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VITRAKVI oral solution 20mg/mL

(3) BFRD AR
Vitality (i&77) +TRK (EH)F)—+)

2. —fB4&
(M #%& (&%)
Jna kL F =TSR (JAN)

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

Q) AT L
F o v —ERHEA : -tinib

3. BEARFRER

4. PFARVHDFE
452 0 Ca1HaaFaN6Oz HaSO4
- 526.51



I. &¥ICEAT HEE

5. 28 (&%) XIEFRE
(38)-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
15ER%& = : Larotrectinib sulfate ; BAY2757556



BRI IZEET S1EE

1. MELEFHIEE

() 448 - R

71 kL7 F =T R A A~ ESUTRAL A D EHEDH R TH 2,

(2) BfEE

0 LY FIORBIBEOERBEICHNT HBRE (BR)

PRI 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

S0 LY FZIRBIEOpHAMRERR (FR

130~
1204
110
1004
90
801
70
60+

L T T 70O

ed

50 1

=

40
(mg/mL) 30

s

20+

10 4

0.0 10

Q) WIETE

T
2.0 3.0 4.0 50 6.0 7.0
pH

71 k7 F=ThREIIIEVEAREETH D,

—~
=N
~

s s 59219°C

MR (DR . BR. RER

T 1
80 9.0 10.0 11.0




. AT I 5EE

(5) BRIEEFERETEH
pKal=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 E 1 RIEE
[@]? : +91.7 K/ 7T b=bFVUMEHK (1:1) ]

2. BMRSDEREEHTICEITIREN
S8 ~LYFZIRBIEDOREEHBROME

R PRATSRA PRI RE PRAF S
EMRFaE | 256°C/60%RH | RU=F L 4% | 18XF244 A HIFEN
T AR 40°C/T5%RH | RY =F L 4 64 A HIFEN
o HEFLT T 7 e enn 240 77 Ix*hr | ZEREOIKT ., AW
HLREMERBR | wepmgts, | F7AF 400W-h/im? | OBIIMZ RO M7=,

WEEH (RO k) - MR, BiswE. Ko, ER%

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

E Rk
Wik o~ ~727 4—



V. RHHEIEEI HIEHE

1. Flfz

(1) I Fz DX A
JrA b7 v BTN 25mg, 100mg : i B 7 LA|

Ty A N7 w7 EWHIR 20mg/mL : £ 1A

(2) B D5 R UMK
TrA Ty E

(h7tL)
JrA Ty E
J1 7%V 100mg

ks B 7N 25mg

2
org=n) | 100mg

ik
C

V7
0

ao

7K

(RA&)
Ty A N7y 7 ENHIK 20mg/mL

Wk 7e4
Mt~ ST B DR

- MR

Q) FEAa—F
TrA T IE

(h7tL)
JrA Ty E
J17 %V 100mg

ki %7 25mg
B B

e | mm @ e
7'

LA T H 7L

(RNAE®)
PPN

(4) BE O
(hFEL)
LBk L

(RAR
R EER e L

(5) £ M
Y Lign



V. RHHEIEEI HIEHE

2. HEA|IOHEMK
M B\ GEMERSD) OEERVHME
(h 7t
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
(NA®
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

BN

Q#RE

BARSAYA

3. RTBRRROMRRUVEE

BN

4. A
PAROANA

5. BEAY SHHE

PED & 5 Y

JFE R Sk DR E 1L, AR TIE I L ek
RURNEEA O3 AL R E STV

6. HHEDEFRFHTICETHIRE.

(hTEIL)
HBR PRATSRAE PRI HE PRATHAR S
- 25C/60%RH | KV =F L 247 H Bk
RIMRAFRABR 30°C/ 75%RH | & kv, WU F 24 H JIEE N
T ER 40°C /75%RH =R FVS. CF S 6% A RN
e BT 7 Ty—L 2405 1x-hr | SrfRAR R O BN % 7
HZTEERR | et magt 5 o (B L00W-h/m? | Ao,

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




V. RHHEIEEI HIEHE

10.

(RA&
Bk PRAF 2R RIFIETE PRAT I i A
R RAFaAER 2~8C 6775 A 124 A %ﬁfé}m _
] FY S L 34 H TR, 67 H T
IR AR 25C/60%RH 2 12 f RDBURI & Tp S T2 D3
- Z OO H (THEEN
ot o HEEIT 7 e — 139 451x-hr
oz e MERER SRS S FHHET T A 692W - h/m? Bk
WEER MR, BERE. ERE

BARSAYA

. Bt

(h7tIL)
A AR EE S 2 A M E

(RAR
A L

&% - A

(h7TEIL)
FXYANRTIN—TFy v TH2FEHLTND, BTS2 EZIEXr v 72 FICH LR SET

&
N— [e]

(RAR
FXYANRTIN—TFy v TH2FEHL TS, BT EEIEXr v 72 FICH LR SET

&
N— o

. REERVBERRORER

. hF & DEESEL (WMEEFEHEL)
BN

(N EBARELGRES - AE. HNE RHRLRS - DRCHT 51FH

4
&

o Fry SETICHUBHS,
REFETEVICEL. Fvv Tz
HUET.




V. RHHEIEEI HIEHE

(2) B%
(974 599 EAhTEI 25mg) 256 TN [FTAF Y IR, RNT]
(974 59O EATEIL100mg) 28 W7k [FTAF v 7R b, NT]
(974 FS5 w9 ERERK 20mg/mL)  : 50mL [1 k]

Q) FlirE=E
L

4) BREBDHME
(HhTEIL)
TIAF IR MR T a e L UolEMNERY o F L8R L

(RAR
oo RY Toe L o REN ST T R

1. F@RHEh 5 EMEE
INA VSRS R BIAR S 1A T AR — A ~X— 2 httpsi/pharma-navi.bayer.jp/vitrakvi £

12. £t
BN


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

V. aRICEAT SEHE

1. PHEEXIEZR
NTRK G AR T B OMEST - 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]

(]
5.1 NTRK fi#ritfnv13, TRKTH 2TRKA, TRKBK OTRKCOIHEFHIEMHALEE L. NTRK

5.2

5.3

MOBEGTEMEREORR A EL LEZ LN TWS, LR - T, NTRK @A G By o H
o2 A9 5 BE Tk LTid. TRKA, TRKB} ONTRKCOE i BiEMAL & L 5 10N A
MThDHEBZBND,

Ju b7 F=71F, RO AR, TRKA, TRKBK OTRKCIZX T 23R ED @ T T
=0 U (ATP) B F—EHERThH L, EITEBREA AT 518U Lo B
xR E U 1 ARRER GRBR20288) | 125%LL L NTRK A s 7Bt DT « 7
FOE R RE 2 x5 & U EREL RS TR GUR20289 : NAVIGATERER) & U215%
AT OMAT - R OEREEE 255 s LzEELESE T/IMARER GUR20290 : SCOUTH
) FOBKRBREEwRT S LKV, e N7 F =T DONIRK o826 3 58
MR %9 2 SRR 7 M E R OB e R 2T 0 7 7 A VDR S T2, 2 OFER
G DR R AGRICE S EAMICB N THRENTOLN, [ NTRK &85 Tttt
17 - R OEREE] & [BReSUIRhR) & L TARIORERTEN AR I L,

7k, KGR HFERE £ TR S AV BRI BR AR I3\ T, NTRK fte B s IR BT
BIFHENFIF1% LKL . NTRK @& BIEFHHEBF ICOBLGNTHDL Z EBNRINTND,
L7=RoT, 7u b7 F=71%, @070 TAEWFENGITEC T, NTRK fhE BT O
EPHER SN BEEOLEREL THEHSNAILERS L EEXDND, REIOEGIZE
LClE, #UNCNTRK A BIn T OB BEA2 R L, NTRK fhaEs T B0 BF IO S
152 &,

BEE & U CORANOA R NL2MEDORGEEZ BRY & U723 lBIE I S Tuniawyy, iy
BEIZB T DAFNE AW MBRIE OB - eI SN TE LT, A E2HH%RED
BRI 2 2 SR s e,

ARENT, FEHBET R OEIRRBRT — 206 EEs b T AR HIRTELEE XD
NTNWDEHEDD, G DI DICHIME L BEMEDNT VR B R TE R T EESe
ERIREBRITHEA AN DR D o TOBIENAAET D, BRIRBRITHEA AN ST B3 O iE S
[ZOWT, WASCED 117, BRREGE) O, WEERT A R, BRI S O WA & 3
L. KRENOHINE R O M2 0B R L- BT, SO ML b IS £ 2 TRAILIA D5
DFERIZHOWTHEEICHRFTT L, #SERFORIREITY Z &,



V. aRICEAT SEHE

3. FERUHAE
() AERURAEDfEER
WH, RAICIET e F L F =7 L LT1E100mg% 1 A 2[R #5425, 72k, BEDIREEIC
XV EERET D,
W, DRI e by F =7 L LTC1E100mg/m2 ((KFmfE) #1H2EEAKET D5, 7=
7L, 1FE100mgE B2 202 &, 7ok, BEOREBICLV EERET S,

(2) BZERUVRAEDHRTERE - 1R
WEITEE 2 AT 518l EOBFE x5 & U-s e 1R GL5R20288) 1B W\ T, Ak
ANBFICB T T8 F7F =7 OHSEHTEH &I1F100mg 1 H 2[8] & Il S iz,
Fo, 21U LA FOMEIT - R OEEREE 255 L U EELFEZE /TR GE5R20290 :
SCOUTRER) 2B\ T, /NNETITFERIZO D 5 9100mg/m2 1 H2[A (Fx K100mg# 1 H2[A])
OHEHELE LI2SAIC, 100mga 1H 205 Lol NEE L RIRREOREENSFOND Z &
DRSS, WMNEBFIZBIT2Z7 e b7 F =7 OHE5EHEHEIX100mg/m2 1H 2[R (K
100mg#Z 1 H2[E]) & RE S Lz,
NG OHERREAENH OV DN E KRR 520288, 520289 (NAVIGATEGK
BR) . #BR20290 (SCOUTHRER) 1 Tix., NTRK @A s 7S 2 A1 5 BE I 2 Higin
IR R R OB IR R T 0 7 7 A VISR S LTz,

AARNZET 2 HIEROH &

AARNERER A ZX55 L Lo 1 HRBR GRBR20381) M OFER AR NEFER A Z S L L5
[ FHEER (BRBR20292) OFERNG. AARAKROIEA RN L ORNZEYBEIRED ZEN 2N LM
RS NT, FT. RHERNIERMBIREMATE T L COMNTRERN G, A/ BRiKIZZ7e hLoF
=T OEYENREICEE 52 DIER TR LR SN,

HER20289 (NAVIGATERER) (ZHAAN LIz HANEE3FNZIB W CDLTIERED Hiud,
LEVECRIER o7 2 e b, BARAMCBWTHIEAARNTRE S HEREHEHEITR
KARETH D sz,

BB, T—HFHy NAT7 AU, 520289 (NAVIGATERBR) 12441, 7520290
(SCOUTHEER) 1220 HARANEFIZTvn b7 F=T k53N, ZHDORBREITONT
IR E BN EN > T b 0D, 66 26] TPR, 26 TSDRALNTEY, HAANBREZETH T 1
FU T F =T OEINERRIEE N TND,

[V.5.(3) HEMICRZERER] OHESMH



V. aRICEAT SEHE

4. RERUVAREICHET IR

1.

