1

MR
1.1

1.2

1.3

1.4

Pl

EWEREIEE 402857
CABOMETYX film-coated tablet 40mg
FEbZE = 55 027512 5%

REHEEET EH
hr7sH#8 2026-02-23

BUMDKRE

CABOMETYX 2 cabozantinib BY3EREEEE - B—1EREEHIFIEl - Cabozantinib (S)-
malate Z{EBHK B N-(4-(6,7-dimethoxyquinolin-4-yloxy)phenyl)-N'-(4-
fluorophenyl)cyclopropane-1,1-dicarboxamide, (2S)-hydroxybutanedioate - H
7 FXBC28H24FN305-C4H605 -

AARA ~Z CABOMETYX(cabozantinib) Z# %274 20mg * 40mg 5§ 60mg
cabozantinibByfE1xEE - A RIMAERZE 25mg * 51mg 3 76mg Zcabozantinib
(S)-malate -

FEC A2 A

EiRFT S Z T

Microcrystalline cellulose * Anhydrous lactose * Hydroxypropyl cellulose +
Croscarmellose sodium - Colloidal anhydrous silica + Magnesium stearate

LR = iy A

Hypromellose 2910 - Titanium dioxide (E171) * Triacetin * Iron oxide yellow
(E172)

filkig

BETx iR

2R

60 Z5 CABOMETYX [Efkiz A= EEE K

40 25 CABOMETYXEKXRA=E =/
20 £5 CABOMETYX Bfkig A= B

i

2 1B HaRE
B—EAEAR
(1) REEXEENTE/EE A RIS MREREA -
(2) FSTRIA I M E A B A/AE (anti-angiogenic therapy) e ER B AR =B A -

KamEnivolumabE&HEZERR RS B ABENMEASARERA -
2.2 F4mpaTE
AR ZESsorafenib;aE 2 AMREREA -

233 EBL KR =

P.1



BAR12E MU EBERVEGFREZIEABFER(E - ST BRI A E RS S B S ER
HAsyER O EEVRARBRER A -

2.4 HHESA T W ETE

BRRN 2R EBEZARZFEATR - BEBRAER Y - 2 CRENBRRSERN DL ERE
(PNET) K Bk SMB AL R 72 5 BE 7R (epNET) /B A

AR HE
3.1 HEHE

BEEBEERM

- ZHETINRIF M BEFIRFM AT E V28 K EFEBCABOMETYXELAZE/ 15
%E(577 51.11-51.12)]-

=1L cabozantinibB &HUt, CABOMETYX #eHl -

- CABOMETYX A BYERRA - FEFEERERNZ D1/ NENEREER/D2

INEF [(BERTZYE) HERF Y (11)] -

- CABOMETYX | FEEE N AR - Ao i CABOMETYXHE iy itk

- BEBE N RABE12 NRA - Ao@iRiENE =
- HRTPENIEAEZRAKEEFERSFRYFHEEHMBEICYPAS0ZE)REA - K
M S EREFSEHHZFHZEB.1.6 ~3.1.7 33)] -
312BMME BEEE
CABOMETYX{EREBE—EZNEZHE2R60 MgBH—R - KIBESZAEEIERS
ESNHIRE A 2 BURIL[FLEHEEZLS '”‘ﬂ(3 1. 7)]

TRIZHCABOMETYXE nivolumab& HE A EZNIS

Z1. CABOMETYXEANivolumab&HE i 7 EEH=

EaEEsE SR E R

CABOMETYX40mg - BH—R - A7 |2RERBLCILIRBEIEI 2SN

BB AR

Nivolumab &2#8240 mg ( FIk#F30 | EERE(CEERIBES 2 SHNRE -
DEE ) RRER2E

313 MREZEETE

CABOMETYXEZZHER60 mgEBH—R - AREARMHR - BAEEERBILH L
BARIZSHRIE -

3.1.4 DR IR ENEER E R EAN 7 W IERE
R2iIEHCABOMETYXRAIM 7B B R BR 72 (DTC) EA 14 42 A 72 i RE 8 (NET) R EZ 5
=

R2 : HHHDTCENETHEZRRIS

RREARAEFRA0 kgW12E L ERA | BHOBR—R60 mg - EERBHIEIE
REARRNSM

P.2



128 EROBA - BEEERE40 kg SHOR—R40 mg - EEEHEILEH

BEAEINEN

3N S5ARREZEISHE

MIBE EEFEACABOMETYX :

HAMR 2 E2RARKRIE

. IR BARTERE
. TEBEF
FERREER/ME (B -

WiE ZE B & AR )& - BIRIETISWE :

E5%14
#<2. HIRA R RER 2 CABOMETYXEI & 3R P2 25

BEEEE

E—RHEERFES E_RHEERRES

MAREEERARTS
R1.2 meZERA -
CABOMETYX 60 mg -
H—%

28]
™

28]
I

)
)
)

40 mg - 20mg -

BEEERE/ 1.2 m2H
A - CABOMETYX 40
mg - BH—=

20mg - BH—= 20mg - Bfs—H—X*

CABOMETYX 40 mg_-

20mg_r BH—= 20 mg - BfF—H—%*

H—=x - Bnivolumabf#
55|

*MRTH EERREEEEE
= 1EERAHCABOMETYX -

R LHERIEEERMA - MRFEAMZRELE - 5

&3 : CABOMETYXARRERMEBRTEISHE

FRKE BEE* CABOMETYXE| =A%

M H3MEBAR o« XAFH

[(FEHEZERTEFE CABOMETYX

(5.1.7)]

FHRBEE[FEHEZR | EUSRNEBEZF - « XAFH

AEFIE(5.1.3)] 4 CABOMETYX
FAREE

MizsH ISR O « XAFH
Zz.5 CABOMETYX

P.3




[;H;_ﬁ/e/ai: m:,ﬁ/__ngf/g
(5.1.4)]

BRI ERIBNIEEE - B

3R EARBIRMAZE
5

BARFFIRMAZSH

SEKkSMERES
[BEHEZERTEFIR
(5.1.5)]

3%

TR
CABOMETYX - BEZ|
S I <
24

P A ) B AR A

2

ARSI
B . XAEH
CABOMETYX

B4

XKAEH
CABOMETYX

Es
[FEBEZERTEFE
(5.1.6)]

B2 ~ FBIMEFBAR

L2
CABOMETYX - BZI
<14

DU ERO BB i s

%

P& O 4 A iE
[BEHEZERTEFIR
(5.1.7)]

FORAM RS 24K 634K

ERE A
CABOMETYX - EZ
<FE14K

PIBERE S W 1E 4

2%
1<

=17 B2 E3AR gHRHEHR
[(FEHEZERTEFE CABOMETYX - BEZI
(5.1.10)] WEE<HBIREBRK
LX RENTHIEXES
%]‘EAE‘F REMRET -
RG}EHCABOMETYX
NSABERI (ONJ) (RCIE=3 BN ABIRIE

[BFEBEZRITEFE
(5.1.11)]

P.4

(ON)) - Bf=H
CABOMETYX - BEZI
TEARST R AR




o DIREBEEIERER
oM ENEERESER | E TSR  KAZH
e CABOMETYX
[FEBEZERTEFE
(5.1.13)]
Hit AR RE FOAMZ 24K ~ B3R - HiFfEH
[BERRITEFB/FRRIE | F48R CABOMETYX - EZI
8.2)] NEEEHN<FE

R
. LXB:FTE%E’J HEWwE#R

*BARBEEEREEN RS RARSHFERE (NCICTCAE 5.05k ) 74 -

TERRM B SN 2 ARKRE - CABOMETYXE nivolumab& B AR A EE

#&z4. CABOMETYXEnivolumab&HEE LRI A B B 2 £ AR EES

ALTELAST > IEE {8 EIRAY3
&~ B<IEBE LRM10
& BREBHBEAR<LES

FEE 1515 FHPCABOMETYX
Fnivolumab - BEF|ELE

CABOMETYXER & LIRR FEREREPE0-14 -

nivolumab& &% ALTZAST > IE & 18 LR
1015 ~ 3> 1ERE LRM3 | BXAFERCABOMETYX
EEEREEAZREEE | Mnivolumab
FRRAV21E

ANEEEAEEEEREAE -

b EEREFEETEESHERA—REY R EREAMBEY - S5 EH
nivolumabZ2& 5 HCABOMETYX - :5£®Inivolumab{h & -

ite HA B 4 B ez s A fE FECABOMETY X nivolumab & HH &L - a2 Binivolumabfh

3.1.60F CYP3A4 M3 = B 8 5 2

CABOMETYX20 mgB Bl EE A EIE (Bt : #4480 60mg&Za A 40mgsiit
SH 40mgiZEEH 20mg - FERERER/R1.2 MR ERAKREH20 mgkE
SF—H20 mg) - EERRMIHIE —E= K% - BH 4 FCYPIALNEIEIRIAER
RIBICABOMETYXEI R 22 2 RIS B 1EFH(7) RE WS 1M 1(11)] -

3.1.71#H CYP3A4 B ERI Z RIS RE

ER AT AATIE T - CABOMETYXEL20 mg# EME NS BEIS (B0 ’“iEl
60mgigNZESEH 80mgsl 2 EH 40mgiEiZEEH 60mg - EFBRNFERE

P.5



Gos

Wﬁ%"%\‘&

=K% - BB TCYPIALFER B LEARAICABOMETYXE|E - CABOMETYX &Y
BHEEAUEBE 80mg [FELRIXRGIEH(7)REYE HERFH(11)] -
RRGERARE

PEREEFNERSREAZEEER
hE R INBEAZ (Child-Pugh B)fE ARICABOMETYXiEWREIZ - ZENEH60 mgh&
{EZEHA40 mg - SEH40 mgMEZEEH20 mg ( HHREFERE/R1.2 m2HKRE
BN ) [EREEHEE L EEIE6) REE HEREN (11)] -

ERETEFIR
iz EFIR

5.1.1

£ A CABOMETYXY #4A RERBKAM Y L0 [FRAFIFEH/FRRE

(8.2)] > #RCC ~ HCCADTC:X 8k + 4 % CABOMETYX &%ty A A 3-54& th s ¥
e E A5 1 %

R SR BIRREARE o &R F 4757845 A CABOMETYX [ 3% £ B A 4 A
F(3.1.5), 2R FFHGB. 111, 51.12)] - B A dhnt (L%
fo ~ ok o & BAE) B 5% AR T Ak A CABOMETYX -

5.1.2 SRk MENARRIAE * AR % WA KRBT (VEGF) #2300y 6%
BHAERE/ R AR & G0 B T AEARAE S AR E W9 T8 Ak S/ R By Mk % &k - BA¥E4E A
CABOMETYXZ AT » ## % AR £l B T4l & o R BERAE R L - B#iFéad &
AR °

5. L3FAREE
# % CABOMETYX #&R&mARL S $BABE(CERAMBE) [FFHIIEH/
FREE. 2)] - B R (G F7LE A7 1% # %CABOMETYX &R e9m A o

REARAHBEERFIABMERRER » QHERGAKOE - ERAHRBEZZE
REQYEE B FILN > LR35 ACABOMETYX /352 A A4 A #(3.1.5)] -

5.1.4 wax¥EH

1# FiCABOMETYX %% €3 mba R FHORKR [FRH/FEH/ FREEL.2)] -
8% CABOMETYX ’&ehm AR 3. 1% 24 #hkhiziz (452, ThA2E) - 0. 8%
BASRORREE R P0.6%5caBTFH 0. 2958 CIER - B2
CABOMETYX &ty A ¥ B A RAMLEFH -

P.6



ERARERBLCIRE SR EGH MR o2REFH > 845 A CABOMETYX
[ 2B A%AEG.1.5)]-

5.1. R hBRERHLBRESR

CABOMETYX €351 % & 0B > AR RBRER[FRH A/ FRREB 2] &
%CABOMETYX:4 % 6% AE STHH R 5 B (F3416%F0 #44&<1%) - & CABINET
(n=195) EE RS ¥ [ B R Rs#E (12.4) ] #% CABOMETYX 4#& &% A
F 465% (26% & 3 &) HAHLE -

ERAE RIEPEH M & 0B > AR 4% A CABOMETYX - CABOMETYX 54 % 34 Fl /& & %
BEMEADR - X5 0BREBRRENRZEES > BY4S54E A CABOMETYX ;
HonREFESE > TEHLETERB T2 CABOMETYX/F LA AH F

(3 1.5)]  ZHAELBRERBEEINNREFLBRRZLBELZEAXSA
CABOMETYX/ % £ H A 4 H £(3.1.5)] -

5.1.6 SEREE

VEGFR TKI st R3gRAMBEmE M - 5B TKI ¥ROFRKRE  RIFE
AATRER KRG - AXEEABERFERRARZT BRCBAGGH0RE
BhFER > ARFEZEH B LR » BEFRECEBIBARARFAS L TKI &
3

5.1.7 BE
#% CABOMETYX J&#% &7 A% 63%% £ MUK - # % CABOMETYX /&7 &% A% 10%
BERIBRZBB[FHLHEIER/FTREMAEB.2)] -

ERBREAEHERLEBRERA > %545 ACABOMETYX A 2wk 281
BT % TEHLFHEB T2CABOMETYX [ # L H A £HE(3.1.5)] -

5.1.8 HisméE

#% CABOMETYX &4y AF46%% £ onschlsi [PPE] ) [F2H8/EA/F
RRME. 2)] - 8% CABOMETYX &R e9m AH13% # 4 F3&ZPPE -
ERABRABIEA T ZF2% PPERE 34 PPEsy - Y154 A CABOMETYX A 2|
EREEZRIK % TENSTEBAREZ CABOMETYX[F £ A A 424 £
(3.1.5)]-

5.1.9 AF&iE

CABOMETYX$nivolumaba4f 5 i T e % ST £ 4% 3 % 38 F0 5 ARALTFuASTH
695 4 % &7 B985 45 F CABOMETYX 5% -

MR AL EE RN S BT ERFREE - RERNERER
CABOMETYX > &4 K R KERTRE R - HTREEA 5L BPE

P.7



CABOMETYX#enivolumabie# * ¥R EEZAX BER K A BB B[ F LA 46 2
(3.1.5)]

