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KEEHRETHHBICIE. BIFICTIMIETE 2EER
BICBWVWT, PALEEERCTSEMEHARCREREFOE
DS ET, KEHEY EHBE N BEFICOVTDHE
BE¥3 &, &/, BERIBICEKILS. BEXIBEOR
BRICHEMERVEREEZ T2HAL. ABZHETISHRE
TBl&,

2. B2 (ROBEICEBELEVWI L)
RAN DRI UMBUE ORI D H 5 B E

3. #Rk - MR
3.1 Hm%
5e 44 HRRXTF 4 7 A5E20mg HRRAT 4 7 AE60mg
ARG | 1 g 1§erm
HEF Y FT) P TBE | A RFF =T v TR
L LT, 2534mg & LT, 7603mg
(WXRF v F=2T L LT|(IRFrF=TLLT
20mg) 60mg)
)BT R = R S /1 Nl = S = ) ) = B
A, ZOAHN AT —=AF M) YL, BEHERT LB A
FTY VBRI AV A, TR AR— R, BLFY .,
MU T T w =R
3.2 WHEI DMK
o4 HERXT 4 7 A§E20mg HERRXT 4 7 A5E60mg
HITE MIEO7 4 Vaa—F4 ¥ | HAEO 74 VA a—F 14
7 v
FEAl o i
W —F XL 60
etk | L GEED
B xL)
K& , #9113 (B
% Kz =
(mm) 56 (BAE) %63 (te)
JE& (mm) 3.8 #5.0
2t (mg) 83.2 2496
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5. REER (IRRICEHET 2

(RIAVIBRTEER (3 EsfE 14 D B k2 TE)

5.1 KHNOMBAIIEN BT 2 AN L APEIHEL LT
Vo

5.2 [17. IR OHONAEZBA L. AR QAL Otk
Ao L2z BT, EISEEOBNEAT) 2 o BRI W
BHUED 2 WEBENOELG IOV TR, RAILS O HEO K
WZOWTHEEICHETT L2 Lo

(D ALEEERRICHE L VBRI aRE)

%k 5.3 JHIHE GRIZMT Y ) — VI AFE, T 3 F RBERHE, ~
A 7 o PR, IFEh IR BRI PRI L S A,
IS ol & 72 B TFHIINE B 3 A AR H o A7 sk
T OV VRGN LT,

%3k 5.4 AHO—KIGHIZ BT 2GR CREMEIIMEL L TW v,

k% 5.5 WRABRON G & 72 o 72 BB ORHRE, TR E RS
20T, [17. EHGR] OBEONEERA L. KA OE R
T O 4Ve e o CBR L2 T, BISBEORIREITH 2 &

6. HERUVAHE
EE. BACRARFEYF =7 LT1H1NH60mg % 22E 1 12
RIS 5, b, BEOREICL VEERET 5,

7. BERUAEICEET AR

7.1 MO FHEMEREEF] & QP IC DWW T, AR L OV A I T
LTWwhiwy,

7.2 FBICAF PG LA, Con L TAUCHHEINT 2 & Ot
HhH Db, BHROEELZH T L0, AHO 1A S AH%2
R COMOMRMILET 22 &, [16212H]

7.3 FIERA BRI L 22541213, DT oMz ZE LT, AR ZK
I, WEEHPIET A L,

WE - PIET 2HEADBREE

R LAY ¥ -
G 60mg/ H
1 B s e 40mg/ H
2 BB i 20mg/ H
ok 20mg/ H CABEA MRS A 52 kd 5,
BEMERRBABFOAKE, BEXEFIEEEOHER
Grade™ WL
Grade2 0¥;¢5 | EHWEECHRAENRE LY G, Gradel LT IZH
B35 ETIER T OMEIRIET 5, KRR
WG R R ABICIE, 1B R L 2
SHGT 5 (RIERTO M= F TR =),
Grade3 D¥;65 | Gradel DUFICHIE T % €T 1R 370dam LK
Y5, RERICHELGZHET A2, 1BRE
W LR SGT 5 (Ko ©F
BT
Graded D¥65 | Gradel UFICHE T % £ THIET 2, &5 % FH
T HBICIE, LB R LB G5 (K
FERT O i F CEHMEAR),

