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e - 330 252 36 304
il 685) | (770) |06-479) | (262)
A o - 156 1.04 43 295
% (213) (214) | (0.6-47.9) | (24.1)
> s - 712 0515 356 575
(459) (414) |(06-73.2) | (33.7)

iz
&
N

BB BR i
B X9 FE,
KLBE, S
B & < LS
AL

ZIiE. LA
iR NIDINDY
OB
. B
2 BTk
B LI

AP GBATCV%) 3% : tmax @ HLH (JEPH)



R
10000
BT
- M-2
1000 &, -+ M-5
1fil
3

€
#0100
JE

(ug:L)
HEE g

BT, TR, o HEoR

1

0 24 120 144

8 72 o

5 G (R
e

10000 B G- - B

- M-2

-« M-5

1000

B
(ug:L) 100
RPN BT oo REoR

0 24 48 144 168

- 9% 120
BB (FER)
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16.2.1 BEDOEE
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& 8. 2g) MU IC MR O P G- L2 2 &, 2L b
LTy RZBLR, M2 UM-50AUCIZZ 21136,
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7 9 ¥ A60mL/mink L) o B 5 BE K O HE OB B hE
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Child-Pugh%¥iB) ® & % & O RKRE LK, M-2 K
M-5DAUCK U Cmaxid. FFHEREASIEH 2 BH L FUL L
Tz, HEONFHEGER 2 (Child-Pugh/HC) 0 dH %
BEOEWBRIIRG LTy, [9.3.15H]

H2) AH O AE M E1Z160mg/ HTH %,

16.7 EMHEEIER

16.7.1 HEER DR
In vitroRIFEOFER D 6. AKHFI160mg % 1 H 1ml K%
HL7-BOEWIKREBIZEB W TREMAKIZCYP2B6.
CYP2C8. CYP2C9 } IFCYP3A4 %, M-21xCYP2CS.
CYP2C9. CYP2D6 J FCYP3A4 %, M-51ZCYP2C8 %=
FRES B REMEAVRIB XS NTze T 72, in vitroi RO #E
B, ARAI160mgZ 1 H 1M KBRS L 72 o & # ik
BIZBWTREAR K OM-213UGT1A1 X "UGT1A9
BT A7V u yBiusElEL. M-513UGT1Al
ZHETAWREEIRIB I Nz, & 5IT, in vitroikBk
DR S, AH160mg% 1 H 10 LERRS Lz E
HIRBIZBWTREIRIZP-gp L O'BCRP % L E5 %
WHetE AR S iz, [10. 5]

16.7.2 ZDfhDEEH]
M ENREE 25 A BH %2 3 SO AR K IR 352 5-23CYP 7
T — 7 O SEYE R T T E Mt L2 s BR I
BT, AAMPEHES LYy 7)) %Y 2 (CYP2C8
), 7771 Y (CYP2COME), RUO'IFY I A
(CYP3A43E) D AUCIXZFNZFN102. 125K T°112%.
CmaxixZFhZFN99.1. 126 L '128% & 2o 720 72,
F* A 75— (CYP2CI93E ) 12w Tid. A#FIGEH
Pe 5T X 0 P H6RER % O MAEH5-0HA X 75 V' —
S A AT G VIRIENIZ96.1% & o 72,



AHEREE DS A B & S GOSAR AP G-y T &
¥ (P-gpE) DM BIREIC T T B E B LRk
CBWT, ARAPAEGICE D Y TF 2 Y OAUCO-
24) K O CmaxZ Z N EN105 K T112% & 7 - 72,
SHE NIRRT 57 9 V<4 ¥ v RITA « [F
PIRIETE) HIAK] O S B REIZ BT 588 % Meat L 723
BlzBWT, REBILER. M-2KOM-50AUCIEZENZE
n94.3, 23.7}014.1%. CmaxiZZNZF196.2, 18.4
K T19.6% & o 72,

17. BERERRRIE
17.1 BIMURCRLMH(CRET 555k
BEYIRRATRE L EIT - BROKEE - B
17.1.1 EBEREIHE-ETER T 7 R EHER

T oL ) I Y U RNEEEEA. FFH YT I
YED L) ) FH Y RORNY XTI
HFE S BT 2ARASEIZE T SHAEROBZ O ikt
VEIITRIENRZY A T2 ELHRBEHRICHEL
oo BHLARINSOBEBEIWEIS L 2D vk
B2 AT 55N - EEE O BET606) (Performance
Status @ 2F IR OIEO1X1. HAANI006 2 &) 2
ST, LR OO T TARAI160mgl H 1 £
B REET 5 5D 2 BR G 8113 30% A i) S IT% 12 358
W42 5 + LEBKRIE KA & 79 R &5 (7 IR
BE) Z WA L7 0, 2EENM oA B R EREN
B 57172 (CORRECT#HER) Y