1% i CABOMETYX#onivolumab&-Bf B 7k 0F » 58 A& 11%% 3R % 380 FALKALT
ASTHu [35 2B 5IHER/F RRME(S. 2)] - 834 § t ALTRAST L A>IE %144
EReMEQEAL)BAT > F23M (28%) B R ABESEHR FT4
(89%) £ Z0-14& - £ BB A28 U E ALTRAST LA 69444 5 AL EH4E%
CABOMETYX (n=9) sknivolumab (n=11) EF#EXFAELHEEY (0=24)
P oo A 26 0A EALTRAST b5t 69408 % %) H 24 4% < CABOMETYX 8 7 & 3% ~ 2448
Znivolumab¥ ¥ Bk BT B 0b 8 X R R Y > Y4 A BRER EE ABFES
BERBLB[FLHAAHE 1.5)]-

5.1.10 F LARRMERS

CABOMETYXsZnivolumab4-Hf B AT SRR FH KB HEML T LARMERE - 7
28X EE EMMBAER S MBEREROERBRETZIERAEERRE - A
BRBREE £ K Y154 ACABOMETYX knivolumabie — $ M K RE ¥4 - RA%
1669 B R CABOMETYX 4 8 [ 5 £ B A 4 #(3.1.5)] -

4% A CABOMETYX#wnivolumab&-6f B 74 6 - A4. 7% (15/320) i B sl A ¥
BRFERBETS AP aEH3%(2.2%) 2E2&0.9%) FARRE - i F
4o O % A B B L AR AE R 2% A CABOMETYX #nivolumab&-#f®% ¥ * A

0.9% MAKZEFER > 2. 8B AYGFER -

HAFERBRETESHRAT > F80% (12/15) BXERERRRE X2 5
PR HBREEE - ISR AT > 2Tk (n=4) HAE¥ - £ PIXEF LIgME
F 2 %454 A CABOMETYX nivolumab &4 & % AP » K 6ALE KK &4 F 4L
REbR% > B8R A (n=6) FHEXRARENRRE  ENERASHRZE
% RINBEFT ERMAER LR -

5.1.11 &®&ak

#% CABOMETYX 6 R&RARY. Tl REGK [FLHEEEA/FREE
(8.2)]-

CABOMETYX:& BRI B BRI R G Ak » HARLRKRFIRE G > YiHER
CABOMETYX > H 2|k & Z<HF 1R %K G k& > RE/&6) & TR CABOMETYX 4 % - 2%
ABRFREZS > B ACABOMETYX [FLHAAH (3. 1.5)] -

5.1.12 THREEE

#% CABOMETYX i &9 R AFISHRTRAFTIRAEON]) [#FLHES5/HEA/FRR
. 2)] -

P.8



THRERAONDOHBATHRARE - FRX - FX - FHRE - THEIXTAR
R TR TRAFZRER > THAHFRAR  ITHFHAOEXTRARESRK
4 o CABOMETYXPA %676 AT B 6 R A IR H1E v e & - AR AR REF
MOREEAEEE  wRTU BRREZETTHFRIBARTHREENE D28
X % 4% 4% A CABOMETYX - 3 i 3. T 32 % 3k 6 (ONJ) - CABOMETYX /& % 4% 4% Al & 2K
AREBRAHIE > DRV B ERRER[FLHALAE.1.5)] -

5.1.13 B o4 &n
1% FICABOMETYX ¥ % 31 ie s vt B % [F 2K 8/EA/ FRRHE(8 2)] -
BREBTFHATE V28K BAEFACABOMETYX [# 2 KA LA E(3.1.1)] - %
TR OB ERAE L EER B - ECABOMETYX 6% - 2% A% v H B & i
REOREUBENEZERNARER - BY 1514 ACABOMETYX /352 A A 4 A
#(31.5)]-

5.1.14 T#HHAKAEEE»mBEZE

4% FA CABOMETYX ¥ # 4 T 3 M 44 B4 & 8 % S 2 % B (RPLS) A @mm kB4
MRD#Z ¥z H Tt KEGER - LB RARBM - SR - AN s~ 3
RALRCEAEE B HEA > S BBFTRPLSIPE - % AR RPLS 5> BEA
CABOMETYX [# R KA A E(3.1.5)]°

5.1.15 FHRERAMEKY

4% ACABOMETYX S MM E 2 A B A FTARIRAL RN » T2AH FRIRARAT &K
BREWHRH[FFHEERA/FREME 2)] » £ 18%H 2 CABOMETYX 45 6954 A
BETFRBRAERY > B0 URABFIK -

B %5 CABOMETYX 76 7% R J& Jo 3746 % A ) FARER D A6 R ¥ AL R - 3 A CABOMETYX 6 %
PR R TR RER AR RFER - TR EBRAFHERE T HR BRK
BARRBREIT[FFHALAE(.1.5)] -

5.1.16 f&fn 5%

CABOMETYX T fi& & & s AR S5 ° RBREWKRB[ F £ M 3/1E/H/F RRIE
(8.2)] » £ 8. 9% % CABOMETYX 6 5 69 7% A A K85 > 6452, %A F3-48&
(&40. 6%% £44) - RERCABOSUNRCABINET ¥ Rk E X R ERAI R FEHM ©

423X COSMIC-311 ¥ [3F £ B et R 35 F#(12. 3)] » % 25%%k 2 CABOMETYX % % 9
AR ERBSSE © G457, 698 £3-48(E22. %A F48) -

BRMFMER0SRELREZMAS KEREREYHER RALRAE R
DB B IR B RAXSACABOMETYX [FRHAAHE(3.1.5)] -

P.9



6

5.1. 1Theps —Ba L5

R 8 B ik & CABOMETYX 8 4 & % ¢4 4 M #4 8 > 5257 iR A CABOMETYX & %
BREAGE ABEHURMEMBERGHHZABCABREBRERBEZ
cabozantinib B # ¥ BEMRATEEMABRFHBEERLTFRE EAHH
HEER

REFRFALHBAGBLERR - BE0F LA FTHEENGENES
CABOMETYX 4% AR R ZE#4 —RMEALWEAN » BIRRA K YBR[ F2
Kip s r EFF2(6.1, 63) Biapmz(10.1)]-

BHREHEEFR

6.1

6.2

B’E

B i

R ee s R A CABOMETYX ey Ve A Meid [ 35 R BT #2454 (10. 1)] > ZRBFF
CABOMETYX & ¥ LA AGE - BATAASHERFLAARBBETURKEY
AHERHER - AHHOBEFTRAAFNERBRTER N BT AL MZRE
BERBRRTHEREFRNEREREHRA F2cabozantinibss » & F B~
BeRATCEMBERY [FEHBREZEE)] - B4 50 Z 5w M #CABOMETYX A6 L2
BAERR °

EEB—BREFADT > HHERIRZZRE  RERARSBRFAEHT R
JA &AL 3T % 5] & 2-4%F015-20% -

By BIF

E—BHERRBETHEB-BABFTRRFER AXASTETHN &
B o AR #0.03 mg/kg cabozantinib (W AABEREZ R EZIRESRKLTE
F[AUC] #90.12 4%) Y BEBBRZI T £ B S HEB-BRALT - A58
#% $0.01 mg/kg cabozantinib 4B RXN F(H B ABEREHRBH EZAICH
0.04 42) > RIZRSSILEBERFTRER -

ERBRATRAHRBRTER > AXESTHFHM > 50 0 R& A3 ng/kg
cabozantinib (#1 B ABERZHEBEX AUC & 1.1 42) > BAHANRAHL
BBR - H¥aEMBE R ESK -
E—BAHEMREBRBETHRRY  HEEHE 10 RHABZEAALR
20 R - 8 o R{ AR HE0. 3 ng/kg cabozantinib (& A K HERERR T
# 0.00 4%) » &R BFcabozantinib AA EA R RGEMEN > LR
B BRI EREE AT RIAF - ARIEBLBFTNELEARBE -
R

P.10



6.3

6.4

B AT A M cabozantinib RERHBEMHEENABREIL > RBERAFLZ
BHAXBFILEHAGBMER - &7 CABOMETYX A THEERAFILZIBRALEL R
ERRRME » B 4oL nNE% CABOMETYX 4R A REL — Rl B%L4EA

N REHBEFLL -

RAREAGERTH

2R

CABOMETYXRA#4 44 8 AT » MAFMAR AL T RN AGF L ZIMBKE[F L Kok 5
EEFEHEG D] -

2]

Z 95 A CABOMETYX & i Rt G B [ R KA s L B FH(6. D] -

b i

4o B A T AE S 69372 £ CABOMETYX 4% 27 F R 51k — &40 814 418 A ERER
AR@EH KX o

P

MR F M

BES YRR EREIR » CABOMETYX G HEE LN R FRA L TR [FLRHEEL AT
ZEDMEM0.3)] -

-

CABOMETYX A # 76 # 2-1t B ¥ #kpg % (differentiated thyroid cancer ° DTC)
BRAENSEBI2RAERANREERRECEH -

B AN LA RFH R eyCABOMETYX 4% A 7 s A Y ER IR 3Bk » SRS BATRER B IS
NEHH > BTERBBET RAMLIZ2E U L&k Adycabozantinibf & & £48 F
$EE A A XFEEDICRA LA 5 bR 691258 X L A4E FACABOMETYX - [3%
2HAERES 1.5~ SIEA/ FRRIES 2) ~ BHE iy B REBELH
BEHA2.3)] -

CABOMETYX 4 AR KMBIZEZER AN RERA KM S RBR L -

FE ¥ %cabozantinib/6 B EARBRUHARFSHAETREINEREL - B

o ZRHAERROYRASCHAERITFHENKGAERER -

& ADVL1211 #Ea ¥ > tH BB RSV THER (AETRAIRAGKEE) &
REREVFERA > BITHMRE cabozantinib B EHEM R > ERBREIAR
2M%E (N=39) AR E@SRE  UATFHNBELESNARA L XPILRK
B mas (AST) #+% (&% R > 76.9%) ~ Aakscsnkss (ALT) #% (BER -

T1.8%) ~ B BARY (BER »48.7%) - H PG aift#Rk) BER

35.9%) ~ BEEEA & (BRER > 33.3%) - e FAHE (PT) w7 &% FRE—
BRI FE 3/4 BHBHARRE (ADR) - BRHO R RFHABRALF L8
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6.5

6.6

S —F c fadN S REARE Y > BBV EER LEER
cabozantinib i@ R2HMHE— PR -

& ADVL1622 #%&F ° cabozantinib AWNEGRBE TR REB IR ENF
BAA L AXKAE - REAAE - FRSIABREENE - FAE - RAS
RKAEE > REMFARHERE (E&3i#HM) WA A SR T
cabozantinib 4B A L EfFRBRAG RN > 3L cabozantinib &#&
&) B AAB AL

REABRE 12 R (BERABE N 2 R) HEEHASKE 35 X&KE 0% -
FEshE A EE8 1 % 2 mg/kg cabozantinib o % # &1 mg/kg/day(4&kiE 2¥
AEOHRE HABEKRERBE 60ng/day 9 0.16 &) » SREMERAET -
EHAESRE 22 RETRAFT > RABZHXRGD T ERATHRBYFL - H
R EXRGD LV EARMARRFHHRTEBRFRBAL > OEFR (F
FREEFHKREE) - AABE - FHE(+ =35 Brunner MM EKFKRAH
A-F_HBEX - EBRAEHLENE) - FR(RERERKENK)BAT
W MARERRANETHATEE T EFATH LAY FTRERLE 085
FRODECERFERY ~FHERRAEREEFARY - dNEBD 2 ng/kg
cabozantinib(KE M & mHEKLF > HABEKREAB T 60ng &9 0.32 42) & &
FRABAETE > BHARAHZAIKAG YA IKREBITRE - EBAR Z 69358
a3 > E4FE&® cabozantinib % > KHFHRSBABER N HBR > EHE
AWM E/FEROHENIFR -

ZEA

22 35 CABOSUNFu X BRMETEOR F » 409.% # % CABOMETYX /&#& ey AR 41%%
65 (AR E > 8%% 75 &(4A)AE - £ B CELESTIALY » 467 44 %
CABOMETYX & e9% AK49%% 65 R(2)R L 15% & 75 R(S)RALE £H
BCOSMIC-311F » 1254 # % CABOMETYX 6 % 69 % A ¥ £ H0%%65% L _E ~ 125475
BRUE[FLHEEA AR EMN(12)] - &£ CABINET B %+ » 4% CABOMETYX &%
# 63 MpNET A ¥ > 38% & 60 RAMLE L% & 75 RAKRLE: &

epNET &%+ » 8% CABOMETYX 4% ¢y 132 4 epNET s A ¥ > 55% & 65 &
B E 13% BT5 RAEK ERA

BERARBFERALER CABOMETYX #y%a2MARM L  ERMmTERE
R o

7 3B CHECKMATE-9ER ¥ I 4 282 £ CABOMETY X#=nivolumaba 8 320 % % A % -
A1%B65% A E ~ OYATERIA L « LM T > £ 5% Af £805 A8 R2PKA
BRER -
FEAIER 2
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F B B 25§ R 2 (Child-Pugh B)#% A#ycabozantinibsh ¥ & € hu - ¥ EAFH4E
&% AR E/RCABOMETYX a9 & & - B AR ¥ 4+¥ £ AT s R 2 (Child-Pugh

C)a AR R > B b 8% A2 %48 ACABOMETYX [35 R A48k s A 4 A

FO.DREWG y BHMHD] -

6.7 FHEFE

BEXRFERFHERSRAREZHECABOMETYX#E - BT AEF EETHERSD
% A4k A CABOMETYX #9+48 Bl488% [ 352 B B4y 4 B45M(11)] -

XEfER

T. 1 B4 8 4 4 CABOMETYX 84 % 4

3 % CYP3A4 4t 1 ]

Cabozantinib/8 & & 7 $2 5% 2 CYP3A4¥p ] &I 0F A & 3% fucabozantinibey R & > Hib g
Wt BARMO R R RIEBRR 352 H E ey B4 4 (11)] - CABOMETYX /& 2 %, 51 5% 3%
CYP3A4dp ] BIGF A o & &5 % %6 A 5 2% CYP3A44p 4] & 6% » CABOMETYX & &1 8 & [ 3% 2
HAAXBEGS16)] BREZRAGEHMIKAGEHESHT > BATREH
cabozantinib#yB % & -