7£) Grade I NCI-CTCAE ver40i2# 1 %,
7.4 20mg§t L 60mg e D AW FIFEFEE IR EN TV Wiz o,
60mg # %59 HBICIF20mgFE 2 L v &,

8. BEELREAWIE

8.1 WILEDH HbLNA I LAHBDT, KK O BMET I O
SRR eI 2 WET 5 2 &, [9.11, 11.14BH]

8.2 WIRN D LN B EWDHDDT, RAIDLRG FMhH & 0%
S IR EA 2 BI5T 5 2 Lo (1118 ]

*k 8.3 A4 HHERERE ENH SN D 2 WD DDT, AAIOHS
BRAARET M O 50 R e @ A IR R 2479 S &0 e B,
FAHH R B E B W T EREAHRE SN TWEOT, &
ARBEEE O REREIRE T BIET 5 2 & [11L192R]



84 IET I T — ¥, ME) S—EDLARHLDNL I DD D
DT, AFNOF 5 AT K OG- I g MR IR 2 &
LRI 2. [1L1L731R]

85 BIBIGIE 2 E S AW REMEDH 5 DT, SFHILENFES I
TV RHEICIE SRR EOF I AKI OS2 Hli§ 5 2 &
SEHILE B OB G-I, BEFORBITIS U THIT 5 2 Lo
(916, 11.115&H]

8.6 FHHILNH L DNDL I WD L. MG SNIREMDL A3
PR SFE OFE I 2 REA 2 R AL E R S T e (Bt LT
FEBLL TV b AANOEG- TGN PN OEBIRE Z FERE L
PHNE U CTEZ I LTl 2 iR A % 20, REN %%
FREZTELMRYFEETHEL L IEET L2 & KAlRS
SRR E AT 2 o 72 5101d, TE 5D IR 2
WRHLE 22 2 L9 RET L2 &, /2 TENZERICR
DL, BN R E 2T A 2 & BB IICAH O
R 2 R RIS 50 LR 2 (i RHLIE X T & 2[R ) kL
52 BECTIHMIL. BEDPRD 5 N2,
BB IR ISR 2 235 5 L) i85 5 2 ko [11L1.62M]

8.7 HHIIHI D LoD Z WD DT, K OFG R KO
PG L E R MR ERAE 21T R & BEOREE
TcBligT 52 Lo [111.1031]

9. HBENEREFTI2REICHTIAE

9.1 AHHE - MEEZEDH 2 8E

9.1.1 BMEDEE
FHIMEDSTEALT 2 BENNH 5, [81. 11.14Z1H]

9.1.2 HEEZEEADRKELEH L TV I EE. HILEIEED
REEROEE
WLEZEIL, BEILoBENYEDH 5. [1L1L1ZBHR]

9.1.3 MEERER T ZOHREDH 5 8E
MARFERIEATEAL I I T 2 B LMW D 5. [11.1.38 1]

9.14 BEHEE T 2EE
IO BZNADH 5. [111.250H]

9.15 st aH T 2 8E
Wit OBZNAH 5, [11.128H]

9.1.6 ABILER. BUBSBIVLER. AIBEHERL TOWEVEE
BB RIRIED S S bNDE Z DD b, [85. 1111554 ]

9.3 FFiBEREERE
WEAEZEET L L LI, BHFOREL LV EECHEL, A
EMOFEBUCHEET A2 o MhiEERER L, BIfEM A
ML HODONDEBENYD D, HENTHGEREERE (Child-Pugh
SHC) ExtH e LBRABIEIER L Ty, [166250H]

