 0.1859
Crmax 114
(ng/mL) 067 500 (73.7~175) 0.5952
FREERE vs IR R
AUC 199
(ng * h/mL) 2320 1170 (146~270) 0.0038
AUC (O'tlast) 198
(ng * h/mL) 2300 1160 (145~269) 0.0040
Crmax 114
(ng/mL) 654 575 (76.9~168) 0.5543
EE vs IEH
AUC 320
(ng * h/mL) 3530 1100 (195~526) 0.0030
AUC (O'tlast) 319
(ng * h/mL) 3500 1100 (194~526) 0.0031
Crmax 152
(ng/mL) 799 o217 (85.6~269) 0.2105
I/ IO SISO B DRIE

X ZNENONHERERER L L ICAARE P S EBRE %, ST COMEREERELE L,
gt L7z (n=8/8F)

) AFOERBENTWARAEBELOCHAEE EE., RAIKET e b7 F=7¢ LT1A100mg% 1 H 2[A#%% 0 5
T5, 2B, BEORREBICIVEERET 5, @F, AR Ze by F=7L LT1FE100mg/m?2 ((KFKRH
) Z1A2MEREAFTEGT 5, 7277 L, 1E100mgZ B2V &, B, BEOREICLVETRET S, |
Th b,



VI. EYEREICEET HIEH

@) /MR BAEANT—%H) ©
%10 A LA E215E LA OHETT B A X AR R R R R 156112, AF1100mg/m?2
(B R100mg)  (EAISIE A 7RuAl) Z1B2RERNEE LI &0Ta Ly F=7 DK
WENRE R T A —Z IZUT DO LB ThoTz, WNEERE DOCra CAUCIHE, A#I100mgZ 1 H 2[A]
RAER NG SN RANEE L RRE Th o7,
[VIL3.(2) /XT A — X ZRENHELIK] | OIS

INREEIZCEITA50O LI FZITDEYERE/INT A —4

e Crmax tmax 1 AUC12n t1/e

#WER | (ng/L) (h) (ug-h/L) (h)
W1V A 7 v 15 867 1.00 2220 2.12
1A H (51.1) (0.03~2.22) (76.4) (35.9) *2
A A o 6 854 0.500 1470 2.30
1A H (43.9) (0.480~1.98) (28.1) (15.4) *3

Sl E . (BICV%)

. Zoft
ek L

K1 R (RPH)

%2 :n=10 3X3:n=3




. &% (ERLOIESF) ICETLEE

1. BENBELZDER

R A

AElE, BRABITHOMISTEIERBRIZEVT., NALEEERICTSLME - BEBREE
DEMMDE LT, RFEDHBEENBEN LHIB SN DEFIZODVWTOAEET DL, £z, A
BERICHEIL L. BEXREZORKICAFOENMERUVEREZ+2HBAL. REEZHTH
LbE5YHZ L,

[fgai]

AN ORI 2 S DI EFICRONTEBY . B TULT LA OETORIEN %
BETETWRWAMREER S 5, AFIOEGIE, THETIHB LT\ e EREIER 2R BL L
TG A OBRBRIC S kG TE B B TITH Z &,

Fio. BALFRIEC 70 ik - B Z R OERIO b & T, RAIOEG- 2358 Y) &l S b 5E
BUZOWTOREEEEITH Z L,

BRSO 18 EEARARNERE] KO 11, BWER] FOARK|OLEVERERE 2 #8 L 7z EC,
B ILF OFRICAK OGENER OSERIEIZ SN THSTEA 21T, [AE A5 TH b AKNC
KoM ERInT 52 &

—_

2. ERARLEEDEH
2. B (ROBEIZEEELLGWNI L)
AN D B3 6 L BUE DEBEERE O & 25 /B
(il
—EAY 7R TEH Lo ORLEICHE T T AFN ORI SBBIEIS & - ARV D & 2 B8 %

el L,

3. MEXIIMRICEET HEE L ETNER
(V.2 BRESUIRIRICBIE T H1EF ] 22 M52 &

4. BERUVAZEICEAET 55 L ZTDER
(V4. HELAOCHEICEEST 2FEER] 228552 L

5. BEELGEARMIE L TDERH

8. BEELEXMIE

8.1 IHREEENH Lo d Z L3 d 5 DT, AAIEG-BRIGHT & OG- I3 E B TR
EEITV, BEOREZHDICBET 2 L, [11L1L1BH]

8.2 BREMEINH LoD Z L0 d DD T, AAIFEGFHGAET R O 5 I3 E WM kR E %
TV, BEOREZ+ICBET 2L, [11.1.28 0]

[fi#zn]

8.1 Eikatlir [ABr20289 (NAVIGATERER) | #Hr20290 (SCOUTHER) ; 189#1] &\
T, 20%LL EOBEFICAK E OREBEBRERETCE /W N T AT I —8 EH (ALTHIN,
ASTHEIN) i Slz, 205 bEE L SN2 b OIXALIFITE > 7208, EEIKR T Tl
BEOIRIBIC L > T EERIFSEREICED VU A7 0NEmL R REENRE 2 b, BHEL
EHTEDICHL B OREMEOBRHENLETH D, ARG R IX, THICIFEERTE 21T
W, BEOREEZ FSICBIET L &




. &% (ERLOIESF) ICETLEE

8.2 E R ER [Br20289 (NAVIGATE#RER) . #AEr20290 (SCOUTHER) ; 1891 (kW
T, KA E ORFERZ GHETE ROV FEREAL (10.6%) . BlEkBED (9.0%) . &l
(7.9%) . /B (4.2%) . U > SR (8.7%) 2 0B RN BIE 4~ 2 FR 03
HINTe, TN60 D BEE L SICEWERILR o 7o s, ERRIR T TIREHE OIRERIC
FoTIHEEBIZED Y 27 BEL RDAREENE 2 b, EEZ<Tmoic b B o RE
EOBRHENMETH D, AFEGF L, EMICIERAEZITV, EEOREZ /010815
T5HZ L,

6. RENERZAIVBHICEHT HEE
() EHHE - MEBRFOHLBE
RE SAL TV

Q) FrHREfEE 2 A
9.3 FFHkRElEE RS
9.3.1 hEELI L DOFHEEEEEEE (Child-Pughs$EBXI%C)
WEEEZETHE LI, BEOREZ XV EEICBZEL, AEHORBICHERT
HZ L, RFOMBEPREN EH L, GHEAREBINIBENARH D, [16.6.2 &
e
[fgai]
RBR20296 (IFHEREREE 2 A 3 HBRE K OMEREBRAE 2 x5 & L) IcsnW T, &R
(Child-Pugh/y¥8A) | F4E (Child-Pugh/3¥EB) UIHEE (Child-Pugh/y3EC) O ATHRE RS
EERETHHREICT7 0 b L7 F=7100mg% HalfR O &5 Lz & & IFRREN IEH 7B &
e L T Omax ENZ 1KLL, LIKTLEERE <. AUC (0-tlast) 23 FNENAI1.3, 2.0 3.2
BrRWEWIFER GNEAT —%) DGOz, YR RIS, PEELUL Lo FReRE %
B (Child-Pugh/3EBXIEC) ICAKIZ G T 255X EEL S E L, &5 13 E I iTEE
BRESZITV, BEOWREZ L0 EEICBIZT D &,
[VIL10.(2) IF#rERE S RE GMNEAT —%) | OHESH

D) ETEREEET 5F

9.4 XhEREE BT HE
BEUR FTRE 7R I PRI IR, ARAE G- R OB G-#& T 1% — E WX 9) 703880 217 5 X 2 F7iE4
HZ &, [9.565H]

[z ]

[VI.6.(5) it | DIESPR




. &% (ERLOIESF) ICETLEE

(5) 4w
9.5 WFim
TR ST IR LT 5 ATREME D 8 D PRI I3 iR L oA stk Ekatt 2 ERl 5 & &
LSRN OREET S, NTRK1. NTRK2N. *NTRKS3 &intaFhEFnXRBE LI/
I TR ATIE, MRRORFICLVABRREYICHECT LI ERMESINTEY,
ABNIOVERBEFE DG, RRIDEE S E, BRA~GER %2 R T AlRetEn d 5 89
), [9.45H]
(]
NTRKI1, NTRK2K ONTRKS &t % ZNENKRE L= v 7T b~ AT, ka0
WICE VW ABRYICH T TS Z EnMEsNTEBY .. ARIOIERETEEZET 5 L IRIBICHEEE
HaRIFET VAT #HBETE 209070 ik B I IIARR O 513 #HERE S iy, RIS
W R OB T > & — E B I AEIR T RE 728 2 ME B IV E Ul 7l it 275 K H e85 2 L, 16
W EOFRVENERIEE BB D &S, Rte 2 S TEREE RS T 255121, KFIRE
IZ R DB ADEBIER Y A7 IZOWTEEICHZICHIT 2 &, b, AFIX, 89 (F > b,
UHE) ICBWTHBRAZEER TS ZERRESN TS, AFIZHRG LSS, & M2BWTH
G VEDSARHNCBRTE S35 ATREMEIZ S E TE 220,