%2 CYP3A4 3% 3 #|

Cabozantinib/f8 & &z 7 $2 % 2 CYP3A4 3% - &\ 0F A & & cabozantinibey Rk 8 & > Hb g
MR [ 7 R E sy ) Z4FM(11)] - CABOMETYX /& #8 %, 82 36 % CYP3A4FS E BIHE A - &
85 % 0F A 92 CYP3A4sS H- &) eF - CABOMETYX R H S B B/ FLHALHE(S1.7)]
JE# %8 A E 4R E(SL. John' s Wort) » B AT &V cabozantinibsy R ¥ & -

BER/ A RRIE
8.1 EBREZIMERA/ARRE
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8.2

THBEREARRRBHF MR TZER
o Wt [FRHEEREEFHEG. 1. 1]
- BRBAEGIRKIBE[ F LAY EZREZFH(G. 1 2]
s FHERBE[FLHEZREEFHG.1.3)]
- nREH[FLHEZEREEFF(D.1D]
c BhRBRRGRRER[FLAHEZREEFH(.1L5]
- BIB[# LM EZEREEFHE(D.1.6)]
o B [FLAHEEREEFHGD.17)]
 FFHH[FLAHEZREEFH(D.1.8)]
c BLEMMBERS[FLHEZREEFHO.19)]
s ZORk[FLHEZREEFH(D.1.10)]
- THERRA [HLHEZREEFHOG.1.1D]
c BOBBE[FLYEZREEFHO.1.12)]
s THMBMOTARBERH[FRYEZREEFHAG.1.13)]
s FPHRBRAKEN[FRAHEZREEFH(G. 1.14]
o BRI b5E[FLHEZEREEFH( 1.15)]

R AR 3B 45 A

ERAEZEFR T PArL kR B N A FCABOMETYX s B 7 74 #4% A #4409
AZRCCR AW G 4 8 ~ FH B R X (F5CABOSUN ~ X EMETEOR) ~ 4 A
46T L HCCHm A REHE 8L ~ SR Bl 4 R X5k (3XBRCELESTIAL) » 4 A #1254
DICs#% At RE M o8 ~ R A B H R R (KCOSMIC-311) , 195 % pNET %
epNET &9 AREH# - R A 4B X5 (CABINET) > A AR #nivolumab 240 mg

(828 —K) APt RAN320LRCCH A REM 0B ~ FHBHHRB R (AR
CHECKMATE-9ER) -

BN RARR A LSS R OEFTET > Bib— RO EBRIBR FREZ S
FREBELER  BLABRRA —HRDAEFGEREAR T O RRBE L RE
g LETHREEIRBAT TREZINELE -

b o) R
#HRMETEOR

REMETEORS? 14 7 CABOMETYX 8y 2 21 » i8R —JAREM 4 Bc ~ MA MRS > K
331 L2838 B tm B8 75 A %8 B —=RCABOMETYX 60mgié#% ° m % 4 322 & %
A#%everolinus 10 ngH B —k > HEERBLXRHERKLIELHFEN - Ra
RAZEBRERBILER N THARABRRERBTREGR[FLHELHAR
FHM(12. 1] - #2CABOMETYX 6% e A > £ P4 &R AT.6EA (BB
0.3-20.5) » #% everolimus %#&MBA > H P4 A4L4BA(RE
0.21-18.9) -
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B4 A 225%4 2 CABOMETYX )4 B 2 s AR R R B 635 (WRKIAFBRR) - BB -~ &
B s RETH B4z (PPE) - 0% - Buk - # ERE @M B
ERDUEANES 2 4 BARRBATRERERY A AR~ BUE - &
# ~ B3k 4o EE (PPE) ~ 1R dhE ~ RaBhE ~ K E ~ REKERD ~ B -
A& A 87 i Fo GGT 3 fpu o

BB F > 60%3% % CABOMETYX 4 5 &9 76 AFu24%3: % everolimus 745 #5% AL A
B & o 20%4% % CABOMETYX 4 5 ¢ 76 A %% B8 —k20 mg CABOMETYX#E A H &A1&
B & o 3B ZCABOMETYX #BemAT > BB ERFACHREALARRES B
B~ Bw &g (PPE) ~ &6 Fe B B o T0%3E 2 CABOMETYX 6 & & 75 Afe HO%3%
% everolimus & &R A > AR RRE ™ FHRRBARLLAYE 5 10%82
CABOMETYX&9% Afu 10%#:% everolimus #9m A ° BEFR R RE R R BBBRLE
AP ak o 3 ZCABOMETYX SR BAT » REAFBAARBEARRRE
B REBTRE (2% REE (1%) -

%5 ¢ REMETEOR F 210%#% % CABOMETYX /&Ry m AL AN T RRE

CABOMETYX Everol imus
R RRME (n=331)! (n=322)
iR’ | $38EE | mpeel | E3IREE
4 & 4 &
HATHL %)

BW5@

i B 74 11 28 2
R 50 4 28 <1
Eak 32 2 14 <1
oREX 22 2 24 2
& 25 <1 19 <1
T L 23 4 13 2
HAER R 12 <1 5 0
244

B 56 9 47 7
FBLE X 19 <1 23 3
] 19 4 16 2
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Kt ek

RETH 46 3 34 <1
EEARTSE

&

B3 dr B 42 8 6 <1
&5l 23 <1 43 <1
4 £ 11 0 10 0
o F &

& fo JBO 39 16 8 3
wE

RERE 31 2 12 0
HE A

S i 23 24 0 9 0
B 11 <1 12 <1
353 11 0 7 0
PY it

TR e 21 0 <1 <1
&TF

$% ~ B R

Y B R

EERE 20 <1 4 0
0% B 19 3 29 4
HHK 18 <1 33 <1
S0 R B

B 17 5 38 16
LR B R B &

i 4B 4%

R AR 14 1 8 <1
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PLF 2 B 13 0 5 0
) 5 11 <1 14 1
BBl R A

%

& ak 12 2 9 <1

| s Be2leverolimus 4892 ¥RE4 % T cabozantinibsa &
2AEBEARLEYE LR R EMHFRAREL 0BR(NCI-CTCAE v4)

SuiE A TIRE ¢ MUK - LERATHA

o TRE : AA  wmih  RRAS  B4 - B8 RS - KB
B ARABES - MERMERES - RERRYE LS  mHGRES  BAR
BB~ BAEM R X~ R XER

YUIETHEE Sk AL  SRBAER - 0BEKS)

< 10%3 ZCABOMETYX:6 e AT HAM A BREZRARRE (FiA F&)
e

HosrgE (2%) > @3 <K1%) > BRBX (1% > TRERR 1% FETEHR
MAT R (<1%) -

%6 : SXBRMETEOR ¥ 225%3% % CABOMETYX 4#em AL R TR ERAEF

CABOMETYX Everol imus

RRERAR (n=331) (n=322)

* MEER | B 3MER | MAEG | %3 MER

4 & 4 &
BmAB A (%)

(ot 2l

AST 34 jm T4 3 40 <1
ALT 3% 68 3 32 <1
WUER BF 3% Ao 58 <1 71 0
Z®HhEs 53 4 73 13
¥ fm

AR dn B8 48 8 36 5
& B 37 2 59 8
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EX=E: 37 36 2 28 <1
E®

ALP3% 35 2 29 1
XYY 31 7 4 <1
R T 30 8 26 6

GGT 3% fu 27 5 43 9

1o 3R B AR R

& f 3 35 <1 31 <1
BEE PG 31 2 17 <1

oo 3R B D

2t 31 4 71 17
B IR D 25 7 39 12

fo /MR IR D 25 <1 27 <1
ALP : iptraisgss 5 ALT © A mesk sl niess 5 AST © RPIA st s 5 GGT : A4
R R A5 B -

BREEFRXEE LR R EAFRAEZE 4058 (NCI-CTCAE v4)
Uk g ko 2400 B % ™A%

# 5% CABOSUN

3X5xCABOSUN3#1& 7 CABOMETYX 8y 2 &% » i & — A LABk 3 B 4w f 8 75 A B ¥ R A7
WATHREM - BC ~ BAAMERER » R +T78 & A#:<48 8 —=kCABOMETYX 60 mgi%
B MBI T24mAESE B —Kksunitinib 50 mg (R LHR4BE - BE3
B2OA)  BEERBICRBEAEBLBSHEN[FRHBEAAREH(12.1)] - &
A#:%CABOMETYX 6 % 2 A 76 %05 A46. 50/ (&£ME0.2 -28.7) » &%
sunitinib &#&Z P4 &R A3, 148 A ($£E0. 2-25.5) °

FE30KR & AR > #2CABOMETYX S B 2B AF 44 £+ #€sunitinibia Rz
RAFOLFET - 448 ZCABOMETYX/ e R A CHRBRAR2EANHGRFL 14
ANERET RG> RAILEANERKAEBL - REREUEHFTRERE S
4B R RRIE o #:ZCABOMETYX S % 6 AR KB A6 £3-48 K R R B (25%) &
BB~ BB~ R SE ~ K BhE ~ PPE ~ &4 AL~ RETHE o
X~ BB B BR G o

CABOMETYX &4 B P34 | & P4 A50. 3 mg » sunitinibA44. 7 ng (kK
sunitinibiz B & R4 8 X 3) - 46%3: 2 CABOMETYX 74 # &9 % AFu3b%ik %
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sunitinibi& B &9 5% A4 A E4&E & o T3%3% L CABOMETYX 6 % 69 % A T %
sunitinib/& R e m ARG F L8R - RFEIRAFEH R E - 21%3 2 CABOMETYX

ER R AFe22%3 Zsunitinib6 R BABR R R RE S8 -

%7 . 3R&xCABOSUN ¥ 21%$: % CABOMETYX /4B eym AH A FI-AKF R RE

F RS

CABOMETYX
(n=T8)

Sunitinib
(n=T2)

% 3 &E¥ 4 &l

2332 4@l

mAT e (%)

HRAEAT B3R R R 68 65
& 5m A

B Wy &

i B 10 11
o X 5 6
Bl 3 4
"ok 1 3
1B Ak 1 0
25K

Bt 6 17
A 5 0
RS %

oo gy 2 9 8
GRS 9 7
RRT % 5 1
M.k 4 1
16k 4% 5 2 3 0
A6 . 8% 5 2 3 0
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% e 4775 2 1 3
B KR AT a sk

R 4 B 8 4
B RE 3 0
o &

& o JBS 28 21
16 50 JB 5 1
£ % B 1 1
wE

ALT 3%’ 5 0
&% 4 0
AST 3 fu? 3 3
PLBk BF o & S B 36 o 3 3
B 1 6
fo MR A D 1 11
HRAG

& 5 0
R R RE

$ 9% ) § 1 6
BERE 1 0
% B E

B 1 3
G @

% 4 0
B 1 1
B

Bt B R 3% 4 0
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HUBY B 7 B & 6 40 4

¥ 4 0
BT 3 1
JE R K T 3 0
A & 7 1 0
BB B A 4

SHEF RS 4 1
Eak 3 1

ALT : R Bkt pias 5 AST © RFIABRER 38 AR AR
ILtBBAFBEARAE AR REAFRBEELEL OR

2k BB R RREZ KSR AR E ¥ LR TR RE 2 21t
SuEUTHEE : Sk

25 CHHECKMATE-9ER
EHH ARG B 2SR ZHIRCCHE ARTHM S E - FBAR TR
CHECKMATE-9ER % - #47CABOMETYX$2nivolumabty e &34 [F R HEEK A E
#F(12.1)] - 3% A% B o fk—=RCABOMETYX 40 mgit B %28 #/+ —%knivolumab
240 mg (n=320) 3094 X% B 0 R —Kksunitinib 50 mg& M4l > & FFH2A
(n=320) [F L HEEAKBREM(12.1)] -
CABOMETYX T * l74% Fl k4§ B € 25 820 mg &% — 820 mg - 3% CABOMETYX
Fenivolumabié B 2 % A G BRIF KM P B A14EA(EEB: 0.2227@A) -
A IR 5 F » CABOMETYXFwnivolumab#a % 82%#4 s A4k X AS:86/E A &Y% > A
60%ey 7 Ak X A2BIFHhi6R
F2 4 % CABOMETYXfenivolumabty s A ¥ HA8YHA R ERARRE - RE AR E
FRRE (22%) AR~ X ~ WWEX ~ 2R - RERFEHBM0E - 534
(0.9%) mABLEBRSIHEEI -
# 20%¢9 7% A5 4 ¥ 3045 A CABOMETYX &inivolumab&#y R R R & © B F B3 4 48 )
A kR JE 4% A CABOMETYX % 4 8% ~ 4% Mnivolumab £ 7% ~ 5 A & £t A
6% o A 83%uhm A% £ B2 H T B X E/KCABOMETYX &nivolumab® & &9 R R R
B BERFEAEMEER RRE R P B EKCABOMETYX & & & £ 46% ~ ¥ Bf & 14
nivolumab®| &% A3% - FIsF PRI R EREREREHB ELA21% - BK PR X
BERIE BB FHH6% -
# % CABOMETYXfuNivolumabié & 2 s A ¥ R, (B4 £220%) W ARREBK
BBRE - FEN - B EE - 9BX - kS & - FHRBRAKEKT N
MERER S RETHE - B3 HERR - BB X R L P RERE -
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%8. XECHECKMATE-9ER +>15% CABOMETYX#fwNivolumabi4 & 485k A% £ 69 R R
R

CABOMETYX $2Nivolumab Sunitinib
FRRE (n=320) (n=320)
Fl-4% F3-4% F1-44 F3-4%
#AE &%)
W B i
BLIR 64 7 47 4.4
Bl 27 0.6 31 0.3
B2 22 1.9 15 0.3
"Bt 17 1.9 21 0.3
HILR 15 0 22 0.3
ab
58
" HC 51 8 50 8
i
A& d 44 11 26 5
EREET a8
B3 4 40 8 41 8
JE JE
o RE X 37 3.4 46 4.4
e
gt 36 3.1 14 0
E: 3 3 19 0.3 4.4 0
o
o 36 13 39 14
@g
P43
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¥ ik 34 0.3 30 0.3
B 2 fie A% TR