RZERUVHAECEET R

1.1 M OFUEMEREIZH & ORI O T, ARMER OVZ EMEITHENL L TV,
1.2 JFHIE LT, BREANID 7 VA OREGBINEER GG L, b 7R VAl L 80 HEH

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

fth OHTEEME IR A] & OPFAIZ DWW T, BEREER CIIRF STy, Ao &R RN
WENL L TR En D MOBTEMEERE A & OO AFEIFHERE S,

B OwANL, NEREICB T 7RI TIIAEFRES ARG A, i TEESICLY
BT ENAORENRERGAICHER SN Z ERBESN TS, NNERFIZBWT, K
FAZEWN I 7T VA CHEREIA FTRE L 72 555, WK EOXEMIZE U TROEAI O B 7
YA H 7R AE SR ORBI~OUMH 2 24T 5 HEa1E., IR SCE16.2.30HEA SR L
T 7 NVANTHRT DR DIEBI ORI NA T XA T8V T ¢ OFEREZHEE L7 LT, BF
DOIRAEZ LV EEICBETHZ &,

RE. T R'AKIE R OEAE OB OAEYFRRIZENEITR STV, BRAR AR 1 8 7
T, YRRUIHR 2 DA INE R OVZ I B R KT T ATRE IR W E B 2 b b,

VIL.1.(2) 1) QHEIE G (7 72 ARl L EFOkR:, SAEANT—%) | OESH
ERRER (5220289 (NAVIGATERE) . #Br20290 (SCOUTRER) #=&ie] THWOHH
ToRERIEHE R OV IR RS HEAR B 2 . Z OBRHBR G2 B8 L CRE L=,

AAFEEGIC L DEWERAR DN 25612, TRIERRELR O H &R 1296 > TR
e HE IR EOFIEERRT D 2 &, WE L TR 2T 28541, EET1IEET
MEFAEHZITH 2 &, 7o, SEEEZBL2BENSLERGAIX, &H5Eh kT2 L,
BT EIC K U 1[FI25mg/m24 1 H 2[RI O 25 L T\ o/hNRE, ARRERE1.0m22 8 % 72
GAaThH, ZORGETHETOMNERDL LI LICHLERETHI &,



V. BEICEEd 5IEH

5. ERPRALIE

(DERERT—2 /17—

~ H . ; ol
AEROIA e poE ARBRAE B %4
WAL 1A 20288 | g N\ E g B« 75 FEEM. FEXRTHEER ©
- R S— & 614 [ Wi S— b
« HEPERS— b @ 1461 « A#I50mg 1 H 1[E], 100mg 1 H 1[=],
100mg 1H2[E, 200mg 1 H 1[a],
150mg 1 H2[F, 200mg 1H 2[A]
(B 5-Hit4 1R AN O B AH])
UHESER — K]
« A#I100mg 1 H 2=
(& 5-mith 1R LAN O B FAH])
= B AL [R] 20289 | 125% LA =D NTRK & & 1-BEtEo | IR, FEXTHEER ©
55 1 AH B AT - HROEEREEE 1166 [A | - A#1100mg 1 H 2/
gggmym E?ﬁ%3%(7 yﬁ/Fﬁ7ﬁ%(HKEW@ﬁ;EﬁAﬁﬁvmim
sk L GebmE) :ap | )27 TS T DR ERETARD
Cak— k2 (FRIEE) 2361 w I LT
s ak— 13 (AIE) : 2061
s adk— N (GEBEE) ;81
« ak— b5 (MEHERREE) : 1961
s ak— 6 (HEE) 261
s adR— N7 (HARARSR RS )
741
« ak— 8 (fLoofEEa) 2141
« adk— K9 (Zoftb) : 34
= B AL [R] 20290 | 215% LA F O#ETT - HEOBEEEEE | e, XTI ©
% 1/14A (ZE#O0H ~215%) 886 [H5 5, | [FHEMIE — ]
R NTRK @h&8ETBERETIR, B | - 24— b1 : A#I9.6~55.0mg/m2 1H
(SCOUTHER) KNBHEOF (F—F v bA 78| 2@
)] cadR— b2 AHFI17.83~120.0mg/m2 1
o FHEE S — b o 2445 F 2[a]
—adk— k1 44 « adR— b3 AFI100mg/m? (K
—ak—F2: 114 100mg) 1H2[H
—ak— 3 : 9f (28 T ARgE K X— K]
< 5 TAHYER N — b @ 144 + A#1100mg/m? (F%K100mg) 1H2[H
< BIFH/N— b : 5041 (BB AR/ N— 1]
- A#1100mg/m? (JxKX100mg) 1H2[H
WA 1A 20294 | fERERR A : 124 FEEM. FEXREER O
« 28— 11 6H [/X—h1]
« X— 12 : 6f c[UClZ7 v L7 F=7100mgH AR
N5 (ZEI8R)
[/S—t2]
« AF100mg IR A% G-, £ O 1R
#%iz[14ClZ7 v b v F=77.58pgkk
NRANER S (225 RE)
WAL 1A 20291 | R © 184 FHEHR. BIEAL, 3Bt o A4 —n— | O
- RAI100mgHi [EIFE N 5. (ZEEREX
BN B RR)
WS 1 A 20292 | fdRERA : 484 TEER. BERb, 77 EARRR, ©
c ak— h1~6 : 484 FH B R
(KFBE5-60, 7T &R REE5-24) « A#I100, 200, 400, 600. 7003i%
900mg. HHWIL 7T RHEERRA
5 (Z2lERE)




AEICEYT 5IEH

. BN . B
RER O = PO BN %4
ENE 1 20381 | HA AfERERLA : 1841 FEMR, R, R ©
« AF(100, 2003 1%400mgE Al A&
5 (Z=jERs)
WAL 1 A 20296 | 354 IEEM, FEXRTIREER O
- BERERLA : 1141 « AFN100mg HERE O£ 5. (Z2REIF)
- B OFHSRERRE 2 A AN ¢ 8H
- WEREDISRERE 2 AT DA ¢
84l
- HEOFFFSEERE 2 A3 B : 8
SR 1 AH 20297 | 164 FEEMH. FEXRREER O
- fFERC N - 801 - AAI100mgHLEIRE O # 5 (22 F)
 KHIBEBEET DA : 86
S 20293 | fFEaRk A 2415 FEEMH, FERR, BEENEFHER O
« X— 1 126 [/3—+1]
« X— 12 120 < 1) - KFI100mg R 51 B IS H AR
A5 (ZEiEms)
M A N T Y —1200mgE
5H~11HIC1A 1Bk 05, AHl
100mg# 59 HIZHEIRR O £5. (A
B F B0 F2 22 i B )
[/3—1+2]
< 1) AKEI100mg R 51 B H R
5 (Z=iERs)
M U T 7 L 600meE 5
H~%15H 1A 1RO &5, AH|
100mg% %5 H K UV 14 B I HARE O
5 (2R
WA 1A 20295 | fEREAA : 1641 FEEMH, FERTR, BEENEFHER O
c2HY T K2megxH1RICEEREAOH
5., AAI100mgzFE3H~F12HIT1
H2[E#R 5. 120 OXRAIR 5%
HEHIZIZY T A2mgh HERE 1 #
5 (25T KO ARTZENERE)

AHF : Ta b F=T T UL QA
a: IBR— FI~TIZEY LRV, b L IZRECIST Ver. 1.1IZ X S HIEFRERZE 2 L
b : NTRK @& s 1% B H U7 RS 23 CLIAGRAE UM O R DFRAEZE 21T 72 2 & AR STV 7220 A8,

ak— F1~8DuEkMEEH T D

) AFIOERE SN TWAERE I EIE [ NTREKE S BE T 0T - BROERE] | &

QFHiig k. OZE &k

RENTWD AL

KOAEX M@, RACEIZe b7 F=7 L LT1E100mga 1 H2[ERR D% 545, k. HEDREEIC
FOBEERET S, BE. NEIKETe Ly F=7 L LTLEII00mg/m? (AR EAE) % 1H 2% &5
%, 172720, 1EN00mgE B RN &, 2k, BEOREIZLVEERET S, | THD,



V. aRICEAT SEHE

(2) BRPR S22 A BR
DEMRNSE I 88k (5{8&20381) V2

AAR AR A B IE18FIZRF L, AAI100mg, 200mg M UM400mg 2 42 ERF |2 H[R]#% 1 4 51
L7z, AEFZITISHIF2HNIZRD L=, Wb 7 L— R2LUF T, ABMIIRFTH
ST, BWERIZRD LT, HEKRVEERAEFSZLRO N1,

ARBR TILEEM 2 ECGRMT 2 Ehifi L7-, QTcFOHER I MIET AR DEEII L NS, ZD
ftdOECG/X7 A —% (A%, RR[EFE. PREME. QRSHIFENXQT) DM IXE 5% DR
ERER CBBORIEFH#HEN CTh 7=, £/, M7 b7 F=7REIZKHT HAQTCF
DOEIFOME XA (—0.00095) T, 95%CI (—0.00195~0.000049) TH 7=,

) AFOAR SN TODEIREIIDEIT [ NTRK @A S e T BEOET - HROBRE] . AR Sh T
HRBEROCHARER @Y, AIE7e b7 F =72 LC1H100mgx 1H 20RO+ 5, 7258,
BEORREICE Y EERET S, BF. /NNEICET7e b7 F=7 L LT1E100mg/m2 ((KEEHE) %
1H2ME A G54 %, 7277L, 1A100mgZ xR\ L, 2B, BEOREBICLVETHRET 5, |
ThD,

2) By E T BB (5RB%20292) »9
faEERk A36M51IC %t L, A#I100mg. 200mg. 400mg. 600mg. 700mgk (*900mg % Hi[al# 1
BE® Uiz,
Migh o hL 7 F =T BEICHT DQTCFON—Z T A L inb DO LR (AAQTCF) Dl
EHROMEE (90%CI) 1£—0.0005 (—0.0008~—0.0003) LtATHY, HFEMICHETH
-7 (p=0.0004%) , H1Ji (90%CI) 1Z—0.45 (—1.0183~0.1183) TH Y. 90%CLIZ0% 5
ATV, BADBEE /NS L, CINEEAI -0, AAQTCFIE, ZaMtniga Sh 2 B
WIZFELRWE PHEENE, £/, MLOECG/ T 2 —% (PREME. QRSN &L OV 1%k)
B, HOHNUDHE LI IEFEFHIMIGE L R0o T,
AFNBEGHNZ BT ERBWERIZ. D E V66 (16.7%) . FEMED E V4] (11.1%)
oAl (11.1%) Tholo, BEERITIE, BRAED £V [AAI400mg. 600mg, 700mgh
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Fith . EEZLBWEAIL6H (6.8%) TR O [, BRHERREA, M