94 EJEREEH T 2E
TEUR T RE 7 2RV L Cid, ARFIBE G O 548 T — M
BB 2o AT 2479 X O RS 5 2 &, [955H]

9.5 TR
TR IR LT A WD & 5 LMEIIE, B LB
MEEE L2 LS A2 HaIcoREEG T L,
Wi - BRI E R IS BV T T v b TR RAEFENE (60mg/
H) 8B RFrFo7oBHR (AUC) D05fEDEEH
HCHKRBRIECEOWMARD SN TVD, £/2. B FTO
BRI AHTH 255, BIBOMNERE (RIE. D052 8
2, MR EER. KEEEAS) SROLTWwD, 7HF
Tld, WKERMRE 60mg/H) BT 20K v F =70l
#E (AUC) 0010 FHE CTIHRIBONIHER Wik 3o B/
ALIERIA, WO /NEE) SRS SN TV 5, [94B0H]

9.6 ®3IlLiF
BALZWI ENREE L T v b O[T RO ER O A
FPE R CRALNICARK 2 B oG Lz e & AR o
FHRICARF I STV 5,

9.7 /R

ANLEE A G & U7 BRI ERBRIZIEHE L T e v,

10. tHE{ER

NG, EICEWAHERECYPSA4THH# S N D,
102 BHAER (BHRICERT 3 CY8)

A5 AR - H5E T B - fabi T

CYP3A H15E#l ARHA O EIVE A3 H 5 | 22 FR A4 L o BF T
Y hFEN ENDBENRD D (12X ) AH DR
A3 FV— |OT, REOF=EZ | HES, KH DI
79 AuRA Y | EETLHEL DI | PRENFLATEE
NE BEHEOREZMHEI | T2 b,

VU =77 V=" |BgL. BEHO%R

(Y2—2R) BictHaiEEd s

[16.715:H] Lo

CYP3A F3tH RAN OB F LIS T | AL A E L OB
V7 r¥EY Y LBENDDH D DT, [ 1T XY ARH O A
FEHFRX YT CYP3AF E M H o | S, KF i
HUNTEY v TWERNOREE | PREFKTT 28
& EETHI L, ENDDH 5o

At
R =Ryl ) A
(St. John's Wort, +
SheVa—vX-
J—1) AN
[16.72ZHK]

11. BER
ROBVEH D H 5N B ENHHDOT, BlEE 5TV,
BHEDRRD O NP3 G & ik $ 5 4 L) 2 LE % 4T
5z,
11.1 EXEEER
*k11.1.1 HEEFAL (1.0%). EFL (0.8%)
[9.122/]
k% 11.1.2 il (7.9%)
AL I (1.2%). BB (01%) Hoilrsdsbhs &
b, (914, 915BH]
*% 11.1.3 MBEERIE (36%)
IigetediE (1.3%) . TEESEMIRILARAE (05%) . Mg PR ZE T (0.2%)
LEDMBIERIEDN D 5N DI EAH D, [9.1381]
*%11.1.4 FZIME (33.0%)
BILE. SIEZ ) —¥ FERY) BHobhbZedd b,
VBB L CRIEA OG- 2479 7 #2179 2 &,
HhE, FRbiltkd 2 VIGEFEOREBRRTI Y PE— L TE LW
FILEA D HbN7E T, s, REUEEG 2 Hik5 2
ol TAEMEY ) —E¥hhSbha Il d kS 2Pk L,
WY R MEZITH 2 &, [81. 9.11BR]
11.1.5 AR A ERAEREMREE CHHEEAH)

M DR, EEL. MIERRE. WMHESANED LA
FhEmEL, MEOI Y Fa—) &5, WY R 0LEZ1T
&,

%% 11.1.6 SEEEIE (0.1%)
[8.62MH]

*%k 11.1.7 R (06%)
[84%H]