BLH B 5 B & 4 e i

BLA 33 3.8 29 3.1
B

E 18 0.3 9 0.3
b3
RSt s4

2% 28 1.9 20 1.3
Tr
48 5 G B

%% 24 0 99 0
3

B 16 0 12 0.6

PR~ B IR GERRAE

ook 20 0.3 17 0

FS. 3 17 0.3 3.4 0
H ¥
EERERFAEERS

ot 20 0.3 8 0.3
% i gk

FHHBRBELERABRRBEEAEAE AR RFHFEAZE (NCI CTCAE) 4. 05r %
‘3& °

BB RE - T LA - LB -

batz B RERMBER o

CotEEEH -

Ao 2 AT £ 0 ~ ALTHE o ~ ASTH fw ~ oo b R PE S BR B3 w ~ o — 4% B B W45 B3
o~ BB RIRMRF X - do P B R A - BWPEATIRAS  FFRAEE £ e ~ BT X -
B K R~ FFOh AR B S~ AT AR R E K - MAREE A - AT RB o
COEBBBE X - OF - OB -

Tote AR~ R XA - RBEEEX - SURMES - kB - RS -
B M ERES - 55 BEMES o

St B R ~ KEBRAZ -
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Do e BB T RBR A BEAKT ©

Vo HE - FBAR LA FBMRE - LA FBARE - AUE - AR - Wik
T~ T -

Ta48 mMZH -

Koz gl ~BE - £ % -

#9. 42 S\ CHECKMATE-9ER + >20% CABOMETYX#=Nivolumabit % 8% A%t 4 e ik
MBI TBERAME

CABOMETYX s Sunitinib
ERERAME Nivolumab
A Fl-4% #3-4% #1-4% #3-4%
HBAE %)

it

ALT3¥ 79 9.8 39 3.5
Fra

AST3% 17 7.9 57 2.6
Fra

2%z 3 69 28 48 10
s JE

1&55 54 1.9 24 0.6
s JE

1845 47 1.3 25 0.3
s JE

5 44 3.5 44 1.7
W IE

1&45N 43 11 36 12
o E

A& By 41 14 38 13
B 3 Ao

ok 41 10 28 6
5§ 3% fm
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B P 41 2.8 37 1.6
B4 B B3 Ao
LBk 39 1.3 42 0.6
&F 3% Ao
= 67 35 4.7 27 1
fo JE
& Ao 26 0.8 14 0.4
BEE
3% %
He 42 6.6 45 10
£ N 41 0.3 70 9.7
- 37 2.5 61 4.8
B s 37 0.3 66 5.1
% 35 3.2 67 12
PG oo 3R B
B

ARAERAAETHBARGREAFBEA AR EANE D —BARBRHA TR
EREEZ %A ABHE - CABOMETYX#vnivolumab%a ($£8 : 17023174 %
A) #usunitinibé (#H : 17323118%KA) -

BT ¢ B T

CABOMETYX#y e oMo A —BHMEKR 2 E - T - THEBAYROEABR(AR
CELESTIAL) # £ 473p 4 » MM P04 L BT o L e AR FE MR o BL &6 T
CABOMETYX 60 mg% B —kR(467 %)X ERA(23748) > HEZARKBLRBEREE
BXHFER[FRHEARRBRETH(12.2)] - 7 A3 % CABOMETYX 4 & 2 F £ 76 &%
R A3.8EA (£ME0.1-37.3) #XERBARZFPMERFMNA2.08A
(3£ 80.0-27.2) - CABOMETYX:6 # a7 A F81% 2% B M ~ b6% B A » F# P
B HB64R - ARG %R E E AChild-Pugh A BA -

ZCABOMETYX:4 #& 42 R B R %4 £48:825% &3 (KAFHRR) ' BB - RET
& ~ Bod 4B (PPE) ~ &4 ~ B > H 0B R EBek - BADBAHES-4 BRER
BA Bt EPPE) - S0 - ks - HE - EHRREBTH - F6RARR
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JE % 2 CABOMETYX 6 B 2% At~ (AP R3E - HEEBZH - REXRETEE - A
PIFeRkieE - iR - LRBEHA) -
CABOMETYX &9 B P34 &) & F 4 # %435. 8 mg - # % CABOMETYX % A &9 % A62%4% 38
ERE  IURANB ERARZEZS 20 ng - FRCABOMETYX R EHMEHRT A
FREBZTRERARES © Boonsc @z (PPE) ~ BUE - & H# - B RASTE
# o CABOMETYX/6 B 44 4 84%m AR R R R B Y F 408 » 16%% AR R R RBEAKA
5% o S RCABOMETYX A X5 % 2 & ¥ LA R R & HPPE(2%) ~ mAE(2%) ~ RETF

B(1%) ~ BUE(1%) BB (1%) °

#10 : $XBRCELESTIAL % 25% CABOMETYX 4% &7 At e F R R AE!

CABOMETYX ZRB
(0=467) (n=237)

RRAR rEge: | FIRER | mpga’ | FIRER

4 & 4 &

FATRE (%)

BHH &
B 54 10 19 2
B 31 2 18 2
Bk 26 <1 12 3
R % 13 2 2 0
HIET & 10 0 3 0
=¥ 2.
R 45 10 30 4
B 5 22 7 8 2
) 233 14 2 2 <1
R#REH
RETH 48 6 18 <1
ERARAT 4
&
T 2 46 17 5 0
s 21 2 9 <1
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@%@

& B4 30 16 6 2
#wEAa W

MERE 17 1 6 0
HERAG

S 12 12 0 2 0
P35 it

T AR AR e MK 8 <1 <1 0
+

SR~ B R

YRR RE

HREERE 19 1 2 0
% [ i 12 3 10 <1
WL B R Rt

K

Rk AR 9 <1 4 1
LB 7 B 8 <1 2 0

Lotz mmm 2 B25%(A 4 3 8) 222%(%3-48) 89 R R RI&
2R R mES RS LR R EAREREL 0R(NCI-CICAE v4)

S UTHEE B LHES 2SR ES - BA  BEMRERES &
B BAMAS  BS KBS AEX - AXERE  BEMEK X - R
REX - HIEHEEX REMEFX
o THAE Lk FRELA - wBAZ

%11 : 3}BRCELESTIAL % 2>5% CABOMETYX 4% fam AR TBR T AL %

TwmEmAIR
£

CABOMETYX ZRB
n=467 n=237
R F& % IBER iR & % 3IBRER
4 & 4 &

mAT e %)
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ot 2l

LDH 34 fo 84 9 29 2
ALT 3% po 73 12 37 6
AST 34w 73 24 46 19
REE G oE 51 1 32 1
ALP 3 jo 43 8 38 6
f& Sz 25 9 8 4
1 4755 23 6 6 1
f& stz 22 3 3 0
Fhy E5 38 A 16 2 9 2
10455 8 2 0 0
o 3R B4 A

SRR 54 10 16 1
o G IR 43 7 8 1
do 4z 3 A 8 0 1 0
Loz @@l £ B25%( A $8) Z22%(E3-48) KR ERAE |

ALP : wheshses 5 ALT © % RS #RRESE 5 AST | RPIAMM MM ; LDH : o ¢
LB 855

AN U]

CABOMETYX &4 %2 & 42 38 COSMIC-311 ¥ & 8473045 > LA M B ~ 8T - R
BB RSB > 258 2 s 516 R FHRAR B AR 5 BoE 2B B —ROMR
CABOMETYX 60 mg (n=170) K& #H (n=88) m L X #HMRBH# » HB|HKEKEILR
BRBZEZZENAL[FLAHELAABREM(12.3)] - £F A& B B
# %2 CABOMETYX 7 A 8976 B35 R o5 i) P £46. 03B A ($£E0.2 - 18.848

R) > BXRBBARBAR2.6BA (£E0.2 - 15.2BAH) - F#HFPuEL
65% (HE3LIZE8R) *HI%A LM ~TI%BHEGA1ThEEE ~1%BEA -~ 2%58
LR EARMTRY mBRER » AR63%K%AT ¥ 4% lenvatinib o

# ZCABOMETYX’6 &R AT A2 250 BARRRE » BAERBNOKAF A © K
B 4 flE (PPE) ~ e t6 ~ BB ~ 0 R ~ RETH ~ B ofofdhds - A A£2
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Dt AR B4R A RRIE A & 0B ~ Bk s i (PPE) ~ 46 ~ BUE ~ K s5fu
apEX o

#HZCABOMETYX6 B 9 AP ASHARERARRIE - AR RERR

RIEQIEBE ~ BIBEHIR ~ BF XAz E o /£CABOMETYX& ¥ & 1. 6%69 5% A% 4

BERRRE > 3G 2(0. 8%)F A (0. 8%) -

CABOMETYX-F-34% B & 2 69 F4r# %39.5 mg - £6T% Ak A CABOMETYX &9 % A# %
BEIMARATERE —RAERE - RE LT RCABOMETYX# ERAEH R R KR
JE(25%) R oo 4 2 (PPE) ~ BUE ~ B - RETHREHKN - ATINER
CABOMETYX#y i A% Y BRHE LA % - RB5hBAY SR BHRRRE AT -
BoswrEE(PPE) ~ 0B ~ RETH o X - EH KRS - 58, 8%e9%
AB#HAER R RE % 3K X5 ACABOMETYX -

%12, f23X8RCOSMIC-311! 4> 5%3% % CABOMETYX:4 & ¢ % A5 & R B R &

CABOMETYX ZRA
(N=125) (N=62)

FRAR LEEL #3-48 L #3-44

HAE (%)

BB &

LR 51 7 3 0

& 24 3 2 0

Bk 14 1 8 0

o 3 26 5 3 0

o 10 1 2 0

=3 25

& 42 10 23 0

R#EE %

AETH 23 3 16 0

ERAET@

&

B3 4o B 46 10 0 0
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@%@

& fn JBO 30 10 5 3
wE

MERE 18 1 5 0
HE A

S 12 10 0 0 0
B 10 2 2 0
F %~ B3 F

4 B R

HER® 10 0 2 0
MiRE 5 2 0 0
BBk B A

%

Eak 15 1 3 0

! @35 £ CABOMETYX a2 4 SR R i B B a Pl £ B> 5% (FiA 24&) %> 2% (#£3-4
%) #97A B

2 $ABARBEARAE LR REMAFRARE (NCI CICAE) 5. 03
SOBEUTHEE (HBEX - oBE

LauTEE R EH

P OHEUTHEE  Sal  wBAS  SaBAS

Es A B ERBYHEAR RRE

A2 RBRCOSMIC-311 ¥ 55 3 — K ABE A& T i M4 B % 95 2 2 (PRES) » bR R R
A A R SR F FI T (274872450, 04%)

#13. $BRCOSMIC-3111 4> 10% % CABOMETYX % % 6% A B 4 s KB E MR B %

CABOMETYX ZRA
N=170 N=88
T A B
* FAESR | BIRAEBIR | mEER | B3MRBAR
FHAB AL
Te B
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LDH3¥ a2 94 10 30 9
AST 3% Ja 81 1 15 0
ALT3% T4 1 9 0
b5 5 43 9 13 9
ALP3% ja 37 0 16 0
GGT 3 hu 27 9 929 1

f& S8 5 32 3 8 0
AL 2R 27 1 5 0

b

& f T 5 26 3 3 0

J& S 8N 19 0 14 1

£y T ) 14 0 5 0

b

Ao 3% B R

& do 3 Y 46 3 10 1

o bk & d FK 40 3 5 1
2

N AR Y 28 1 6 0

1 @32 2 CABOMETYX 425 4 A% 8 5 B aaR] £ B> 5% (FA Z8&) &= 2% (&
3-4%) HEBRERAEE

2argy At E R WLDIR AW F ¢ £1% (O UINE< 2 x ULN) ~ 22& (> 2
x UILNZ< 3 x ULN) ~ #34%& (> 3 x ULN) -

ALP : s afidk s 5 ALT © 7 Besk#d Rkas 5 AST @ R PIAREBRIRAESS 5 GGT : A4
Rk 4555  LDH : do b SLE A 555

&P 5k B

B BBAP 48 P9 55t & 78 (DNET)

FCABINET: B8 + * 4t A &xfR ~ AR KBS H - ERFAHEN 5
i BB ) s A% A sPAECABOMETYX ey R 2tk [ £ B EE A 3082 (12. ] - m A%
48 o lk— xR ZCABOMETYX 60 mg (n = 63) % &&#&(n = 31)» AZ %% B1LHK
BRBEELHEN - EADNETH B ALAELAN Z D — MDA ERE
(everolimus ~ sunitinibz lutetium Lu 177 dotatate) (somatostatinigfx4s
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B dh ) ib Btk = m B4t o 3% CABOMETYX & A » 4R 3F SRohrl + 1 8t %48. 38 A
(@ :0.1 -37.8) # 2 ZRBABARS2.9EAGE 0.1 - 11.2) -
32 CABOMETYX 6 % 6 75 A SR die 1 $ 260K (S8 - 29£79) ~ 5T% A B & ~ 86%
BAA-UBTZMA 3. 2%BEA 1. 6%% £ B EHRARTRN A BAER, -
L6SARRRRERIAMCRTFELR > RA3. ABEFHRLTH -

3 %ZCABOMETYX/6 B e M AR AU B AR ERRRIE - 2 269 R ABLENRERR
B 8,35 a2 2 R E4(10%) ~ "Bek(6%) ~ Bodosz (4. 8%) ~ & (4. 8%) ~ 8 &,
(4.8%) ~ H (3. 2%) ~ B (3. 2%) ~ ILA B RAR (3. 2%) ~ s P B 4o K 3 Ao
(3.2%) ~ B45(3.2%) ~ & msvE (3. 2%)Fv % 0 B (3. 2%) -

£ 19%69 % A B R B R % 3K X 45 A CABOMETYX - 3 2 K & 4% F CABOMETYX & &
RREEIEaREREFH  SHFHRG - A% - SREHE-ET - Hb - CER
1%~ BB B R E ~ COVID-19R % ~ Bk KEMZRE ~ M X ~ BEa R SHRE

CABOMETYX#4 3445 B & & + 1w # A41. 4 mg - % 83%ey 7% A% 4 ¥ % CABOMETYX 4
RYBARRRE - 22 AR ATEFHEGRORARRBEE LS ~ BE -
Bt aRREEH B HoSB o ALTH M - b B £~ LA FHBE
> apEX -~ BebFuASTH o o