JR. EIEE, & v U o AMAE, (K R Y o AE, A2 SRR R 2 KL ONELD

B (EEHV) ], BEPIRCE > -EWEAIZ201 (2.3%) TRD -

[ALTHENN, Bl K O ER gD 4161 (EEH DY) 1 . BWERIC XL 558

IR b oTz,

1) AFIOAKR SN TN DRI RIE [ NTRK BhE S T BIEOMET - FEROBEFRE] . KRS T
EXROHEX EE., KA b7 F=7L LT1E100mgZ 1 H2EIB A& L4 5, 2B, BEDIKEE
WX VEERET S, @, DRI T e FL s F =7 L LT1EI100mg/m?2 ((EFHEE) Z1H20EKRO&KRE
T35, 72720, 1E100mgE B2V &, 7ok, BEORREBICIVEERET 5, | Thd,

K

2) RLMHB
gk L



V. aRICEAT SEHE

(5) B - HHEBIEER
BB L

(6) aERfE A
1)@%&%31@ (—RfE A RERRE . ##EEH%E‘Z%EHE FEAELLERE) .
HERFTERT—IR—IAE., HERTERERABRONE
a) %m@ﬁﬁmﬁwﬁﬁ (FEhi ¥ &)
KRB G ST ER 2 Xt RIC, EHERETICRIT S, RFIOREMWET A E KR
RERSE
ok, RERBERFICOWTUIARAINE LG S T-/NREEITTRETT 5,
b) NTRK &8s Tt 00 AV BHE 23t 5 & Lo BUEIR B % M RRER [ 2 ik LA 26
AR ABR20289 (NAVIGATERER) 1 (RLEARFEARE B K 0 R ik 70 1% B R R &
NTRK &85 OBITHEEZ G T 2887 258 L L, RKEIOFME, LZaltk
K OB % T35,
) TEATPERE AR XL FRME PR CRIES & A9 5/ N BE 2 R & U7 B AR TE 4 R
%t%ﬁ [ fiax Lm 5 1/ FA5AER  3XBR20290 (SCOUTHER) | (RUrkirie/&z8H kv fl
&R FE 1% B R RRER & L Cltkfe)
T T [ TR SO R PR R B 2 T 2/ NRBE 255 & L, AFIOFE
NN OB AT 5,

H*B

) ARBFULELTERFPEDAERIEIER L 1-HE - HEROME

KR - ENTORBIEF 3BD TIRONTWD Z &b, BIERER, —EHDRERFI
o7 =2 DNERMSND ETOMIL, SEG & 6 R I A G A 2 Eii 5 2
SWZED . KAOEMBEHEOERERELET D L LI, AFlOLZeEEROE
IMEICBE 27 — 2 2 RENCIEE L, AAI OB IEF IS LB iEZ#H LD 2 &,

Sl T ORER - FpE M A (& fﬂ?ﬂﬁ)

AR DG SIUTSEB 2 RIS, SRR TSR D AR O LA O A 2 2 5t

ERAR

B REREREFIZOWVTIAANEE SNI/NEBE TR %,

() = Ot
ek L



VI. EMNEEICEHT SHIER

1. EEZPMICEAEHHILEMRITILEYE
TX LI F=T
HE DS (LAY ORE X ITRE L, B0 LELESRTHZ L,

2. EBE#%EHR
(D) ERERML - 1ERKF
Zu M7 F=71%, NTRK Bi51Rna—RKT5 haRIA v s/ Exr—€ (TRK) 77
V=" pFunr oS —BIZHT 5MEERE AT IR0 {bEWTHDH, T b
7 F=71%, TRK@E X o7 OV Vb ZEL, FiO Y 7 FVRES O U ViR b %
ETLZ LRy, EEEEMEER AR~ T EEL LTV D,

TRK@EIVINTE
(UHRIHREHICTENEAL)

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

PIBKZ T3
CERRRE

IES i DIETE - £77




VI.

e
S

»|

HEH (BT H1EHE

(2) E & F AT 1T HEHABRMIE

1) In vitro 588
DTRKA. TRKBE U TRKCIZxt 3 A #ES &AM

t FTRKA. TRKBN O'TRKCIZX 357 1 b L7 F =7 OfEABFE %2 LanthaScreen™ Eu
Kinase Binding® F{% (Invitrogen) ZHWTHIE L7 & Z A, ICsofEIZZENZE4111.5, 5.3%
R6.4nMTdh > 7~

TRKA. TRKBRUTRKCIZxI 3 5 #E&H M

X —VhEE ICs0 (nM) n
TRKA 11.5£7.0 71
TRKB 5.3%t2.6 72
TRKC 6.4+3.6 67
S A A U
[RRBR 7 14]

ERAF U T EOT BT e RTRKA, TRKBM; O'TRKCFF—F KA A v (ZNF5,. 10 T5nM)
ZIn L7 F=T dOERAE ML —Y—, TICEFF APl AF DV UHiE R 2 —n B AMEFE A N L
T RTEY L HIZ22TCTTE0 M A ¥ 2= 3 L, TRKFF—F FA A OATPHEA SN HOL A
ML —Y—0fEET 22 LIk BATHEEEE - XL F—iE (FRET) 7 7 /L% PerkinElmer~ /L
E—RFFL— M) —F—THIE LT,

@TRKA, TRKB. TRKCRUIEFEHEMETRKABAMMIZHS TS VEEBEER 9

MR T vEAIZBWTC, 78 L7 F=T7FHARITRKA, TRKBEXOTRKCO U gt %
FHEE L, ZDICsfEIZZENEN9.8, 25K U21.5nMTH -7z,

F7o, [EEAESERTRKA [ NNTRKI BinOFE220%E a7 ) v KA Ay (Ig2) #KiE
SH7ZTRKAZ AL : ATRKA] o AC Y Vb zfE L, £DICsfEIL6.4nMTHh -7z,

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

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

FAMTRKA, TRKBY OTRKCIZKT2 T80 Lo F=7 DV VEBMLIEEN : Fy A =— A LA X =)
¥ (CHO-K1) #ifaic, b FNTRKI (TRKA) . NTRK2 (TRKB) . XIZNTRK3 (TRKC) ®isF4aEAL
TR RE, Ju b L7 F=7 RN LENZENANGF, BDNFXUINT-3IC L Vil L=, U vk v
78 [Vt (p) TRKA, pTRKBK O'pTRKC] XEE#EME Sl AR ENE: (ELISA) kv EE{LL,
VU b OBEERIZT v b L7 F =7 FEALE SRS T 2 HHXHME TR LT,

ATRRAIZHKT 570 b7 F=T7DHC Y VIEILEEN @ Ig24 87 XIS/ N NTRKI 8614 %
TEAJICNIH-3T3HIE (= 7 ARRHESFHINARR) 128 A L 7= delta-Ig2-TRKA NIH-3T3HfaRE % 5 37 L Chat L7z,



VI. EEE(CEAT HIEHE

QNTRK1 BB B FEAMIBIZE T HTRKA, AKTRUERK!Y VEE{LFEE/EMA 10
iR BE N DR A SN A v 7 L— LG & s T D MPRIP-NTRK1 OG0 'E
RIP-TRKAIZXf 95780 M7 F=TDEREZHRFI LT ZA, Tu L7 F=T7I3MF LTz
TNTOWREE (10, 1002 0°1000nM) TRIP-TRKA, AKT}M CERK®D U »EeflZ fHE L7,

NTRK1 @& EEFE ABa/F3fIlZI< &1+ HTRKA, AKTRUERKY VEE{LEEEFA

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) *!

[RBR k]

MPRIP-NTRK1 (RIP-TRKA) %3 A L7-Ba/Fsfiif (= U ZApro-BHifatk) (2. #fx (DMSO) . v hL 7 F
=7WRNCHBE LTr U Y F =75 [ALKHESK (IC50=3.6nM) W TTRKAIZAHFME] & Olestaurtinib™2
[TREKAFLESE (ICso=4nM) 2] ZRMLA > FaX— a0 LIz, 5% Z A L. TRKA (Y496,
Y680K% UNY681) . I NZZEDTHD L 7 F /UGS FERK (T2028 1UY204) M PAKT (S473) DV UHg{biRIC

DOWTHRAHURZ WA L 7oy MEICTHHE L=,
H1 o EIZBWTHEEE S e 2hRe AT RIT AR & 13872 D
X2 EWNRFR

@NTRK B & Bz FHRINMIRICH (+ S ETEIMNH ER 19
Su hL Y F=T1E. NTRK ME8EETFIC L > CTRKE S % o _ 7 2384+ 5 FIE/N
ARt ok CUTO-3.29/ bk, & G I E I R KM 1280 Aa iR (2 ek L CHEFEENHIE H
L, ZEOICEIZZNE4159.4% 3. 5nMTh - 7=,

NTRK B &8s F R IR MR M D 1B T 4E

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

[RRBR 1]

NTRKI @& @fst (TRKABG Z 37 8) 233 5 e BN Bk CUTO-3.29/fakk L O e |
G TE G B KM 2Rk IC, Fix DREDO T v ML F=TE2IRIMLA v Fa_— a3 Uiz, T20EM%,
HIEOIIE L L TR ORENEEZ 7 = F Y A M7 = — MNMFEFE T T3-(4,5-dimethylthiazol-2-y1)-5-(3-
carboxymethoxyphenyl)-2-(4-sulfophenyl)-2H-tetrazolium (MTS) DOETIZ LV EL KR ~F A%
HEERT L2 EICEVHEIE LT,



VI. EEE(CEAT HIEHE

GONTRK1 B & EEFEAMEIZE (T S EHEHIH /EH 19
QDA RS T MPRIP-NTRKI X% CD74-NTRK1 %3 A\ L 7-Ba/F3fifia (= ™7 Zpro-Biia
) ofFEIckTA55 e b7 F =T DICEIZENEN8LNL.INMTH - 7-,

NTRK1 RA&E{nFE ABa/F3H#fal< & (+ % 18 5E {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
4 1

T
1=

-

o
o
|

RHRHFEES

RYRHFEFE
1

<
—

THIEHRERE — Tl AR

(n=5/%%) 07 (n=5/8)

0 T T T T
01 1 10 100 1,000

FARE (nM) EERE (nM)

T T T y T
01 1 10 100 1,000

[RRER 15

MPRIP-NTRK1 (RIP-TRKA) XX CD74-NTRK1 (CD74'TRKA) & Eis 1% EA L 7=Ba/F3ffic,
FeoREOZo b7 F =7 WOIIxEE E L Clestaurtinib™ R N7 7 ¢ F =725/ L A % 2
—a v Uiz, T2RR%, HAEORIE L L THRONRENELEZ 7 = )P0 A L7 = — MFEE T T3-(4,5-
dimethylthiazol-2-y1)-5-(3-carboxymethoxyphenyl)-2-(4-sulfophenyl)-2H-tetrazolium (MTS) DiEJtiZ X ¥
EULDHRL~F AR EROERT DI LK VHAIE LT,

X1 ENARIE

X2 1 EPNS R TERR S NV RE ST RITAHN L 13572 5



VI. EEE(CEAT HIEHE

2) In vivo F5&

DIEEMEERETRKABAMBBEETILIZS TS VEREREER (X)) 1D
TEHATEERTRKA (ATRKA) HEAMuBH~ Y 270 L7 F=730%1'100mg/kg %
BA[AIRR O35 L= B oSN OpTRKADEEL, UTFTO LB Tho7-, 7. pTRKAHE
RO MAEH 7 1 b L7 F =7 E1331~6,000ng/mLTHh > 72,

