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F(RCC) 3HA}2] 0.9% (3/331) oA M Qlct,

o
=

o AFAE
uk
=

=13

Zke] 1.2% (4/331) oA R e™, 0.6% (2/331)¢]

7o

= AT,

;OU
23]

o
Ho
=

o] Whe A EQHRCC) FHAfell A

gl
o

B Nlo
o zr

ol
B
A

B

2.1% (7/331)elA =

]

TE)]

’

el

oA BiLw 3t

3

[k
=

&

LERIACEY

L

R

beieh.
Z 3 - (Reversible Posterior Leukoencephalopathy Syndrome ; RPLS)

°

of A &Y

\
o] Aol RPLSS| Ate

. qug Fo

~
B

59.8% % 70%ol A A E ATt

Mo
JH
K
Mo

~

s

o] A gl ¥

oF

=

ol o]

=1
BN

(G A&

-

s

}+

~o
oF

)

o

Ao
JJ

[e)

=9, 7

=24

DA (el

]

Tt

§ = Hojof §

5

gl o

=

o

oL
o

)

=3

Ho
~d

&

o7

Ho
)

—~_
o

I
~
Top
o]
™
el
Ho
s

A1
%

23!

NJo

)




2Zo] & 289 Ao Fuha e 3 o] oFo] Ag AN AL AAI A X -fo
gk FAd oo Ao b, 9mA AEE QR e A AR FHITE R
hatol A= o] ok FojE Fubsfof gtk

1

ATk, o] ¢fe] A7 AlA Aol dSteo] wE]Eojop Ft}. o]
oro] RUE® Hojok i, "o uwet ZFE Fudsgh

AE AREstAEels =78kar adste]l A&HH= 4f, o

Fojof vk, Fudg Azt o ko] TR Hholx Estal adsgtol
%! &l FolE

of g}, mdA 91719 A, o o9

= Z35 ' (Palmar—plantar Erythrodysaesthesia Syndrome; PPES)
o] ko] A golA E&-wntg SNk Zbol SS9 (PPES) o] #EE QY. PPESO] FFolghd, o]
3

bl AR FES welslor @b, PPESF 15T FEOE Sobdwl, e §FOE of o
Folg A Axslor dh

o] ¢o] A zmelA w7t HFEITE o] for Am Follv QUWS AHU|AHoE RUEE
gjoF gtk AlSFato] = Ao A - o] ofo FojE Fus|of gt}

8) 7} x swlz W= =X (Reversible posterior leukoencephalopathy syndrome; RPLS)
o] ¢fo] A 7oA 7[99 S5 HHF FF7(Posterior Reversible Encephalopathy Syndrome:;
PRES) e == oA Sl 7H94 F9d ¥ S5 RPLS)o] #ZHY. w2, FF,
Azbel, = e ARVsY ®EE EFste oY F4S Holv EE A A=
e ojok gtk RPLS $kAte] A9 o] oo FojE Fus|of gt

9) QT ztAe] A%

o] k2 QT % ,

A g7t e AN A Folste] FoJdjof gt o] oF

ANA(ZE 4, ZF 2 vtavla)e 471420 BYEH o
10) CYP3A4 f-%=A] 2 A3 A
7= gk CYP3Ad A3 A9l AEIZUYZEZ2 o] k] T A
oFn} ZrElgh CYP3A4 A8l oF&S Al Folshe= 2|
FEAQ 2EYLls FA Fodts A o] ok dF =&
upeba] et CYP3M A9k A o] oFe] 7] Fole
3 F=

11) P-"ub® (P-glycoprotein) 7]4&

—|~
i

el Weol At A, FRARAS Bgshe B4, PR

~—

o] 2¢k& MDCK-MDR1 A|EE Alg3l= ek EAA Ao P-Febil(P-gp) A EZA(ICs =




70ueIgot, Ade otk mebd of ke p-Iguu(P-g)e WE Fold s1ae]
agrEe ML 5 % FARE Hd & oAk o kg Fo st B¢t ke
P (P-gp) (el Haslubel, Lsld, Gu AR, e EAdels, o3

E

%ﬂﬁ,WQME,Eﬁiqa,ﬂ%ﬂﬂ,“4% B AEEHE, gyEE, Eyteh) e Fod
thste] FoJsfof strt4., AL 3 Fx).