HED B LEREL LTEHFS Y IS5 F v 25
RO A T 560 AUNICHE L 728 &1E. &
BB RICEFH Y 75 F b shTwil
THRGE L,

KB | TIRBE | P

A | (N=s05)* | (N=255)* | v | T M
AN

iigﬁ;ﬁ? 1% Bl 0005178 0774
o | (178 22| 134 177) (0,636, 0.942)

¥ HARANBIBIIARHATECTHE, 75 L RE3IBITH > 720

100
-~ 7L KB (N=255)
— KHI#E (N=505)
75
%
ﬁ
#0050
sy Tt T
01, :
0 2 4 6 8 10 12 14
IR E 2 5 o WIH (F)
7K 221 150 75 32 9 3
ES T 452 352 187 93 33 7

BRI (B R B Al 525 & & &) 1250040 (H A& A 6541
%) 46561 (93.0%) 123D SN Tze FREWET 0%
BB GEHR) k. TREAEBERE22561 (45.0%) . FHi169%1
(33.8%) . FERRIKIE15251(30.4%) « % 5714551 (29.0%)
5t B ER 14201 (28.4%) . WL E 13961 (27.8%) . 5695
11361 (22.6%) % TdH - 720

(PALEEERICEEL HHEtEREES)

17.1.2 EREFAEIHE_ETR T 7 R EBHER
ARF 2T ROPAZF T BEMBICHEL
72 B0 B A BE S iR B Mk o0 15 AL 45 1 - N 5 R 3 199 1
(Performance Status : @B RBOFKEOX X1, HAE
NI7HI % &) 2RI, BESHREOHH T TAH
160mg1 H 18] £ 3 (2412 5 3d 2 B IE o #1413 30% A&
%) IR 3 M P G- + LEBKREE (KA & 7T 2K

— 6 —

Be5.(7 5 2R & B HE U7k R, BT Ar
MOEBERERDHED 57 (GRIDRER) Y,

o KK | ToRB | P o
FHIEH | C1sg) | (n=66)* | e | T
IR0 A 750
147 28 0.268
HefE (H) <0.000001
st | 122 17| (28, 32) (0.185, 0.388)
¥ o HARANBIEOIAFREL26], 7T REESBITH - 72
100
-- 77 REE (N=66)
?‘z 75 RAIEE (N=133)
% 50
% 25
O T T
0 10
VAA N 12 5 0 0
ARFEE 32 72 27 9

iV (BROR R A 3 &2 & &) 1313260 (H A A 12
B% & ) 13061 (98.5%) IC#D b7z, EARREIEMNO
FEBUBI R GEBE) 1. T RAEBAETHI(65.9%) . &
1L 6440 (48.5%) . T II5340 (40.2%) . F& 7+ b 55 44451
(33.3%) . 9E573981(29.5%) . J3538%1(28.8%). BLE
3141 (23.5%) LI 23040 (22.7%) « #2961 (22.0%)
FARIR 2861 (21.2%) % TH - 72,

(B ALZEER (T U - UIBRT e & AT i)
17.1.3 EEERFEIH_EE®R T 7 t R BHER

V77 2 =7 K B iHHERICHUE U 2 YRR AN BE 2

W 9 B % 25734 (Performance Status @ 2 & IRED
RAEL0 X1, HARNAOB 2 &Ee) Z0F 40, i

W OGP T TARF160mgl H 110§ A #1238 B 5
+ LEMAARIECRAEE) & 752 REE5(F5 R &
ARG L2205 0, SN OB R ERSED S
Nio BB, VI 72T ICHMET AEIEHD 720V
F7 =7 BEHEPIELAZEE, XiIvI Ty
=TI E BEBITB W TIH1B400me AR D & TL

PRAKRTE Lo BHEIZ. KEBrOBRA SN
(RESORCE#HRER) ",

1:2) R OWIS & 2 b v EFE, RUHFEIEOR
REH3Child-PughZPHAD BEIK L & Sz,

KA TR PR |
HIEE | a7 | (n=190)% | Grmmp) | T TR
I i
iig?ﬁ;;ﬂ 323 237 0.000020 0.627

(959% I ) (276, 369) | (192, 269) (0500, 0.785)

