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1A ZVEISHE | 136 | 37.70£25.58 | 299 | 40.83+34.97
2 A VVEIHE | 128 | 36.80£33.01 | 275 | 37.30%28.19
EIVAVIVEIHE | 62 32.46%+33.83 | 139 | 40.95+40.39
FEA4vA 7 VEIHE | 65 29.74%£28.01 | 136 | 38.25+36.82
ESYA ZIVEIHE | 65 36.07£40.59 | 129 | 34.02£27.09
FEov A ZIVEIHE | 59 38.73+50.49 | 128 | 32.94+25.89
FiofE R R ZE
16.2 ORUX

*$16.2.1 BEOHME

SLEL R A L6611 AAI 10mg™ % &7 1 2 — N —1E1C &
D, EEEIARYE (SEHR) CHERORSE L, 2E
B & B LTy BRSO Crak AUC (0-nn OEFRIICE
D& BIALIERD &2 70,

) AAOERRS N EROHRIE. [RGB AREEL B
I TUIRRREE MR (324mg /B [AAL2EREE
BB L YRR AEST - BROTEMRE] 3~470
YR7T (RETHEL) EOMEICBVLT0mg/ H, [T
B RBE 72 FEAIBE ) (3 ik E60kg bl E DA 12me,/ H. {k
BOOkg RN A 138mg, HTH S,

16.3 0
LUNFZTOEBAKERIZ7.9~98.6% (n vitroikER) .
96.6~98.2% (HARANBESABRE) Tholc. ELEEE
HIZZ LTI THo720 9,

16.4 {3
AENIEICT LT REF 25—, CYP3AIC K D RS
N TV FF U HPIEBRNEET 2V (in vitroitBi) .
NENEFED A BZOBIHCIE#-1 > /N F = 724mg % Biln]
BOBE L7oAER. mMEEF ORI EEDOKEFIREETH
>7:%, [10. 28]

16.5 HEtt
NEIANEFED A BB CRE#-L >N F = 724mg % Bi[a]
BOKE L&, BEI0OHB E TICHRES L2 BHETEED 25
% IPRHIC, 64%PEAFICEIN S NIz Fov RETEFIC
Bt S N REB(MBRIIBREGEDZNZN0.38% X U2.5% T
H ol REAARDIMBEFIHELFREIT, K35 4RHTH -
729,

16.6 JHENERZFIDEE

16.6.1 BEeEEEETE
LUNFZT724mgE NEANOBHREDSEE 2 HBE (Z L
7F=>27 )75 A [CLal : 290mL/ min. n=8). &
(CLar : 60~89mL,min). H%E (CLe : 30~59mL, min)
MUOEE (CLe: 15~29mL,/min) OBHEEREZET 54
B (Ro6fl) ICEERE LT,
BE, PEERVEEOERERELE T 2HBRE BT
% Craxl3MEFREMERE OZNZ211.0. 0.61%V0.87RFTHD.
AUC omn 1. BE#EEEOZNZN1.00 0.90K%U1.2[ETH
-727,

16.6.2 FFigEEEE RS
AFNOmg % N EANDORFHEEEN IERE 2 E (n=8). BE
(Child-Pugh%#A) K UHEE (Child-Pughf#EB) @
JFtREIEE = B I S (o) ICHEHERE Lz, £/,
AHISmgEEADEE (Child-Pugh/38C) O FFHAER
Ex BT HHEHE (6F]) [CHERS L,
BE, PEERUVEEORKEREEZE T 2HEEICBIT5
B EERIE U7 Crad JEEWEERE O 2N 210.97. 0.79K%
L.IETHY . HEERIELIAUC o-nn I SEEHBRE O
neENL.2, LIRVCL8ETH > 7Y, [9.3.120E]

16.7 E4EEIER

16.7.1 rharv—J
SENBERALORFIC, LoNF=T 2 haF T — L et
5 U7 BOCnax  UAUC 0 & LINF =T 2T IR
EPALIGE EHANTENZNIO% K T15% LR L7V, [10.2
ZHE]

16.7.2 V77T
NENEREBRALHNC, LONFT2Y T 7o Ey B
[\ ERHFHES L 72O Crax X CAUC ©-nn 1. L2 NF =
TERBMEE LIS E LN TENEN3Z% KRUBI% LR L
oo U7 7Y VOREHRESRIC. LIONFZT2YT 7
YTy ERIBEMEZRS LIZBEOCrak CAUC 0-mn 1&. L
YNFZTHRY Ty Yy EEAIRBEHARS LZGEA
HARTZENZN24% K O37T%HEAD L7210, [10.2288]