12) MRP2 A &l A

)~

WRP2 ANAE Folshd o ofel AmelM BEE FAT £ Ak, MRPZ ASA(e:
PELA ) WE Foli= Fodol B (4. HEAE F FE)

AtolZF 22, o Fnjdl =,
13) &4 9 71 AALE Tl g3 G
o] o sAel A R Ag TEd wug P v, FR P YR ge
oFZ o] AukS-2 o] oky Fredo] v}, aYER V7S LASAY 21E u FoE o ),
4., A5F&

D) FhugE ol did o olekgel
(1) CYP3A4 A&l A

I

A7 A 7= gk CYP3Ad A OHxﬂ AEIE(400mg/ Y, 2743 FAR o] oko] HAE o]
Ha(29%)skaL, &S =(AUC)°] 380 S7Hdtr. elm= 7FEs CYP3A4
A3 A (o : E]E‘/‘r o], olEgtzivE, dexgutolal, FHjelxguteldl, AEF2)e o]
°ko] W& FolE FYE 7]

FHEE CYP3AM A=Al HH941(600mg/ <, 31979 W8 Folzm o °Fe] HAfol
430 F7ketar, @ 87ke] o] ofe] FFmE(AUC)C] 77% A4 2HEE A e CYP3A4
FrrACe: HYER, Fh=ubebAld,  @yal,  dwevtEdg B St John's  wort
(Hypericum perforatum))®} o] <] W& Fol= 3ok 3tr},

(2) 9 pH =4 A|(Gastric pH modifying agents)

A7d oA FAdA AZ A A (Proton Pump Inhibitor)Ql o 2@ v Z#}E(40mg/Y, 6477}
o] °F 100mgS W& FoI3 Ay, I 71RFEY =20 dAHoz Fodt JgS
v XA sket. 9 pHl ZHAI(S, PPls, H2 &4 A&A 2 AADE o] o3 WHE Fof A
Folg =4S FashA] &t}

S

o
T
1o,
]
_}i
b

(3

~—

MRP2(Multidrug resistance-associate protein 2) <A A|
A Qe o] ofo] MRP29] 7]Holgt= Zlo] YJFHUT. wEbA MRP2 A AAlC] Tl o
ok dAE=E ST AUt dEd & T
(4) G52 A A (A A )(Bile salt-sequestering agents)
e ~E ey ZFY 2~ (cholestagel ) 22 T34t AgAl= o] of Asgd
Rom, FAHoE wEFo] Hidste HAAE PN FF(HEe AFTFIo I
UTH10. HE7HE f1% AH F 2) oFEshd 54 3 Fx). ol AAAl FEAE
A o> EElA AA Tt
2) 7FHATE o] T o ofFel m A= ¢
ofE8tel thgk o] °oFe] F e FAREX
S

rl

AT T dAle
plom=, At Jdlst 22 F7HA]0 3 9y
(1) P-g=9 (P-glycoprotein) 714
o] oF& MDCK-MDR1 AZE AbEshs FWF AT P-Fau(P-gp) wF&&2] Al
(ICs = 7.0uM)elut, 71dE ofyfin}. wepa o] of2 P-Jeku(P-gp)e] W& Fojd 7129
EeEs S7HZ 7hedol . o o] ARE e st AFU A= P-F N (P-gp)
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3) v &7]dl uitel d¥E e Atndcle] HAY FAFA WA ulgEAER] gong
Fo]gtet.
10. 2718 $I% An
1) ¢k 54
(1) #8714
7RG E S T4 A I FA, Bystd = A9, oE g 2 oY dolAd
el #AoAst= e FEA B2 JIUAIRIKs)E Aslehs AAtolth. R GEH
gt 7lgelAlE Adlehs Aom by, HME S22 AR 5=8-A (Hepatocyte growth
factor receptor protein: MET) % @3 W9 F2] QIAH(Vascular Endothelial Growth Factor:
VEGF) &A1 AsA=Z A= Art. Hgh 7R AEHS GAS6 & (AXL), RET, ROSI,
TYRO3, MER, Z7] AXE <A} 4=&A|(KIT), TRKB, Fms—AF E]241 71uA1-3(FLT3) 2 TIE-29}
22 HEA 71UAE Asgt.
(2) or=lst a3
7hRAEH S AL AU T EdeA &% dHE FF AAgA, FF HE E=e
Aol& AAlete= As glskaltt
(3) A% A7) 8= st
WA AeAer gape] QAR o] oFS Foj(140mg 1Y 13] &%) F, 2094 (e

(4)