ATRKABAHIREFEET DR ETIVLIZE T HEBRNTRKAY U EEDEE/ER

7507 B AR
(n=2X(*3/%%)
z
B
Il 500
H
<
%)
)
u
< —L
h4
oz 250
'_
0 1
== “_
0 T T T T
g SaOkvIF=J
(AB5FE)
30mg/kg 30mg/kg 30mg/kg 100mg/kg  100mg/kg  100mg/kg
(15R8) (485M8) (1285) (105F8) (4B3E) (1285R8)
RR RO SEEE
[REBR T 1k4]

ATRKAZE AMHIE (NIH-3T3) %7~ X — K<~ 2 (Ner : NW/Nu) OABIEIEL FIZBE L, F
BIESRRE A A BETR500mm3E 72 A L H T v A afbLiz, 71 L7 F=7%30%N100mg/kgd & T,
B D WTEAA (Labrafac™ lipophile WL1349) ZHEREO# 5 L7z, 70 b7 F=T7F5%1, 4 ON12kFF
IR W TR & OEB R IR 2 BRI L, F 72 BB 5% 4R R I B W B R IR 2 I L 7=, LC-MS% AV C
mEFDZ7a N7 F=T7REL . F-ELISALEZ AW CEENOpTRKAZ I ENHIE Lz,



VI. EEE(CEAT HIEHE

QEFEMEMHHTRKAZAMBEBIEE TILICE T S EBBEINGER (Y X) 1©

OEFH G TRKA (ATRKA) HEAMBEBE~ Y 227w b7 F=710, 30& W
100mg/kg% 1 H2[E], &% E20, 60K 8200mg/kgs 1H 1A114 HMKEROBEG LI L 25,
TEEAEBIILL TO LB Y ThoT,

ATRKABAMIBIEY VR ETIVIZE T 2 EZIBEIMGIER

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

ATRKAE Az itk X — K~ 2 (Ner : NwNuw) ORI FICBH L, IEEO AR K100mms & 72
LHZETCHEIE, TOKk, Jr b 7F =7 (10, 30K%TU'100mg/kg% 1H2[E], H 5\ i%20, 60K
200mg/kgZ 1 H1[E) ik (Labrafac™ lipophile WL1349, 1H2[E) #14HBIXER QKL L, F0%
11 M o2 4@ U CER AR 2 E LT,



VI. EEE(CEAT HIEHE

O ATRKAE Affjaftii~ 22T b L7 F =710, 20, 60&%1200mg/kg% Hi[alfk 05 L
el A, Tua b I F =T OIMmETR K ORER N ILZ 1L E 1110 ~200mg/kg & V20~
200mg/kg CHEBEKFMIC EH L=, 78 L 27 F=71210~200mg/kg T H &K FHIZ
pTRKA KX U'pERKZ /D S, 246 O HERICEIIKE B G2 3617 2 IEEHE kI ER & —

LTV,

ATRKAZBEAHIBBIEY DRETIVIZHE ITSHEBATRKARVERKD ) VEELBEEER. Y
[CmFERRPESEASO LY FJTRE

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

ATRKABAMRBBIEY VD RAETILIZE T HEHENATRKARUVERKD ) VEAEIEEEMA. HV
[P RUEZENSO LI FZITRE

120 4 PTRKA (POC) g 100
O BENSONIFZTRE (ug/mL) E
ool | A mESSONoF=TEE (ue/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

% Z Eol O

E A

20 i z

m]

- = N

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

ATRKAE AR % Mt X — K~ 2 (Ner : Nw/Nu) (B L, JEEOAEREA690mmS & 725 & CHIGE S W 7=,
ZTo%, Iu b rF=7 (10, 20, 60K 200mg/kg) XIFMEA (Labrafac™ lipophile WL1349) #% Hi[n|
OGS Lz, 220FMI%ICHRME ONES 2/ L, b R OMEENO T v kL7 F =7 RE2LC-MS/MS%
AOWTHIE L, 2 ofEEH OpTRKA K UpERKEZ TN FNELISAIER A &/ 71 v MEZ X WHEIE LT,



VI. EEE(CEAT HIEHE

GTRKAXIETRKCRIE R /N BERMRERBEE TILICE (T S EEEEINHER
(< rj;() 17
OTRKf@G % "7 x5 EBL4 5 & FE/NAaE Bk CUTO-3. 29/ fatk L OV e b5 B e
HSRKM 12k i~ 7 227 1 b L 7 F=760mg/kg & *200mg/kg# 1 H 1[a]14 H & 18
RO LIEZ A, BEEBIILLTO LB ThoTz,

CUTO-3.29 R UKM12HIfaREBEY YV A ETILIZE 1T 2 IEZIBTEINHIVE A

CUTO-3.29
(MPRIP-NTRK 1 : 3E/)\#iH B Fiti 8

200 — IRARIER
SOkVIF=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-NTRK 1 : ¥5RZERRE)

400

IR A XIER
SOLIF=T60mg/kg
—a— SOMVIF=T200mg/kg
- 3007 (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)

(BT 5]

TRRKARLA & >R 7 G #3895 b b IR/ IR IE B Sk CUTO-3.29MImkE & OV e b it 55 1158 Ha Sie KM 25
A MEME X — R~ 7 2 (Ner : NWNu) ORIIEE L FICBME L. 15O KA 150~200mms & 72 5 £ CHISH
SHTe, FOH, Ju b7 F=7 (60K 1U200mgkg) XTI (Labrafac™ lipophile WL1349) % 1H 1[5
14HMIRER KRS Uiz, EEEEIIER G L@ L THIE LT,

(3) fE FASETRIER - FHGRRER
ek L



VI.L EWEREICEEI SIRHE

1.

e EDHS
(1) A LR e b
BB L

Q) BREREER CTHERRE S M- AIRE

1) EERA

ORI 5F D2
HARNBERE R B PEC, AHI100, 200313400mg (7 78 /LAl) % Z2REIEIC HERIRE 1458 51
LiceExnIn b F=7 O METREHER K OEMBTE T A =2 ZUTOLEY ThH-
7o

HAANBRBEABHICS T HEEZEORSHONEFSO LI FIRE

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)

BAANERBABEICS T HERROKESHOMFEHRS O LI FZITOEYEFE/ANS 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 rhofiE (FEPA)

E) AAOEARSN TV AELCHER NEF, RAIKIEZe L7 F=7L LT1EI100mg% 1 H 2[E/#% 1 #
4%, ok, BEORBICLVEERRET S, @F. /NEIKEI e s F=7 L L T1EI100mg/m?2
(RFEM) Z1H2ERAHEST S, =720, 1HE100mgEBLRNI &, B, BREDORIEIC L Y BT
w95, | Thd,



VI. EYEREICEAT HIEE

QHEEZER (A TEILAERFDOLE., FEAT—42) 1®
fRRE Rk A18BIIC, AAI100mg (HEAI) #HERRO# G Lzt &, B 7 vAABEICxT 2
TR G BTS2 78 L7 F =7 O Cmax & AU Clast D AT EE O IT, TN E11.36 %
N1.04TH o7,

AT ELNBIREBRREICE TS50 LY FZIDOEMHE/ NS A — 2 OFEHFHLER

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

Bl TRFHE ANOVA 3% : n=16

) ARAN DA éhfu%ﬁﬁ{ﬁ&oﬁﬁgi GEd, WAZIEZ e by F=7¢ L T1A100mg% 1 H 2[F# O #
542, o, BEORBIZLVEEHET 2, @% MR T e Ly F =7 ¢ LT1E100mg/m?
(ER ) 7&152@?@3!3&5?“60 7272 L, 1EI100mgZ B2V &, 7ok, BEOIREIC X 0 B E
w15, | Thd,

Q)EREERE (REKRS. HEAT—4F) P19
HEATE R B E I, AKI100, 1501%200mg (7 7 & /LA Z1H2BIKER DG Lzt
XOT7u NI F2TOIEYBNRENRT A =X ITLUTO LB Tholz, MEHF I FL 7 F=
TREIEG8AE ETICERKREIZE L, 7a b7 F=7100mg% 1 H 2[0S @R 1 & 5
L7ZBoEESHRICBIT 270 MLy Fo=T7OEFBRIZLIITH T,

BEREEEIZH T HAF100, 150X (F200mgZx1H2EREZOZRSHOMFFRSONLY F
ZTDENERENS A —5

5 & I A N Cmax tmax 1 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

WESE (BTCV%) 31 : FRE (#iPH) %2 :n=33 %3 :n=3 ¥4 :n=5 X5:n=4

) ARAN DA éhfb‘éﬁﬁ(ﬁ&@‘ﬁﬁgi GEd, WAZIEZ e by F =7 L T1A100mg% 1 H 2[F# O #
535, tb, BEORBICLIVEERET S, @5, HARIZIEIe by F=7 & L T1FE100mg/m?
(ER ) 7&152@?@3!3&5?“60 7272 L, 1EI100mgZ B2 &, 7ok, BEOIRIEIC X 0 B E
B9 5, ] Thd,



VI. EYEREICEAT HIEE

(3) i
BB L

D BRE - fHREOEE

NREOEE GEAT—%) ¥
(R 18T, AA100mg (B 7 /A ZHERE ARG Lzl &, RG-S
LB BB EZEEICBIT DT 8 L7 F =7 OCmax M CAUCst DA FEIMEDLIT, ZNZ
110.656 %L U'1.08 Tl - 7=,

BREXIEERREIZETA50 LY FZIDOEYEIRE/NS A — 2 DHHFHLER

AUC (0-t1ast) AUC Crax

o (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/ TREEIE ANOVA %1 :n=14 3¥2:n=16
eI« # X7 B KI1T0keal, RAKE#FI230keal & ONENKI500keal DA F1#I900keal

) AH DGR énﬂ\éﬁﬁ&&wﬂ;i D@k, AIEIn b F=7L LT1HE100mg% 1 H 20E]#% 0 #%
595, it BEORBIZIVEERET S, @, NRIZIEFEITe b7 F=7 & LT1HE100mg/m?
(R FmE) %152@%&:@%@“60 7272 L. 1EI100mgZ B 27202 &, 728, BEF ORI XV @ '
#5275, | Ths,

) HHREDEE
D4 FSaFrVJ—IL BHEAT—%) 2
fER N1261C, A b7 2 —v (587172 CYP3ABRLERA]) 200mga 1 H 1[R]7 B RS E R 0 &
B L. AFIN00mg (7 7&/AA]) #HERROKS L L& RFIFEMEERHIRT 54 F T2
T =B GRO T8 L7 F =T O Cnaxk CAUCLs DM EHED I, ZhEh
2.81%VM4.33 Th - 1=,

@7)aFV—iL, SILFTELD
AR RS R T M ES WY I 2 L — 3 LICB W T, BARETOAA (100mgx
1H2[E#E) B GRS 5 7 v a) Yy — 0 (PREDOCYP3ABLER])  (400mg# 5%
12200mgZ 1 H 1A% 5) GFAEO T 1 L7 F =7 O Cmax& (AU Clast D 2T EYIE O Hix
TNENL86 K272 Th ~T-, Fiz, WEZFE TOAAK (100mgs 1 H2MBE) B 5RFZ
KT LHONVFTEL (FREOCYP3AHEAD) (60mgz1H3E#YS) JfHKEOZ o ML 7 F
=7 D Cmax X AU Clast D AT EEME D 1L, ZNEN1. 78K V2.55Th 7=,