(6) R EL4F
9.6 1RFLIF
RH LW EREE L, AHBITICET 2T — 213720 A, AFIIIBCRPOILE TH
L, HABITORRENER S D, [15.25H ]
[fi#zn]
AHNIBCRPOIEE TH L7720, AHBITORRMELH D, IHBITICET 27 —Z 13700,
RAF ORI T DABIORMDO ) A7 2ZF L, HEPRLOBEKTHIER (el rF=
7 Je O O AT IR E ORI 061%) XA LW ENREE LWEIRETHZ &,

(N INRZE
BRIE STV

&
Y ANGAYIA

(8)

&
FF B



. &% (ERLOIESF) ICETLEE

7. ¥EEA

10. #8E%A
AFNE, FICCYP3AIZ L » TE &N 5, £72. CYP3AIZH L CHWHEER %2R~

() BtRZEZ EZDIER
BRIE STV

Q) HRFEEZDERH
10.2 AZEE BRICEEI S E)

A4 55

EEAER - FEIE T ik

BEFF - falRIN 7

9 7 78 SUE R EE O CYP3A
[ERE=S1]
A hTZarS—, 7T
V2~ A Ty, R =3
F— LA
TV —TF T N—VEHE M
[16.7.1. 16.7.2& /]

AR OBWER NSRS DB
FNNHDHDT, ThbD3H
F & o PEFIZATRE 72 (R 0 54
gL R ESTHT %A
[IEARA O EEEET D &
EHiT, HEOREEZEEIC
Blzz L, BWEH OB 5
FETHZ L,

2B O HEF N CYP3A % H
EFLZ LTk AAIOIMm
HER IR EE S 595 mTREME DS
HbD,

58 17 78 SO H R EE O CYP3A
A
Jyo7 7oy, 7=
b, 7=/ )LEX
— L5
tAfavA XY VY (B
ke Pa—rRX-U—h) &
AR
[16.7.3. 16.7.4& /]

KENDA NI ET T DI Z
NRHDHDT, b DA
& DOHFRIZATRE /2 IR Y BEVT 5
Z&,

I OEFINCYP3ALE
A5z LiIcky, AFlom
HEHP R AL DMK T 9 5 ATREMED
5D,

CYP3ADEE & 72 % 3KA|
I uARY L, F=
VA &78=0) NN S-
[16.7.5% ]

B ORI OEINE 23 HE 58
SNDZBLNNRHLDT, &
HOWREBEEREICBZEL, A
TEHORIUADTEET D Z

AFIDCYP3AZHET D =
I el SV (RYOF S [0 1}
HEP RS R4 aTRENEDS
b5,

ko

[fEwii]

HppEhReiER (GRBR20293) 2R\ C, 38N ZRCYP3ARREAIO—>ThHA hTaty—to
BFHIC X 0 AFIDOAUCHKIA.3EIC EH Lz Z & 2B E 2. o )72 UL o CYP3ARHLE
FEDOPFRIZ L > THAUC BKRE L EAT D[RR 2 bl 20,

58172 AT R E O CYP3AMER & OPFHIZ. AFORERDNHERIN 2B ENRNH D720, W]
REZRBR VBT D 2 &, R E S TOFHT 2HA8IIAR OB EZRGFT L, &5 I3EFOREL X
DIHEICBIEET D Z &,

HppEhREiER (GRBR20293) 2B\ C, 88N ZRCYP3AFBEA|O—>ThHH U 77 B EDff
FIZ L0 ARFIOAUCHKIS1 %D L= Z & 25 E 2, fhods& )72 TR O CYPSAFEEAI & &
PFRIZ L > THAUCH K E <K T T 5 AlHEMEA B 2 5472 20,

SR 72 SUX PR O CYP3AFHEH & OOFHIZ, AROFIMEZBH S EL2BENRH DD, 7]
BEZRPR O BET B Z &,



. &% (ERLOIESF) ICETLEE

Hyghieiit R5k20295) I2B VT, AFIOHFRICL > TIFY T LAROCL-KBLIFY T LD
BRER B Z 205 AR O RO b2 Lnh | KANIFIVCYP3A4ILERITH 5 Z LRI S
7220, CYPBADIE L7 58 ANILOFHT 25813, TOEFORWERP BRI BLThDEH S
EEZDLND, BEORELZHEEICHSE LAENORIU A EETD 2 &,

VIL1.(4) 2) DFHZEDRE] DIEZ

T

) ABNOERRBENTOWIHELCHERX HEE, RAIZEZe hL7F=7L LT1HE100mg% 1 H2[EE 0 #% 5
T 5, ok, BEOREBICLVEERET S, @%. MNRIZIEZZe b7 F=7 & LT1H100mg/m? (K
HAE) Z1H2EEAEE TS, 277 L., 1E100mgEBR RN &, 2B, BEOREBICL Y EERET S, |
Th b,

8. EIEMH
1. El4EA
ROBERDRH LIS Z ENHLDT, BIEE ATV, BEPRD LNTHEITIT
hH A2 RIET 57 LR ERITH L,
(e ]
12i% L £ O NTRK &8s T BE OMEIT « RO E RS & 55 & Uz ERS IR S T AR
(35720289 (NAVIGATE#ER) | KU1 LA FOMEST - FR O BB BT 2 xt4 & L [EERIL
M8 T/ IARR (3520290 (SCOUTHER) | IZBWTRRINTHIEROCHERKE I
189f1 [E5r20289 (NAVIGATERER) : 116§, k20290 (SCOUTHER) : 73#1] OHEF D
THRICEED & WS, TRBRE S EM ORHE ., AFOEHIENELERO L, EREIENE L
TRHEL, FICERZETL2b0% TERRENEH] . s s [ZoogfE-] & LT
E LT,

(ZOfORIER) 2oV TR, RR2iBRIC BT 2 BBEE235.0% (106]) LLEoOFELR %L
Uiz, Fiz, UHoMET —2 v — MCEfSN TV HE (BT, ALPEMN) HiBiL L7,

B, LFORWEMICOWTIIREER A LI EBEIG L L,

CIFPERIED ¢ A R ERER | A R ERTBE

- MBI - BRI A BRI E

s /RIS + i IMEEGRA it MR AE
CURTEEE  DRTERRE . DRTERRTE

- VR RAEPEFRIE, ORIEIENR. FEAR

- L BB BRI EE, £ O RS
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(1) EXGEIER & HER

1.1 EXGREIMEA

11.1.1 FriaErE=E
ALTHEIN (28.0%) . ASTHIM (23.3%) EZ{E 5 MFEEREENHLDOIDLZ &b
%5, [8.1%H]

11.1.2 BEEINH
ek (10.6%) . AMERED (9.0%) . &ifl (7.9%) . fi/IBaEd (4.2%) |
UL oSgkg (8.71%) HEoFHIEN L bbb ZENb D, [8.25H]

11.1.3 PiEHERES
FEIMED E VY (17.5%) | BEEEE (2.6%) . BITREE (1.6%) . E#EH (0.56%) .
RAEE (0.5%) ERbobbhdZ Endbd,

2) Z DD FIHER
11.2 Z0OhozER
5%LL 1 5% A it
- L (10.6%) . @R (10.1%) .
R WERE A RN, T
AT B L O e = A S T
e RHRED LURTHEE [y (a0 |
P A S
R X OV TR i
Z ol PR EH AL-PHEI




. &% (ERLOIESF) ICETLEE

BlIEA—EX
1) EE£RESE DB (518820289 : NAVIGATEKER)