~—

2 o

=

10-15ms®] Frindericia®l 93] SAHE QT FAQTcF)e 7|a&Ao 2 HE
th. o] EyE AF B¥e de we MR g5 Wstel ddo] gl
of AlgelA o] <¢k& Fof e A F QIcF7F 500msE Z2Fshe FAbE gllomn,
G EGRCC) Al FoA o] k& Fols jE2 32 (60mge] &)= A=A gkt
AFA FEAd L A
AAFA G A ] AR
o] ¢k rHAY frade FAS, U, vl A 3% AlFedA FIEE A
ool Aol 1719 7]& VEGFR TKI(VEGF F=&A B2 71uAl AsiA)E Fol wdd 59
AEZS 7H A3A AFAEGRCC)S FAN=658)S F2H9](1:1) wjA 3] o] <F(N=330)
T duEYFAN=328)F TSIt b= Afe]ERQl 9 VEGE ZASW WA, AlE
el

Q
TEA-1(PD-1) =& IR =E st tE Ad As5E wE T AT

Abd 3

Axd  HHdol A= FE&HUT.  FY AEE(PFS)S wriEE WA HE
=993 (independent radiology review committee)ol 28] HrlEom, Az BEAe
29 ¥ 4= (secondary

e 3 3759 &Aool AAH[MG. oA Fad Wt
efficacy endpoints)© ¥4 WHEEORR)F AA| AS=EHE0S)o|AY. T H7te A
27]4d §t2 8ttt 1 Foll= 125wtk AAE AT

Hloj ekl QIS At 543 AW 542 o] o3 ozl oA FAY. $hAke]
ok SR 0lAaL, B vl 624t 71%= ool VEGFR TKIE @R
Fojubghar, #hxte] 41%= FUskAl ol Aol VEGRR TKI 24 FUEHES Fojwoprt. w=Ed

<29 A" o AE (Memorial Sloan Kettering Cancer Center)®l Az 93 HFo| st
Z1Eol mad 46%7F F2(0 AFAAD), 4207F S A-FJAAD), 13%7F FA(SE)(@ Ee 3
AR el ATt. FAFe] 54%7F #H(63%), HIEZA(62%), 1H29%), Z(22%) T 3vdl EiE 1
ol/de]l 7o Mol HIto] ATt A=7|ZHY] FXFgk(median duration) o] °FS FoF 3
A= A4S 7.671€(0.3~20.5 ®S), CHEFE2E FF T e Afdde=

4.4719€(0.21~18.9 W) o]},
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o] oFe] PFSellM EAM R frofdt AL o2y 2ok varste] S HATH LY 1
J

1

e 7=

2). 0Se] AR FIF A2 PFS A4 A FYEJeH, SAH

Oo

oy 2
o,

AA A =EdstA EFHTHR = 0.68 [0.51, 0.90], p = 0.006). =59 ADLA e 0S
T B A oW el -k vlaste], o] ofol] FzR9] wA ¥ FAloA TAHOR Folst
Aol JEHATHEF717 214709 vs. 16.570Y; HR=0.66 [0.53, 0.83], p=0.0003; L%
2).

ITT Fwke] PFS9F 0Sol Wish A4 a2 Ao wE(<65 vs. =65, A, MSKCC

<

o020
oo & oo

n.

s. &drsle
vs. =A4)), o]d VEGFR-TKIs® <(1 vs. =2), A VEGFR-TKIS]
S67E) oA o] <kl fEld d3tE AE HY.

APAQ Weg A [F 3]0 okH .

«(¥E, 3, FAGER), uE s8¢ awel ZA cdW=eE
(0 vs. 1), AekellA 2o wig7hAe] AIZH<IdE vs. =21d), T MET HEl(E= vs.

), = Aol(F-A vs. A, WAHI(FA vs. =A),

25}

v L3ke]  ECOG

g 2zl (F-A

A &71ZH<670E  vs.

(28 1] A HAE =84993d 93 #2388 A=(progression-free survival)d 7=
F2-9) w4 3759 ) (Kaplan-Meier curve)

1

1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.34

Probability of Progression-free Survival

029 == CABOMETYX SR— .
e + -t
014 '+ Everolimus
0.0 T T T T I ,
0 3 6 9 12 15 18

Number at risk: Months
CABOMETYX 487 152 92 68 0 6 .
Everolimus 188 99 46 29 10 5 0

[ 2] WA AE SH9938]d o3¢ pFS 23 g oF

1%} PFS A3

B S o] ¢F EEEGEES
= 187 N = 188
?}f‘lﬁﬁg% (95% 7.4 (5.6, 9.1 3.8 (3.7, 5.4)

0.58 (0.45, 0.74), p<0.0001

HR (95% CD), p-%t'

ofji

3ty 249 AA(stratified log-rank test)

@folo]

_13_




(2% 2] AA AL FhEate]o] 4 (Kaplan-Meier curve)