*%11.1.8 BEE (123%)
SVEEREE (06%). EER (89%) HOBEENDH LIS
LB D, [8251]
*%11.1.9 FFR£2 (0.1%). FF#%EERES (31.9%)
A4S, ASTALT 55 0 15 % 0 9 PR RE I, FFAERE (1.0%)
JEIE 9 o W25 (01%) S23h 5bh b 2 Ehdh b, [83BMH]
*% 11.1.10 BB
A1 (89%). IFHERIKAD (83%). IM/IMIKA (143%). U >~
ISERIRAD (3.0%) % 0B BRI 2SS S b b 2 L 2D 5, [875M]
k11111 RIMOKRE (01%). TEIR (14%). OF£2 (01%)
ek 11.1.12 HEIBBIEEAE (0.1%)
M. By, CK RS, MA R ORM I 47 s L&
R L NTHEITIE, S eIk T A2 8, F o MR AL
HEC X B AMEEREEDIREIIEETH I &




%k 11.1.13 EEMMERER (01%)
*% 11.1.14 FRIEMREE (465%)
3k 11.1.15 BUSAREE (0.6%)

AT 5 £ TAR OG- 2k § 5 2 ko [85.91.65H]

*%11.1.16 EEDOTH (9.7%)

11.2 Z DL DEMER

10% ULk 1 ~ 10% A 1 % Ay
kk| HAbE | T (57.2%). SRR | WHEARK. fERS T
WOl B IR,
Weilt:, HEdsia
Bz 1§ 5% Btk BB, &
WERRBZ R 25, TRA
o, FLHE, AL
kk| TOM | KT (434%). BRI | FREIED . B, | IR

R, ARERD,
ARBRARREAL T E, 56
FREE RGO S,
3

A, TR, B
i, Wi, KR
Za—aNF—, M
TR K~v st
T AE. Y VR
MdE. KA VU w7 200
JE. AL AV T A
JE, KT VT I
JiE. 7 39 —+¥ LA,
Y3—¥ L&

14, EWRAEDEE

141 ERIZFEFOZE
PTPREOHEANIPTP > — MW ) LTI % & 9 45
$5HZ k. PTPY— PO L Y BECHAH B AT A B R
FIA L, B35l % B 2 U TR 255 o FEE 72 4 b 2 0F
BEHIEDND D,

15. ZOMOER

15.2 FERRAREAER (CE D < 5%

1521 v P24ERRBILFE G AR RBE T3, RKAHKHNE
(60mg/ H) 2B 5 HKFE Y F=7OBFER (AUC) D0.084%
DT TRIBHEE B IR O FSBUAE © EAAFED Sz,

15.2.2 KEE GHERE (v 7 A, v P ROA X) Tl 4Gl
BN OEESEOOLNTED., v FOZEiEAR T,
RARBERTE 60mg/H) CBF A XRFyFoTOREGHRE
(AUC) o1affi (M) 31Z05f% () oM CZIEROET
DVRD LN TV D,

16. E4ERE

16.1 MAiRE

16.1.1 BERURERS
H AR TE9E BB AR HKI40me J 0%60mg 2 1 H 118 SR 1%
L7 &N RF Y F 2 TORYBE T 2 —F L OISEH
EEHERIIDTOEBY) THolze T720 A#l60mgZ 1 H 1M
ARG L22Bo% 5190 BICB 2 4 RXFy F =27 0E
R OB TIMHEIZ507TH - 72V,

MEFEYENRE/NT X — 4

H# | Day N tmax Crmax AUCam
(mg) (IREFED) (ng/mL) (h*ng/mL)
40 1 3 4 (2,4) 251 (83) 4158 (17.6)
19 3 2 (22 1327 (36.8) 20031 (25.7)
60 1 26 4 (1,24) 459 (39.2) 7002 (26.2)
19 26 2 (0,24) | 1969 (286) | 35494 (33.3)

AT (% ZBFRED) [tna TP RAE (GRAME, SRAMH) ]