MedDRA Ver.22.0 _ NAVIGATERR (n=116)
SRR S AT 27k 7y I8 Aont
n (%) n (%) n (%)
Mg L VY v RFEE
A | 662w | 2 01% | 0
DB
BERET ey 1 (0.9%) 0 0
B ERET ey 1 (0.9%) 0 0
ElEs 1 (0.9%) 0
HB X O E
NS 1 (0.9%) 0 0
i 1 (0.9%) 0 0
WEE T 1 (0.9%) 0 0
Hg 1 (0.9%) 0 0
N3 Is R
R A RE I T |1 09% | 0 0
IR b
B 1 (0.9%) 0 0
[FEEsp =) 1 (0.9%) 0 0
St 1 (0.9%) 0 0
AR 75 5] R 7 ek 1 (0.9%) 0 0
B 1 (0.9%) 0 0
B b
GBI 12 (10.3%) 1 (0.9%) 0
1550 12 (10.3%) 0 0
T 7 (6.0%) 0 0
Mg 7 (6.0%) 0 0
THIER B 3 (2.6%) 0 0
53] 3 (2.6%) 0 0
N R 2 (1.7%) 0 0
- REEIE 2 (1.7%) 0 0
e AN 4 2 (1.7%) 0 0
&R 1 (0.9%) 0 0
IR 1 (0.9%) 0 0
MR 1 (0.9%) 0 0
11 D &S SRR 1 (0.9%) 0 0
e A R J 1 (0.9%) 0 0
1PN 5 i 1 (0.9%) 0 0
M ZE PN 1 (0.9%) 0 0
SIHES 1 (0.9%) 0 0
N ZE 1 (0.9%) 0 0
RN 1 (0.9%) 0 0
—i - BB REER O 5L O RE
T 22 (19.0%) 0 0
e EAE 10 (8.6%) 0 0
TR 3 (2.6%) 0 0
5 3 (2.6%) 0 0
FEEL 3 (2.6%) 0 0
T 2 (1.7%) 0 0
23] 2 (1.7%) 0 0
AN R 2 (1.7%) 0 0




. &% (ERLOIESF) ICETLEE

MedDRA Yer 2.0 £7L—F NAWGA;i%ﬁP;n_lm) 71— K4
BRI BEAR n (%) n (%) n (%)
BIE MR fBS B 2 (1.7%) 0 0
i 1 (0.9%) 0 0
I 1 (0.9%) 0 0
O U K 1 (0.9%) 0 0
o Sy v e 1 (0.9%) 0 0
JEAR 1 (0.9%) 0 0
PRI AR 1 (0.9%) 0 0
JHEREE R B 5
¢ 1 (0.9%) 0 1 (0.9%)
SRR 1 (0.9%) 1 (0.9%) 0
MAH 5 i 1 (0.9%) 0 0
FERERE 2L 5 1 (0.9%) 0 0
G R E
BEUE | 20 | 1 09% | 0
JEYSIE B & OV A BUE
MR 1 (0.9%) 0 0
1 e R 1 (0.9%) 0 0
NHEEZ 1 (0.9%) 0 0
2R 1 (0.9%) 0 0
BE, Pk L OWEAIHE
TBFENE RS 1 (0.9%) 0
B REHEIE ke (0.9%) 0 0
R R AT
ALTHIM 31 (26.7%) 3 (2.6%) 2 (1.7%)
ASTHEN 27 (23.3%) 1 (0.9%) 1 (0.9%)
REHEM 14 (12.1%) 0 0
P i Bk ) 7 (6.0%) 0 0
U P ERER 4 (3.4%) 0 0
M= L2 a— 3 (2.6%) 0 0
ML e U Lv e s 2 (1.7%) 1 (0.9%) 0
A ALPESN 2 (1.7%) 0 0
U v oSERER R 2 (1.7%) 0 0
i R 2 (1.7%) 0 0
IR 2 (1.7%) 0 0
M7 v F= B 1 (0.9%) 0 0
s E5- 1 (0.9%) 0 0
Rt L OveaklEE
BHROLIE 3 (2.6%) 0 0
AAEGE 2 (1.7%) 0 0
5 A 2 (1.7%) 0 0
N U U A IE 1 (0.9%) 0 0
ERYZ YUY FifuE 1 (0.9%) 0 0
&A1V o A fdE 1 (0.9%) 0 0
K~ 27" %37 AMLSE 1 (0.9%) 0 0
&Y Ee e 1 (0.9%) 0 0
E kSR B X O ARk
55 13 (11.2%) 1 (0.9%) 0
RSN 8 (6.9%) 1 (0.9%) 0
AR 6 (5.2%) 0 0
B AR 3 (2.6%) 0 0
DU Jie 9 3 (2.6%) 0 0
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MedDRA Ver22.0 27L—F NAVIGA;F'E:iﬁP;n_lm) 71— F4
B BRI/ EAE n (%) n (%) n (%)
B 1 (0.9%) 0 0
MR T 1 (0.9%) 0 0
B AR PR 1 (0.9%) 0 0
R 1 (0.9%) 0 0
VIR ZE N 1 (0.9%) 0 0
PR R BE
FRENED F 32 (27.6%) 0 0
SR 7 (6.0%) 1 (0.9%) 0
R 7 (6.0%) 0 0
KRR = 2 —a T — 5 (4.3%) 0 0
BRTE R 5 (4.3%) 0 0
K= 2 —nm XF— 4 (3.4%) 0 0
SERH 4 (3.4%) 0 0
FH R 2 (1.7%) 0 0
EE 1 (0.9%) 0 0
EEGESN 1 (0.9%) 0 0
TRANEE 1 (0.9%) 0 0
b REE) B 1 (0.9%) 0 0
HEkEE 1 (0.9%) 0 0
SR T 1 (0.9%) 0 0
R Bk 1 (0.9%) 0 0
FERR RS RE R 1 (0.9%) 0 0
A RE R A A 1 (0.9%) 0 0
TR 1 (0.9%) 0 0
ik 1 (0.9%) 0 0
YA b
N2 1 (0.9%) 1 (0.9%) 0
Tk 1 (0.9%) 0
5 OK5y 1 (0.9%) 0 0
BB L VR B RE
PEIR B 1 (0.9%) 0 0
JRKER 1 (0.9%) 0 0
ATERB L O EREE
R | 1 (0.9%) | 0 0
MR, JERES & OGRS
- R S 4 (3.4%) 0 0
DAL 1 (0.9%) 0 0
T REE 1 (0.9%) 0 0
£ 1 (0.9%) 0 0
Jilm 7k 1 (0.9%) 0 0
F2 g ¥ & OV Rk
%95 5 (4.3%) 0 0
F W 3 (2.6%) 0 0
F &g 3 (2.6%) 0 0
& 9 FENE 3 (2.6%) 0 0
SRR 2% 2 (1.7%) 0 0
iR IN A 2 (1.7%) 0 0
Wi AE 1 (0.9%) 0 0
7 LVX — PR Bk 1 (0.9%) 0 0
FLBE 1 (0.9%) 0 0
S ) 1 (0.9%) 0 0




ZeH (FRLDIEESF) CEAYTHEE

MedDRA Ver22.0 BTL—F NAVIGA;F'EV%&P;D_H@ 71— F4
B RS EIEAFE n (%) n (%) n (%)
BN E R 1 (0.9%) 0 0
JIVi 48 1 (0.9%) 0 0
T - RERFRAT R RAEFER 1 (0.9%) 0 0
AL 1 (0.9%) 0 0
1A B
FTY 5 (4.3%) 0 0
e 1fn 1 (0.9%) 0 0
16 1fn £ 1 (0.9%) 0 0
LA ) —BiGg 1 (0.9%) 0 0

7' L — RIZCTCAE Ver.4.0312 72 & &
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2) EIfR#tRI%E I/ 0#A5ER (18220290 : SCOUTEHER)

MedDRA Ver.22.0

SCOUTE (n=88)

