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&U‘O

16.6.2 FriAEEEBE

HARNBEIEH#BH BT, BEO IR % (Child-
Pugh2rFiA) B3 66 & O 45 B o IF B ik 82 55 (Child-
Pugh3$iB) B H6HIZA#400mg % 1 H2WFE % 5 L 72
Yiér. KHIDOAUCIK. ThZh, 3347mg - h/LKE
29.45mg - h/LTd 0. R ED 2 wEEHEEHE &
L., FNEN9% N 20%MA L7219,
B, HIEONHEAER S (Child-Pugh/HC) E TO/
FHiIfTo T, [931 B]R]

16.7 EYHEEIER

1671 7T 7 U
AHNZCYP2CI% Kifili7T~8 u MTHRHE L 72252 (in vitroik
). CYP2CODIETH BTNV T 7V ¥ % A#400mgl
H2Mm128 H B AP G- R 2 DRIk 5- L 72 & &, PT-INR®
IRKZEALFRIZ, 79X HERZZ2DDOTIE LN 72D
FHEANT—%), [102 BIH]

1672 75941
ARH D L B RS B BTG BR 0 % - & SRS 5
e, BERACT S VA< A ¥y RROA : BNRSE
5¢) %5 H M BRI PG LR AR 3 2 SLIR S 72
b, AR ERIEG L2 2 A, AFOAUCHS4%HA
L7299 (HEANF—%), [102 BR]
75 VF<A4 Y Y UNOPEWE E OME/EHIZOWT
BHE LT,

16.7.3 Z Db DEEHI
ARANZCYP3A4 S C'UGTIANC X D ACH S B A%, fith
RALGFINC, 7 b T F Y — ) (400mg) & 1H1E7H 548
PeHHIZ, RAFISOmg & MR35 L 2B AUCIZE
LIZRD SN h o722V (FHEAF— %),
AANZCYP2C19, 2D6 K (F3A4 % Kifli17, 225029 u M
THE L7223 (in vitroidif) . ThEho 7o —78Y
THHIFTVIFTA, FFAMIRAMT 7 Y REF XS
TV — )V % AH1400mgl H 210128 H [H] S B G- W 2R L
ThH. SNSEY OB RITEILIZED SN o 7222
FHEANF—%),
AANE. CYP2B6 K O'CYP2C8% Kifii5~6 u MM U 1~2 u
MTRHE L 722 (in 0itroiR5) o

17. ERPRRR IR

17.1 B RORLM(CEET 3 KR
GRABYVIRTRE 2 &5 14 O BEMlaE)

17.1.1 EREE I HHHER
YA PAHAL VBH(AL vy —T7z0va, A ¥ —T7 0
Vs A VI —uA F2)RUERHNOBREDD BY)
FRAS e i P B R i B 2 b e & L <L JERIR,
FEHMICE V. RECISTIC & 2 A% 2 51 o 3 Hap
iEH &3 % ik x g0 L7z
ARDVEFE R S B12901 0 5 B, HLREIN 4338 T ik IR
JEAS112%51 (86.8%) TdH . Motzer) A 7 3 TIHIKY X

—6-

7 BB B2 (40.3%) « HEEEEY A 7 BHEDTTHI(59.7%)
T o lzo MEEFHHE R BRI X 0 16612525 &
EN7 (ZRR 1 124%[95%E X [ 1 7.3~194%]) o
AR R 13181 127451 (96.9%) (ZEITE A5k Hh
770 EREMWEMIZ, U S—BHImM7360 (55.7%) . FIER)E
FS7261(55.0%) « BLES141(38.9%) . 7 I 5 —EHM50
B (38.2%) . Bzy549%1(37.4%) T 3i4451 (33.6%) . i/
Kete-Z D395 (29.8%) . wMLE36HI (27.5%) T - 722,
(51, 7.1 ]