. 10,000 -
a
@
c T 1
§ 1,000 4 M i
S~
i = 1
% > —4
F < 100
&
=]
% 0 | 40 mg, Day 1 (Nis)
% -+ 60 mg, Day 1 (N=26)
-0- 40 mg, Day 19 (N=3)
- 60 mg, Day 19 (N=26)
14, . = = .
0 6 12 18 24
BE %O (hr)
miERRgE—-BE7O7 7ML
16.2 TR

16.2.1 BEDE
A HE R AATHIN 22 IR S RS ARA (B 7R VD) 140mg™
ZHEREORSG Lz X, ABTERZBEBICRSTH R F
=7 D Conax J2 O AUCiur 12 2 2 141% S OB7% 1 L 722 (4hE
ANF—=%). [7258]
16.3 27
16.3.1 EREAE
HRY Y F = TOMBERAKEGHEEZ R LR e LT
NTOWEE (02, 1.0, 100 umol/L) T99.7% L 1T - 72¥ (in
Vitro) o
R AR I T SR BB 5 A A 2 A A S BRI L 72 LR
K2 HWT, AERF Y F =7 OMHEE G5 & K517 oMk
T O 5 AR O BAR TR L 720 7 R v F = Tl &
PIRS A3 Be G0 OB 5 A & & ISR BE A, R R
S, TR R TR (9943% ~ 9986%) TH o721
HEANTF—%),
16.4 X3
16.4.1 4
HARY Y F =TI TR CHEE R CYP3A4A T S5 (in
Vitro) o
I 8 BN HMCHE R L 72 1 R ¥ F = 7 140mg™ % Hi[n] %1
PG L7 &, 557 H®B T COMMBERIZBWT, FITRE(LA,
EXEL-1644 (6-Fi X F VAL O 7 3 Nk & Ik 54k o i i da
G1K) MUEXEL-1646 (—KMAL L OGRRIaER) 2580 51
7o (RZEALAR B O E A B2k ORI FED AUCies 1206 5
EHE ThENR272, 323K 1°252%) 7 (BHEAT—%),
16.5 Bttt
16.5.1 Bttt sR
TR RIS 8 BN MC Rk L 72 1 R v F = 7' 140mg™ % B [nl#E
BH L& &, $548H % £ TSR ST 0 £81% 23l L
S (FEH54%. JRH27%) P BHEAT—%),
166 RENHREFT2EE
16.6.1 B EHRE
KH (B 7EIVH]) 60mg % IR SRR EE (eGFR (mL/
min/1.73m?) A%60LL E8ILLF Y 101 3 1 v 45 i B Ak fg it o2 i
(eGFR (mL/min/1.73m? #3308k E59LLF) 106145 L7z &
X, BHEREIE W HEBRE 1060 & IR LT Coax DA EIZ 2
NEN19% K O 3%8 M Ly AUCi DT F-3MEI1E 2 21 30%
JO6%BEML 720 B, EEEHKAEREBRYE (eGFR (mL/
min/1.73m?) 229LL FIC 52 BB OV TIIME L Tn i n?
HEANTF—%),
16.6.2 FTHaERE = HE
KAl (7 ENA)) 60mg & REE IR EEE (Child-Pugh %
BA) SHITHEE IF kRS B4 (Child-Pugh /- #B) 841
WCHERFE DG L& & FRRR IR FBERE 106 & g L <.
Conax D AT I 13 2 12 110% 3 I % 0°29% A F L AUCi
DFATFIMHIE TN ZN81% K V63% WML 720 . EHEN
FefeRE & B (Child-Pugh 3 81C) 1252 23T W TIEM
FLTwRwY GEAT—5), [9321]



16.7 EMHEEIEA

1671 vaFJy—u
Tt HE B A28 % xF RICCYP3AFLEHRITH L7 baF v —u
400mg % 1 [ 1 [27 0 W AL R 8 G- B AR A (7 7 VAl
140mg™ ZPEMIFG- Lz & DRIV F =T D Coux T2
HHIIRO SN Do 7205 AUCH 1Z38% B L 729 (FHE A 7 —
7)o [1022M1]