16.7.3 Zofth
LoNFZ7F, FUEmMMEER (BCRP) OBEE AL L,
FKOUGTIAl#HET 52 & (ICwE : 10.6umol /L) AR
ST (n vitro) .



17. ERPRERE

17.1 BHUERTREEICET 3555

(REBTIRRTBET ERARBRIE)

17.1.1 EHEHERESE DEEER
FETE 3 U RIGEIESE - #AE (U ROBAANRD 5
Nz, EHE S 7 RIBER 129 ADRICRE OEITHR
5Nz, XIEBEBEHFEEN600mCi [22GBql %i#8 A 5 s
AUERBREEZI TN E) oo LEIRRIESRE (FLEE.
TEARRE. HurthlefifamE. ROMESERE) 39261 (RAIEE261
Bl [HAABEZ30F]. 7F2RBE3E [HARANBEZELH])
ZBWT, T REHEREE U CARF24mg % 1 H 1 [E#
B UTBG0OEME L et &b L.
7B DAZOBE, DIMEREEOBE, AR, It
R, MEHEERESESEORI A H 5 EE, FREHRZ
BEEIhTWwWasEE, JBEMUNICKFERZZT-BE. X
U'QTcEEA480msB D BE LR s /-, ETEFHEIER T
H B EEEALFIR (PFS) OFREIIEAIRSETIS. 37
H. 79 RBET3.6nATHY. FFNET T LREBHIHL
TPFSZARICER L7 (P<0.0001 ; BHILog Rank#iE.
N —REH 0 0.210 9%(EH#EXM : 0.14. 0.31) 2,
BRI B VLT, RAIPEREG S N/22616] (HARA304]
Zate) 25461 (97.3%) ICEWERPR® SNz, E%E
ERIE. BMEL77H] (67.8%) RFEI15961 (60.9%). &
RIEGE 13561 (51.7%) . (RERA 12361 (47.1%) . ED107
B (41.0%) FEF 10461 (39.8%). EIANZ96%1 (36.8%) .
EERSHI (32.6%). FE - BEHFMERLIEREEIIM
(31.8%) HTH -7z, [5.2808]

B FHE OKaplan-Meier i3

— AHIHE
10 + --- TIRREE
09
08 4
# 07 4
& 06 4
;ﬁ 05 ]
gm 04 4 -
& 03 4 \
02 4
1S =
0 2 4 6 8 10 12 14 16 18 20 22 24 2
IRER (H)
at risk %L
AHE: 261 225 198 176 159 148 136 92 66 44 24 11 3 0

FoAREEII13 7L 43 29 19 13 11 5 4 2 2 2 0 0
17.1.2 B D858
FRARRE ORatiE 3 7 JasiEiE - #into s LR ER
[ [ VROHGAANRD 5Nk, BaHE T 7 RIBE
%127 AURNITRBOET VRO o7z, I REBRE D
600mCi [22GBql ## A 2 aHE 3 VRBE 2RI TV 2],
YIBRARED BURIRBEARE [ U IR BE D BRI 3 (L) 43
Bhcxt Uy RAEI24mgZ 1 H1EHRES Lz BaoRetk &/
TRFHE L7z, FEFHEEE 222t Uy BIRFHHIEE &
LU CHEZIME 2 3]l U 7z BRI REIE 2 02 n 234,
BB IBI T 5729,
A3fFF 25 (100%) ICBIWER AR 5 Niz. EagIERIR.
EIME37TH (86.0%). FE - BIEFRFAERSIEREE34
Bl (79.1%) BEAUEGE33G] (76.7%). 9EF73161 (72.1%).
EHR2561 (58.1%). CIA#246] (55.8%) KU RH#12201
(51.2%) TH -7z, [5.2%H]

SLEURRARE | FRIRBERE | BFRIRR (U
n (%) (N=23) (N=8) (N=11)
FeeZ%% (CR) 0 0 0
#3%E% (PR) 16 (69.6) 1 (12.5) 3 (27.3)
ZE (SD) 7 (30.4) 7 (87.5) 7 (63.6)
WS (PD) 0 0 109.1)