@UI7 EYY (REHRS. FEAT—4) 20
fEBERR 126 7 7 By (387172 CYP3AFEA]) 600mga 1H 1[EI11 H A SCERE 145
L. A#I100mg (7 7EAH]) ZHEREOKEEG L&, AFIEMEGRICHTY 77 08
PG O T v b L7 F =7 O Cmax M AU Crast DT B O X, ZHE30.293 %
R0.192 CTH - 7=,



VI.L EWEREICEEI SIRHE

@DTIJ7ELYY
APPSR ST T VIS S WY 2 2 L—3 3 LIZBW T, BBRE TOAA] (100mg%
1H2[E#E) B 5T 27 7 LY (hREDOCYP3AFTEA])  (600mgx1H1

m#5) PERAEO T 0 kL7 F =7 O Cmax X AU Clast D L SEXE O ELIX, 1 F10.40%
R0.28ThH -7,

®OIFIYITL NNEAT—R) 2

e A 1661IC, AHI100mg (77 E/AA]) Z1H2EI1I0AMKERAIHEEG L, I¥4Y T A
(CYP3ADHE) 2mgZx HER OB L Lz & &, I X4 T NHEME GRS 3 2 ARAOF H $¢
HRED I 7Y T A DCrmax X CAUClast DEEMED T, ZNZE1.68 & N1.7TTTh o7,

2. BYERER/NSTA—4E
(1) A&
HMENRE R T A —Z|ZHOWTIE /) v a v R— R AL MENTICE VW EH L TW5,

(2) AL £ 5
BB L

QUEREETEHV?
A AR N fREERR A BYE1861 (FEE6f1) (&, 7 v h L7 F=7100, 200, 400mg (7 E/LH)
ZZEIERFHEIRR O 5 Ui b & RIS 5 AT OWKEE TS (L., HAFEHE)
X, ZNEh0.369, 0.272, 0.249/hThH 7=,

) AFNOABINTOWARELECHERT EE, RAEZ7a L7 F=7L LT1E100mg% 1 H 2[EI#% 1§
53%, 2k, BEORRBICLVBEERET S, @8F, NEICETIe b7 F=7 L L T1EI100mg/m?
(AFREHE) Z1H2QEEAKE S5, 2720, 1E100mgZ Bz RVn2 b, Ak, BEDOIREIC LY #EER
#5275, | Ths,

BDOIVTIUR
HNEANT—H) 29
R AN6HIIC, 71 b L7 F=7100mgH[Al# OB 5 1M %ZIC[4Cl 7 2 F L7 F=T7§

7.58ngx HAE RN G Lzt &, Iu Mo F=T02F 7 VT 7 A (CL, % F¥H)
1234/ Tdh -7,

) AFNOABINTOWARELECHERT HEE, kA7 a L7 F=7L LT1E100mg% 1 H 2[EI#% 1§
53%, 2B, BEORRBICIVEERET S, 8%, /NEICETIe b F=7 L L T1EI100mg/m?
(REHER) Z1H2ERA#KET S, 72770, 1E100mgx B2 R\ L, B, BEOWRIEIC L v #EEH
=275, | Thd,



VI.L EWEREICEEI SIRHE

) R mBEHE
(HENT—%) 29
e AN 66, 71 b7 F=7100mgHLIEI#E O 5 1R % IZ[4Cl 7 v h L7 F=7§)
7.58ng & HAE RN G Lzt &, 0 ML 7 F =T OEFIREBICBIT 2008 (Ve %
fAEEIE) 1348LTH - 7=,

) AFNOABINTOWARELECHERT EE, kAKEZ7a L7 F=7L LT1E100mg% 1 H 2[EI#% 1§
53%, 2B, BEORRBICIVBEERET S, @8F, /NEIKETIe b7 F=7 L L T1EI100mg/m?
(AERHER) Z1H2ERA#KET S, 72770, 1E100mgx B2 R\ L, B, BEOWRIEIC L v #EERH
=275, | Thd,

(6) £ Dt
REER e L

3. BEE (KEalL—>3>) f@iF
(1) fB#7 F53 2
TR & LRI 5 25— b A R

(2) INS A — B2 FEEHE[F] 24 25 260)

R N (FRBR20291 K OVikr20295) WM ABFE [R20288, #ER20289 (NAVIGATER
Br) K ORER20290 (SCOUTHER) 1 2205 o3BT — & I2EES % RHEMIEYEIRE
ETNEBE L, a = AV NETAEZHWTT 1 M7 F=T7 OmBERRE - KT
— 2 %ET /L, Tu LI TF=T OREBEREISEEL KT T AREEDH 2 IEEZ R LT,
ZOFER. NARMERFTH L2 BEOBECRYL (BFEREG IR L) KORIF OEFEN (B
TEAFIITERD) . NRERFTHET LTI, RMEVLE Y, Fil, (KEROERE O
WeE (EEERRA - ) 2, v b Ly F=T OEYBEBICEEL KIF LTz, TOM, KFE
i, 7 Vv7rF=r2 0772 f&, ITemE (ALP, ALTAKUAST) | AfE, REK
OMERNE, Wb T r L7 F=T7 ORYBREICE R 5 BT RIT S o Tz,

RHEM BN RET T VEHNT ClE. FICET 2L ED T A —HX O RFHEEENKE L, £#)
P AREEEEZZETHU I 2L —a U DNmiThid EEZLNIZD, MR ERADRETE
EHEEME A LT 2 72010, BEMEDEIRET VT OKKET VICE DV I 2L —vay
% 92kt L7,

V3ial—yarofEEns, NEBEEICT e L7 F=7100mg/m2 (7272 L100mg % 48 % 78
W) Z1HA2EEE Lo e &, E%1y HLLE3» HARmO/NLEE D Cmax X CAUCIE, BN (18
Ll ) 127 v L7 F=7100mga 1H2EIE G Lz & ED3fFi1c b & Pl sz, £%3»
A LLE1258 A D /N EBE O Cmaxl XA L 0 EWS, AUCIEREA ERIBETH Y . 1250 Eo/h
HEEIICna L PAUC & b LA & FERIZ 72 D & PRI STz, #EEIZHW =10 A LA 6RO
INROT— 2130 Th o7z (n=33) |

WA, BRIV RIS T 2R L LT, BER, W5 Y 1 7. NTRK &8s+ Of 5,
e/ S— h B MO N ARRHFRE O B 2 it Uiz, BRIRBOS (ISR PR
XIECR) DI b2 TFRRK T, NTRK AT OFETH T, ARSNIHIELRTH



VI. EYEREIZE93 51EH
B, EYERE - IR T VTS B W CTHEMWERIG 2T E ORI SN EHN E HERF T
HLDOTH-oTm, LN - T, WERMEXIIARMER LY Ia hL 7 F=T7 OBREENEL
TH, AMEICEBITIRIES 2N EEZ LN, HERGZLEBELETAHEEITEDONRN -
77,

4. YR

RAFTFTRASEY T4 GEAT—2) 2
fERERR A BrE6HIC, AFI100mg (I 7 R/A) ZBEEREO#GE Uizl & Ofta A 47X
ALY T £1332~3T% Th -7,

E) AFOABS T MELOCHERIT TRE, RAIZIZI e 7 F=7 L LT1H100mgz 1 H 2[E#E A5

T5, B, BEORBICIVEERES S, @, DRI I e hrrF=7L LT1EI100mg/m? (F%
W) #1H2EEARGT S, 2720, UF100mga @RV 2L, 236, BEDRIEC LV ETHAT 5, |
Th 5,

5. 9%

(1) % — Aii BE P88 8 1

MR L

(YA, Ty hOT—H)
FARCF- 1~ U A K NEAERMFVB~ U A 278 b7 F =T Imgkg % FlRN &5 L 72RO,
b,/ Mg EE I, £ E590.03~0.23 L 1< 0.0762 T > 7= 27,
KIST DRMD N T AR—F—BIzFD /) v 7T 7 b~ A [ NMDR1 (P-gp) O~ T A
FRENEG T2 KA L T A CF- 1% MdriaxkE~ 7 A 't N MDR1: v s BCRPD~ v
AFHFELE S 3 2RI L TV D FVBAR#E H Sk Mdria/Mdrib/Berp /) > 7 7 7 k<~ 7 A ] Tl
Jibd, M5 v S B S B AR AR e RIS~ 4 o 72 2,

Sprague Dawley (SD) 7 v hZ7 w1 b L7 F =7 1mgkg% fIRMNFE G X13100mg/kg % #% M
B LIZEEDT v LT F =T O/ MR IE$10.01~0.02Th > 7= 29,

Long Evans (LE) A7 v MZ[4Cl7 v L7 F=7%10mg/kg OHETHEREOES L
L EOSBROMBE A E Lzl 2 A, IMEFFERE & 5 < AR R~ 1R
73l U BE A N A Do 72 29,

(2) % — RR AR RAFT @B 1%

EMERR L

(7> b, UHXOT—4)

SD7 v MIHE6~1THH XTI 1 h L7 F=710, 40, 120mgkg% 1 H2[FEO&KE L, [A
— R TR L ORHEROIMEERE 28I L T, 780 N7 F =7 ORME /G VT4 g bk %
RDOIZEZA, WTHOHEIZBEWTHLN2~3ThH-72, 7> MZBWTI7r L7 F=71%
JERMAEICRAT U, RHARISE R D 1/2~1/3TH - 72 30,

New Zealand White (NZW) U4 F|ZERT~200 B ETI7n L7 F =715, 30, 75mg/kg
Z1A2EEEA#EE L, F—kKR CRELOREOMERE 2R LT, v L7 F=T7 0O/
/MR IR MAE PR 2 s RD T2 & 2 A, BGH% 1R THRI20, 4FFTRIL18~1TTh -7, U H



VI.L EWEREICEEI SIRHE

FIZBWTCT7 1 b7 F=7 3R IR BIT L, BHRIMAEFRED1/10~1/20THh - 72 30,

(3) B~ DB T
BB L

() BB~ OBATH
ek L

(5) Z DD~ DFEITHE
1) Frig~ D174
EEERR L
(T ADT—H) 2D
B AERIFVB~ 7 A K XMdria/Mdrib/Berp/ > 7 7 U b~ DU AZ7 8 N7 F =7 1mglkg4
FRNER G- LT & OB 5% LN 7ICB T 578 F b7 F =7 Ol e B i,
I FETHIE~10TH o 72,

2) Z D DB~ DT
M ER e L
(In vitro 7#k) 32
In vitroi R BRIZEBWT, v b7 F=T7 Ok, migEFEELIL, £0.9TH -7,

(Zy bOFT—%) 29

LEA®T v MZ[UCl7 v kL7 F=710mg/kg% H[AlFE 4% 5- L7= & & OFUREE D #Lkk > A
., EBNA— NI TUFT T 7 40— (QWBA) IZX Wit LT,