©
2
s
=
i
T
o
>
(@]
e
2
% —=CABOMETYX
2 024
= "+ Everolimus
0.1
0.0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
Number at risk: Months
CABOMETYX 330 318 296 264 239 178 105 41 6 3 0
Everolimus 328 307 262 229 202 141 82 32 3 1 0
[ 3] M AE 59993 9E 2 244 A5 3 0R 23} o
I3 ¥4 ORR
HAE g=Z #4 dgdw (RO)
BHI7 A= FHE W g~ o 2 F~
N =330 N = 328
ORR (F-3& ¥H&-%hH) 17% (13%, 22%) | 3% (2%, 6%)
(95% CI)
p—#k! p<0.0001
HE kS 17% | 3%
U J}o) Al 574 A (chi-squared test)
2) FEH 54
(1) &
o] oFo] A Fof & JIHZEHY LT Fo F 2-3A1ZF o FHale] Eddir}.
A—s% A 29U Fof F oF 24AI7F SOl 7 WA Hi dFEEE YERY, o]&
R A El o] #A7t Al (enterohepatic recirculation)S AR & &L oA ST},
ZERZEY  140mgs 1997 ®EE Fojgk A, w3 Fojof wvluste] Pk oF 4~5H[ 9
FFREZFEIH Ol (AUC 71E) o] FA AL, A4 Fee oF 15940 =gsirt.
DAY A ATFE ANAEEES Uogsl B Fold agee]l FE gHst Hmste
Cmax®l AUCHH(ZHZE 419} 57%)= S7HAZTE. o] °oFe] Fof 1AZF Fo] Aok 324 439
Ao st g = Qo
(2) +x
FERZE S AL AlF(in vitro)oll A Ak A el =8 AFH(>99.7%) S KT
Hek-2F5 38k (population pharmacokinetic; PK) R@o] TAsIe], BEXEE2(Vz)2 oF 319L(SE:
2. 700tk A BT FoEY AFey s 7M. g AdE o] WA HZ]

st
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(3) A W sl
FtRZE G AdelA oiAbETh 4 ) diARIE ZAl9] 10% o]del :=EF(AUC) =
ZA) e} XL184-N-2 AL o] = | XL184 o = B Ak XL184 i3l = EA
¥ o] E(monohydroxy sulfate) ¥ 6-tlw€ oln|= Ea4kE. BA 7FRZFEHY %49
ZlvobAl Asfasel 1% mnkel 2789 HlAF hARA(XL184-N-FAlol= 3 XL184 ofjv|=
BeatE)E 2 g4 w29 10% 7| vto|t}.
FR eI A9l Al (in vitro)olA CYP3A4 tHAF 7]”oln], CYP3Adel 3k F3}
A ZA, NADPHO ofaf v Wkl Apghe] b wpo]lm = EH(HLM) wi 7)ol A thARAIQl XL184
N-2Atol=o] A& 80% o]A AsfFcl; thzH o=, CYPIA2, CYP2A6, CYP2B6, CYP2CS,
CYP2C19, CYP2D6, CYP2Ele] thgh F3t3bal= o] oko] thalA] FAel das XA &,
CYP2C9ell tigh +3} A= o oo oiAbAl FAel HATe] FEFS YEHETH(S, <20%
2.

(4) 24
60mg, 40mg, 20mgE 747 Fo $of, 2GAEL(RCC) A 31873 174 63Ho2HYH 47
H ARE AMES 7EFEEY 2P PKEACA, o] <kl A HF wHH7](terminal
half-life)s= °F 99A1ZFoA T, A4 Aol e Hit HA&(CL/F)S 2.2L/hr=E FAEAT.
1755 Aol Al 14C-7FRFE G o] @ o $ 48U7ke] I ok, FoH F
WARE el oF 81%7) 34, oA 54% 2 WA 27%7F 345 L)

3)
(1

< _l

=5 el Ae] opE st
Al
Al

ol

ol FAE Uiz 3 AE Ad, AHY AFTVIeS UH Abg vlaste 3%

FhR eIl ek 7188 LS Hit vlES AE Ao $Abol A Cmax 2 AUCO-inf7F 19% 2

30% T %o (Cmax 91.60%2] 90%CINA] 155.51%; AUCO-inf 98.79%°l A 171.26%), 5 %o
RS PN TR PSR 7gT 2%} 6-7% T =TH(Cnax78.64%2] 90%CIoll Al 133.52%; AUCO-inf
79.61%°01 4 140.11%). 552 Aol Sabi= ofz Aw ] gk},