IR RETR BT HREE)

17.1.3 EFRHESE DEEER

& B b2EEE O 72 Child-Pugh 558 A O Y BR AN RE 722
fafE BE 9546 (RFIBE478%1 [HANBESIH]. VI7 =
= TEATOf [HARANBEIIHI]) I2BWT, VIT7z=T%
HESHRE U TARBOEDE &Rt 2 il Lz, AFIET
3fRE6Okg L Lo BEITIZAAI2mg = 1H1E, {AE60kgAh
O BEITIIAFISmgZ 1 H1EHRS Lz,

nB. BIEE (BRI Y ) —UEAREE, 593N
Bk, A 7 ugEEE,. FEREREE R EE
BEE, BETHRIES) OIS E mABE RN SNz,
FEEMHIEE T 524K (0S) I8BW T, N — Rk
(95%(5HEX ) 130.92 (0.79. 1.06) TH V. 5%B(FHEX
D ERAERNCHE LI L HE~—T > D1.08% NEl - 7z
ZENPS, FEBEOY T T 2 =TT BIES AT
FICRRES N7z (OSOFIME : KFNEEL3.69H, VI 7 x
ZTRE12.30A) Y,

AHIDE G S N7-4766] (HA N8 % &) 4474 (93.9%)
ICEWER 2R 5 M7z F2BIERIE. SILE189%1 (39.7%)
THIL4361 (30.0%) . FE - BEFRFIERNLREREE26/]
(26.5%) . EAREOE1226] (25.6%). FEEMR114H] (23.9%)
WG (23.3%). FHEREL046] (21.8%) FTH -7,
[5.42H8]

2477 EIB DKaplan-Meierghig

L0 — A
] 3 VT 7 2 TR

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
kR ()
at risk%1

ARFEE 478 436 374 297 253 207 178 140 102 67 40 21 8 2
VT 7= 7HEAT6 440 348 282 230 192 156 116 83 57 33 16 8 4

EIRRANBETR HRRTEE)

*17.1.4 EA%E D8R

777 F A ECLE REHR) BEREET HURA
HEZe MR B E 42010 Ly AAI24mgE L H 1 EHRE L 7
BeaoRett AN ERMm L. TEHEEE TH5E
WE (RECISTHA R4 V1 IRICEDSSHFRAEICK S
CRXIZPR) 1338.1% (0% E#XMA : 25.6. 52.0) TH-
729 & e RN A2 M (100%) ICEIfEF DR
HoNTz. EuEIWEMIX. SIME37H (88.1%). EHR30M!
(71.4%) . FF - REFEFMEASIEREE20] (69.0%). H
RIRBERER TRE27 (64.3%) .+ IM/IMREEA 2261 (52.4%)
KORH2LG] (50.0%) TH o720 [5.65H]

F) ER-EESETa~ Vb I3 B O B ) IR
AN S Nz,

GIBRANRE 72 HO AR A8
n (%) (N=42)
725 (CR) 0
%Y (PR) 16 (38.1)
ZHE (SD) 24 (57.1)
WiET (PD) 2 (4.8)

(DAL (TIEE U TR IR EA T - BROFEFE)

* %17.1.5 EFEHESE MAEEER

75 F F 8H % ECCEEERO & B VIRARRELET - BR
DFEFBEE2TH (HARANIMBIZET) Z0RIC, KA
20mglH1E# G &AL 7)) X~ 7200mg3iE F R 5 O
FRBEORDERLZ2ED . (L2FE (FFVLley Yy
N7 )y Fu)L) BEMEE LTS N (LEEE