[4ClZ v b L7 F =7 HRIEIRE DR AT I, RO 5% 2K OSFERIZ BV TIAHIPHIZ 7
D HITE, K ORI T, MR GED Crnaxd TG Z 2RI A B ALz, JEH KDY
RZBRE . b @O Coad TN, B (BRERORIEZETe) . /ME. FIRBE KT
BlEasnl, —FH, HEO Cnaxl TEHE, FEHE B, B, FELKUIEHFCEEROVERET
Bl g, BEVERENG. B, KEEKOMMEE PG E % bk < AR R~ LR &
LU CTHHRERDAMN HALR o 7o, RPN X Cmaxl T2 L 7o, B L CRERH & JEI2iid
L7z, &V 7V v TR TH DR G46T2HEH £ T, Il O HIRIRZ BR < T ol
kR PN S BB | A HH BR SRR L2 s L 7,

(6) mMIREAREER

(In vitro 3-5x) 39
InvitroiBRIZBWT, Ju b7 F =70k MY VX7 FEARIL, F70% TH - 7=,



VI. EYEREICEAT HIEE

6. {t#
(1) FRBHER L B UM BHR B

(A A
FITHHE L OV N CTREFE 5,
REHREE (in vitro, SNEINT —X)
In vitro R ERIZHBWNT, T |k 1/77‘ 7 OMRFNTEICCYPSAA/SEE G325 2 & AR STz 89,

@E%EEAGW . [4ClZ7 v b7 F=7100mgZx BERE QG Lz & &, BEH24MRR% E T
D ImAEFIZ Liﬁmwﬁvoaw7n/M@A%(t%m%/tm)// JRFBER 5y DIE K

BITAER) PR ESn7e (METREGRBAUCIC R T 2 HI81E, 22194k 126%) 29,

) AH DGR éﬂf“é%&&@ﬁ%irL% BAZIZT e b Ly F=7 & LT1E100mg#% 1 H 2[E#% 14
59%, it BEORBIZIVEERET S, @, NRIZIETIe by F=7 & LT1HE100mg/m?
(%%ﬁ%)%Hu@ﬁu&ﬁ#éokﬁb\UJNMg%ﬁzﬁm:&oﬁ%\%ﬁwﬁﬁmibﬁﬁﬁ
#5215, | Ths,

ALY FZIDOEERBERER ERRHAR)

/’N/N

\
~ ~
N N O Tor2 z%i
o HN HN
2H:£ N/( %
F </\l\ f\N/N\
OH
M5 N Jig M24

N7 N
7.53%* HN \/( 7.22%*

F HN
F Gluc 2.3 F %N
o)
M14 . F {Oi{m
9.38% '\ o M1 OH
/(\ J\‘\? 1.95%
~ —
NT N
OH
F Yi N
: L o
NTN
M19 o
ND E
1.8k F
2. BAEBIN-BET L IUAE
3.8t M1
4 Do OVEES 5.20%"
5. 0KSR

7. DRTAUEE
*HBH BRA%
N—trT—VRSEBL ) D EERY



VI.L EWEREICEEI SIRHE

QKBS 58K (CYPE) OnFiE. F5FE3
Z7u kL7 F=713t FCYP3A4K \CYPSAS#HL R Tl S =2, CYP1A2, CYP2B6.
CYP2C8, CYP2C9, CYP2C19& OCYP2D6TCixft#if S neinoiz, £/, B MFI 7 v Y —
LIZBWT, CYP3A4/BMHERTH L haF Yy — k- Toua kL7 F =7 OB F80%
KFL, 3 XTOE MZBIT DO AR INE S4L72h3, il CYP Sy F-Fl D 3R A fH 55 3K
78 b7 F=T ORI EBEE 5272 o7, TRHOFERNS, Ju ML 7 F=T7 0
BELCYP3A4/6 B 545 Z v & T,

(3) EBBH RO ERUZDEIE
BB L

@) KB DFEDHERVEMSLE, FELE
RHER e L

7. BE
GMNEANT—4)
OfERERRA6HIIZ, [14ClT7 1 L7 F=7100mg% H[alfk O 5P Lzt &, & 53120 /% £ Tl
B 5 U 7= ERE D58 K IN89% N Z i E N3 Hp R OYR HHIZ P X7z 29, F7-, F 548 &
(G LT U RE D 20% 3 R 2 R & U CIRAIZHRIE S v7e,

OfdEm A6fIz, [4ClT7 v b L7 F=7 ZHEFIRN&E ST Lzt &, FHIRNE S5 BD29%03H
BAR L U CRICHEIE S 7z 29),
VI.2.(4) 27 V7 Z A OESM

) AFOERBEINTWARAELOCRAEE EF., RAIKZTZe hL7F=7¢ L T1A100mg4 1 H 2[5 A #& 5
T5, 2B, BEOREBICIVEEREST 5, @F, NRicEZae b F=7L LT1FE100mg/m?2 (RFEHE
) #lA2ERAKET 2, 72720, 1EI1I00mgE B2V &, 2B, BEOREICL Y #EERET D, )
Th b,

8. FIVARR—E—IZEHT B1EHR
(in vitro . #NENT—#)
OlIn vitroiRBRIZEBWT, 71 b7 F=71%, P-gpkUOBCRPOIEE THDH Z L B/RE LTz 30,

OfdEREM A12602 Y 7 7 » B v (P-gp & UBCRPRELEH]) 600mg% HiEIFE A#5 L. A#J100mg
ZHEROKEY Lz b &, AFEMEERICHT D) 77 ey oK ERO I Lo F
=7 D Crmax X AU Clast D 2R EBED X, FF 179K ((1.68 T - 7= 20,

Oln vitro RICBNWNT, TR ML F=T71E, AT =4 F 7 AR —%— (0AT) Th5
OAT1 (ICs0>30uM) M (POAT3 (IC50=28.2uM) . A F A4 7 AR—%— (OCT) T
&H5HOCT1 (IC50>30pM) K TNOCT2 (ICs0>30pM) . AHET =A L #ikAR U ~<7F K (OATP)
T& 50ATP1B1 (IC50=48.2uM) K (*OATP1B3 (ICs0>30pM) . fHiFEeHEHEAR >~ (BSEP)

(ICs50>30uM) . ZHIHmZHEH (MATE) 1 (IC50=64.4pM) K OMATE2-K (IC50=27.7pM)
2 U CBAE e R EAEH 2 /R & 7235 72 36),



VI. EYEREICEAT HIEE

Oln vitro BBRICBWT, a2 F L7 F=71F0AT1. OAT3. OCT1. OCT2. OATP1B1. Kk ¥
OATPIB3DREE TIH /AW Z EBRENT: (K M TV AR—F —ORBAMRICBITAT7 0 Lo 5
=7 DEGAFIL, FEFEBUHIIE D205 AT) 36,

E) AAOAGEIN T HELOCHEIX EE, RAKIEZ e hLrF=7 L LT1H100mg% 1 A 2[E#k O # 5
T5, 2B, BEOREBICIVEERET S, @5, NNl ze hvrF= 7&L1mhmm@ﬂ(%%ﬁ
) Z1H2EROEET 5, 2720, 1E100mga B2 b, 2B, BEORBICIVETHET S, |

ThH D,

0. BIEICLBRER
MR L

10. BEDERERI HEBHE
() BHEESEE NEAT—F) 7
AFH100mgZ HIAlE OB 55 L7c & & BHRESIER 2888 (861) 1k 2 MikiEhT % &
HLTORYEREBEHT28EF 86) 0T 1 F 17 F =7 DCnaxk AU Crast D F AT V- E
DI, ZNZN1.25K% 01,40 Th o7z,

BHEREEEICE TS50 LI FZJDEMIHE/ND A —5 DIFEHFRILE

%)

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)

e 2

AHN D
T3, 7B, BEOREIC

M) mlpz2EkoEIT5, =720, 1@100mg%¢2xm\

ThH D,

RSN TV HELROHEL NEE, RAIZ

FEHfE ANCOVA 3% : n=7

KV EERET D, @E, N

L, 2B, BEOIRRE

ei?m}\v79%:7kL;CU]HMmg%1Hmjﬁﬁu%5
FTe b F=TL L“CllEllOOmg/m2 (i
WXV EERET 5, |




VI.L EWEREICEEI SIRHE

2) FFaEEEEEE GIEAT—4%)

AHI100mg 4 ZEfEIRFIC FiEIRR O 5 Uiz & & | IFRREDS IR 2R (1161) ok 2
(Child-Pugh/Zy#HA) ORFHEREREERE (861) O F 1 b L 27 F =7 D Cmaxk AU Clast D (1]
PEMEOkIE, ENEN114K .31 TH - 7=, FFEERED IES 288808 (1141) 1oxbd 5 H&:
J£ (Child-Pugh/y¥iB) OFfEREREZEERE (8H1) OT7 1 kL7 F =7 D Cnaxk AU Clast D
MESMED L, ZNEN114K V.98 Th - 7=, FHEEENIER Z24dRE (1161) o+ 5 &
J& (Child-Pugh4#6C) OfifimeREERE 8 OF7 1 F L7 F=7 D Cnax)k FAUClast D %%
PEBEDO I, £ EN1.52K% U8.19TH > 7,

RS R E 51550 kLT =T OEMBE/ S A — 5 OFEHEEM

FFpERER = APk BEIE 5 KPEBEE (%) (i
(n=8) (n=8) (90%CI) p
X vs IR
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
Chmax 114
(ng/mL) 567 500 (78.7~175) 0.5952
AT vs 1B
AUC 199
(ng * h/mL) 2320 1170 (146~270) 0.0038
AUC (O'tlast) ].98
(ng - W/mL) 2300 1160 (145~269) 0.0040
Chmax 114
(ng/mL) 654 575 (76.9~168) 0.5543
HFE vs 5
AUC 320
(ng * h/mL) 3530 1100 (195~526) 0.0030
AUC (O'tlast) 319
(ng - W/mL) 3500 1100 (194~526) 0.0031
Chmax 152
(ng/mL) 799 527 (85.6~269) 0.2105

T/ N IR RSO B D tRE
¥ ENENOHRERER L ICANRG A ST lRE 4. Ui COMERRIER#RE L L,
et L7z (n=8/F¥)

E) AAOAGEIN T HELROHEE EE, RAZIEZ e by F=7 ¢ LT1H100mg% 1 A 2[E#k O # 5
T5, 2B, BEOREBICIVEEREST S, @5, N7 ae b7 F=7L LT1FE100mg/m?2 (RFEHE
) Z1H2ERNEET S, 2720, 1E100mga B2 b, 2B, BEORBICIVEEHET S, |
Th b,



VI.L EWEREICEEI SIRHE

@) /MR GEAT—4H)
%1 n H UL E215% PN T OMELT B B SUT PR R IR IS B 16611 . AH1100mg/m?
(& K100mg) (AT I 7BAAD Z#1R22EIKERAERE LI EDTr F L7 F=T7 DI
MENRE NN T A —ZIZUT D LBV Thole, /NUEE DCnaxt FAUCIE, AH1100mg# 1 H 2[H]
KERE O SNBSS LRfRE Th o 7,
[VIL3.(2) /XT A — 2 ZSBhELK] | OIS

INRBEICBITASA NI F_JDEMEIE/INS A—4

e Crmax tmax 1 AUC12n t1/e

WER  In (ng/L) (h) (ug-h/L) (h)
1YL oL 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