B BRI/ EARFE n (%) n (%) n (%)
MR LY 3 REEE
E=giil 11 (12.5%) 0 0
(cRiREAIE 1 (1.1%) 0 0
Lol
R REA A 1 (1.1%) 1 (1.1%) 0
TAPESENR 1 (1.1%) 0 0
Ny Is R
R ARG 1 (1.1%) | 0 0
R pE
VRN 1 (1.1%) 0 0
7] 1 (1.1%) 0 0
B B
L 9 (10.2%) 1 (1.1%) 0
1550 9 (10.2%) 0 0
Mg - 8 (9.1%) 0 0
T 6 (6.8%) 0 0
SR 4 (4.5%) 1 (1.1%) 0
- REEIE 3 (3.4%) 0 0
53] 3 (3.4%) 0 0
H R E i 1 (1.1%) 0 0
—f% - REFEER L O SEALOREE
Ui% 7 (8.0%) 0 0
i 3 (3.4%) 0 0
Rt X OekhEE
&7 7 2 o fE 9 (10.2%) 0 0
U U A E 5 (5.7%) 0 0
BBRIHE 3 (3.4%) 0 0
ARG 3 (3.4%) 0 0
K N Y v A E 2 (2.3%) 0 1 (1.1%)
7 I 2 (2.3%) 1 (1.1%) 0
N U T A IE 2 (2.3%) (1.1%) 0
I AN ki 2 (2.3%) 0 0
&7 a— VIgE 1 (1.1%) 0 0
R 1 (1.1%) 0 0
KR A e 1 (1.1%) 0 0
~ TRV LRE 1 (1.1%) 0 0
R R AT
ALTHEIN 30 (34.1%) 2 (2.3%) 0
ASTHIN 25 (28.4%) 0 0
U P ER B 17 (19.3%) 7 (8.0%) 1 (1.1%)
P i Bk ) 13 (14.8%) 0 0
i T ALPHS N 8 (9.1%) 0 0
U 2 oRERER 7 (8.0%) 1 (1.1%) 0
MR b 7 (8.0%) 0 0
M7 v 7 F= B 6 (6.8%) 0 0
RN 4 (4.5%) (2.3%) 0
GGT#M 2 (2.3%) 1 (1.1%) 0
~EZ T R 2 (2.3%) 0 0
K A 2 (2.3%) 0 0
IR FH = ) 1 (1.1%) (1.1%) 0
DEXQTIER 1 (1.1%) 1 (1.1%) 0
i P LDHE N 1 (1.1%) 0 0

\
o
©

\
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MedDRA Ver.22.0 LT SCOU;%% é’;'SS) Fr—"1
2B BRI EATE (%) n (%) n (%)
i H R R R R D 1 (1.1%) 0 0
U Lo SERER N 1 (1.1%) 0 0
IR 1 (1.1%) 0 0
E kSR B X O ARk
55 LI 2 (2.3%) 0 0
VU e 2 (2.3%) 0 0
RSN 1 (1.1%) 0 0
Y 1 (1.1%) 0 0
U iz D2 1 (1.1%) 0 0
A 1 (1.1%) 0 0
IR 1 (1.1%) 0 0
U o~ FPEREE 1 (1.1%) 0 0
PR R IR E
SR 4 (4.5%) 0 0
FRERE D F 1 (1.1%) 0 0
R 1 (1.1%) 0 0
SRR 1 (1.1%) 0 0
T
RIRIE 2 (2.3%) 0 0
Gy 2 (2.3%) 0 0
KNS 1 (1.1%) 0 0
BE 1 (1.1%) 0 0
HHHEDRS 1 (1.1%) 0 0
BB L ORI E
Jiilz 2 (2.3%) 0 0
EHR 2 (2.3%) 0 0
BER 1 (1.1%) 0 0
BRI 2R, MBI K ONERm b
Ik 1 (1.1%) 0 0
NHEE D R iE 1 (1.1%) 0 0
B2 RS OV TR Ak
FEE % 2 (2.3%) 0 0
F5 2 (2.3%) 0 0
Wi AE 1 (1.1%) 0 0
A2 By P BN R 2% 1 (1.1%) 0 0
FTBE 1 (1.1%) 0 0
ZiTE 1 (1.1%) 0 0
AR U SO 1 (1.1%) 0 0
% ) FENE 1 (1.1%) 0 0
% D FEERE 1 (1.1%) 0 0
AL 1 (1.1%) 0 0
iR s
e 1fn 3 (3.4%) 0 0
WAL 1 (1.1%) 0 0
IFTY 1 (1.1%) 0 0
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) MBI [5X8820288. £8£820289 (NAVIGATE:RER) . #B%20290 (SCOUTE(ER) ] *

MedDRA Ver.22.0 g _ HEAHT (n=279) . -
%%,—E—»Buj:ﬁﬁ/gzl:% éy L— }‘ 71/‘_‘ }\3 7l/- }‘4
n (%) n (%) n (%)
MR LY 3 REEE
E=giil 29 (10.4%) 6 (2.2%) 0
(cRiREAIE 1 (0.4%) 0 0
Lol
TAPESE R 2 (0.7%) 0 0
FEERRREAR A 1 (0.4%) 1 (0.4%) 0
BERET ey 1 (0.4%) 0 0
B ERET ey 1 (0.4%) 0 0
= 1 (0.4%) 0 0
HB X O E
AR 2 (0.7%) 0 0
HJ 2 (0.7%) 0 0
FEE T 1 (0.4%) 0 0
HRFRRE 1 (0.4%) 0 0
Hg 1 (0.4%) 0 0
[ElHEPED F U 1 (0.4%) 0 0
Ny Is R
FOPR BRFS REAR TE 3 (1.1%) 0 0
FRPR iR RS 1 (0.4%) 0 0
R pEE
72 2 (0.7%) 0 0
RAGSE 57 1 (0.4%) 0 0
B 1 (0.4%) 0 0
PSP E) 1 (0.4%) 0 0
St 1 (0.4%) 0 0
FRIEHLN 1 (0.4%) 0 0
AR 75 5] R 7 ek 1 (0.4%) 0 0
B 1 (0.4%) 0 0
B B
L 36 (12.9%) 2 (0.7%) 0
5K 34 (12.2%) 0 0
Mg it 24 (8.6%) 0 0
TR 21 (7.5%) 0 0
&R 7 (2.5%) 1 (0.4%) 0
53] 7 (2.5%) 0 0
- REEIR 6 (2.2%) 0 0
LA R 5 (1.8%) 0 0
I TS e 4 (1.4%) 0 0
KNz 4 (1.4%) 0 0
e A4 4 (1.4%) 0 0
11 D &S SRR 2 (0.7%) 0 0
M ZE PN 2 (0.7%) 0 0
JIT5 A 7 i e 1 (0.4%) 1 (0.4%) 0
IR 1 (0.4%) 0 0
g K 1 (0.4%) 0 0
BIW 1 (0.4%) 0 0
H R E i 1 (0.4%) 0 0
B4 1 (0.4%) 0 0
H R s 1 (0.4%) 0 0

¥ BBR20288, #BR20289 (NAVIGATEER) XIFitER20290 (SCOUTHEER) (THAAILSIL, AKIZ1
[\LL_ B G SN AL OVNE O NTRK @l A8 a1 B I IEG M E o B B A 2796, 7ok, WIh
ORI NTRK Bl 58 T TR nEE e, BAEXIIEHEOR G 2% - BEFED, EZBHND
SHEE IS T, FER OHEOHEA 2 &8 0iBENE Eh 5,

—



. &% (ERLOIESF) ICETLEE

A\ _
MedDRA Ver.22.0. £71L—F e ﬁfiin l~_32 ® 71— 4
B IR/ EATE n (%) n (%) n (%)
M= 1 (0.4%) 0 0
RN AR 1 (0.4%) 0 0
PN 0 R 1 (0.4%) 0 0
F DOEERLT 1 (0.4%) 0 0
SIHES 1 (0.4%) 0 0
AN 1 (0.4%) 0 0
AR 1 (0.4%) 0 0
—f% - REFEER L O SEALOREE
i 47 (16.8%) 1 (0.4%) 0
AN 17 (6.1%) 0 0
i 8 (2.9%) 0 0
TR 8 (2.9%) 0 0
5 5 (1.8%) 0 0
3] 5 (1.8%) 0 0
K 4 (1.4%) 0 0
FEEL 4 (1.4%) 0 0
FRFEIE R 3 (1.1%) 0 0
HHE I A 3 (1.1%) 0 0
Jiohs 2 (0.7%) 0 0
PRI AR 2 (0.7%) 0 0
M A R 1 (0.4%) 0 0
IR 1 (0.4%) 0 0
PR 1 (0.4%) 0 0
Ik 1 (0.4%) 0 0
[OXGONG~? 1 (0.4%) 0 0
A TN o PRRIR R 1 (0.4%) 0 0
R JRy P T e 1 (0.4%) 0 0
FERE D R SiE 1 (0.4%) 0 0
JERE 1 (0.4%) 0 0
JHEREE R B 5
¢ 1 (0.4%) 0 1 (0.4%)
SRR 1 (0.4%) 1 (0.4%) 0
JEH 5 o 1 (0.4%) 0 0
JRERE S5 1 (0.4%) 0 0
G R E
MBEE | 2 (0.7%) | 1 (0.4%) 0
JEYSIE B & OV A hUE
WA 1 (0.4%) 0 0
1 e R 1 (0.4%) 0 0
NHEEZ 1 (0.4%) 0 0
R 1 (0.4%) 0 0
Il S e S 1 (0.4%) 0 0
5, R L OMLEA OHE
TRFE I e 5 1 (0.4%) 0 0
P15 1 (0.4%) 0 0
F G HEIR PRk 1 (0.4%) 0 0
MR A
ALT#M 65 (23.3%) 7 (2.5%) 2 (0.7%)
ASTHMN 57 (20.4%) 2 (0.7%) 1 (0.4%)
I HRER BRI D 22 (7.9%) 7 (2.5%) 1 (0.4%)
9 ifn BRE ek 22 (7.9%) 0 0
AT HN 21 (7.5%) 2 (0.7%) 0
U 2 oRERE R 15 (5.4%) 3 (1.1%) 0
T ALPHE N 15 (5.4%) 0 0