17.1.2 /B4 58 MR
GG CEDEEILIA V(LA vy —Tzuva. 4
VE—a A F V2% ORBIEN D B WA I3 iE B
B B RN R E LT, I RN ER, BEL1L.
THEHEBRICE Y. S4FHR(0S) 2 R . M
EAELFHIE (PFS) . 235 %2 BIRNEHIEH & 353K
% It L7z
ARIPEI S & T o 72 DIk, 76981 (V 5 7 = = 71384
Bl. 75t XRE38BH)THY . MBEMHBTIEZ, VI
7 = = 7EE3TTHI (98.2%) . 7 Tt KEE3R0HI (98.7%) A3isk
W Tdh - 720 Motzer) A7 7 HTld, V5722
TEED20061 (52.1%) « T T & REED 19451 (50.4%) 234K 1)
A7 BETHY MITPEFEE) X BETHo72. HR)
PEFF S S B2 BT PESOHEIZ T 5 & KEE T84
He V97 x=7BTI68H THh 720 PFSICES 2 fMT
1ZMotzerV) A 7 538 e N X 5 )@ B Log-rank R & 12 X
DTV, ZFOME, V57 2= TOPFSIIHT B 5IH1Z
AR TH - 72 (p<0.000001) e NF—=FI(VSF 7227/
77 R) 13051 (95%E WX [ : 043~0.60) TH o720 F
72 OSIZDWT, A XY b (JELE) $A™22042 C vy AT
AT o 72k R, W Log-rank B & O pfi%0.015CTH 0 .
HEIRRT DA K H#E & L TR S N720.000512 13 E 5 %4
PoldbOD, NF—=FR(VF72=27/75€XR)IX
0.71 (95%fEZ X M : 054~094)TH Y. V57 2=7
TIE7 7RI L T39%DIEE 2 /R L 722,
V77 = = T REOREVEEM T 5384450 1128241 (73.4%) 12
FIER 25380 b7z, EailfEiE. KiE12061(31.3%)
TFHI11661(30.2%) . TR KOS 10161(26.3%) . BEES7
B (22.7%) Tdh - 720 [51. 7.1 B]

(YIRS NRE % BT M )

17.1.3 B4 55 M HEHER
G ALSHRE O 2 WY BRSO R T (R = 5 ) —
WEAFRE. T VA WREIRRL. <~ 4 7 o JhBEREER L,
B IRSEAR 61/ T B IR AL 22 JE AR I, AR 10 55) 2%
&N, Child-Pugh23HA o BFHI RS B % 65
ELT, 7R, e, “EERICED. OS
% FEMMIEHE . TTP (time to progression) %5 % Hll vk
M H &3 % % FEhi L 72,
FREETAR N G & 22 5 72 D13, 60261 (V 5 7 = = 7THE299
B, 75t RKEE303B) Th o720 OSOHRAEIZ T 5 &R
B241H. V9 7= T7H324HTH Y., 7S5 RBEE
LY I 72T HTHELROSOEENRD b7
(p=0.000583)c NHF—FW (VI 72=7/75tFK)iZ
0.6931 (95%5 BAIX [ : 0.5549~0.8658) T - 722,
YV 5 7 x = T HEOR TR 52975 Fh 23641 (79.5%) 12
FWER 25380 bz, EailfEiiZ. FH11661(39.1%)
W I76451 (21.5%) . TR JE KB 6361 (21.2%) TH - 7,
[71 )]

GRAVIRAEE & FRIRE)

17.1.4 EEHFESE T EFER
ARRBAOH AN 145 A LA HREAEST A HER S N7z
Jey A AEAT AR A o oAb R BRI (LB, DRI
Hiirthlefilasa. KON . Kb I BERNE O
A28 5w BRI O3 o BH T Holk
S 3 o FHHEDUE BERYRZE 3 7 ZORY AADEE
DO N, BURTES T R GRS BENRAICB T 55
BAEATARD BB TR A T22.2Gbq (600mCi)
VL EomEtEa v FBBEEL 2 T0E)DBRFEE WL E L
T, 7R, AL, “EERICE D, PFS%
FEFMEEH. OS. TTPHZEIKEHIEH &3 %%



EfiL7ze B, WYL RIHGENE R SN TOURVEET,
R B A~O WO Btk 2 1 5 g o R %
R oW e AR A S (W

FRVEEHIE R & e o 7201k, 41761(V 5 7 = = 71207
Bl 77 R EE2060) TH Y. HARNBEF226 (VT 7 =
= TH12B0. 75 R REEL0B)) 235 N7z, PRSO ULl
377 REETITOH, VI 7= 7HT3290TH D
TI5ERBERBKE LY S 7 2= 7T HTHERPFSOIE
AR SN (p<0.0001) o NF—FWH(VF T 22T /7
Z £ R) 120587 (95% 15 FAX 1 : 0.454~0.758) TH - 72
V5 7 = = 7 HEOREEH 5207659120081 (96.6%) (2
FIER 230 bz, Eailfeiig. TR IS1576]
(75.8%) « BLE13961(67.1%) . THI13451(64.7%) . B/
HIE99%1 (47.8%) « 9578951 (43.0%) « S IILET7H (37.2%) «
PREIA 750 (36.2%) . ERAHIR60B (29.0%) . Kl g /11
P 924481 (21.3%) T - 7226, [7.1 B ]