A 49%e 7% A% & B s R MRCABOMETYX#| B9 R R R /& - H 3> bYehm AT B R1&
BEARRRBEIELRS - B~ HBfopgX -

3 % CABOMETYX 6 2 A ¥ R (A %2 20%) 69 F R R BB A ~ ASTH A ~
ALT3w ~ 0B~ BB~ 5~ 0BEX - MAFTRER - hilE B9 - h
AR ERD R EERR F PG RKTERD BB RE TR ~ i Fk
b~ BBE >~ BB RE ~ FARBRIIREIRT ~ "Bk ~ ALP3¥ fufo bk B3k 3T 8RR D -
CABINET #pNET/ A B £ 69 R R R B N %14 -

#%14 ~ ZCABINET ¥ 4& %2 CABOMETYX 4 % 69 pNET% A% 4 9 R R R (= 15%)

A RRE CABOMETYX 2RA
(N = 63) (N = 31)
ik ! #3548 LEEX Y #3544
HAE (%)
— A
LY 79 14 61 6
i B
& i B3 67 25 55 16
A EF4 19 11 3.2 0
4
B B
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i D 63 6 23
@ %6 49 6 10
R 37 8 32
BT 25 3.2 16
Bk 25 6 16
Hiex gl 16 0 6
ERRET&

&,

& 57 11 23
WUA F B &

WaEdEY

LA F B TR 41 1.6 19
10

HE A

Y 2% 2 30 0 6
Fx12 25 0 3.2
PR X 3

TR SE 25 0 3.2
—F13

KRB %

R RB 25 3.2 19
SREY

METH 19 3.2 10
$% ~ B2

Yy

oo ) g 14 16 0 3.2

1 NCI CTCAE 5. 0r&
2 BIES S EH
3 AR aR - b BAF - KERAD - KEESR
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4 0 aBRREFH - WRE - RE - RAEHRoi - BHRoi - FikE
E > BhiEE

5 aIEHE -~ & X

b X R -HEEX-BX-FX

T GAEBRE ~ TR -~ LR - BHERE - BT E -~ FRBRE

8 BFEFERAR - FREHR

9 QRS  BORERE - RXAERE - REME - $ Wi 85 - mie
KES BB - REX - REEEEX -BEEEFX - R AR
10 A FRER ~ JESEMMRE - FR - HHR - 9EER - R~ F
SRR~ B X - BHIAER C MAFTHRER - LA FHRER - MR

11 6% EHER - REEY - RE%RE - XE4E

12 GHHEE -~ B

13 83 FRBAEKAT ~ o P42 F ARBRIF Y Av

14 63FSREE -~ EHHFRE R

#< 15%4: % CABOMETYX 6 % ey % A A HEE R A RRIE 35 B S &% %
B~ SERE KRB -BERELAY -

CABINET ¥ pNETs% A% A 9 R BRER ML R R E REN KIS -

415 : CABINET ¥ 4 5% CABOMETYX:& % ¢4 pNET% A AR R R B H Z X R ER
RERE ¥ (= 10%)

KRERAE CABOMETYX RRA
RE¥ (N = 63) (N = 31)
LY EX Y %344 LY B3%4%
(ot
AST3 76 1.6 48 0
ALT3 #a 75 1.6 39 3.2
& o g 2 37 3.2 48 3.2
188 o 2 3 25 0 6 0
ALP3% 22 3.2 23 0
1845 d 5.0 17 0 3.2 0
164 o 8 16 1.6 16 0
o P HfE dr F 2 14 4.8 6 3.2
75“7
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4 dn. g5

14

1.6

10

&8 % a o
9

14

10

Aok o 5 1

11

J&8% fn g 1

11

1647 g 12

10

1.6

3.2

1o 3% %

s/ RS ECT
%13

37

19

o PG
TR

27

1.6

PO = L

25

1.6

32

HEH T Bk

,/|\16

22

16

B o 3K 4= f 3t

19

1.6

3.2

# TR

1
2
3
4
5
6
T
8
9

10
11
12
13
14
15
16
17

NCI CTCAE 5. 0r&

635 Bt E ~ mE R
QIR I ~ B AR

EIEf PR ML AR ~ & P e P BS BR B 3Y A
LIRSS e ~ 85 F1R ~ RIEZ 0 b5 1K
ELIE RSN M ~ b MK
QFEhPRLEE N s ST

B4 HEF M ~ bFHE Ao

e EaZkahE s by a&karn)

EIE R ~ S MK
ELIEIREE e ~ Mgk MK
ELIERAT e ~ M7 MK

635 f MR BOR D ~ s MRIR D
OFEETHOLKITBRD - EFTHRGLKEDE
B hmirFRY - B

I REHIF B - REHRD &

603 A KT BRD - GafRDE

P.35




JE S 7R 48 P9 55t & )8 (epNET)

FCABINET:R B ¥ » ¢+ A &R ~ AN XBHBE - 2IERIFHOFEN S
s i 78 ) Bx AR ASEAECABOMETYX 84 2 &bk [ 35 R B EE AR 8% (12. 4)] - Fo A%
B 2 fk—=%k 2 CABOMETYX 60 mg (n = 132) X Z&#(n = 67) » A EZHE% B4t
RERBEEZHEFEN - EHepNETHy R ALAE AT 2D —EFDAG AR %
(everolimusz lutetium Lu 177 dotatate) (somatostatinZEA#ish) %1%
A B4 o 3 ZCABOMETYX ey A » &R 45 4R ) P e 5. 48 A (& E0.1 -
32.4) » B RBBIHRAR £2. 88 A (FE0.5 - 22.8) -

St P B A665% (£ E28286) ~ bH% A &M ~ 86%BEA~ THhAEZA~2.3%4 %
MA -~ D%MEK R I K RER 0 RROABETFHERBTH

# ZCABOMETYX/6 Bty AR AN B AR EFRRE - AR DR ERARRE
.45 & £ B (6%) ~ B (5%) ~ LAY B 7% (B%) ~ BUE (3. 0%) ~ “B=k(3. 0%) ~ f
P R4 I A (3. 0%) ~ R EFH(3.0%) ~ B (2.3%) ~ i F kD (2.3%) ~
PLA & A7 (2. 3%) ~ BAE(2. 3%) ~ RudosE (2. 3%)F Gk (2. 3%) - 4. 5%#E:%
CABOMETYX/4 e m AR A RPTARRIE > QIETRBRE - $ BTk §
Bl ~ SBEERE ~ A EGHMRBARPRIRANER > EAIMBARLE -

A 28%4% % CABOMETYX 4 A& 89 % A B R R R JE ¥ 3k 5k X 4% A CABOMETYX - # 3 &k X
4% A CABOMETYX 89 R R R J& €L3% BLIE ~ 46 ~ ASTH fu ~ ALTH Ju ~ fo " BB 4 3
o~ BB R REENS ~ 5B - ALP¥ v~ BofoapE X o

CABOMETYX &y 3454 B #| & 3 £42. 9 ng - A 81%4Y 7% A% 4 ¥ skCABOMETYX %
RYBARRRE - 22 U BATEFTEGRGR RRB @ BUE ~ &E
B BB~ B~ OfEX - B - ASTHw ~ "BebFu LA FRER - £ 38%4
o ANB A S EKCABOMETYX B E09 R R RIE - B3> Shthm AT ZHEEH S
ARRBECIERS ~ Bt BB ELE -

#ZCABOMETYX 6 2 A R (A %2 20089 R R R & A B 46 ~ ASTH Jw ~
BLUE ~ BB~ ALTH o ~ d MRITERYD ~ BB - 9B X ~ 8BS~ Ghikit#
R~ E P AR BORD LA FRER - R EBRESE - FHRRGERT - R
BT ficERD ~ HoBE - BUE - ALPH v - HRERIERD - BER
38~ PILEREF I Aw ~ IREZR G 0E ~ o PR T I ~ K5 E ~ K47 fniE Fo
&A% fo JE o

CABINET # epNETH# A% A &9 R R R B N %16 -

416 ~ £ CABINET ¥ 4 % CABOMETYX 4 % t9epNETs% A% £ 69 R R R A& (2 15%)

FREE CABOMETYX FRA
(N = 132) (N = 67)

TEL Y #3544 TR S 23K44%
HAAB (%)
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k2 73 14 58 9
S 16 1.5 10 0
B B

BLig 65 11 42 4.5
o g %0 40 3.8 10 0
s 39 2.3 21 0
B 0 29 9 43 8
"Bk 17 2.3 10 1.5
o B

ey, 4 64 27 37 6
EERE T4

]

g8 50 3.0 10 0
BLPY B o &

WamRE

LR B RAR 36 8 33 1.5
9

PR % g

¥ AR AR 3 fE A 34 0 4.5 0
-FIO

R#tmEH

R R IRR 33 1.5 15 1.5
HERAG

k2 E1l 35 0 1.5 0
Fx12 17 0 6 0
HETH 217 4.5 8 0
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R~ B Fe
4 F ReE

%o 13 17 0 10 0

1 NCI CTCAE 5. 05

2 AR EH

3 BFEKE - AEKE -2 FHAKE - HIFKE - RIER BKE - BRIFKE ~
B B K

4 SFBR-EHBX

b X 0B -HEEX -BRX-FX

6 BIEHRE - TR -~ LR - EHER - BT E - AR

T oFEHRR s oBAEH - WERASD - WS R

8 GRS KWL E - RXERE - REBRE 3BS85 KERELFE
E-ERX - SWtbtosr M ERES - BEEEFX - R X AR
) AHMAFTHER - FFEMEERE - TR > WEHH > 9BEER - IURE - TR
B X~ BIRR - MMAFRIARE - LA FTHRER - BIERSE

10 &35 FARARIDAEIRT ~ oo AR F KRR R S 5 3% Ao

11 a4 EHEsE - REEF - K5%E - 4532 %

12 6@ % ~ FE&

13 3% ~ ESREZREMZEE ~ ZHKA R

# < 15%4 2 CABOMETYX 6 B 69 AR A MER KRB A RR B EFSHERE ~ H

o~ mRREFSH - FRG - FOk Kok - B ERY - THEMREMEY
FRBEGH BENEEAY -
CABINET F epNET# AR A 9 TR ERAILE R B ¥ R ENXIT -

%17 : CABINET # 4 % CABOMETYX 4 # #9epNETR ABBRAR R R EHBFEZEERE
MR R E % (= 10%)

TRmERAEE CABOMETYX REA
RE¥ (N =132) (N =67)
LEEL S CREYC S R #3488

(ot

AST3 70 3.8 21 1.5
ALT3 #a 63 0.8 18 1.5

& s i 30 0.8 39 1.5
ALP3# #® 29 4.5 30 6
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oo LB BT 38 23 0 12 1.5
Ha

s o B 38 20 3 10 6
/Ja4

1&B %G 20 0.8 9 0
5

1645 do. 5 8 20 0 4.5 0
JE dn 475 | 20 2.3 10 1.5
&4 8 20 0.8 4.5 0
J68% do. gz O 19 0.8 4.5 0
f&4% fo. 5 10 16 2.3 7 1.5
1o 3% 2

s R EH BT 55 1.5 13 1.5
F%ll

& f 3 dm 3t 37 3 4.5 0
#F

o bk G B 36 3 4.5 0
HE S

s 4r F o 0 14 30 2.3 19 0
B S B 28 9 18 1.5
o 15

1 NCI CTCAE 5. 0rx

2
3
4
5
6
T
8
9

O H aBE - LBt

635 fo PR ML B BE ~ Ao F R P B B BB Ao
RECERD 58 = VLR 58 .8

AR KaZahE atTakaR)y
BIEREGhIE ~ 85K ~ BRIEZ 5 65 FK
BAERST S JE ~ S 67 FRAK

B RS o E ~ 8k FIR

QI AR ~ 5% E1A

10 &R mE - @ EIA

11

a3 do MR B D ~ fo MR D
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12
13
14
15

B e ak B D - G KRR E

QT HARRBRD 5 FHaaREDE

Btk B

TF 5| B EE R 35k + 8.8 $lcabozantinibx R R R J& :
- FHEFIL (LIEBBEHAR)
. TR
o BB X
« BHEHRMATX
;¥
- FHR/RAFER
- REHER® (AEREHE)
. MR
- BE
- BRXEBE
o FRBFFIK A2 Fo HAG T K fn AR
s ko RE (ETHRoRRE)
« it (AiF Hdofodo i)
o BHARE S K AR
o FHRBRIFE T
- BHRER
o TR B R B EER
o 43
o &S5

8.3 LWHkaEm

A2 CABOMETYXH ‘& L & ey AR H AU T R RRME - 8t R B R T2k
RABNHEHEBRERY > BUR—RETREAFE LR IARLRENER

& B R B 4% -

REEE B (EHFEXHR) HIE - FBEFRH -

EAk I -~ BIRB (AR YA RA (BRRFARLBRRL) A HMEK
Fzatmis kBFOEH)SEEHHBBRSAELENRE (SHR) F/R

MK BN RHIRE - RHBERALRRLTRERL ERARTARMARE

F o 4o %0 B K IR 2 -

B HRROM
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FEROEE N RGEABMHEHBRE - PR & 355 & A4 Acabozantinib
AR LB BB ELIPH B BA -

Y B

FREGEBEREE XRPHEMNRE  RY P BRFIBBAEMRET B
Fe & B R % R4 4748 A cabozantinib4 % -

B

B 4o B % BE4E % cabozantinib E—R %k WEARAZFANBREENRRR
Bz— (A% 21%) -

B&KE - LERERETHRE

BE
¥ i 33, — 18 AR Fl cabozantinib % —#& & ¥ mcabozantinib & B EZ EH] ; — MR AR
EMER ) RRAEREHE - SAABRE 3 REERB-F 3 BHEAKRER

X3 BRA0EHR-F 2BRBERBURE | K9 FEELR (BIN) #w- Lik
BRBERM T -

IR
10.1 fEF%EE

BESNE(E /S AP D AT EEIR - cabozantinib EHIHEIMET(FFARAERA F=EER) -
VEGFR1(JI[[EWEZ$F.?X -1) ~ VEGRF-2 ~ VEGRF-3 - AXL ~ RET » ROS1 -
TYRO3 * MER ~ KIT ~ TRKB * FLT-3 & TIE-2 MBS & BB E 14 (tyrosine kinase
activity) - BRI ABRESE T HFEEARINERARRFENBERZE - WERE
B~ FERRARER - BEMENE « MEMAERBRMIRIENHS -