IZHESEMAEE S EICRIR U, 8. BRIl cEEE
TPROONTHEIC, FKEETZRIERPROS NV
FOKIICLZE L TWAEBETIE, REILIFEOEGFHET
FERETPROONSFTREEZMFET 22 L AREE SN
oo FEFMEEE X 2EFHR (OS) RUEEEAFHE
(PFS) &&hn., OSOFRHEIZAA ERLTOY X T DOHF
FIBETI218.3 5 A, (L3RR CIZ11.4» A (P<0.0001 ; /&
AlLog RankE. NY— R 0.62. 95%EHXE : 0.51.
0.75). PFSOHRMEIAF ERLTOY X3 TOHART
13725 A ALEERTIE3.8% A (P<0.0001 ; EHlLog
Rank#&7E. /N\¥'— RE 1 0.56. 95%EREX [ : 0.47. 0.66)
THO. AFlERLTOY) X2 T ORI LEE & Hg
LTOSKUPFS2ERICERE L7219, £/, EIEALATICE
RENTALEBEEHOEHR] (OFFV LYY (60561) ik
@17 )& FEI (222061)) RlOERSHE RN % BHRICE
ML 7GR (LB T 2 ARF LA T T Y X2 T D
PHRBEOPFSONY — FH [95%FHEXAE] 1. 2h2hO
0.47 [0.39. 0.58] &U@0.85 [0.61. 1.20] TH-7z0 F
7z, OSONY =R [9SREFEXME] &, £h2hd0.49
[0.39. 0.61] ZU@1.40 [0.93. 2.12] TdH -7z (2020510
H2685Y b4 7),

LR R B140641 HR 3956 (97.3%) (HA AS24751
Blz&t) CEWERDPRO 5Nz, EaEIERIX. BIE
24961 (61.3%) FUIRARHSEEIR NRE22261 (54.7%). FHI171
Bl (42.1%) E15861 (38.9%). EAKBELEISIB] (37.2%) .
W L1360 (27.8%) EHIRI0561 (25.9%) . W&EH984I
(24.1%) « 1RERADOLIH] (22.4%). PAEES7HI (21.4%) .
FH - BEFAFMEALREREERAF] (20.7%) TH -7z (2021
FE2H8H A Y b A7), [5.95H]

¥) FFVILE Y VIERIE0mg/m? % AR EHR S ik
7 % Ft80mg/m* &I —Z (13— 228HM) DI, 8.
ISHEIHEE L.

247 R D Kaplan-Meierghfi

100
90 R
80 \\
701 \'\"
£60 *
# 50 \\\\
40 -
30 L,
20 ] T
10| FRU~LTRIZTTY
0 Looo, fevmn

0 3 6 9 12 15 18 21 24 27
at risk# EFREMIAR)
FHRY
R yxem 411 383 337 282 198 136 81 40 7 0
s S 416 373 300 228 138 80 40 11 3 0
EREEFIR OKaplan-Meierghii
183 1 — FRRURLTOY XTI
80 1 0
g704 \
geol O
%ig- \‘\\
&30 .
20 | .
104 SN -
O e
0 3 6 9 12 15 18 21 24 27
- BT (5]
FHRS
R xesp 411 316 202 144 8 56 43 17 6
fegmsn 416 214 95 42 18 10 4 1 1

18. ERNEIE

18.1 {EFtER
LVoNF =T, EELERERCEEHEESICEEST 5,
MmEANEZEEE T (VEGF) &4 (VEGFRI-3). ##i#
FifasgiEE ¥ (FGF) %Ak (FGFR1-4). IM/MRHE%R

WHRNTFZ%4E (PDGFR) a. BfilalF2E4 (KIT).
Rearranged During Transfection’AF&EF (RET) %
OREEFUL FF—FEBEEL, /20 LIYNFZT
3. VEGFKUFGFIC & - THES NS IMEANRMBADIMNE
HEREEOERZHEE L 19,
%18.2 HilEEZR

LYNFZ 713, b S FRBEABEEERMREE (KD, &b
FR BRI R ER SRR (RO82-W-1). b b ERIRBEARIE
HRAERMR (TT). b b ERIERS U E SR (8305C)
b~ FRIRE SRR LR kAR (SW579). & MAF
A SR BatR (Hep 3B2.1-7. LIXC-012&% U'PLC/
PRE/5). FF#lfafE B35 HsRIEE M (LI0050%% TFL10334)
KOt bHIRE B RAIRaE (Ty-82) #MEL7z~v 7 RILB
WO EEHEEINEIER 2 R L7202,

19. BIASICET ZELFMHR
—#4 T LNF =T AV VEEE (Lenvatinib Mesilate)
{b%#:4 : 4-{3-Chloro-4-[(cyclopropylcarbamoyl) amino]
phenoxy} -7-methoxyquinoline-6-carboxamide
monomethanesulfonate
G 1 CaHsCIN4O4 - CH4OsS
1 522.96
Wi LUNF2TAVVBEREE~ S TVHAEEOR
KThs.
AEIIK, AY ) = LXIEN-A F)LET Y R UICET
12K IH =)L (99.5) ITIFEA EWEIT R,

[
A—N
Sk B

O O Cl HSC’SOSH
TR A
N N
H H
Al 1 221~224C (73 fR)
SEAFH: log P=3.30 (1-4 2 ¥ ) — L/ KR)

21. FXERSRM
EHERY 27 EHAEEZRED B BYNCERT D Lo

22. G
(LYETATEILAmE)

204 7+ (104 7+ (PTP) Xx2]
(LvEIATEILI0ME)

204 7N [10h 7% (PTP) Xx2]

FEHR
HAER  BEPARBE 2R E LHRE
ISR (EIP9RAER) (20154E3H 26 H &R,

23.