. &£t (ERALOEEF)

(CREd 4IEH

MedDRA Ver.22.0

AT (n=279)

kgt b 27 L— R 71 —F3 J1L— R4
2B BRI EATE (%) n (%) n (%)
ML 7 v 7 F= B 9 (3.2%) 0 0
i R 9 (3.2%) 0 0
IR 7 (2.5%) 0 0
M= v 25 a— 4 (1.4%) 0 0
ML e UL e s 2 (0.7%) 1 (0.4%) 0
GGTHIIN 2 (0.7%) 1 (0.4%) 0
77 2 R 2 (0.7%) 0 0
i1 P LDHHE /N 2 (0.7%) 0 0
~EZ T e 2 (0.7%) 0 0
FE A 2 (0.7%) 0 0
IR FH = ) 1 (0.4%) 1 (0.4%) 0
LB QTIEE 1 (0.4%) (0.4%) 0
U — P AN 1 (0.4%) (0.4%) 0
72T —EH 1 (0.4%) 0 0
ifn. H R A k) 1 (0.4%) 0 0
M~ 7 x>y Kgd 1 (0.4%) 0 0
MY 1 (0.4%) 0 0
i A BRI A L ) 1 (0.4%) 0 0
i HP R S HE 0 1 (0.4%) 0 0
JFE#sE B 5 1 (0.4%) 0 0
U Lo SERER N 1 (0.4%) 0 0
Rt L OveaklEE
&7 V7 2 e 11 (3.9%) 1 (0.4%) 0
AAEEE 9 (3.2%) 1 (0.4%) 0
& i b 8 (2.9%) 1 (0.4%) 0
BHROLIE 7 (2.5%) 0 0
EH VU v AIAE 6 (2.2%) 0 0
KF N Y U A e 3 (1.1%) 0 1 (0.4%)
7 N U D AfE 3 (1.1%) 1 (0.4%) 0
&R Z U Y RIfE 3 (1.1%) 0 0
K~ 7' %7 AMUE 3 (1.1%) 0 0
B~ 7 %Yy AUE 2 (0.7%) 0 0
&Y ke 2 (0.7%) 0 0
BV T N E 1 (0.4%) 0 0
& a— Ve 1 (0.4%) 0 0
Eal AT o — LE 1 (0.4%) 0 0
5 R B I 1 (0.4%) 0 0
(&7 V7 AfidE 1 (0.4%) 0 0
ik 1 (0.4%) 0 0
&A1V o A fdE 1 (0.4%) 0 0
(KR A e 1 (0.4%) 0 0
VTR BRE 1 (0.4%) 0 0
E kSR B X O ARk
55 27 (9.7%) 2 (0.7%) 0
RSN 16 (5.7%) 1 (0.4%) 0
AR 10 (3.6%) 0 0
5 IR T 7 (2.5%) 0 0
VU e 7 (2.5%) 0 0
RAfERR 3 (1.1%) 0 0
B 2 (0.7%) 0 0
B 2 (0.7%) 0 0
BB 2 (0.7%) 0 0
IR 2 (0.7%) 0 0
U iz DT 1 (0.4%) 0 0




. &£t (ERALOEEF)

(CREd 4IEH

AT (n=279)

gé%?ﬁﬁﬁi% £7L—F 71 —F3 71— F4
n (%) n (%) n (%)
AR A 1 (0.4%) 0 0
B AR R 1 (0.4%) 0 0
U v~ FPEREE 1 (0.4%) 0 0
TR SENE 1 (0.4%) 0 0
PR R BE
FRERE D F 50 (17.9%) 1 (0.4%) 0
R 15 (5.4%) 0 0
SR 12 (4.3%) 1 (0.4%) 0
SERH 11 (3.9%) 0 0
K= 2 —m RF— 6 (2.2%) 0 0
PR 6 (2.2%) 0 0
R Bk 5 (1.8%) 0 0
KRR = 2 — o/ F— 5 (1.8%) 0 0
THEEN 3 (1.1%) 0 0
RAnlEE 3 (1.1%) 0 0
TR BHLRR 3 (1.1%) 0 0
B 2 (0.7%) 0 0
HH R 2 (0.7%) 0 0
ik 2 (0.7%) 0 0
= 1 (0.4%) 0 0
B AR R 1 (0.4%) 0 0
ST 1 (0.4%) 0 0
JELK 1 (0.4%) 0 0
b REE) B 1 (0.4%) 0 0
DAXRRIT 1 (0.4%) 0 0
SRR 1 (0.4%) 0 0
&R 1 (0.4%) 0 0
R R RE P 1 (0.4%) 0 0
A 7 5 S 1 (0.4%) 0 0
A/ E—x 2 1 (0.4%) 0 0
LR = o —n/NF— 1 (0.4%) 0 0
TREER I ARRBIEERE 1 (0.4%) 0 0
REE 1 (0.4%) 0 0
YA b
THRYE 4 (1.4%) 0 0
faa 3 (1.1%) 2 (0.7%) 0
2 B 3 (1.1%) 0 0
SEELIRTE 2 (0.7%) 0 0
NFEZEAL 1 (0.4%) 1 (0.4%) 0
g 1 (0.4%) 0 0
ENS 1 (0.4%) 0 0
5 OK5y 1 (0.4%) 0 0
5 oY 1 (0.4%) 0 0
ES v 1 (0.4%) 0 0
Ve R—Eak 1 (0.4%) 0 0
i 1 (0.4%) 0 0
= 7 FEIE 1 (0.4%) 0 0
HHHEDRS 1 (0.4%) 0 0
BB L ORI E
EHENR 5 (1.8%) 0 0
iz 2 (0.7%) 0 0
PER B 2 (0.7%) 0 0
BEIR 1 (0.4%) 0 0
JRIRAE 1 (0.4%) 0 0

|
(o))
g
\




. &% (ERLOIESF) ICETLEE

A\ _
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2B BRI EATE (%) n (%) n (%)
SR A 1 (0.4%) 0 0
AEFER B KOS AERE
[3EZ5 i E 1 (0.4%) 0 0
5 B 1 (0.4%) 0 0
ME g, HERES & OEhm R
IR K] 5 (1.8%) 0 0
Ik 4 (1.4%) 0 0
Yl 2 (0.7%) 0 0
S5 VENE IR R 2 (0.7%) 0 0
Loo< D 1 (0.4%) 0 0
(LRI 1 (0.4%) 0 0
Lk 1 (0.4%) 0 0
NHEE D 48 i 1 (0.4%) 0 0
Jilg sk 1 (0.4%) 0 0
EER 1 (0.4%) 0 0
MEIRE SR 1 (0.4%) 0 0
B2 RS OV T AR Ak
) FENE 10 (3.6%) 0 0
F5 9 (3.2%) 0 0
FEE % 8 (2.9%) 0 0
AN 4 (1.4%) 0 0
G 4 (1.4%) 0 0
SN Z YN &2 4 (1.4%) 0 0
i B AE 3 (1.1%) 0 0
SIERR R G 2% 3 (1.1%) 0 0
UL 3 (1.1%) 0 0
BT 2 (0.7%) 0 0
STV 8 2 (0.7%) 0 0
SeR BN RS 2 (0.7%) 0 0
F ARG 2 (0.7%) 0 0
K 1 (0.4%) 0 0
7 LV — R % 1 (0.4%) 0 0
4 By P BN R 2% 1 (0.4%) 0 0
EEEA 1 (0.4%) 0 0
BN E R 1 (0.4%) 0 0
2T 1 (0.4%) 0 0
JTHRA L AiE 1 (0.4%) 0 0
PEE o BRI SR R AIE R 1 (0.4%) 0 0
SR 1 (0.4%) 0 0
BLIR S 1 (0.4%) 0 0
) FEVE S 1 (0.4%) 0 0
B [ 1R 1 (0.4%) 0 0
R &l 1 (0.4%) 0 0
F G B 1 (0.4%) 0 0
1A B
IFTY 9 (3.2%) 0 0
[ 1) 5 (1.8%) 1 (0.4%) 0
WAL 2 (0.7%) 0 0
NS 2 (0.7%) 0 0
LA —HG 1 (0.4%) 0 0
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VI. £2t (ERLOIESF) ICEI HEEB