BATEEIE (ICV%) X1 : HoflE (EEPH) %2 :n=10 X3 :n=3

11. Z0fth
BB L



VI &£ (EARALOEESF) (CEI HEAE

1. BENBELZDER

R A

AFE, BRABFICHARETESIEEBERICEVT., NALEEERICTRHME - BEBEEEF
DEMDY E T, AXFDOEBEENEY LFIENSEFMIODVTOARETEHI L, £, A
BRIRICEILL. BEXFZTORKRIZAFIOBEDNERVEREZT2HBAL. REZHFTH
LbE5YHZ L,

(e ]

AR O HRBR IR 2 ZOIEFICRONTEY . BlREATHT L AR O TORNWER %
FETETWRWARMELRH 5, AAIOHEGIZ, ZHETIHB L W o REITEHD BB L
TG B HEOBRARHI S H0Is TE D ERMR TIT9 Z &,

Flo. DAALFFRIEIC 07 mek - BB AFFOEMO b & T, RAIOE 535G &l &b E
FllicoWTOREEZEITH Z &,

W SGED 18, EEARIEARER] KO 111, BIER ) EORA OGRS 2 #02 L 7z =T,
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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 A PR 1 (0.4%) 0 0
B4 1 (0.4%) 0 0
H R s 1 (0.4%) 0 0

% : BR20288, 520289 (NAVIGATERER) XIEi§h20290 (SCOUTHER) TMAAN DIV, AK%1
[BILL E$5 5 & N2 A K OVNR O NTRK & TR B E U3GO R A 27901, 7eds. Wi
DRI NTRE e 8 s 7Bk TR VRS C, IR ESUIEHREOR G2 2T 12 B F D, ARIO
RNRESUTZNR, IEL UM BEOM N 2 & L BRAiE 2 & 105,

—
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MedDRA Ver.22.0. 27L—F e ﬁg;iin;az ® 71— 4
2B BRI R EATE o (%) 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
i ALPHE N 15 (5.4%) 0 0
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B3 5IEH

A\ _
MedDRA Ver.22.0 LT L ﬁiﬁin;;m) Fo—T1
2B BRI R EATE o (%) 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
GGTHI N 2 (0.7%) 1 (0.4%) 0
77 2 R 2 (0.7%) 0 0
1 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 QTIE 1 (0.4%) (0.4%) 0
U —PHEAN 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%)
& U U AE 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
&7 v —/LIgE 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
~ TR ARZT 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
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edDRA Yer 220, 27L—F i ﬁg;iin;az = 71— K4
2B BRI R EATE o %) 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
FEEWED 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
KM= 2 — /S F— 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
SAF s/ u—xX R 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
NS 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
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VI &£ (EARALOEESF) (CEI HEAE

AT (n=279)

MedDRA Ver.22.0 S S -
e / =5 Ly 1L—FK 7 V—1F3 7 L— K4
2B BRI R EATE o (%) n (%) n (%)
SR A 1 (0.4%) 0 0
AR L O ERE
[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
EEME R 1 (0.4%) 0 0
2T 1 (0.4%) 0 0
JTHRA L AiE 1 (0.4%) 0 0
FE - BRI RN A SIEBERE 1 (0.4%) 0 0
SR 1 (0.4%) 0 0
SR INALS 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

7' L— RIZCTCAE Ver.4.0312 -3 & )¢




VI &£ (EARALOEESF) (CEI HEAE

I

9. BERBREKRICRIZTTZE
REIH TR

K&

10. BExE
BRIE STV

. 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,

[ fizan ]

AFNOBFFNZ DWW THERFHEZ L L2, EEEEITEET S L,

WHRIZ DWW T, 2~8C TR L, BAEZIZSOBLUINICHER L, BESBAE LS A1L, HHE
DR MKy b &G THEERICANTERERICEAT 2 Z L2k @MUNCBFEET
&, B, WERDEEEIAE LZGAE, TCIOKTHEWRT L RETHZ L,

12. ZOMDEE
(N EERFERIZED < 1HEHR
BRE I N TR

(2) JEBGERERER (CE D < 1H#R
15.2 JERREREAERICE D < 1Bk
T MZBWT, AEIZAEBRTH PO REROES LIZGE, £%9~16H DI/
IR ORGRIRTE B U CHEX2.50%, MEX0.7/ CHRENA LN Z ENHE STV
bo BARMERL K OEHARENRBD LN RBICHT LIESET v ERRO b2 720, FiX
PRI T DARBN O BN IZE D EERIREEICBEE L TV D AREER H 5,
(9.6 ]
[fiEa]
WEZ v bEAWERBRICBW T, ERTENOEREZRIBELIZE 2 A, AKI~16 BT T
EEHE, HETPHEN ST RN DI, RERT > b 0438 558k Tt T e
WA BT, 1SEMBEGRBR Tl T L U CORMRAICER L7 LRI B 549 H LIFEIC
HHITD, ST v LD b Cnaxh33~45(%, AUCo2a232~48f5m< o HEZ &G L T,
P 5 BHOIEL LHIEIT I SN o T-, LEN- T, T v FTIHRERT v M T#
RO/ BEFICET DEZERNEmWEE X O, BB, $hET v FEHWZREBR TR
U/ BN N HEICRB T 2807 ~ bOBERIL, NEEEORREZREICX L THEN
2.5(%, MEF0.7TRETH -1,
B S TIIE h ORI S TIE AW, BENLETH D,




X. JERGEREABRICREI SIEE

1.

AR
QF $HE 32080

[VI. 3EZhSEBLZRI2IHE | OHESR

() BE&MFEEHER 2
e B Yyfd TR khH2 b e
HRR T G5 | @ L1 b ] PR
O RIR, 1TED v b 1t 0. 10, 30, WAL
% | (Irwinfkh#) (SD) (6) 100mg/kg
fif (a1 $e 5 ]
TR | AR RE 7> bk i 0. 100mg/kg 1I6HHICE—% 11y RTO
% | (r—%avy FE | (SD) (3) 1H2[H MR T L, 2ok
BR) [42 A IR OB | IR IR TR E T
4] Fe L7z
~ A i3 0. 30mg/kg R L
(C3H/ (FfX3) | 1H2[H
Hed) (48 H [ AR 1
5]
MRRATEN 2RVEE | 7 v b e 1 0. 10, 30, e L
(ST S 53R (SD) (MERES | 100mg/kg
BBk, HEfLX 15) 1H 2[]
RO —T 7 (40 FH] S A 0% 1 ¢
+£ —/V F#EIE2) 4]
MRATEN RIS | 7 > b JHE .0, 7.5, B
(RRAEZ &Te | (SD) (e 3 | 25/17.5,
FOBRAt, [ 3&5E ~10) 75/50/37.5mg/kg
&) 1H2[H]
i : 0, 7.5/5,
25/10.
75/50/20mg/kg
18 2[H]
(75mg/kg : 23H
Ho2ln B #5105
260 HETIRIEL
50 X 1320mg/kg)
(1330 [ S A A% 1 ¢
5]
HRATENVFROIEME | ST > | WEkE E%T~27H : 0, | HE2/6mglkg : ¥ 5HR (4
(FOBR¥AM, HF | & (MEMER | 0.2, 2, 7.5bmg/kg | %61H) KOMEIEHM (&
B R, JEREN | (SD) 45) 1H2[H] #%86H) T4 A HiH &
St Bielsk BsilE HE#%28~T70H : BOFHENME T Lz (D
) 0. 0.6, 6, T Hp<0.01 vs BEAAAF S
22.5mg/kg 1A2[F] | #, Dunnett's multiple
(64 A MXE/R O | comparison test)
5] HE7.5/22.5mglkg : 51
Rl (A#%61H) &Kk OiE
1 e O Hi1BA 2 g o -8
MET L, FHEHIM (E%
86 H) T D5 HiBH 2 g
OFEMMET Lz (W
NHp<0.01 vs BEA L 5
#£. Dunnett's multiple




X. JERGEREABRICREI SIEE

- B fE PER BhH & - s gois
ABRR ) | D) (43 5434 B
comparison test)
ME7.5/22.5mglkg : $&5-1
M (E#%61H) OFR—2L47
— U INBIEEE 4/ 14051 HR
e T (ForPAEH) | 2/14
BICARAE T (REE) A
Lz
MERET.5/22.5mglkg - #5-
WK (ZE%61H) oK
U TEIERFIC RO EY
IR T (R T4y
FASH) . XITsE iR
BEHRA LI, E K& <
W= Ol E3/150 .
11461 CH v |, BB HRE
(15f14f) &L Thd
72< (p<0.05 vs KL 5
£, Fisher’s exact test) .
ZOZARIZEE M A m L
TR BIZR I, &
2 0 M OERI A3 HES I J O
2 1 THAE%21~23 H D
ICENFhl1~2blEEIh
7=
FRATEN R AOTENE | v Vi3 0. 30, 100, WAL
(FOB#Ah) (=24 |(3) 300mg/kg
HL) 1H1[H]
(14 B P SCHERS 0 B
5]
FRATEN 2RO | YL A 0. 10. 30, MBI
(=74 |(8) 100mg/kg
HL) 1H 1[H]
(430 i S A A% 1 %
5]
> | hERGZ U 7 &5F | hERGH (3) 1, 10pM hERGH VU U NEFRICHK L
| % URyNN & [in vitro] FEEHEZ RS o T2
% ¥ RILFE (BREMEH] : 10pM T
A e MA 0.6%)
RN | (3) 0. 10, 30, 100, |ICs50=147pM
i 300pM
(HEK293) Lin vitro]
DImATERE ST A | BEE T | 1 0. 10, 30, 100, |#&7eL
—X FTLA— | (5) 300mg/kg (7 v A
B —AE F—r—iE)
7 v b (B[] O % 5]
R T D (3) 0.043, 0.217, T L
T LA — 0.433mglkgl/sy (&
A —HEE NZin1.3, 6.5,
A X 13.0mg/kglZFH2)
(3074 1@ CHEARN
Fifse i 5]




X. JERGEREABRICREI SIEE

- Bk PRI b5 - s
A w5 | e (25 4] PR
HETO | 0. 200mg/kg DIMATENEE ST A — X 121
FTLA— |(3) (48 HIBR CHLIA] | B2 L
g —4EE 0 # 5] EHNNREM 2 A B0, 14
v (B TIE Cmax3 16pg/mLOD B A5
=AY 2B W TR E) R )+ DK
V) T (PEBREME D K 48%
F) L DiaEosmn (8
) KOWREDIKT (Efk
DARTEDKIAB%IRT) 23 H
b
TLA— | M 0. 3. 10, 30, BT L
s —45E | (6) 100mgrkg (i
F (B 5
=74 (2B ~1AMEET
V) JEYR HL [T 5 PN
5]
DX, M T U A— | MR 0. 10. 30, 10mg/kg D PLAEH i+ % [
2 —3F4E | (MERES | 100mgr/kg x| oM ERCILEY
HY o 5) 1A 1A R OV 391 1 0D — 3@ oD
(H=r4 [GBERER O KR TFRL B0
HL) 5]
JHE 0. 10. 30, 730, 100mg/kg : YLER
(MEMER | 100mg/kg 1H 1A | K OSES B M+ D — i
5) [1ISHEMKER O | O TFRA LI
5]
M | SVAFESZ T T | T b i 0. 10, 30, RBIR L
W | 4 —%& W= | (SD) (8) 100mg/kg
A | MR (a5
R | MR KR iz i 0, 10, 30, B
(=24 |(5) 100mg/kg
HIL) 1H 1M
(130 R AR 1
5]
B | IE ik RE v b Y 0, 10, 30, PEARRE 5 & el U Rk
i (SD) (10) 100mg/kg TEBNZ G Bk A R L
w (L[R]85 (10, 30%1*100mg/kg T
F FnENn+11, +235 W
+31%) . 100mg/kglld
WTIEFETH-7= (p<
0.05 vs PEAREEG.8E,
Dunnett's multiple
comparisons test)
i3 0, 10, 30, BEOREE 51 & bl UG
(10) 100mg/kg EAEEL (10, 30K
EAEE=EEEsA 100mg/kg TEILEHL+27,
+ 27K T+ 66%) .
100mg/kglZ BWTITH E
Tho7o (p=0.0001 vs
K$2 5.8, Dunnett's
multiple comparisons
test)