167277 EY >
Tl e N2801 % W S ICCYPSAFEHR TH L) 77 ¥V ¥
600mg % 1 1 1 [31H [ AR % 5B A H# (7 72V Hl)
140mg™ Z PRS- L7z &, DAYV F 2T D Coun T 5
WEIRD LN H o 7255 AUCK 13 77% 84 L 722 (SEE 7 —
7). [1022MK]

16.7.3 Z Dt
HE 3200 2 W G AH] (BT VA 140mg™ % 1 H 1 k21
HERERI 5oy 7y 2V v dmg # RS L2 &
X, OV 7YY ODCrae LAUCK KT 2 B IIAD LN
Lhol? BHEATF—%),
fERERA2261 % W B Ic7a b R THERTHLIZ I AT S
V' —)V40mg % 1 H 1016 H B ARSI 5 12 AR A1 100mg ™ %
B G- L2 &, HERF U F =T D Coax L AUCK 12T 5
BRSO SN -72Y HEANTF—%),
in vitro iRERIZB VT, CYP3A4D BN Jr O P-FE 4 PV Lt
FBHREEM (ICx : 7.0 umol/L) A5HD b7z,
1) AHIOKEMEIZ. 11H60mg TH 5o

17. BRR B IE
171 B RORLME(CET 2 KR
GRABYVIRTHRER (2 EF8 1 0 B E)
17.1.1 EANZE I ;&8 (Cabozantinib-20015K5%)
MAEFHFERER (RA=F =7, NV T%) 12X BREBERIC
BEEE L 72, AR YU BRAS BE AL A 0D 38 DKM 200 VS e s R
(3501) &G & LT, AA60mg % 1 H 1IEFE S L 72 5,
FHEFHMIEH TH 5 BWMFE CEaBM UL E5EN) 1220% (90%
CI:9.783 ~ 34.305) TdH 72"V,
KRHEN DY G- % % 72 @ A 235610 9 B 3481 (97%)
WCEWER SR Stz BRI, T8 - RIKIERMEAR
SREMERE63% (2261). THI54% (19%1). mfE. &AR Bk
40% (Fh2zn146)), FFREfER . %k (DLE34% (Zh
ZN1260)). WRESE31% (1161). ASTHIN. &HFMGE (DLE
26% (ZNZNoF) ROTALTEIN20% (761) Toh o7,
1) F—%# v b+ 7H 2018410123
17.1.2 B4 E M HEEER (METEOREER)
MEFAERER (RA=F =7, NS TEH) 12X DHEBFRIC
BE U 7z, BRIA Y BRAS BE S g R o> 9 I A e 760 5 S M o R
¥ (658%1) Zxtg e LT, A#60mg (330%1) &T~Nm1) L
10mg (328%1) #% 1 H 15 L 22 MEVE A L bR oA g, &
SEE H T B A MEHEAEIE (PFS) rhyefil i ARHIBETT74%
H, zx0) 2 2HT381 HTH ). PR T THE L 72—
FH (HR) 13059 (95%CI : 046 ~ 0.76. Wifll p<0.001 (Jg5)
75 v I BE)) Tho 2 12,
1.0
0.91
0.8
0.7 4
0.6 1
0.51
0.4
0.31
0.2
0.14
0.0

Tb MR

0123 45 6 7 8 91011121314 1516 1718 19 20
at risk £ TN (B)

HhE¥ F2T% 1 187 152 92 68 20 6 2
INOYALZE : 188 99 46 29 10 2 0

Kaplan-Meier EEBEFMR (RIBEGKTFERESHE. T
MR R E )