(2) 7+l
el #FAE didem g Ag AR, AT 2 Tex el #FAfelA =F(AUCO-inf)o]
7}z} 81% 2 63% 57Fek Ao 2 UEbth (AUCO-infell thak 90% CI: A% ¢ A% 121.44%90 A
270.34%, TS5 =9 7% 107.37%01 A 246.67%). S5 o] A= ofd AGEH A gk},

4) H]?:]N- o};qx—] X]—»

Aol A= AFEA] &9

ko

Tl s=old BEE o e
4
o]

rﬂ

(1 02:

=Rl A AR

= %/H/\]fﬂo]/q :Ez%] %}7]% 94%01—?& -_'L/*, P)ﬁ z;d

(RS T 17

o

.
6
a2 A4 =

Effect Level)2 o= %

Ly

Aol e FelEx rt. rasH2

(hypospermatogenesis)©o] #2% ).
Hjol-efjole] WS A= o} E7oA FHQAT. AEoA, FHHIEHS oA F &4
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uj
-9,
-
H o\

Z(foetal oedema),

TG/ (cleft palate/lip), H% 3

Qo
ox
~~

dermal aplasia),

HEd v vAdss wgs Fd8gln. E7jd A= o] ¢Fo] Hole] dAxz w(v)4 =7
A, T HYGol AAY 2dE) 2 F 7139 Hof By FUHE Bt wjolsA, HolsAd 2
718 Ao sk NOAELS o= A5 &9 dd =& FTEY w$olt).
IR ZAEE S Fo 3 odd A= (2AH o Aokt WA= WBC FUF, 24,
AbE71/74d = 3 (pubescent /immature) o143 AAAA (AT dE A glF), Aolold, =
F71d 2 E2E A 3 AAEE R gyl g9y FASES BT, A/ dadAY Ay W
Zd9747F dAFoR HP{o v = usiH S (parameter) 2 7F A AZFZo] sl ke
A &Ly, o A= (24 olsl Aoty Ao JeE)e A XE dd AE B o,
FAFSE Fojgk oA o] oF3) FEH A o Wigksk Aoz yElEt. £,
O AZHH 9 A7
71487, AerB(1~30° C7), AZLEZHEH 3671
1.3 Y& F 5 E(DMF) At
o AR §E
14 A=A @Fs= 49
O (A TRAM, ARE W TolokE Fo kel BE A, ARzd we
AR A D AL 712
O (3R #HAY) #Axg F T A @1Bsts 49 <2Y 2 F=>

1. 3] o) ofF

2. °FAMY A2z H

241 Abel 9] o5

_04

ok 5 o] otxoe] T3 FF A22FA1FA2Z ol 9

- AAALZIZE 22017, 9. 26. ~ 2021. 9. 25. (4)

- AR

3. AlFe A AMAE (A Fe] oFE A A&

4. SIS R A 3 (9] oF3

w1 ARE H

o}
2

2021. 9. 26. ~ 2021. 12. 25. (3/1)

3X X
™
L:
1t

et
N

PN
T

M

AMAVZAR 36477, 2017. 9. 26.)S ot
7HAE W 6/ttt Barskar, o] % wid
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5. T A3k AR glo] V] 23S o]gshA] oy d A= B EFEIIE
HAE F U=
1.5 MFA e A A7 @Dt 4)
O aFAR ¢l
L6 TS A AH (ddsts )
O aFA ¢l
1.7 AAAE @gsts 49
O aFA Sl
18 AEo| Y
2wz 7= QLA F-EA AzLEF2 A YEEFTE
N o9 A= a4 A= Jz #d A= a4 A=
AlAQYAE | 2017.02.13
HaLA i 1=} 2017.05.15.
1} 2017.05.15 | 2017.04.28
A=} 2z} 2017.09.11
B i 13} 2017.07.25.
12k 2017.07.25 | 2017.09.07
U=} 22} 2017.09.21
FHFA
ax 2017.09.26
<EY 1> AR FEA L 7IE D AIFEE AA A3
<EYd 2> S #AE A8 89
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<EY 1> AR FEAH L 71F L AN AAEA

(X &x2 =22)

O &A@ oeEe] F5S7E - AL - AT (AT FFAA A AzA7E B3] 1. AleF 1. 345}
%

. == 2 3 4 5 6 .
= 1 7t I 7t IR 7 18
DR B BB BB DL REBEE 7D 2 W2 | T +
AN&EA5 olo|olo|o|o|o|o|o|ofo|olo|o|olo|o |o |o |o |o]o|o|o|al]al]o |o |o |o|o|o |o|o |F2
A S B ololojo|ololo|o|olo|o|olofolo|olo [o o |o |x |x |x |x [x |x |x |x |x |x [o]|x |o]|o
1. A28FA2F e oA AL o] ALE=o] e FZOoRA 9T FEF (v FEF,
@A AL Fo)okE3) FAY FEHOE ASEA1IFA4E 2 A55 AZ WA
o 2. A7xA6ZNE R 6]o Wt /MnAZTHEAUNAY F 7h IAYFE £ FAASFE A
Aol A" F& ol dFsty rtuwAs AE WA
O AEAE 5F
1. 719 =& ¥