9. BERBREKRICRIZTTZE
BRIE STV

10. BEKRE
REIH TR

. BAEOIE

14 BRLDIE

14.1 ZRIZAFEDTE

(RA®)

1411 SRS 2lEl T, 2~8CTRIFT D 2 &,
14.1.2 BAEMR30H LAIWICHE 45 Z &,
14.2 ZHHBRERHOIEE

(hFEIL)

14.2.1 A7 BMEETZ0 . BATED, D25 L7EE0ET, ZFOEELOOKTIRATSZ &,

(RNAE®)

14.2.2 Xy FE2HANTROEGT S5, 2B, REVIERETF 22— 752 L THEETH L
HLTE D,

[fizsn ]

AR DIFNNZOWTHEEFHL Gl Lo, WHEEIHEETS 2 &,

WIHRIZOWT, 2~8CTHRAF L. BAERIZBOH LIANICHEM L. ZRiA 4L LI Haid. M
DR PR OENy b EHFETREERICAN TEREEICEAT S Z LI2KY @YICHEET D
Tl ek, FEMNBEFIAE LESAIE. T IOKTHRWRET Lo fRET L2 L,

12. ZOMDEE
(N EERFERIZED < 1HEHR
BREIN TV

(2) IEEGEREABR I E D < 1B
15.2 JEERIREABRICE D < 1EHR
WHET v MZBWT, AAZARTANORERAKRE LIEGE. E%I~16 H ORI/
VR O RRRIRE B3 LRI 2.50%, MEZ0.7M5 TR ENA LN Z L3t ST
%, GEEMERR O R RATRD DN RICELE LB T v FRRD b=, iR
PR R KT D AR DN IR D BEEDREBEICEEL TW L AREER H 5,
[9.62 ]
[fza]
ST v M EOERRICB T, ARTADDREEHME LS 25, E%I~16 AT Th
B, R BB RIS A B, BIRT v b OSBRI G RBRCIIEL K
I HP, 1B GRBTIEE LRSI IR L7581/ 2355848 149 H BAMEIC
RO D, ST v B XD 6 Cmaxh33~45(%F, AUCo2a232~48fFm < o HEZ &G L T,
BRI OIT LI LN oTe, LIeR-> T, ST v D TIEKERT v MIHTE
RO LHI BT DR EmNE B2 bz, BB, DT v MW TE
U ERIEN T B F RSB BT v b OWREE R, /N OO BRI RS L O
2.5f%, MEX0.7M CH o7z,
HFETIE e F~OSMNFYEEZI S 2Tl VR, BERLETH D,




X. JERGEREABRICREI HIEE

1. FEIEKER
(1) ERhFIEAER
(VI BEGSHEICET 55HE | OEHSM

(2) REMFIBEAER 42
e B FE PRI 5 & o
AR ) | /D (£ b s] B
| AR, 1TE 7 vk Vi3 0. 10, 30, MBI L
| (IrwinathR) (SD) (6) 100mg/kg
i [ [RIE 11 3 5]
| R R RE 7 vk i3 0. 100mg/kg 1I6HHICH—% 1y R TH
& | (m—=%umy FR& | (SD) (3) 1H 2l FrothsME T L. Z ook
) [42 A MISCERE O | AT GHIMK TR E T
5] R L7=
~ A 1t 0. 30mg/kg 7
(C3H/ (FAX3) | 1H2[H
Hed) (48 H IR/ N #%
H]
MRRATEYZAOTENE | T > b W 1 0. 10, 30, WL
(ETE S 530k (SD) (MEMES | 100mg/kg
BB, REfLI 15) 1A 2[A
FROA—T T (430 [ AR % T
£ —)L REIE2) 51
RATENAOTENE | T > b B I M : 0, 7.5, WL
(RERNEZE ZTe | (SD) (MEMER3 | 25/17.5,
FOBFEAM, H % ~10) 75/50/37.5mg/kg
&) 1H2[H
it - 0, 7.5/5,
25/10.
75/50/20mg/kg
1H2[H]
(75mg/kg : 23 H
Ho2m BHEE N D
260 HETIRIEL
50 X 1£20mg/kg)
(133 [ S A% 11 %
]
HRATEN RIS | ST~ | WEkE E%T~27H 0, | HE2/6mglkg : # 5 (4
(FOB#EA, HZE | b (MEES | 0.2, 2. 7.hmg/kg | #%61H) KOEEHIM (£
EEhE, TN | (SD) 45) 1H2[H] %86 H) T4k HiBA &
Ot Biel skl H1#%28~T0H : & D SEEMEAME T L7z (W
PRaER) 0. 0.6, 6, T Hp<0.01 vs BEAEFR 5.
22.5mg/kg 1H2[F] | #. Dunnett's multiple
(64 A MIXER O | comparison test)
5] H7.5/22.5mglkg : £ 51
M (A%61H) ICEEDR
7 I OV b B S i 0D S S4
PMETF L, EHEHIM (E%
86 H) 21D HiBH iR
DOFHEME T Lz (D
NHp<0.01 vs BEARE 5
#£. Dunnett's multiple




X. JERGEREABRICREI HIEE

- EILZE T PER B & - i
RERH 5 | /) [ i34 BRI
comparison test)
M7.5/22.5mglkg : & 58
il (E#618) OF—2h47
— UNBIEREIZ4/1461) 2R
e N EE (P8 | 2/14
FIZHRIE T (RE) N
LTz
MERET. 5/22.5mglkg : #e 5
R (AE#%61H) o R
U > TR R0 8
WCHR RS TR (B ST 00
BASH) . XisEaereiRkEE
EHRA LN, mE K& <B
W2 D13 ES/ 1541,
11461 TH vV | B 58
(15%4f)) & teig L T4
72< (p<0.05 vs A H
B£. Fisher's exact test) .
ZOZALIXEERM ZE L
TR ZE I, &
2 0 M OVGER] A3 HES B Jo O
2451 TAEF21~23 H D [H]
ICFNEFNI~2EBE SN
7=
ARATENZRONEYE | v I 0. 30, 100, L
(FOBRTiff) (=274 |(3) 300mg/kg
HL) 1H1[H]
(14 B RIRCHERS 1B
5]
HRATEN RIS | v i 0. 10. 30, L
(=274 |(3) 100mg/kg
HIL) 1H 1=
(43 [ SR 10 %
5]
2> |hERG#H UV w A5 |hERGH | (3) 1. 10pM hERGH U 7 NEFICH L
| v DRy Lin vitro] FEEHEZ RS R o T2
(=g ¥ RILFE (FHE/EH : 10pnM T
H B MNE 0.6%)
IR | (3) 0. 10, 30, 100, |ICs50=147pM
i) 300pM
(HEK293) Lin vitro]
DIATENE ST A | HEE T | K 0. 10. 30. 100. |®#E/L
—X T A— | (5 300mg/kg (7 v A
b — A Fr— X —1E)
Z vk D[] B
FRFE R | (3) 0.043, 0.217, WL
FLA— 0.433mg/kgl%y (£
a4t NZN1.3. 6.5,
A X 13.0mg/kglZFH)
(307> [Hb@ C RN
Frigife 5]