RFNBE D 2 AR 53315 0 9 B, 32261 (97%) \ZRIMEH
DR b N Tz RFBEDFE L RIEMIE. THIT0% (23161). %
%53% (17461). H.045% (14961), T& - JRIEFARAEA LA
BRE43% (14261) . EERIRIB40% (134%1), FHILES3% (10951)
RERD27% (9061). WEI24% (79%1), BRELILF23% (7661).
FUIRBRBSREAR M E21% (68%1) 2 U TN 4520% (6761) T - 721,
¥2) F—%A v b+ 7H 201545 H22H

#3) F—% v b4+ 7H 20164100 2 H

17.1.3 #B4155 T 05 5% (CABOSUN 5%)

ALSFEEIE O 70 ARTE YD BRAS B S 088k 0 9% A0 i 760 e
fase s (15761) 234 e LT, A# (7960, 1 H 1E60mgd*
5) Ex=F=7 (786, 1H 1M50mg 4 %5 2 8 [# K 3E)
O AR L AL R ER O K5 By EEFFMIIHH Td % PES YL fii
BAHKBET82 . A=F =7 HT56% HTd»H. HRIZ0.66
(95%CI : 0.46 ~ 0.95. K MIp=0.012 (@Rl 75 v 7 HE))
—(ﬁ) ) f:iﬂ). 13, 14)O

1.0 4
?; 0.8
E
£ 061
A
El)
2 047
0.2
0 6 12 18 24
at risk 2 FERETRBAHE (B)
HRYFFZTH: 79 49 22 9 1
2=F=TH: 78 32 15 3 0

Kaplan-Meier #EEELFHE CARETEMEE. ITT £H)

RHFNBE DR AT RT8BI D S B, 7461 (95%) (ZEIVEH A
RSNz, KA ELFERIE. TH72% G661, 37
62% (48%1), ASTHiN60% (4711). WHILES6% (44%61), ALT
HN54% (426). ERkIRIE45% (3561). T - RIEFEFRIMER
SEERA2% (3361). WREEF41% (3261) . M/MKERA. 1
W4 (DLE37% (Zhzi2ofl) ), Bl mERD (PLE31% (Z
nenz4ap)), &i29% (2360). HALARR, ) Y ERIAE (DL
F23% (Zhzni1shl)). HARM BRI T E22% (1761) KO
M7 V7 F= 8, ek K~ 7% v g (BLE
21% (Fh2Enlesl)] Tho 721,
#4) F—% v b4+ 7H :20164£4 A1LH
¥5) F—%% v b+ 7H 20164£9 H15H
(DAL EEER ICHEE L -YIBRA e & FFiaRE)
%% 17.1.4 EINEE I HH55% (Cabozantinib-2003:5%)
& AL E % 4§ 5 Child-Pugh 25 8 A © Y B A 1g 70 JiT- i
H g B 34f) ZxbH e L <. AH60mg % 1 H 1A Y5
LR V5 72T X BB A3 5 8% (200)
2B B EEFEE T d 524815 0 MR E AL, 59.8%
(90%CI : 36.1 ~ 77.2) THh -7,
RANDF G- % Z\F 7 A VEFHlix 53481 0 9 B, 461 (100%)
CHIVEH 25380 b7z ERERIE. T4 - RIEBERMEA
S B BET6% (2661). FHI56% (1961). w5 E47% (1651).
FEBkIRR44% (1561) | M/IMR R A38% (13%51) . AST B4m35% (12
). ALTHihn. HIRBAEREAC T HE (BL129% (& 2n1060) ],
FEpa b, Rk (DL E24% (Zhzhgfhl)). WRERE. 357,
TP EREGR A B EUR . 5895 (DLE21% (ZRZNR760)) Th - 7.
6) JRIHE BRIEMT ¥ ) — VIR AR, 5 ¥ J B,
<A 7 T EEERR . B IR FE AR L B IR AL A SR A A
WO REAE) OIG & 7 B BE BRI S N,
¥7) F—%A v bA7H 201947 H23H
*%17.1.5 B E M55 (CELESTIAL&BR)
VI 7= T L BEMIERA L. S LERERICHEL
Child-Pugh 7338 A O YIBEAHE 2 TR B (70761) % 45
& LT, AF60mg (470%1) & 75 tFK (23761) % 1H1ME#K
G U7z e 2 AL I GG BR O /5 L . R H Ch % aHELF
Mo b fEiz, AFBETI022 A, 77 KET0» ATH
V. REHIKEFTHE L 72HRIZ076 (95%CI : 0.63 ~ 092, Wil
p=00049 UBHlu S5 v 7 HE)) Th-729,
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ARFNHE D 22 G MR 46761 0 9 B, 43961 (94%) W EIEH
RO SN RABEO T RAWEAIE, TR, T2 - RIKIHHRK
AR AERERE (L 146% (Zh2h2166l) ). J59738% (178%1),
FRIRIB37% (17461) \ FEIE27% (128%1) f OVHE.L25% (115%1)
Tho7zs
A8) RFHEE (BEIMT ¥ ) — VIR AREE, T 3 F WBEHe:,
<A 7 v B ERR S B IR AR LT YR AL A SR A A
BT RREEAE) OIG & 7 B BE RIS Nz,
#9) F—%H v bAT7H 201746 H1H