~

1) 9EOHE 9 1 B B AR
2) Az B AE

3) 71+ 4 g
4) 71 2 AR BT 2AAE
5 A@AR A #F A%
6) EFF L AFAH B3 A5
7) 871 9 23 B3 2w

3. HEA e A AR

7b Ao oFe] B3 A®

—
~
o}

NNEREANY Ee 7HEAYAE
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ol
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2 ARSI GRS

aL FeHE A EA R

puze]

4
o

5) thAHE

G|
g

ny

N

HA

pd

b I

o
oA o o
oep Iy T OE

—_ o~ o~ —~

— & n < 1o

FRIA

H(PK) A

3
i

o

3) o
4) °F

d HaA

(PD) A

ol
TR

R

7) se 71549 A

U A s

ACEDIPESE I I
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o)
H
=
4
>
Y
o
o
o
=3
s
oft
ol
Lo
12
ju
ol
1o
Jjm
o,
=2
R
ot
Ry
fu

o YA S oh(F)oA FHEAE A (FFEAEE)S ‘o] Hol A& W2 Hol 3= U B A
o B AR o thste] 3 fekE &7 AA AT
- ﬂiﬁﬂ‘ﬂ% oo dHIEAAAR ARTL AHo] Sle NG AFAMEY A thete] 3o

5

o ARFAETY A 14 AZAZ  FUYE|Y(sunitinib), IF3}4(pazopanib) EE  HHIAFH
(bevacizumab)# TFN-a9] W& & AMIAYLAAA S Fo, dF7 BF A= QA2 F
2 (temsirolimus)®] F9E AT FYUE Y (Sunitinib)S AIFHES A9 12 ABAZ /M &
of AHgHE of=ola, 14 TKI Fo oF P AZAMEGd ZEAZHL ddulzdgdF2
(everolimus) =& WA ] (axitinib)& F93H= A o] TH(NCCN, 2016).

o FAES ZHEZAEYES T A4 2 @3 A, HasE W APA, o= A8 2 e Hold A
P dad o5 TE&A gHEA 7] YA (receptor tyrosine kinase, RTK) A3l Al o] .

o 7IRW Y2 2= VEGFR-TKIE o] o] Fo 2o Ho] Qs AAAEY FAE UFOZ AuZeF2
o} Hlwste] 7R AEIG rAX T FEaAS HULe 34 YA AFAE AESHT
- FMRWEAE W22 e 13 FEA FHrpHe 72 =

Stk 7Y AL 7T SA/L FHEIEE Foldo] 74M4E vs oMl =
F3R1Ae] tis) EAEH HR 0.59(95% CL: 0.46, 0.76; p-value <0.001)¢] %A th.
- AA AEo diste] AZE T EAHS 1A PFS EAA A F3% A3, S
AL Holz| ekskth (HR=0.68 (95% CI: 0.51, 0.90; p—Value=0 006)
AulolER 05 EA oA 7tRHE2AE duZgdfx tin] SAZ0Z Fo% AXE YeErsid.
0S F#ke 7HEAEHY FoATo] 21470€ vs AW T2 16570 L0t S50 A ] s A
® HRL 0.66(95% CI: 0.53, 0.83; p-value=0.0003)°] %1t}
IRC #H7}o]l 93 ORRS 7FFEZEIGTFE 17%, M2 F27 3.0%0 s 23 A4S Yer
- B TAstE o bee AAL dE, o4, 48 &, E&-dwd S SF(palmar-plantar
erythrodysaesthesia syndrome (PPES)), X8, TE, A5 74, Myl
- FEAG Bold FEIHAoR QlF T FAT o] A ZEAYS AR DT 7] ¢
A AG Fola o] kg3 33 FARG. o] dwtee §3Fs HAas

=2 >

Sojof gttt

(oo % Hel]

& W&ol AH&E = ofoldl thete] Awsiy FaA g3,
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1718 EE YA L HLHA B KE
11. AFEE

o AFEH : 7tV 2A408 ] 1A (7R AE )

o AAMNT gof

Hzx A

a5 o el A= W Ho] le 4 IPFY ARAEYE &) A=
S

AHFALZFE 1€ 13 60mgolth. o] of2 &AolA o o) d g4 F4o] §iAY 82 + ¢l
= =40 %4&8}71 ARA Tl