X. JERGEREABRICREI SIEE

- BT PER BhH & - s gois
HBRE R | (o) (1 5] PR IR
BICxHT 2HE | 7> b T 0. 10. 30, IR L
H (SD) (10) 100mg/kg
(B[] O 4% 5]
BRI D | T v b i3 0. 10, 30, 100mg/kg : #& R
W (SD) (10) 100mg/kg o OV53 U6 B R DO TR JEE 70
[EAE R g oA R 5 E e L in L 7=
(W N Hp<0.001 vs BEA
58, Dunnett's
multiple comparison
test)
(3) Z Db FEIFAER

(&%)
DELXDXF—EIZxT H%ER (invitro) ¥
X F—E %7 vt (Millipore, KinaseProfiler™) [ZEWT, v L7 F=71%
1uM Ctyrosine kinase non receptor 2 (TNK2) % [r< TRKUAAD X —€ (226F5H) (%)
LCh0% % B2 5MEEREZ RS 2o, 78 hL 7 F=71Z1uM CTNK2 % /3 %
poly(Glu-Tyr) D U > izl % K162%BH5E L, % DICsfE(%1188nM &, TRKA, TRKB & O}
TRKCDICsofEIZ b LAI100fG S ETdh - 7=,

2) ZDMDZEARRUERIIT H4ER (in vitro) 49

OBSPEY T2 RFEAET v eAICBWT, 78 h 27 F =7 1X10pM C58FHSH D i ALKA H 2k D
FT7H2 =0y Nyt (GF X7 HIEZBIR, BNZRIR, AT F vy XV KRR T A
R——%Ete) \Zxt L CHEBE R MAERZ RS 5T,
¥ B0%LL EOERRBD SN BE, A8 CHELE,

OB ZBRITFE BRI T REHWEZBIKEST A, MR T v A ROEESE
T v EAIZBNT, 78 FL 7 F=71210uM T, ZHFE [ F—s32 2 (DesMk U'Doar)
LAY v (M1, MeaUMs) KO 7~ (o1 Woz) ] . WRNZ R—/"XI > TV AR—F

WK L CENENDR R Y T ROFES ZEE T, 30uM TAL KL OMT 152 258 O Al fais
BRI LTI I=A /T ZI=A MEEOWT N E/RET, 10n)M Tt FPDE4A1ATE M
ZHEL Ao T,

Oy 727 —BIEREAERIC LI VR —F —8BaF7T v EAIZBW T, 11EHEOENZ AR
[ b (PPARa. PPARB. PPARy. RXRa. RXRB. RXRy. PXRKT'CAR) . ¥ 7 A KN
7> b (PPARa} O’'PPARy) | # N 2BEFIEMLICK LT, v ML 7 F=7 13K L

BERE1I00UM £ T, WTNOBNZERIZH L T T I=X /T ¥ d=2 MEMEE
ﬂ?éfoﬁﬁ)of:o



X. JERGEREABRICREI SIEE

2. MR
(1) B 5 SRR
PR GRYE. MR, /) By AR g5 L O BUSE
(mg/kg) (mg/kg)
Z v b (SD, Mk, MERER10) BO¥s5 | 0. 100, 300, 600 >600
P (=7 AW, B 3) o5 | 0. 30, 100, 300 - 300
PAE (=7 AV, Ml MR 3) Bos |0, 25, 75, 200

X L E VI HRER GEERBRIT FE M L TRy, IERGEERBR O T TiRE MR (300mg/kg/ H) &
L—? L7214 B IR E R G THHRBR L CRIZE WA &R (200mg/kg/ B) 25 U727 MBIER AR5 H &R E
RO AN S, HER DR EROEELELRE LT,

2) RIERSHEMHAK 107

B ﬁfg i R
(GRfE. PERI, [TQ 5 (melke/ ) (mg/kg/ FE2RPTA
/i) merke H)
R ]
7 vk 43R | 0. 20, 60, 200 <20 0 : FERE Dz, BB
(SD. e, e | [0l | (0, 10, 30, (10%x2) 60~ : FM A e 5 41
HE£15) 100mg/kg (1)
1 H 2[=]) 200 : WighEs, IR IRIEE AT
DOIRHERAE (FE) MK O
HErlaZERE () |\ 7%
fE  (HE)
v b 13 | #E% . 0. 15(KHE). e 15 A& w7 L
(SD. e, Mt | [l | 50/35( &), (7.5X2) A~ 2R () |
HE#-15) 150/100/75(E i &) M - 15/10 TEENRR D I R At (1)
(0. 7.5, 25/17.5, (7.5/5X 2) EE BT - R
75/50/37.5mg/kg 1H 2 ()
E)] e E RO R EORE
HME* 0, 15/10((% JER i, OB A%) &
&), 50/20(F FH &), OB IRT R (V5
150/100/40(E i &) A, BB X, HETH
(0. 7.5/5. 25/10, 0 LI O 5B A
75/50/20mg/kg 1 H 2[a]) #IL5HKNTHoT,
AT > B T | E%T~27H 0, e - 4/12 4112~ : BT « LHIE
(SD. MrE, Mt | ~708 | 0.4, 4, 15 (216X 2) (1)
1t 45) [l | (0. 0.2, 2. 7.5mgkg | i : 0.4/1.2 15/45 : FE1C - ZEH8FE
1H2[A]) (0.2/0.6 X 2) (i) | (REIEINE - 860
H1%28~T0H : 0, & (5 | RRERE/N
1.2, 12, 45 (H) . %Fﬁ@ﬂi THESE T
(0. 0.6, 6, HOIEIE ()
22.5mg/kg 1 H 2[A]) (ZZH8HE S A 7= IfEEh i) CHE
H AR K OV AR 203588
HiL7n)
P 4FM | 0. 10, 30. 100 10 10 - wmEAF AR L
(h=r4% Ex3s) 30~ : AFlgo> FZE Hif, AR
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x4 VITRAKVI® (larotrectinib)

s Bayer AG

AGRAEH H 20187114 26 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.

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.

AiEN 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. An FDA-approved test for the

detection of NTRK gene fusion is not currently available.

2.2 Recommended Dosage

Recommended Dosage in Adult and Pediatric Patients with Body Surface

Area of at Least 1.0 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 1.0 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 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 modifications for VITRAKVI for adverse
reactions are provided in Table 1.

Table 1 Recommended Dosage Modifications for VITRAKVI for Adverse
Reactions

Adult and
Dosage Modification | Pediatric Patients with Body
Surface Area of at Least 1.0 m?

Pediatric Patients with Body
Surface Area Less Than 1.0 m?2

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

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

2.4 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 taken prior to

initiating the CYP3A4 inhibitor.

2.5 Dosage Modifications for Coadministration with Strong CYP3A4

Inducers

Avoid coadministration of strong CYP3A4 inducers with VITRAKVI. If

coadministration of a strong CYP3A4 inducer cannot be avoided, double

the VITRAKVI dose. After the inducer has been discontinued for 3 to 5

elimination half-lives, resume the VITRAKVI dose taken prior to

initiating the CYP3A4 inducer.

2.6 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.

2.7 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

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

BRE ST IR

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?2 larotrectinib twice

daily with a maximum of 100 mg per dose until disease progression or until
unacceptable toxicity occurs.

Missed dose

If a dose 1s 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.

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.

Patients with Grade 2 ALT and/or AST increases, should be followed with

serial laboratory evaluations every one to two weeks after the observation

of Grade 2 toxicity until resolved to establish whether a dose interruption
or reduction is required.

For Grade 3 or 4 adverse reactions:

- 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.
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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 m2

First 75 mg twice daily 75 mg/m? 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 twice daily at the third dose modification.

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

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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KIEOWRASCE | 8.1 Pregnancy

(20184E11H) 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 final 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 at least 1 week after the final dose.
Males

Advise males with female partners of reproductive potential to use effective
contraception during treatment with VITRAKVI and for 1 week after the
final 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.
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(2018411 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 44 pediatric patients who received VITRAKVI. Of these 44
patients, 27% were 1 month to < 2 years (n = 12), 43% were 2 years to <
12 years (n = 19), and 30% were 12 years to < 18 years (n = 13); 43% had
metastatic disease and 57% had locally advanced disease; and 91% had
received prior treatment for their cancer, including surgery,
radiotherapy, or systemic therapy.

The most common cancers were infantile fibrosarcoma (32%), soft tissue
sarcoma (25%), primary CNS tumors (20%), and thyroid cancer (9%). The
median duration of exposure was 5.4 months (range: 9 days to 1.9 years).
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 and laboratory abnormalities of Grade 3
or 4 severity occurring more frequently (at least a 5% increase in per-
patient incidence) in pediatric patients compared to adult patients were
increased weight (11% vs. 2%) and neutropenia (20% vs. 2%). One of the
44 pediatric patients discontinued VITRAKVI due to an adverse reaction
(Grade 3 increased ALT).

The pharmacokinetics of VITRAKVI in the pediatric population were
similar to those seen in adults.

Juvenile Animal Toxicity Data

Larotrectinib was administered in a juvenile toxicity study in rats at
twice daily doses of 0.2, 2 and 7.5 mg/kg from postnatal day (PND) 7 to
27 and at twice daily doses of 0.6, 6 and 22.5mg/kg between PND 28 and
70. The dosing period was equivalent to human pediatric populations
from newborn to adulthood. The doses of 2/6 mg/kg twice daily
[approximately 0.7 times the human exposure (AUC) at the clinical dose
of 100 mg twice daily] and 7.5/22.5 mg/kg twice daily (approximately 4
times the human exposure at the clinical dose of 100 mg twice daily)
resulted in mortality between PND 9 to 99; a definitive cause of death
was not identified in the majority of cases.

The main findings were transient central nervous system-related signs
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).
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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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1.0-1.1 1.0
>1.1-1.3 1.2
>1.3-1.5 1.4
>1.5-1.7 1.6
>1.7-1.9 1.8
>19-2.1 2.0
>2.1-2.3 2.2
>2.3-2.5 2.4
>2.5-2.7 2.6
>2.7-2.9 2.8
>2.9-3.1 3.0
>3.1-3.3 3.2
>3.3-3.5 3.4
>3.5-3.7 3.6
>3.7-3.9 3.8
>3.9-4.1 4.0
>4.1-4.3 4.2
>4.3-4.5 4.4
>4.5-4.7 4.6
>4.7-4.9 4.8
>4.9-5.0 5.0
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