X. JERGEREABRICREI HIEE

- ELZ/Eia PER B & - g
RERH 5 | /) (£ ] BRI
HEET O | 0. 200mg/kg DATENEE X T X — X2
FTLA— | (3) [48mFFEIFIPR CHAIE] | 22870 L
b —dEE B OFE] EHNINRME N2 S i, 141
P (B TIECmax2316pg/mLOD FE
=AY B W T B AR L O
V) T (JESEHA M D i K48%
) Do (%
FE) ROWRECIRT (BfR
DHREDKIAE%IRT) 73 A
Sy
FLA— |l 0. 3. 10, 30. 2420
2 —45E | (6) 100mgrkg (i
Hov (T H& 5
=AW [2H ~1F T
%) IV B[R 55 T PN
e ]
DX, it T U A— | HERE 0. 10. 30, 10mg/kg D PR H i+ % B
Z—JdE | (MEES | 100mglkg x| e R CHES
EHY L 5) 1H1[H] T OV 0 if. = 0> — 3t % D
(=74 [GERREROE | KT
HIL) 5]
HHEIEE 0. 10, 30, 730, 100mg/kg : fLAER
(MERES- | 100mg/kg 1H 1R | K ONEEJBhR I+ O — i@
5) [1EMKERAE | DI TRL BT
=
M | 7 VAFESZ T | T v b 1t 0. 10, 30, WL
W | ot —& W= | (SD) (8) 100mg/kg
| HRE A RES A
R | FER R L B 0. 10. 30. 2420
(=74 | (5) 100mg/kg
HL) 1H 1A
(1330 [ s A A% 11 4%
5]
B | E s hE 7 vk HE 0. 10. 30. AR 5RE & Pels U R
15 (SD) (10) 100mg/kg TR I s 2 et L
= [EAEIF g s (10, 30} 1*100mg/kg T
F FNEin+11, +23%5
+31%) . 100mg/kgiZH
WTIEHFETH-7Z (p<
0.05 vs B H57E,
Dunnett's multiple
comparisons test)
i3 0. 10. 30, IR BB & bl UG
(10) 100mg/kg EEEEL (10, 30K
[ [RIA% 1 3 5] 100mg/kg CZEI+27,
+27T/R T +66%) .
100mg/kgZ B\ CITHE
Th-o7= (p=0.0001 vs
K$ 5.8, Dunnett's
multiple comparisons
test)




X. JERGEREABRICREI HIEE

- ELZ/Eia PER B & - g
RERH 5 | /) [ i34 BRI
BICxHT 2HME | 7 v b e 0. 10. 30, L
H (SD) (10) 100mg/kg
(B[] O % 45
HBOWIIKT 5 | 7w b Vi 0. 10. 30, 100mg/kg : # B W&oy Wik
R (SD) (10) 100mg/kg e OVG3 U B R D B JEE 703
A B oA R GRE L el LN L 7=
(W Hp<0.001 vs LA
¥ 58 . Dunnett's
multiple comparison
test)
(3) Z Dt E I ER
(BEEHR)

DELXDXF—EIZxT H%ER (invitro) 4949
X —B %7 vEA (Millipore, KinaseProfiler™) [Z33T, 229ffiFHD X —¥(Tx%}
THHEEHEZBRFT LR, 71 L7 F=71311uM Ctyrosine kinase non receptor 2
(TNK2) #Zr<TRKUSAOFF—8 (226FE%5H) 1TxF L T50% 4 #8 2 DHEAEH 2R S 7220
>7, 78 b7 F=TIT1IpM CTTNK2% 417 % poly(Glu-Tyr) D U > (k% 62.445%H 5 L |
Z DIC5fE1£1188nM &, TRKA, TRKBK O'TRKC®DICsofEl (11.5. 5.3, 6.4nM) (2t L
100F5LL EEfE T - 72,

2) ZDMDZRAERVERICHT SR (in vitro)

OBEEY B> FFERT v EAIZBNT, 71 kL7 F =713 10pM TH8FHH O i AL H K O
FT7E =0y Myt (GH R IR, BNZER, A ATy VRO T R
W= —Z &) (TR L CHRE AR 2R S o Tz,

% 50%LL LOMENRBD DNHE, T LHELE

O ZBRIRICR R I BEEY B RERWEZEFEREET A, MIERT v A ROEESHE
ST vEAICBWT, 78 b7 F=71F10pM T, ZHE [F—33 2 (DL UDoar)
LAAHZY Y (M1, Mok UMs) KOV 7~ (0t Woz) ] . W K= h TV AR—H
—IZXF L TCENEN ORI Y 7 ROFEE ZEET . 30nM TALKL OMT 152 24 O Al i
BEICKH LT A=A b /T Z A= MEEOWTRERET, 10uM Tl FPDE4A1ATE M
ZIHE Lo T,

ONy 72T —BIEMEEZEII LI VEA—Z—BE 17T vEAIZBWT, 11EHEOENZEIR
[ b (PPARa. PPARB. PPARy. RXRa. RXRB., RXRy. PXRKT'CAR) . ¥ 7 A KN
7 v b (PPARa} U'PPARy) | /T 2BEIEMHEIICK LT, 7u b7 F=T13MEL
T EIRE100pM £ T, WITNOBEANZAERICH LT T I =2 L /72 A= ME%E
IR0 T,
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2. MR
(1) BEix 5 =4 ER
B R MERL n/BE) e 15 B & A 0 B Bt
(mg/kg) (mg/kg)
Z v b (SD. Mg, MEMES10) o5 | 0. 100, 300. 600 >600
YAF (H=s A4 ¥, I, 3) &5 | 0. 30. 100. 300 - 300
PR (=7 AP, HElE, HEREX3) wO&sE | 0. 25, 75, 200

X YL o TC AR G BRI S L Tu Ry, ERGEERBRO T Cre R (300mg/kg/H) Z&

5 L7214 A MBAE G TM 8L ORI E O R (200me/kg/ ) 25 U727 H R BCERE B 51 &

RO S, HER DR EROEELELRE LI,

2) RIERSHEMRAKR

=

AxX B

BT ﬁ% . e
€S NECLIN [’&L; ( - (mg/ke/ B )
/) mg/kg/H) )
R
7 v b 43R | 0, 20, 60, 200 <20 20 : ZFEDORiFE . 1EES
(SD. e, ME | [0l | (0, 10, 30, (10%x2) 60~ : JHlit B i 5 41
HE15) 100mg/kg ()
1H2[E) 200 : Wihes, PR IRIEE N
DORFMESRAE (1) & UMR
FEAlaZENE () | FEZ%E
fE ()
v b 13 | 4% . 0. 154K &), e 15 R & BT AL L
(SD. i, Mt | [Bn]l | 50/35(F )., (7.5X2) B~ 2R () |
HE#15) 150/100/75(& i ) M - 15/10 IR D i At b (IfE)
(0. 7.5, 25/17.5, (7.5/5X2) B BT - ZEBAE
75/50/37.5mg/kg 1 H 2 (1)
[a]) o« EREO BE O BE
HME* 0, 15/10((%H JER (i, OB A%%E) &
). 50/20(F &), OV BRI H (VS
150/100/40(= i &) A, BB X, EETH
(0. 7.5/5. 25/10, 0. EIEN OS5 B
75/50/20mg/kg 1 H 2[H]) w21 HERTH T,
$h#T v b E%T | E%RT~2TH : 0, I 4/12 4112~ : BT - Z2EEHE
(SD. M, M | ~70H | 0.4, 4, 15 (2/6 X 2) (1)
145 45) [l | (0. 0.2, 2. 7.5mg/kg | i : 0.4/1.2 15/45 : FE1C « ZEHFE
1H2[Al) (0.2/0.6%2) () . (RE#INE - 8
E1%28~T70H : 0, =R () | REEEN
1.2, 12, 45 (M) | FIATE BESE T
(0. 0.6. 6, HOBIE ()
22.5mg/kg 1 H 2[A]) (2B S W7 [EEh ) <l
HER K OSP R 2 0358 8
L)
V% 438 | 0. 10, 30, 100 10 10 : wMEAT R L
(h=r4% E:3m) 30~ : Il SE Hifn, 8
S, WERE, SR B, VU o SERIZE MK
%3) OVHLARARESE ()
100 : AST M CALTHE AN
(M) . FFIE > BLAM e
()
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R, TR, if; (X = (mg/kg/ LR
) 53 mg/kg/H) )
R
L 133 | 0. 10. 30. 100 100 AT R e L

=74 % [ ]
oy MERE, IR
#5)