AEE odits BHE A IMNAHSE o] °ff RS FEAY &FHLTE &7E F o
| (E 1 Fx) Pt 289 AE, o QH FoAEFE 1Y 40 4 E
£ 2omg0§ TaNdle As AFRY. FdFdd CTCAE 353 & 1 o9 54, 25 #& +
T A%drh TOEI%E%it AdsiAY = A kil

o k28 7| A
- MET, VEGFR1, VEGFR2, VEGFR3, AXLS ®& 0% 3= 778 TKI Alefoz Foko] A Ho|, A4lA
o @& T RTK(Receptor Tyrosine Kinase)E A%

12. 719 € /A4

o FRZEGL T AF L A A4, B W AP, FB Y 2 g Hol4 Y Avd vF F
&4 B2 AGelARTK)E AAsH: 242 BAth 7HRAE gL gFd detd tg o4 24< 37}

HHQE O ™ MET(hepatocyte growth factor receptor protein, ZHHIE A4 1A} F8A4 @¥2) 2 VEGF(vascular
endothelial growth factor, @& W3] 474 Q1A FE&A9 JAARE AU = 7HRAEHL GAS6
&4 (AXL), RET, ROSl TYRO3, MER, £7] A=Z A F&A(KIT), TRKB, Fms-frAt EJZ4 7oA
-3(FLT3) B! TIE2E HIE3 48 HEA 7Yt E oAt

o ZFRZEH | e Zﬂ‘?}% Aese ol AsMS I e S AP AZAZYRCCO) ARE AT
Aoty 14 A RCC 279 £FQ Holx 3hto| o]3d e VEGFR-E]ZA 7]upobAl oA A (VEGER-TKI) ol
A g RCCE 71 Aldehdatel Al 7291 v 34 A del F35 A

13. A% &5 M8 3 A8

o A NAY F F 85-90%7F AIZME S (renal cell carcinoma, RCC)eIH, ©] T 70-90%= XA TH o2 ErA
Z(clear cell tumor) o2 LA Q& ARAEFS Age 279 a4 BHEd B 22H AdEed
2e Feafol EE AR AT Az A 25-30%7F A FA o] Aol dee yEhiH,
ThA ARAZYOE NAZES AL dAdAE 20-50%7F FHHZ 71 T A, I =s HolA
Ags ek

o G AMEYe wE i

- FHAEZY(Clear cell type) : HA 41442 70-80% 5 A8k, o] FHL TE A& HolE Z o

k4
- HIEHA % (Non-clear cell type) : £ AE 99 k& Hatm A AGAMELS] F 20-30%5 AT T3

3z 9

A zgtoll wls) o] FHstA ¢al, A ﬁ%’%"ﬂ’ﬂ g o2 wAsty & o 3444

o AANEY AE 7ho] 22 (NCCN 7}01 2}el)

- AZAZE A A goAe A7 AU S AR FA= 12 AFZAE sunitinib, pazopanib, =
£ bevacizumab¥} IFN-a9] WE&3 2 MAEAYHAAA Y T, 37} EF3 A= temsirolimus)
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Fo & d4F. Sunitiniba AFAES 29| 144 A SAE 74 Bol AHEEHE kA
- Aol 2gYH Aejel Ay VEGFR-TKI A9 & ¥h-g3} 1 e AAY AZALY A g Ha

;-qem

o VEGFR

ol ull = 2] -

-TKI X85 e

2x(everolimus) E+ axitinbs F
ARE VAT Asho] © BAT tlAoE ANT A
AR Z S BhAke] 23

. Sorafenib & A]
o AR ARE.
]a‘ji AZ 74 ol AeH

oW 28| F 2

FIRST-LINE THERAPY® SUBSEQUENT THERAPY!
g ¢ Clinical trial
Clinical trial or

or
Sunitinib (category 1)
or

prognosis patients,

Temsirolimus (category 1 for poor-
category 2B for
selected patients of other risk groups)

Targeted therapy:
« After tyrosine kinase inhibitor therapy!
» Axitinib (category 1)
» Cabozantinib (category 1)
» Nivolumab (category 1)k
» Everolimus (category 1)

) or __, Follow-up » Sorafenib
Pr +IFN (See KID-B) » Sunitinib
c!ear cell — lor » Pazopanib
histology Pazopanib (category 1)

or

or
High dose IL-2 for selected patients?