17.1.5 ERE I R

BB CIBRASHE 2 AR AR bR SUXRI A L&
LAY O TR BERRG B 2 05 & LT, IR, JEE
BUZE ), RAeMFEi2 ETAME LRBE gL 72,
HAEHGRN G & 7 o 72 DIid. Zh 2106 % 08K TH
D, RBRHH M ERIC X ARECISTICH D BRIz, <
NZ10% M 0°25.0% (95%E HEIX [ : 3.2~65.1%) TdH - 720
FAME RN R 52 1881 18491 (100%) (W EIE 233880 S 7z,
FERAEM X, TREERIS136(72.2%) . BLEL0H]
(55.6%) .« FIMLFIF (50.0%) . IPI47H51(38.9%) . IfiLrfr FY
ARG R V£~ Hm6H (33.3%) . FE95661(33.3%) . B
KRB IRIEB6HI (33.3%) . THISH (27.8%) . ALTHIMS
B1(27.8%) . ASTHIMABI (22.2%) T - 7227, [71 BIH]

17.2 BERGTHRAES

(ENBSTNE 7« BT HRRaRE)

17.2.1 BERHARSE MR

LR B IRFEASHE O ATV R R L5k U CIF B IR AL 2% 5%
He## ik (TACE) 2 Mif7T U iR R0 (I 5738 58 %0 - 25% DL
S AN 25% DL ) A3iEed 7z, Child-Pughsy
HAOMFERZE 2R E LT, 7R H, /5
BAb., “HEEMICX Y, TTPZ EEFEEA. OSZREIK
FHBEH &35 R ML 72,

FRMEEHI R & 2 o 72 D1E, 45861 (VY 5 7 = = 7229
Bl, 75 e XREE22960) CTH D . HARNBEITHI (V5
7 2 = 719661, 7T L REE191H) A& T hiz, TTP
OWMIHERX 7T RBE3TH A VI T2 =T E5An AT
HY. TIERBERELY I T 2= THTHERELTTP
DR IZRD SN h o 72 (p=0.252) NHF— K (V S
7 2 =7/7 5t XR)I1Z0.87(95%F WX : 0.70~1.09) T
Holze

V9 7 = = T HE ORI 5 22961 H1 22941 (100%) 12
FIER D30 bz, EablfeiiE. TP M KIS 188%]
(82.1%). U S—EHIM101%5 (44.1%) . BEEI4HI (41.0%)
ThHo®,

17.2.2 ERHRISE T AR5

VBT BRAN S R (5 2 o I BER B AR 1
T8 ) — VIEASRD)IC X 2 BUAIRREIET T2 1258228 %)
A3 S N7z, Child-Pugh A IEB (7L T) o i
WBHZ NG E Lt #= i LT, 79 XK
W, MEEAAL, SEEMRIC XY e A A
(RFS) Z %M H. TTR. OS%IKEHMIEE & 5
bR % Fi L 720

BRI T R & o 720iE, 114B(V 5 7 2 =T
55601, 7 F & REESH8H) T D . HARANBH14961(V 5
7 = = TR2B, T 5 R KBTI 3 iz RESOW
PAIZ 7T R HE338» H. VI 7 =T334 HTH
D, 79 RBLBRLY 7 == THTHELRFSO
HERIZFRD HNAh 572 (p=026)0 NF—FH(VTF7 =
=7/ 75t K)130.940 (95%1E #X 1 : 0.780~1.134) T
Holze

V5 7 = = 7RO AR R 555961 HH 5261 (94%) 12
BEM 2580 b ize EREIWERIZ. FRBNT S389%51
(69.6%) TH#i215(1(385%) . BEE179%1(320%) TdH - 722,

17.3 Z Ot
17.3.1 QTHERICH § 5%

18.