X MEREOT - MM EM CREERERAO L ORGEEREE L, Eioh - @AEFOBEICHEN, Mo
AR B2 MR T 2 AR TR G B 2HE L,

) E=HEMEAER 9
FRAIT T AE M OKIGE AR EEWP2uvrA % F\\ T2 1n vitro 18R 92RE Ballik (AmesikBR) |
L5178Y MRz F\7=in vitro ~ 7 AV v 7 3 —~<ikbg e QNin vivo ~ U A B H/MERER DOV
LEETHY, Tu Ly F =T ICE BT Do T,

(4) BN A TR ER 50
Fu b F=TIFETRAUBEDOERE RS LICHUEMERAICTH L Z &b, BSAJRN
FREBRIT SR L Tueu,

(5) HE RS LE B AL LR

1) BHER UHRE TONPEREICET 5588
T8 R Ly F =T AT A B OIS A & LI HUEIEIESA T 5 2 05 SR
RO IR % COUMINEIE LI BT 5 BB LUl — 0, AR~ ORI LT
BLF ORI &4 5 72,

OREMEATlER ~ DR

FRAASD T v b Z& T2 1338 M s 1 5 2 MEakBR M O SD T » b 3 iEalBR TR L 7=, W
THORBRIZBWTYH, v My F=7ICBE LR T8, BE, @R OE~DOY
BIIRO LN o7, T2, SDT v REOI =7 A4 Pz Hn=nd o K8 G 3R
BRICBW T, MEMEAESEICT a0 b L7 F =7 TR U 72w BELAR S2 A0 AT IR B /s
Mol

OMEMEAE Fifign ~ D52

AASDZ v b RO =7 A PV RE B G- ERBR TR L 7=, SDT v N & fW -4l KE
BeEEMERBRICB VT, FHE (30mg/kg 1H2[A) KOVEHE (100mg/kg 1H2[A]) BECT
EBEHENHA LR, MBI Th o, FEEERDIT, B OB L7221
EEZ BTz, tOMEVEATER~OFE L LT, BRI BIGR IO BAERE OB
K OFUISEBIE R A R8O Sz, LA RIL, 13HEBERGEERBR LR bz, 4
i M O3 [ i i G-t O W b IR IBIZ R TH V. HmcEliE Lz, £z,
W AR O FEBUSAE J OFREE 318 M ZE G- L Ch#R Lo T, I=7 A4 Pz izl
IZBWT, MEMEAETRER~DOREITTRD oo 7,
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OAFERE K OWIHIIR - VLT A~ D2

P#SDT v b &AW KEHRGRBRICIBNT, I8 ML F =T E2EBT~TORIIHT T1H

|, ROEE LSO o E, IKE28A % (EH#9IIH) IR SHLZ A, F
HESM RO EHE T, SEREOZBROEKTFRRO Nz, ZNHIEERT —% O
PN TH Y, ZhLE TOWIM, BIERHOR S| Kb, A7 O & & ORI, I
RO ENAFRE L OBAEITEEITRD Do o, mAEEICK T 2B EK
OZ RO T, HEERETH L AREL T ETCERNEZ X bk,

%1 : [PHE] A#%T7~27HI132mg/kg 1H2[A], 4£%28~70H X6mg/kg 1 H 2[A]

X2 [BHE] A%7~278137.5mg/kg 1A 2[H], A#28~70H1%£22.5mg/kg 1 H 2[n]

DR - RIBRREICEHT 5588

IR« BRI AR A ATIRIESD 7 » R ONZW O X2 HWCEMmL7Z, v b7 F=71F
7y MR FIZBWTEHEN TR EEEZAE -2 eon, HHEZ BEW o EEME
BEEHE L., £, FEARE. EFERORIEERE LR, NIBEKOERK) ICHT57 17 K
LI F =T HBEGOREBITRO bR oTolcd, IR - JRIERAEOEREMEEIL, ENE0RER
DOEHAENTHD LB LT,

#1: [EHAE] 7> b120mg/kg 1H2[E], 74 F75mg/keg 1H 2[4

%2 : [FFHE] 7 v FOmgkg 1H2[A, 7V X30mg/kg 1H2[H

) HARR VHAEZRDREE L VICBADHEEICEY S5
0 by F2TPNETEREOBRE AN E LIEUBEEEEH CTH 5 2 L2vh ., HAERTK
O AR DI AN N RHAR DOBEREIZ B 2 RIS N L Ty,

(6) B R RIs 14 5 BR 2
AFNDOEFARIL G-I N T D72, ML U7 [T ER I 3580 L Ty, e kb
7 F=TRARGEOREMIL, SDT v N RO =7 A Pz T A& G mERBRIC IV T
AP L7z, PIIRAY R QYR BRSO OFR, LB 4 2 ITMEI3RR O D ein o 72,

(1) Z Db DY
FE 53
BALB/c 3T3~ 7 Z el A FVN= . in vitro =2 — T /)L L v RELD IALRERICEBW T,
Ta My FoTIOEEE RS R o T,
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) HE—EREONGFEIZLVENTHZ &
HREsr - 7 v b FoTmRE B
2. BHHME
71 7 EN25mg ;364 H
71 7% /1100mg : 36 H
N H K244 A

3. BRIRETORTE
B IR
N TR SRS AT, 2~8C TIRAF
4. BEWLWEDEE
REIH TR

5. BEMITEM
BEMEERELTA R HY
<TFYoLEY : HY
OO EE T ER -
- Ty A N7y 7 ESNRIROIRA A
(RMPDEIND Y A7 e/ MEIEB) D 72 DIZ/ERL S VT & H#)
[T .4 B EREICE L TRz~ & ket [XIL.2. Z oo B

6. B—m%Y
ER%)
F %N

I EES
o FE LW
X M7 F=7 (XY — kL 27®J7&/1100mg/200mg)

7. EfEFEBRA
2018411 H26H CK[H)

gEH D

TrA NZ w7 AT 25mg - 100mg, VA b7 v 7 ENHK 20mg/mL

TAZ IR

8. WERGTARFEABRVEARES. EMELENKFEARA. RhMEAR
Wik, iégﬁfﬂ T %@%ﬁ?ﬁ %iﬁ?
Z;g;;;; | 2021437 230 | 30300AMX00251000 | 2021454 19H | 20214E74 7R
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IZ ;H %;&Zg}’mif 2021437231 | 30300AMX00253000 | 20214E5H 19 | 202148761
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Puig de la Bellacasa R, et al.: Transl Lung Cancer Res.,

2; 72-86 (2013)

Raeppel SL, et al.: Int J Med Chem., 2012; Article ID

412614 (2012)
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1. ELENETOHRTIRER
TrA NZ7 v 7T 26mgk M100mg, WRIZT 7 A bT7 v 7 EWNHK 20mg/mLi%,
NTRK &8RO B Z 8 0E & LT, 2020010 H RBUE, KE, BRINE AN [E %
SR 42D [E & Otk THGE A HUS L T %,

AFN OIS TOAGRRIIU T DO LB ThH D,

E4 % KE (20234F11 A Kf)

x4 VITRAKVI® (larotrectinib)

&4t Bayer HealthCare Pharmaceuticals Inc.

AGRAEH H 2018411726 H

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

IEEREEHIES 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.

AiEK O HE | 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 VITRAKVT 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? 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? orally twice daily
Third 100 mg orally once daily 25 mg/m? orally twice daily?

aPediatric patients on 25 mg/m? 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.

1\;181'}‘1 %ﬁlﬁﬁai 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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2.8 Administration

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 mL

* 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 mL,

* 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 %

RPN (2023459 A B 5)

Hr 524

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

B O &

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 NTREK 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

Adult and
Dose modification | paediatric patients with body
surface area of at least 1.0 m2

Paediatric patients with body
surface area less than 1.0 m?

First 75 mg twice daily 75 mg/m?2 twice daily
Second 50 mg twice daily 50 mg/m?2 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? 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

Laboratory

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

Recommended measures

<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

with bilirubin <2x where the benefit outweighs the risk.

ULN - Permanently discontinue treatment if a grade 4 ALT and/or
AST elevation occurs after resuming treatment.

ALT and/or AST - Withhold treatment and monitor liver function frequently

>3x ULN with until resolution or return to baseline.

bilirubin >2x ULN - 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

FElderly

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 H) 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
VITRAKVI 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 N7 U7 5%E (An Australian categorisation of risk of drug use in pregnancy)

C (2023%:10H)

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.
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(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 dailyl 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).

i RGN

RRON OB EEE | 4.2 Posology and method of administration

(202349 H R x7) | Posology

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.
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