10.2 ZBERQEEIB4S M

HalisAEZ cabozantinibMIREZ SN ZY) [ RN R ESME) 22 ERIE & -

DB AR

1AM - €5  LREHBAHANMRET - S TREMFRERERAOR
cabozantinibBBER 5 - DFHEEHQTc BHIWEE - F£45 Fcabozantinib 4 81 -
£ Fridericia AR 1EZ QT B8R (QTcF) 391/ 10-15 ms - ZE¥EEE QTc 2K
FGEAEL - TR IBERA O R RS ENE(L - XIFRARR
METEOR - 7 E2CABOSUN - sl B2 CELESTIAL - 5858 CHECKMATE-9ER - COSMIC-
3115k CABINETH # % cabozantinib/&a B E A BE#EQTCF > 500 ms HIEH -

103 ERARRIZZMER

BEY - REUREBNRIE

RT3 ¥R E cabozantinibA 2= ol 5E M : rasH2EE R/ \EEFSprague-
Dawley KB - ERIRFNAEREEMRF - BR—ROMRIZE Tmg/kg
cabozantinib (X1/ AEE&EE 2 60mg cabozantinib 2 AUC IRZZE/ 5 1) - B
1K B IR B /8 & R IS 88 A e g B R M B 3% A Mey R B 2 L3R R 1M I8 88 A e yg -
HBAERIIVAFRABRZBEZIEN - BY rasH2EER/NEETH26BRE MR
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b B/ EMcabozantinibBZE SR SN AR ESAE VR IRESH
cabozantinib RBEREM -
Cabozantinib7E RSN AR B R 88 (Ames) EEZRE M - EAEMNEAE
ETZRINMRESS B RERARN/NEMZER T - cabozantinibfEEEE 2 4(
clastogenic) -
RIBFEERIRIMRAR - CABOMETYX BB RESIEEB MU MNEBED - T—I1B
SEENRET - REAEYRIEEARE 1+ 2.5 8 5 mg/kg/day cabozantinibfF - &
IRERBESEEN AR 2.5 mg/kg/day (K AFHEZEEE cabozantinib
AUCHI 13 18) % - 7’& MRENEBRENBERE  SRFBEFEERLTEREESEN
Do TEREMARED - EREBSENI AR 1 mg/kg/day (R ANEEEES
cabozantinib Z AUC B9 5 &) i - EEBss WEERE SRR EEEEEE /)
KZIEINERBIEAZRERREEZIE -

E—RBEEHBIEZETIWcabozantinib HAERBEABNTE  TIFEEEBHE
Eﬁ%ﬁﬁpéﬂ?ﬁ?%ﬂm%% TEFEE—ER 6 EENERREART  NOEEH[0M
BBESAUOD AN B AEREE S ZFE8 AUC B9 0.5 B R/ 0.1 3 - HIRA
ﬁha,& BOREBHERRZIER - 59 EUHAREESE 14 X E S5mg/kg/day
cabozantinib (K& A $EE &= cabozantinib 2 AUC 89 9 %) - HIRONEERTE -

ZME N2RM

B H# B cabozantinibBER HIFE 19K - cabozantinibZFE = (IkIBAUC) W EAIRHE
FZERAZE51E ; 15K OZERTEAME -

R

CabozantinbZ2 &S MBEENPAURE (Thy SAEZEE3-4/NE - -RES-FHS
CABOMETYX 140 mg B &S MR R E (Chay Bcabozantinb B EEI & 5 H19% -
CABOMETYX#H1cabozantinibBBEA 589 AUC ZEBR 10%[FBLEHAFHZE(3.1.1)]
A#Zﬂﬁg/gﬂﬁ

RESHDECENSERYE  ORKMEE—HScabozantinibBEEL 5 - HC,p, & AUCH
BN ZEIEAREE D BN T 41% & 57% -

M

Cabozantinib®OR D M EEFE(Vz/F) A8 319 L - CabozantinibbZE AENRIESEEAE

B (299.7%) -

HEER

TR Z BIn+FREAA A 99 NS RIBEMEE T ZBRE(CL/HEEER 2.2L/hr -

il

CabozantinibE#29Ms CYP3A4 R E -

HEM

fe =it & B8 14C-cabozantinib E—HI8% - £ 81% HBIRBMSTE MY BT 148 K
WEHARKEIW - HPK 54% BEBRLIW - 27%HRAZLU - £ 72 NFUWESRA - £FE
th#JcabozantinibREL G 42 TG MESE M B I43% - T ARE P RIFREAIL -

T AT BE
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TEUFAﬁF—*;EWFEéﬁlcabozantlnlb%’ﬂ?%iﬂBE—FEE\-%%THE@E’JEQ Fifz(32-867%)
RERERBANIBREAN)  IEEEPEBEINEAZ(BEEMDRDERBIELEZS Hﬁfﬁfi

?z_C]TE/EJZ 244 3Kk 3B 8 = [eGFR] 230 mL/min/1.73 m2) - CabozantinibZE4) &) HEa7E

MDRD A2 & 7 eGFR<29 mL/min/1.73 m2ifE Nyt BB KB A S LI A5 -
ZERFA

BSEREEN12m EZERcabozantinibb2 B R EE TR ESEH—RCABOMETYX
60 Mg AN RE=HEE -

EMIEAEE R EBEEAS (COG) BT/ ZERERERARKRAET (ADVL1211 A
ADVL1622 5itER) - cabozantinib BEZ2KIEEI £54R B - #%#ieRHEE (BSA) 518 - WLIRA
AR A 20 mg 1 60 mg ZEEE45%E - 55 %FAEP FRPUHE 13 % (BB 4218 %) -
FEAREMIERBRPUERN PK B - #EITEEE PK 217 - A =B E W —RBEBRA — R IR UL
BIZ - oD cabozantinib Y PK 4514 - /xﬁ*”‘ﬂ%%ﬁ‘rﬁ*ﬁ% R BIEES - REREL
%ﬁéi*ﬂi"\ﬁf)\ﬁ’ﬂ cabozantinib PK &2 - ERIREFREIEZ cabozantinib PK FEE
ZFAETF - DUAEN=EE S5 (30 * 40 + 55 mg/m?2) ZITR9EEEG . ﬂié’fiﬁ"ﬂg#‘ﬁﬁ?
- REMSVERAEFERRERAGHENEIZ A0 mg/m?) - RESEHERASH—

mg HNEER S0

FFDIEEAR /A

R EESHEMEERAFTERN cabozantinib iR 2 22 &) HEB ST EER - IE B INBES
E(HREAEZNAST<IERE LR(ULN)) I EMNIIEEA S & (BB Z<ULNEAST>ULNEL

MR E>1-1.5BULNBASTEARE) Mcabozantinib 9B &S W R B R FER K - v BBE =

£ T -BERENEESBHRED - PEMNINEEAZ(Child-Pugh B)fE ARcabozantinibiZZE

(AUCoNp)IBIN T 63% - EEMINEEAE R A RIBABBINR [(F S HKIGHFZHE(3.3) R

GIER T EEIE(6.6)] -

EY X B ERTE

Nt
CYP3A4ANHIE

R EE= &R MY CYP3A4AIHI Elketoconazole (B H 400 mgiF#& 27X)Fcabozantinibf2
B % - ZfEcabozantinib E—EISAIMITE _H_E(AUCO |N|:)im7]|]38% °

CYP3A4:5EH :
= BB CYP3A4 FEH rifampin (BH 600 mg#i4&31X) McabozantinibBE
fic 7518 - EfEcabozantinibE—HIE RIMEREEES (AUCy \Np)BD 77% -

CYP2(C8 & :
S B cabozantinib BEE HEIRBEREMFRER - IEE%Tﬁf,'—il'irosiglitazone%—”féE =
(CYP2C8%H) - Wik¥frosiglitazone MERBZEE=E (Cpq /X AUO)E R ERASENEEZE -

=3

[EIREBAIRE

P.43



12

RESEEZRRRESE T EBAH L (PPI) esomeprazole (BH 40 mg#5iE 6 X) &
cabozantinibBB&E 75100 mg E—EIE - WoAk¥cabozantinib MIRREESE (AUC)EAERRIK

EENBERE -

FEIr ke

CYPii

MHEICYP3A4AZF /P 80% LA L cabozantinib &6 MR ; HNHICYP2CORI%
cabozantinib # ¥4 BAIFL B/ )\ (<20%B95E2D) - #IHICYP1A2 ~ CYP2A6 ~ CYP2B6 -
CYP2C8 - CYP2C19 ~ CYP2D6 KCYP2E18I¥tcabozantinib YN ER R B Z -

B SR cabozantinib EE2MNHEE D EER A CYP2C8 RUMEIT - BR—IBRIMEBIUEZRE
ERAMEARERT  REMERREAR  F28 (YP2AB RENBESELHR A BRENE
& AR EAR @ R B P B RZ cabozantinib FE ZEMBR A AEZR (B
CYP2C9 ~ CYP2C19 KCYP3AAZE - RIS AETIRIRG BT - BHAREITEEREZER
EZEELTHRKREREENTSE - BHOUENMAS - BINRER - cabozantinib¥ CYP1A2 &
CYP2DEIINES R BINHIER -

Cabozantinib 7 CYP1AT mRNA B9FEHE - AMER AR EARBEDAEZE -
Cabozantinib ¥f CYP1A2 - CYP2B6 ~ CYP2C8 ~ CYP2C9 - CYP2C19 & CYP3A4 2 BHEE
i -

#ZYEREL

Cabozantinib BP-BEER (P-gp)E#EHRHIHEIE - EAZEP-gpHI=E ; EHP-gp REH
FAF% - cabozantinib BOsEEEMP-gp REMNMITRE ; ILEIRMWERKBB M LBEZE -
Cabozantinib7ZEEESM B % MRP2 =E - BEMRP2INHIEI B ol sE €& Mcabozantinib [M
REE - WWEIRMERRABRE N LB -

B Rl BR B R

12.1 Bl

EnMEMERE L2 8%

A EMETEOR (NCT01865747) & —IEREH 2 IR(1:1) ~ BN ~ 2P opaE - Hsesh
FEREVERBE-EBRMEMEREEeENMEIAEMARERCC) A - #¥d CABOMETYX 48
#geverolimus KU - W AR H E I2EEAR R EUE (Karnofsky Performance Score [KPS]) &
E270% - WAMGBEER ZVEGFR (MEEREFERR) R ABISEIH S E X
MSKCC (Memorial Sloan Kettering Cancer Center) & B0 IR EHERIETOE -

WA (N=658) BE## Ik 2 S HOMR 60 mg CABOMETYX (N=330) sk#E=ESHOAMR 10
mg everolimus (N=328) - ZEURAREM (75%) - FlcF IR 62 5% - 69% HEATLAEIR
BB —RMMEMEREREE - & AflkdE MSKCC (Memorial Sloan Kettering Cancer
Center) fZEETTEEREMR D - 46%BEOQERBET) - 42%5PE(1ERRBET) - 13%5
ZQRIIERIBEF) - 54%HmAREIELU LEEERER - BEMK63%) - ME4E

(62%) ~ FFHE(29%) A K& 8%(22%) °

AR EREN I AEEAHEEEUNAEEEEZEE(IRO) LN EB(EEEE (
progression-free survival [PFS]) - &t¥17] 375 BB D ECI = & ETIM - BN

P.44



HIEER T REAER S (Intent-to-Treat [ ITT] population) B B1E&FEZ (objective
response rate [ORR]) LUK E 5277 E B (overall survival [OS)) - FEREILRAT121E R - S8E%E
T—R-BIREBI1I2ZB—R - mAERAEEIERS(EHHIRREABESNEY - MANREA
BHIRERELE  TEHMRABRCEEEEELSE -

ABRAE RN - CABOMETYXHHE iReverolimusiiPFS - OSKORPEE#Hst LRE NS - BN
BREIRNFIS - R19 - B1KE?2 -

&18 : BEEMETEOR Z B4R (A1 375 BEMEH I BECRIRHEE)

AL IEIR CABOMETYX Everolimus

N=187 N=188
PFS U2l (95% Cl) - B 74(5.6,9.1) 3.8(3.7,54)
RMEL (95% Cl) - p & 0.58 (0.45, 0.74), p < 0.0001

I DBHHSERTE - LAIBETABMRCCBAMRSEZBLIVEGRR (NEERRFEZR)
SRR 7 BRI B RIEE I (130200 E) & MSKCCZFR&E [E b 0 R 1R 2 48 Rl (0= 180280 3) B 7
A (IKIEIVRS Eil)

B1 : sMETEOR 2 #E(ETF/EH(PFS) AYKaplan-MeierBi 4R (B 375 ZE&EMER S BV
;&)
02d __ CABOMETYX L SE— G
044 .+ Everolimus f = S 2
0.0 r . : ; T .
0 3 6 g 12 15 18
FURBRI AR - H
CABOMETYX 187 152 92 68 20 6 2
Byiroliius 188 99 46 29 10 2 0
F19 : AEMETEORZENER (EEAEREE)
AL IEE CABOMETYX Everolimus

P.45



N=330 N=328
OS 't gy (95% Cl) - B 21.4 (18.7, NE) 16.5(14.7, 18.8)
RMES (95% Cl) - p & 0.66 (0.53, 0.83), p=0.0003
ERNEEREUAREBR(ER 17% (13%, 22%) 3% (2%, 6%)
B B E) (95% Cl)
p &2 p <0.0001

IDEHESERTE  SAEETABIORCCR ARG EZB Y LVEGR (NEEREFEZE)
AIER 7 BERZ BORBEHDHIE (130200 £) & MSKCCZFa# @l kg 77 #1228 Al (051130 2813) A 7
A+ (IKEIVRS Eifl)

2EFIETE

2 : AEMETEORERRFEHI ZKaplan-Meierti 4R (EEDAE I%RS)

1.0+
0.9+
0.84
0.7+
K 0.6+
o
::“.‘5: 0.5
0.34
——
0.2+ ... CABOMETYX
0.1 Everolimus
O-U I 1 | L] L] L 1 L Ll 1
0 3 6 9 12 15 18 21 24 27 30
FLR By AU - 9
CABOMETYX 330 318 206 264 239 1?‘4 105 41 & 3 1]
Everalimus 328 307 262 229 202 141 82 32 8 1 0
i 82 CABOSUN