¥ 0 HARNBIBUIAHKITESOR, 7T £ REEL0BICTH - 72,

100
- TR (N=194)
KAl (N=379)
75
*
T
50
%
25
01, .
0 3 6 9 12 15 18 21 24 27 30 33
IEVEBE A5 O (A)
7T K 149 95 62 37 26 16 8 5 3 1
ARH B 316 224 170 122 78 54 34 21 10 4




HIE A (R R BR A i 32 % 5 &) 1337440 (H A A 3041
% E ) 34781 (92.8%) 127D b zo FEIEH OFEBL
PR GEBIR) 13, TRAEBAEL91H (51.1%) . T #1264
(33.7%) « w5 MLE-89%1 (23.8%) « FAKIRSSHI (23.5%) -
578081 (21.4%) 5 TH - 726

18. EZHhEIF

18.1 1EH#F
LVIo 7 =70, WY # 2L (VEGFR] ~ 3,
TIE2). M3 #/NE3E (PDGFR, FGFR) M U 35 1 %,
(KIT. RET. RAF-1., BRAF) ICBib B FF+—¥ %
E52% (in vitro) o F 7z, ZRAKIT (V560G. V654A.
D816H. D820Y J OFN822KZ ) d it % M3 % (in
vitro)o VI35 7 =71, W2 BALL 2~ 2 ik
F v MIBWT, B AT A % PP Uy 55 e 3
FHD > 7 F MBER M & B L 729710,

18.2 HEERIE
LVI97 =7, il - mBNE S O AL I
HSEEE 2 BRI L2~ Y 2B W T, RIOEE T
BRZWHI L. F 720 WERORRE ROk IES 2 R L 72~
V2BV T, B ETHEERZYE L 72D 101,

19. BR A ICBIT ZI(LZRIAR

—REVRF - LT 7 = =7 KA (Regorafenib Hydrate)

b4 : 4-[4-([4-Chloro-3—(trifluoromethyl)
phenyl]carbamoyl}amino)-3-fluorophenoxy|-N-
methylpyridine-2-carboxamide monohydrate

SF= : CaHisCIFAN4Os - H20

SFE - 500.83

AR - ARG A ~ SRt IR O R TH B
AiE Ty 2 = (99.5) ITHIFIT KL KRiZiFEA LY
TR

fesHgast

F

cl 0 _CH:
0 l\ N 30
-He
N
. _
H H

22. A%
28%¢ [45¢ (PTP) x 7]

23. EEXW

DANER: 2 FI2B 50k - lERBAEICHET 284
A (201343 A 25 H K72, CTD2.6.6.6.3)

DAEWNERE T v MBI AT E T 5 Rk
(20134:3H25H & #. CTD2.6.4.6.4)

3)NDB%Z v 72 fi A e OB 2 (VEGF/VEGFREH
TEM %2 A3 2 A OBIRFRECE T 20 A 7 3#4i):
https://www.pmda. go.jp/files/000266521 . pdf

DHFENER: HARNETEEPABREEZRE L2EN
5 T AR AR IRER (20134E3 H 25 H K32, CTD2.7.6.6)

5)FENEEL: IR - BT AR L L
T 5% e [ 265 T it P 5% (201343 H 25 H 7K 2.
CTD2.7.6.12)

6) FENERL: AL RS o 2 g & L 7z IR )
o5 TAHRERR 387 (20134:8 H 20 H K72, CTD2.7.6.1)

TV AR YIBRAHE 2 IR B 2 R L L7
T 5% e [ 265 T i PR 5% (2017416 H 26 H 7K 32,
CTD2.7.6.4)

8)Wilhelm SM, et al.: Int J Cancer. 2011; 129:
245-255

) AR FF—BRIEIZE % Bk (20134E3H 25 H
A&, CTD2.6.2.2.1.4)

10)George S, et al.: J Clin Oncol. 2012; 30: 2401-2407

1IDANER: b MR EEBREE T VBTV TS
7 = =7 R OREW ORI % 50085k (201343 1
25H&#. CTD2.6.2.2.2.6.1)

12) #E R T AL B ROESS € 7 VIS 2 RIS S
% ik (201348120 H K3, CTD2.6.2.2.2.1)

13) 4R = Z RIS [ Pk R Al 71 12
X9 B EHNC B % 3R (201343 7 25 H ZKGE.
CTD2.6.2.2.2.3)

24. XEFERKERUBEWVEDESE
SCHkEE SR G
WA ZVEGHREM - AFA AN, YT A= gy
T530-0001 KB Ti AL XA — ) H4% 95
NA TOVERBRR RSSO B EbE g
Ei50120-106-398

26. RERTFREF
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RBCH AL AEH =T H 4% 9%

— 7 —