T B 31BN AFKI400me % 1 H 2M 28 H IR I3 5- L.
QT HIBRIE R D FHM % 47 o 720 AH O 35 w25 L Fp 5 BE 21 3% Iy
BT B, QTcFHMBDONR—Z T4 ¥ H 5 DEALDF-y
il (= BEHEAR ) 1X. 9.0(=18.0) msecTdH o 7o Bpthnf i
ELTHHLZER Y 783492 v (400mg) D3 5215 1]
BB S, QTcFEBOX—Z2 5 4 V96 DEALD -
W (= B 22) 12, 49(£13.7)msecTH o720 B,
QTcF2%500msec B 2 728 e o 7z SR AT — %) o

EMEE

18.1 {E AR

In vitroiRBRIZB W T, AANIMEE LTI S35 C-Raf.
IEEA S OV RHAB-Raf ¥ F — €GP, W ICFLT-3,
cKITR EoZHEAKFa Y v FF—EiEZHELL, &
S AKKE 5 M4 97 42 2 B B3 B LA PN B B Bl I T
(VEGF) 7k, /MR & 7 (PDGF) S &k 72 &
OFa Yy rFF—YiittEHEL:,

In vivoiRFCTlE. AHNEEHANLHE K O TR KA/ Bk %
WS 7 AT B W T, IEERLER T o LB R R & B L
T2o F 720 WFHIBLHEAIRLRE 2 v 22300~ X Tk, BESS
HEPOERKY Y ELZHIHI L. 7R b= R & HE L 723032,

18.2 EZ IR

19.

20.

*21.

AFHNEEHIBL AR L (RENCA.L 786-0) Kz Ol Ha i il He
# (PLC/PRF/5) Z BHi L 72~ 7 A2 B\ Tl o B 2 ¥
WL720 X512, krasXiZb-rafOERZ4 T 5 bk
oM, EGFREORIGEN T2 A A2 BEFEHL T2 E
B OMFE= 7 21TB VT TS & B L 723032

BT 2B LEAER

—i&#9RFs - V57 2 =7 b ¥ IVE (Sorafenib Tosilate)
1t 4% : 4-/43-(4-Chloro-3-trifluoromethylphenyl)ureido]
phenoxy}-N 2methylpyridine-2-carboxamide mono(4-
methylbenzenesulfonate)

Ca1H16CIF3N403 + C7HsO3S

637.03

Az A ~H AL OIFBAMOBRETDH %,
AEE T AFNVANVEF Y FXIEINN-Y X F VRV
A7 IFICHETRTL, A=V iEy ) —)v
(995) ITHIFITL KL KITITEAEHE T v,

HFR :
HTE:
MR

feamss

H H
NN N
\g/ \@\ n SO3H
cl (o} cH, °
3 HsC
FTF
F

Al s 223~231C

SERE A A 2 8 ) — VRO 8 ) — /) Vi

FRERICIZ LA EHET Bvied, SRAEZ R
ETHILRITELRDPo7

BFEVEDER
TV IRORF BRIV L) BANOBBMIEMET 552 &
BobDT, AZ#MTTRETHZ L,

EEe
(RETIBETRE & FARBREE)

211 EEMHY A 7 FHETM Z R ED B, MUICERT L L,
21.2 FNTORBIEBDSHMD TRONT VS Z A5, BIENR

et —EROEMIRDL T — 7 BEREND T TOMIZ,
SREB % N SR RGR A 2 T 5 Z LICk D AH
HMBEZ O REHZIET L L 112, AAORENR
CHMVECET 27— % 2 B HNCIUE L. AH o #IE
W EREEEE L,

22. A

565t [285¢ (PTP) x 2]
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D) ANEFR: 5 v MBS A A R (2008451 H 25 H &
2. CTD26.66.1)
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3) *LNERE £ X BT 2 BRI (200841 H 25 H K32,
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7) ANEE: V7 7)) v & oM EEE (2008451 A 25 H K.,
CTD27.234.22)

Q) HNEH: Ft o Ft & oMEM

9) &R 75V F< L v (AF<A V) EOMENAM
(20144E6 H20 H 7k 3%, CTD2.7.6.14)

*%10) NDB%Z W 724 R oM E (VEGF/VEGFRILEMEH 2 45

L IEKN OBNIRFFEE T 2 ) X 7 5l
https://www.pmda.go.jp/files/000266521.pdf

11) #ENER: T v MIBUF B SR G-tk B (2008451 H 25 H 2K
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