Al ERCABOSUN (NCT01835158) B —IRHEH (1:1) ~ B - 205 - st ERAEES
Ba B R HE Al (RCO)EA - FEECABOMETYXABE I sunitinibAIERL - fm AAEHEH 7
fic - 2 hlEREH—ROKRCABOMETYX 60mg (79%) - 28 H—*XOM sunitinib 50 mg
(78R) (BEAEABRERFE2E)  AREERERRBCIREIEINBURL - IERAR
STaERERMBAREMSERE IMDOZ BRI D HIREMERZPENEEEMRE
7 - WMAKBIMDCRBRER R EEEEER(A/M)DE -

ARZHBARBM (78%) - FEFUHR 63 5 - MAKEBEIMDCEBEEFNER81%RPE
(1-2I8EREF)R19%BEE GCEBEREERRES) - B0 Z=1/B6%)NEABBER - ECOG
RORIEAME46% - BIBEAB4 % - B2HHEAB13% -
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FREUTEERAHEUEBUNSNEBEEEZE S (BIRC) I TE 2 BB(EFEH(PFS) -

BB M R RS SR T ENER - BRCABOMETYXRE R sunitinib - HPFSES
Gt PRSI - BNERSWRF20 - H3IRE4 -

<20 : ;BECABOSUNZ B AR

AT CABOMETYX Sunitinib
N=79 N=78
,,,,,, EbrE]
SHE (%) 43 (54) 49 (63)
PFS cifi1%f (95% CI) - Al 8.6 (6.8, 14.0) 53@3.0,8.2)
AL (95% CI) - p &3 0.48 (0.31, 0.74), p=0.0008
BREEEEH
SHE (%) 43 (54) 47 (60)
& R4 (95% C) 0.80 (0.53, 1.21)
ERNEEEU R ER 20% (12.0, 30.8) 9%
(EBE D BEME) (3.7,17.6)
(95% CI) 14

'HEWBI A S EE RS E(BIRC) BT ETS

25 BCoxtL AR ER E 5 - ZABELIDBEFIMDCARER D EIELNE RS EE -
BoaB R RIS

SEEHBHRHSABE  UIMDCRARERE D BELRIETEREBANERT -

Axpe s T ORRAMES EREHE -

3 : AEECABOSUNEB(EF B ZKaplan-Meierih#%
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04 -

Iy [ WEpni s

0z
024

—+— CABOMETYX

---------

0.1 -
4+ Sunitinib B R g e

0 3 ] g 12 15 18 21 24 27 30

00

,..
-
-
=4

Number at risk:
CABOMETYX 19 51 37 24 22 18 12 5 2
Sunitinib 78 36 21 12 9 5 3 2 1 0 0

-
o

B4 : FEECABOSUNEERR TR B ZKaplan-Meierfi 4R
1.04
ool
0.8 4
0.74
0.6
0.54

0.4+

R
i
}

0.34 R e e ot

1 = cABOMETYX
+o4+ Suntinib

0.0 T T T T T T 1
0 3 12 18 24 30 36 42

Number al risk: H

CAEQN‘FTY): 790 74 58 45 41 23 8
Sunitinid 78 61 50 42 29 17 6 0

na

il BECHECKMATE-9ER

Al BRCHECKMATE-9ER (NCT03141177)2 ACABOMETYXf Hnivolumab®lsunitinib;a &5t
IR B ERAEZBBRCCOBAETRBH 2R - IR G - SlBRCHECKMATE-OERHEER
FBAEBRREERIEMNREEESU BT AR ZEZFERTIBA - IKBIMDCHERE D
H (BEvs. FE vs. EERR) - PD-L1EBRIRE (21% vs. <1%FE) FFTEEE (/0
EX/PE/ACER vs M) BB AETHE -

A KLRER 72 B 28 H O R—RCABOMETYX 40 mg#1&2 85 k¥ )£ —Rnivolumab 240
mg (n=323) - 6 BBHRAI4BHEEH OR—Rsunitinib 50 mg (Ja&F48E - ZFEF
B2 ) (n=328) - &BEAEZFESRECIST 1.1IRHNERB(ICIZES HIRE A BEZNEY -
ERARNERNERBELAHNBERAREEERRAI S - RINFFEFSRECISTERRNZE
R BEEER AR - BRI ESEEMNBEH I ARFE12BET RESBRET—

R BHRE60E  ZENABE12BET—K -
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ABREENREES  ERDPME61 (2B : 2889058 ) - HF38% =655% * 10% = 755 °
RZEEAREMY (74% ) IBA (82% ) - 2hIB23% FM77% mANEEKPS S
70%-80% #190% -100% - s ABIIMDCRREERI D4 © 22%1EEFR - 58% S E [ E 1
20%EE R -

FEBEYFLIERSPFS ( @BICRERE ) - HEMF4IEZRAOSHORR ( HBICREFE ) -
IEIEE R EE R - EdsunitinibiEE - BB 2 Bc 2 CABOMETYXFInivolumab#B 2 & ARIPFS ~ OS
MORREBEHIREEMTBEMNE - RIEBIMDCREIRIERFPD-L1EERERENEER - &
EmmEf - BIZEPFSES—ER - BMERNFR21 KBESMEIOFIR -

<21 : #BBCHECKMATE-9ERYEBEM LR

CABOMETYXE2 Sunitinib (n=328)
Nivolumab (n=323)

mEEEN
R RIS (%) 144 (45) 191 (58)
EEHDAIE(B)? (95% C) 16.6 (12.5, 24.9) 8.3(7.0,9.7)
FBREE(95% CI)P 0.51 (0.41, 0.64)
o-fEcd <0.0001
BEET R
BT (%) 67 (21) 99 (30)
rBI(8)? (95% Cl) NRe® NR (22.6, NR®)
& t5(98.89% CI)P 0.60 (0.40, 0.89)
p-fECdf 0.0010
= fEE(95% CI)9 55.7% (50.1, 61.2) 27.1% (22.4, 32.3)
p-&n <0.0001
522 R FE(CR) 26 (8%) 15 (4.6%)
2143 K FE(PR) 154 (48%) 74 (23%)
R FER ER B 21(3)(95%
Che 20.2 (17.3, NR®) 11.5(8.3,18.4)

AR Kaplan-MeierfhiztH& -

b43 /@ Coxtb Bl BIRIEEL -
IRIEDBE S RIRTE -
IREDBHESRIREWERPE -

CEAETE
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115.02.23

st mz i rE Rp@E<0.0111 -
IR ClopperéiPearson/7 At EEEER (Cl) -
hsRECMHg BRI & RpE -

E5 : B CHECKMATE-9ERZ SRR (b7 & HARYKaplan-Meierth 4%

1.0 - B

05

0.8

0.7

0.6~

0.5+

04 -

0.3

02 4

Probability of Progression Free Sunival per BICR

0.1+

—&— CABOMETYX +nivolumab
00 - —e—— Sunitinib

I I I
0 3 6 9 12 15 18 2 24

Progression Free Sunival per BICR (Months)
Number of Subjects at Risk
CABOMET YX +
rivolumat 323 273 234 1986 144 77 35 i1 4
Snitinib 328 228 159 122 79 31 10 4 1

E6 : HECHECKMATE-9ERZZ B8 FE HiAYKaplan-Meierdh 4R

10 e

0%

0.8

074

06

05+

04

0.3 +

Probability of Overall Survival

02+

01+

—&— CABOMETYX+nivolumeb
00 —a—— Sunitinib

I ] ] ] T T T

T T L]
0 3 6 9 12 15 18 2 24 27
Orverall Sundval (Months)
Number of Subjects at Risk

CABOMETYX +
alvelne n 308 295 283 259 184 106 55 1 3
Qnitinib 328 296 273 253 223 154 83 36 10 3

12.2 FH#AMEE
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A BRCELESTIAL (NCT01908426) #1TH 5ol Z = sorafenibia & H A& Child Pugh AZRBTIHEE
A2 ARREMHCCORBA - LIEEHECABOMETYXBOERL -

K EBBAMANGEEEZRChild Pugh ATRA - &Ze e mlER(2:1) - €5 - LEEIHE - 250
AR - AL E - 2 hAlATEH—RORCABOMETYX 60 mgsi 2R EEE - HEIER
BIEHHIRBEAERNSEY - BEIRREREE BREMXEEHBVI B RS HCRM X

fweE [HCV] ~ skHCV [#EHBV] -~ = Efth [BHBVHEEHCV]) ~ #IBEIE (GoMz ~ EthESE) -

PR 2EGFEBRELIMNEBERERE/SARMERIB(ELR) ETOE - dRFEBENIEE
RERRFEHA(OS) - HthBENIEEREEER(EFEH(PFS) R BEREZR(ORR) - HalEERA
RIZRECISIT 1.1 iR 28B#ET— R B -

s ER CELESTIALE B EC 7072w A - EFFCABOMETYX#H470% - ZEIEIZH2373 - T ARY
FR DU R4 (EER222865%) @ 82%REM - 56%BBTEA - 34% il A - HHIZE

Bl R FRER S FAH B (ECOG) A28EARRERO E1553% - m1EE 47% - FFAREHCOMREES
38% I ATRFHBY - 21%EATRIRHCV - 40%E NERIEHBVEHHCVREMEER - 78% K AHE
RIMERICFAFHINIERIER - 41% B AZPEIRZER(AFP)EE>400 mcg/L - FRIBHWA
#HMEE T @sorafenib’a®E - BA2TR R ASET AMESSHEL -

BUAERZENTR22 - B7XES -

<22 : AlBECELESTIALZ B4R

BEpERE Y
L EE CABOMETYX 2z R
N=470 N=237
228725 H1(0S)
FET-AE (%) 317 (67) 167 (70)
gsqjm;ﬂ(ﬁ) (9% 10.2 (9.1, 12.0) 8.0 (6.8, 9.4)
RS (95% CI)' 0.76 (0.63, 0.92)
p 1&2 p=0.00493
|E(LTZEH (PFS)
EHE (%) 349 (74) 205 (86)
EEw AL 284 (60) 186 (78)
FET- 65 (14) 19 (8)
zr)s PULE(R) (95% 5.2 (4.0, 5.5) 19(1.9,1.9)
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J& B (95% Cl) T 0.44 (0.36, 0.52)

p f&° P<0.0001

BESE=R(ORR)

R 2 ORR(ZED

3 4% (2.3, 6.0) 0.4% (0.0, 2.3)
7 &) (95% Cl)

p &4 P=0.0086

CEp P

AR L ES CABOMETYX ZRIE
N=116 N

EREFIEHA(0S)

SETAE (%) 79(68) 38 (64)

OSHUE(H) (95% 10.9 10.2
Cl) (7.2,14.0) (6.9,14.9)

&S (95% CI)' 1.01 (0.68-1.50)

p &2 P=0.9682

w|B(EEEH (PFS)

SHE (%) 86 (74) 50 (85)

PFS th I 2(H) (95%

54(3.7,5.6 1.8(1.8,1.9
an ( ) ( )

& BEEE(95% Cl) T 0.46 (0.32-0.67)

p &2 P<0.0001

Cl: EBEH

T CoxtL Bl fp 8 Bt 5t

CHEZRIBTE - REFFEMHBV[AIEHCV] - HCV [£HBV] SiEM) « #IREEESM - &
S ) R EE TR B/ A MERIE(ESRE) B D BEF(KEBIVRSER) -

3%k O 'Brien-Fleming /5% - B78%& M (IMBN484BIFE )i - BEZK%EH0.021 -

AFisher'sisfEtRE -

57 : EECELESTIALZE282 77 & AYKaplan-MeierBi#4%
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Probability of Survival

—— CABOMETYX ",
B pe SRR TR,
014 4. Placebo Tt .
DE L] L] T L] L] T 1
0 6 12 18

Number at risk:
CABOMETYX 470 281 159 a3 44 22 4 0
Placebo 237 117 57 25 15 7 3

B8 : AAECELESTIALERILEEHA ZKaplan-Meierfi#%

1.0
094 ° —+~ CABOMETYX
0.8 =+ Placebo
0.7
0.54

0.5+
0.44

HEE bR

0.3+
0.2

0.1

0.0

1] 5] 12 18 24 30
Months

L)
L=F]

Number at risk:

CABOMETYX 470 13 39 10 3 2
Placebo 237 21 5 2 1 0

12.3 FEBLERARARE

A ERCOSMIC-311 (NCT03690388) gtk DL (2:1) ~ €5 - ZHREHR - 2h 05 - &
CABOMETYX#t# /& S EIM HAs iR M LR RARRE (DTC) - EERMEAREREF
( VEGFR ) 128E85 % 5w b B G HUA B e A B AT e BRI m A 2B - WA
oS ESH—RORCABOMETYX 60 mgsi &M - M1 E=#F4RE - BRERB(EEH
REAESZEURIE - BEARLUTRIEEEZ envatinib & F#ik< 655> 655 ETH

B - EEMBUNSNTEEEEZEE (blinded independent radiology review committee
BIRO)FERERRIL - BB NI ELZREANTEERBA TR N EIRECABOMETYX - Z&
FEBEVNERASEREIAEMHER(ITT)NERE(EF /S (progression-free survival - PFS) - DUKA]
1002 ME D ECim AU ZEERE S FE R (overall response rate - ORR) - HEM BN T EEEER
S & (BIRC)MIERECIST 1.1 hETM - B/ VBET—REBI - B2 EH(Overall
survival - OS) BRI MR -

(=N =]
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REREEEHPS)NEZDMEZ187TRER I ERBA - MBLEEEHPFS)NEHROTES
258 B MEH D ECEA - FEPNBIS655 ( HE31E855% ) @ 53%R/KMH - 7T0% /B A ~ 19%
B 2% BN~ 2% RHEBEENMZ ASMFUHIIRER - 63% & #Xlenvatinib - EH
ECOGHREREMAERO0 (46% ) BT ( 54% ) - 93%HImABERHESR -

ICELER AR - BB 2 BEc ZECABOMETYXRYE A BN ZREIE - SR EF M (PFS) BB #aT R
EMRNE - BEEREBRORR)ARZEEMRTEERINE - BUERBERKR23MED -

<23 : ABCOSMIC-31THEUER

TEHIF EH A
CABOMETYX 2 R CABOMETYX 2 R
(n=125) (n=62) (n=170) (n=88)

wmE(ETE S

SHE(%) 31 (25) 43 (69) 62 (36) 69 (78)

(L7 E A NR (5.7, NE) 19(1.8-36) |11.0(74-138)| 19(1.9-3.7)