CTD 2.7.6.6) [LEN-0001]
2) Shumaker, R. et al. : Int. J. Clin.

Pharmacol. Ther.,2014; 52 (4) : 284-291 [LEN-0002]
3) HNER : MEEA”BAEE (n vitro) (2015

F3H26HEEE. CTD 2.6.4.4.2) [LEN-0005]
4) Yamada, K. et al. : Clin. Cancer

Res., 2011 ; 17 (8) : 2528-2537 [LEN-0006]
5) HHNER: RE (i vitroX Win vivo) (2015

FE3F26HEE. CTD 2.7.2.3.2.3) [LEN-0003]
6) HAER: PABEEWNRE LIZYANT

v AREE (SHEEER) (20158E3H 26 H AR,

CTD 2.7.2.2.2.2.1,2.7.6.9) [LEN-0004]
7) HNER  BRREREREE R E LR

e (VMEREE) (2015F3H26H %GR,

CTD 2.7.2.2.2.3.2) [LEN-0009]



8

10

11

12

13

14

*15

* %16

17

18

19

20

*21

24,
I—YA &t hheky bIA >

26
26

) AR R E RE 2 R & LIZER
IR (SERE) (201583 H20HA&RR.
CTD 2.7.2.2.2.3.1)

) HRER: r haFy =L EOREYHEENE
B (S EER) (2015F3H26H %GR,
CTD 2.7.2.2.2.3.3.1)

) HAER U T Yy EDEYEEE
A (SLERER) (2015F3H260H4&GE.
CTD 2.7.2.2.2.3.3.2)

) HHNER: N T U AR—=%— (in vitro)
(20155E3H26H%&#2. CTD 2.6.4.8.1)

) HEAER BT EREE O RRIES LB RE %
W& LR AR (EREEEHER)
(20155:3H26H%&RE. CTD 2.7.6.17)

) HENER  ETERRIERE Z TR E L
BRARES TAHRE: (EINERER) (20155E3H26H

8. CTD 2.7.6.16)

) HRERL : IR RE 2 AR R E A R &
L7-BRREE RS (EPEHLEEER) (2018
HE3A23H AR, CTD 2.7.6.1)

) #HNER : NCCHI5085 5% (20214E3H23H

8. CTD 2.7.6.1)

) AR ETTFEREEEENRE LR
REMERE: (EBEHLFRE) (2021412H
2XH#&FRE. CTD 2.7.6)

) HNERL : In vitroZEFEEEE (1) (20154E3H
26HZ%&FR. CTD 2.6.2.2.1)

) HWNERL : In vitroZEIEEER (2) (2018434
23H#%58. CTD 2.6.2.2.1)

) HINERL  In vivoEEIRRER (1) (20154838
26H#%E2. CTD 2.6.2.2.2)

) HNER : In vivoZRIEREE (2) (20184E3H
23H#%E2. CTD 2.6.2.2.2)

) AR AR BT 2 (20214E3H
23H#%EE. CTD 2.6.2.2)

NikEERERUEVEDEE
T112-8088 BREESCHX/INA)II4-6-10
7V —=%4%)L 0120-419-497

. BiSlRTREF

.1 SGERRSETT

TP A H%ARI

26

RREXRX/NAI14-6-10

.2 ERSEiRIE

MSD# L= 1t

REBTAHRNEEILT-13-12

[LEN-0008]

[LEN-0010]

[LEN-0011]

[LEN-0018]

[LEN-0012]

[LEN-0014]

[LEN-0168]

[LEN-0470]

[LEN-0653]

[LEN-0015]

[LEN-0169]

[LEN-0016]

[LEN-0170]

[LEN-0508]

D34428-7
CODE DI-T-LEN113