18. SEahEkiE

18.1 1EA#F
KRV F = TUE MM HRREN 1254k 2 (VEGFR2).
JFA e B8 7% K (MET). AXLE DO £+ — x4 5
EER%ZHT 2K TALEWTD b, W AT v F =7,
VEGFR2%: % M L7237V F VinERHET S &k 0., JEE
WIHHIE 2 "3 L2 5NTw37,

19. FRK 2 ICEET 2 IR R

— W AR F =T TN
(Cabozantinib Malate) (JAN)

1424 © N-{4-[ (6,7-Dimethoxyquinolin-4-yl) oxy] phenyl}-N"
-(4-fluorophenyl) cyclopropane-1,1-dicarboxamide mono-(25)-
malate
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(BERX T 19 ZE 20mg)
PTP 308¢ (10%¢x3)
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17)

HRY L F =T THRIEOENE T AR (202045 3
H25H &, CTD 2.7.2.2)

Nguyen L et al. : J Clin Pharmacol. 2015 ; 55 (11) : 1293-1302.
HARW Y F =T v TERYE O IR IR S B AE SRR (i
RO AE) (20204E 3 A25HK. CTD 264.4)

HRY L F =T TR O TR EREICB T 5 EY
EREABR R (20204E 3 H25H K2, CTD 2.7.2.2)

AR F =T v THRIEONAERRERE SR ICB U 5 EY
BhREABR R (20204F 3 25 H KRR, CTD 2.7.2.2)

HRY VF =T ) v TGO IR S B RO (1R
#. in vitro) (202043 H25H K2, CTD 2.64.5)

Lacy S. et al. : Drug Metab Dispos. 2015 : 43 (8) : 1190~
1207.

Nguyen L. et al. : J Clin Pharmacol. 2016 : 56 (9) : 1130-
1140.

Nguyen L. et al. : J Clin Pharmacol. 2015 : 55 (9) : 1012-
1023.

HRW Y F =T v TR O IR S BB R (38
WA HAER, in vitro) (20204F 3 A25H #&GE. CTD 2.6.4.7)
HRY U F =T v TR0 FEPE THRBED (2020
EIH25HKEE, CTD 2733, 2741, 2.76.14)

HRY Y F =T v TESRO WS TR D (2020
E3H25H &GS, CTD 2733, 2741, 27612)

KRV F =T v TREO WSV T ARG (20204F 3
H25H#&:E, CTD 2.7.33. 2741, 2.76.13)

Choueiri TK et al. : J Clin Oncol. 2017 ; 35 (6) : 591-597.
HARW Ly F =T v IO E NG TAHREBR A RN

¥R
BRI Y F 2T ¥ TRILOUSHE IARBHAD (P
YR

AR L F =T TR O ARG (202047 3
H25H &, CTD 26.2.2)
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