(PFS)d {2y ( &

fir:8) (95%

Cl)

AL (95% 0.22 (0.14 ~ 0.35) 0.22 (0.15 ~ 0.31)

Cl)?2

pf&3 < 0.0001

BRERER

(95% Cl)

BEEOE % 15% (7% - 26%) | 0% (0.0% - 18% (10% - 0% (0.0% -

(95% Cl) 4" 5 11%) 29%) 11%)

JER 0.0281

Cl: {Z#8BER” ; NR : &ZEZF ; NE : Roajslfh

T EEHAMBALRETESHWFAEHRE

2 g FACoxtE Bl @ IR S B it 51

3 ABHES RGBSR 2EEZ envatinib R E# < 655 F1> 655 ETHE

A ERAES B R E

> AATREBSM A B R B 2AT100 2 M D EB A ( 672ECABOMETYXA K33 B LR
w48 )

© Fisher'sis it EMoiE RE0.0ETLER
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9 : sERCOSMIC-311 B (b B ZKaplan-MeierBi 4R ( B #7 - N=258)

1.0+
0.9 —— CABOMETYX
0.8 4_ -+ Placebo

0.74 k
0.6- :
0.5 A
0.44
0.3+
0.24
0.1-

00 r . . o i O ESLELEEY <+ - :

Probability of Progression-Free Survival
*

MNumber at risk:
CABOMETYX 170 117 59 41 20 -+ 0
Placebo 88 33 11 7 1 0 0

12.4 N5 IETE

Bl 148 57 i BT

£ CABINET (NCT03375320) (—IEfEH 2 - €5 - ERBEIHE - 2 O0HER) - #HHER
AV - FEPMGEAS SRR M iR SN D L IEE (pNET) BESRIEEABEERIEMNRA - &7
HCABOMETYXHRABEPNETHIER - MANBEELNIESE VD —EFDAZERE
(everolimus * sunitiniba{lutetium Lu 177 dotatate) (somatostatinfE IR 9N E % - HERR
BEEMISEREEEINERINRA - LIRS ZiESZ cabozantinibiaEE - S MBEIRA
[RREZBZG)EMND - GIRE - URIEERAGEEMOAEIEMGIL M F A AR A - KL
KREBFEAFZBEARMENRA - MRALEKSE(R:1)ESEHOR—XRZCABOMETYX 60
MoHLZREEE  EEERSCHEREERESNSEY - Btk B kE RS Asomatostatin
I (SSA)(B/E)MERIsunitinibBE(B/EB) P E - BRI LE12RET—X - ABRMAAE
TEEINEERBEINEERA - AR ERBER = ZsomatostatinB U LUIEFIEEAR - BEHE 2 B
FZRBAENRA - EEUHBEUNHEEZSEE(BIRC)ERERGBIEE - T AFEEE
CABOMETYX# -

FEBNERIEEAEZ(EETH(PFS) - HERBIINNEEEZEE(BIRC)IKEREER
FEFT R 2E(RECIST) 1.1hRFE M - HttBEMERASEDIEEREREZE(ORR) - RERERHE
(DOR)FNEEE7ZEHA(OS) -

HIMIpNETR ALKHEH D EC(2:1)1EZEBHOKR—XRZCABOMETYX 60 mg (n = 66)2k &
Bl(n = 33) - FERPUBR60EEEE : 29F79) - 57%RBH - 83%ARBA - 6%REATIF
EEEA - 4.0%RBEEMA ~ 1.0%R=BENtZ ASFHMNREER - 1.0%8E-RRERS
HthKFEER - 1.0%RZER « 4.0%KRBI|MEAKA - LUESHHAMFT FRAT & - £991I
PNETIRA D - 27%BEZ1EEAEFUEE - 26%BEI2ERXAETHEE - M46% B
B3 LTRESHRE -

KERENRZZUENZETES - CABINETHREFRENSABRUI RS - BRI FE
ZRIE P RYE A9 7o EF i8R Elcabozantinibia® - BB - IXBIRCFE L - H5EEE
CABOMETYXHHENR ZR B ZE R A5t BEZAIPFSINE - EE R4S TRIET —RERMAY
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OSZ#r - OSEIFECABOMETYXA 32 (48%) S "L R B4 R 1761(52%) 5 TR BL
#A(OS HR = 1.01 [95% CI : 0.55 - 1.83]) - 52%Ry LB R ABRBFEMECABOMETYX
A% - OEEHOSIEREMTE -

BUERFENRT24MEN0 -

#<24 : CABINET®HpNETH ARVE 4R

CABOMETYX % R
(N = 66) (N = 33)

BR(LEEH(PFS)
EHB(%) 33 (50) 26 (79)
h1(95% CN)' - LIS sE 13.8(8.9,17.0) 33(28,5.7)
fir
fERRtE(95% Cl)2 0.22(0.12,0.41)
pfa3 <0.0001
2432 7 fER(ORR)
ORR (95% C)* - % 18 (10, 30) 0(0,11)
% e I RI(DOR)
hIE(95% CN)! - LB AR 11.4(6.1, NE) NE
fir

Cl- fS¥ER ; NE - SRR

1 Kaplan-Meieri&

2 9 B CoxEL 1 2| B 48 BY {4k [=] 5 4 FHsomatostatinZ8 L1441 (SSA) (B/#) fFcAisunitinibE %

(B/E)DE

3 S EHBEREE K ER{EAsomatostatin i L4 (SSA) (B/#) Mk RisunitinibBiE(A/

%)% /B (B8 Rafl = 0.001H58)

4 Clopper-Pearsonj

E10 : CABINETHpNETSH AAIKaplan-Meierf& B (E7F 5 AR AR
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LTSI

i

| — CABOMETYX =~ ==

00| —— ERM !

3 6 9 12 15 18 21 M 27 30 33
BEBE SR A EREICLLH B RAT)
Lo ‘.Iiﬂ‘r\ll IYX 66 50 ¥ 28 19 13 8 3 3
13 19

B f S AR 7 S HE BT
FECABINET (NCT03375320)F (— BB DL - €5 - LREHRE - 2005 58) - ttHEER
EVIRR ~ B ER R HASY 88 4%t R B I A A 7 MHEW(epNET)EE?‘EHUF/ AEER{ENmEA
1 CABOMETYXAR &EepNETHENM - M A MBI E D —TEFDAZERE A
(everolimus=Xlutetium Lu 177 dotatate) (somatostatinf8 I YIBRINEE - BERB T E 14K EE
%y‘JZFEEEHMI\FFE’JFA MR SCRIE = cabozantinib’ABEE - SRR BERABES S
(GhHEM - GIEE - UEEREEAGIEmMIE timﬂDGltHHﬂiiﬁﬂﬂI?ME’JF)\ PUR BEE 1= AL
?EKJEEE’JFA AL B (2:1) B EHOR—RZCABOMETYX 60 mgsh 2R E&
B BEEREERBCSERBEEESHNSY - BE S RKERfEFAsomatostatin&L147)(SSA)
(B/B)FRZBEAL(FIZE GI/RA BN SEPBERGI/M/EM)DE - BRI hEs128ET—
R - ABRMARBEBINEREINENREA - WA FEREER = ZsomatostatinfR 4 LI
FEAR - BE D BRI ZREIANREA - EEMEINAEEZEEBIROERERELR - an
e F|CABOMETYXA -
FEBFEVGRAEERERB(EEFHPFS) AEHBUNHEEEZESBIRO)KEEREENR
FEZTAL1ZXE(RECIST) 1.1ARERAY - Eﬂﬂ{fx%i%/ﬁJgE@%%EE FEZ(ORR) * R EFFERE
(DOR)FIEEBE = EHA(OS) -

$£19917epNETHE A & REH D B (2:1)ER B HOR—RZCABOMETYX 60 mg (n = 132)5%
BEI(n = 67) - FERPNUEF665E(FE : 28586) ~ 51%mK M - 84%HBEA ~ 8%mEASFF
EZEA ~ 2.0%RIMA - 6%TEEARMNERARER - LIKSHR/AMT TN T & - EREIR
%:MH%/ \B5(34%) (B3E+ &M - ZBMEMG) - Fi(20%) - MER(5%) - B 6%) - 5%
(2.0%) ~ B(3.0%)  3FEBAEE(1.0%) ~ BRE(0.5%) - Eft(18%) - LUKAKRFN(12%) - 19911
epNETIEA S + 46% B EZ BT EZEMEL - 29%BER2EBFTRIETEMEL - M25%E #
3L ERSERIE S ML -
KBIRCAEAY - FilER:E BCABOMETYXHE R LM ZR AT BRERIPFSILE - EEIEF1234)
TETRET—REFHOSHIT - OSERITECABOMETYXAHF8341(63%)FE T % B A #HF40
Bll(60%) T T B3R A #(OS HR = 1.05 [95% Cl : 0.71 - 1.54]) - 37%H % FEI s A\ EiRE|
FIMECABOMETYXA % « DIaEHOSTEIREMT & -
BUERFENT26MENT -

%<26 : CABINET®epNETHR A BB R
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CABOMETYX gt
(N =132 (N = 67)

ER(EFEHA(PFS)
SHH(%) 68 (52) 39 (58)
th{i120(95% CI)! - WIBHEE 8.5 (6.8, 12.5) 4.2 (3.0,5.7)
\vi
fBIREE(95% Cl)2 0.40 (0.26, 0.61)
pf&3 <0.0001
IS EZ(ORR)
ORR (95% C)* - % 5(22,11) 0(0, 5)
[z FE 5 & 5 B (DOR)
hr21(95% C)! - UBBE 8.3 (4.5, NE) NE
fir

Cl- fS¥ER ; NE - S5
1 Kaplan-Meieri

2 73 /& Coxth 1/l bt 15 Bl &k [5] 155 {2 FAsomatostatin 2 {41 (SSA) (/) IR 2 BRI (PREER Gl/
KRHE HHER FEPEERGI/ i/ E fth) 53 [

3 7B B RIS E (K [E 15 5 Fsomatostatin i {41 (SSA) (B/£) IR BRI (PiEER GI/K
1 AREAS IEPISERGI/Fili/E fth) 53 B (R E RafE= 0.001LEE)

4 Clopper-Pearsonix

E11 : CABINETHepNET#H AfIKaplan-Meierf& B L F /S HA B 4R
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- Wi :

HHEA - BEEASBRERME LM 2 ZIEVERE - B A S EREABLISKIIBINE

BB [ EEZRLTEFIEB5.1.1)] -

- BARES

HHEAECABOMETYX AEEBUBELIRE B AE - AlUEER - RO - BIEREW - &5

LR ESEFENERACABOMETYXER BB ETA NEEMEN RSN - BlUZ=S
BRI [FSEEERFEEIR(G.1.3)] -

-_[MEEH

LEFRMEIKMESHZHE - SHEA - BRERESIKMENEIERER - BREFIRME

BRESH (BEMRE)ZHS - SHEA  AEMEIRNTEREEZ - WESSERRKE - B

MR B BEREANB[FSHELERITZFIEDG.1.4)] -

- SIME :

HHEAFRSMERNEISRER - SRR AREHAEAMER - %5 [M/E L% H IR 5 MERRYE

IRSNEEMR - IBH AR B EREANB [FSHELERLTEFIE(.1.5)] -

- BER

SHEA - BE—REREEARF A HENEICSBHEERIBNEG - BRNEEREAS

BEEEERIEFIEDG.1.6)] -

- IR ATBETF

HHEA » BENPEEEANSE @ BHSBEREANE[FSAZZRLIEFIEBG.1.7)] -

- ST

SHEA  BRESE  BRERONEUSNESRESNHME - BUBMEEEREASFS

BEZERFTEFEIEB.1.8)] -

- BERHEBEAS :

HHIEEESZnivolumablE A - BEIRE EREEAZHEIRSERE - BB A SRR

BANB[BELHEERTEFIEG.1.9)] -

. EAR

SMFEA - ERREAROBITERE  EHEBEREASELFEERTESE
(5.1.10)]

. FEEENR

SR ARRE REFOREEEE - FRAURIMEBERE NS RIENHEERESER[FE
BEZE R EEFIE(G51.11)] -

- BOEs

SHEA - EREETEOUINRFN(ERIRFM) A - BREERREAB[FSEHZIHE
(3.1.1) » EERFTEFIHG1.11,51.12)] -

- D RINE BRI RE
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SHEA . BHIRABA TSR BTN RER - BMEBERBREAS[BFSHEZRTE
BZEI5(5.1.13)] -

BiRRIIBERE -
SR A - CABOMETYXZ S FMRIRINEERE - HaEE R T EAIFARRINGE - SH&E
AN BRIRFARIRINBEE BN E R IEAE - @ﬁﬂﬂﬂéﬁ,ﬁ%%ﬁﬁ” EANB[FEHLERISFE
(5.1.14)] -
- {EMFSIE :
HxmEA - CABOMETYXEEMISEERE - fEaEREREHENMBENRE - SHBA -
2 HIREMISENERSVERE - BB EBEREAE[FSHELZRTEFIRG.1.15)] -
== Biak==a
HHBEEBSE NN UERKBRIOEERRE - SHMZLHEREA - CABOMETYX AEHAE S 5IR1R
PYRNER BB EEREANB[FSHLEZRIZFIRDG.1.16) - HHGEiHTEFE
(6.7)] -

BEEEEANE
ESHNBEEBRE NN HRRCABOMETYX AEHR KCABOMETYXE & —El 45 2218 418 B N FER
INBEM B2 i I [55 2 Bt 4 kA T S F15(6.3)] -
EHE LR CABOMETYXAE MR KR CABOMETYX R B — 422 AE BN RO EI (A2 B4
HiGEEtEEIE6.2)] -

EZYIHER RARSHEEREASENRNEERNMBELENIFELZ - #ithasd
H#E - S ARESBINEEM - 88T RENFE (St John's Wort) [(F2LEX G 1EH

HREA - BERZEDVNSEAHBEEREZED2/NRFAA T RRACABOMETYX -

15  EHfth
AWERETBEA: 2025058 (CCSIV10.1 update) (TWI-150126)
B
03|35 5 PATHEON INC. 2100 SYNTEX COURT MISSISSAUGA, ONTARIO, CANADA
L5N 7K9
—REER: TOAPACK NIEUWE DONK'9, 4879 AC ETTEN-LEUR, THE
NETHERLANDS B.V. NETHERLANDS
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