» Temsirolimus (category 2B)
» Bevacizumab (category 2B)

« After cytokine therapy

Relapse or Axitinib » Axitinib (category 1)
Stage IV and or _ i » Sorafenib (category 1)
surgically Sorafenib for selected patients » Sunitinib (category 1)
unresectable » Pazopanib (category 1)

and

Best supportive care:"
See NCCN Guidelines for Palliative Care

» Temsirolimus
» Bevacizumab
or

14. AAFEI

15. AR FE

Cytokine therapy:
« High-dose IL-2 for selected patients¢

Non-clear cell See Systemic
i (category 2B)

Y Therapy (KID-4)

;g:alegory 1 recommendations are listed in order of FDA approval.
'oor-prognosis patients, defined as those with >3 predictors of short survival . h
See Predictors of Short Survival Used to Select Patients for Temsirolimus (KID-C). Best supportn.re ga!e. o
9Patients with excellent performance status and normal organ function. 'See NCCN Guidelines for Palliative Care
hBest supportive care can include palliative RT, metastaseciomy, bisphosphonates, or RANK ligand inhibitors for bony metastases
!In clear cell and non-clear cell RCC with predominant sarcomatoid features, gemcitabine + doxorubicin (category 2B) and gemcitabine +

sunitinib (category 2B) have shown benefit.
ICurrently available tyrosine kinase inhibitors used in firstline therapy include: axitinib, pazopanib, sorafenib, or sunitinib.
kBased on the results of phase lll trials, eligible patients should preferentially receive this agent over everolimus. See Discussion

and

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCH believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

KID-3

Version 22018,

. Inc. 2015, Al ig

o AYY APAZG] 3l A2 ABATO] $AN/NE BAW BA H7kE ABA WA @
Sagol os) 234 AEAVE B

The Ne this 3 y form NeCNE.

2. TxAN -BalsteA M W MEBSN MM BE AB(EWol B XE)

Y59 %F (Drug substance)

211, gk R

e WA Cabozantinib(9-malate
o AW IR FE H(9-TAS
o B2 CogHpFN5Os - C4HsOs: 635.6 Daltons (L-2+4+23)/501.5 Daltons (52 <3 7))

. P2

jonans!
Meo]/v\ (?\ (i

MeO OH

O OH
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20 NTBW ] 24
20 PFKC B 18
40 PFKF 1 18
60 GDCW B 36
60 HCTD 1 36
60 HSMF 1 36
60 KBFT 1 36
60 KKDP %‘ 24
60 MMZP ] 24
60 MSMS B 18
60 MSMT B 12
60 MSMV B 18
60 NFYG B 24
60 NTBY 1 24
60 PFKG 1 18
100 DXNH 1 36
100 GDCY B 36
100 MSMZ % 24
100 MVPV £g2H 24
100 MSNB B 18
100 MVPW g 2H 18
100 MSNC B 18
100 MVPX £ 2H 18
PAEINE 40°C/75% RH 20 GDCT 1 6 g}
20 HCSZ 1 6
20 HSMN H 6
20 KGZW 1 6
20 KKDM B 6
20 MMZM 1 6
20 MMSG 1 6
20 MVPY £ 2H 6
20 MSMH 1 3
20 MVPZ £g2H 3
20 MSMK B 6
20 MVSB £g2H 6
20 NEXZ B 6
20 NTBW H 6
20 PFKC H 6
40 PFKF 1 6
60 GDCW 1 6
60 HCTD 1 6
60 HSMF ] 6
60 KBFT ] 6
60 KKDP H 6
60 MMZP B 6
60 MSMS B 6
60 MSMT ] 3
60 MSMV 1 6
60 NFYG 1 6
60 NTBY 2 6
60 PFKG %‘ 6
100 DXNH 1 6

_24_




100 GDCY ] 6
100 MSMZ B 3
100 MVPV L 2H 3
100 MSNB B 3
100 MVPW £ 2H 3
100 MSNC 1 6
100 MVPX £ 2H 6
AA 1209 Z2A]
2ol Al o1 20 MMEFK AT 22 } Hof kA
evee UV 200 100 MMGH 2 2% z0 e
IEA] /m2 o] A

< Ab ASAY A% A, G, D-57] 2N Bl Ee] AL ABE % 45 2404 BAT Balh

33. ARG 2 99 371ER
o 7|W g7 ALRH1~30°C), AXYZEH 3671 ¥

34. AN W@ AAA JA

o o) A l§7]%(él‘9$5<1i/‘lh of wet a3t Ast efd ThEAIF M Fo A METE /il

36/ X3 AVIREANGNAM ZEol AgstA FHo] FAEHER AAF AHE7IZHE6A )0l AR HH
FAAR A ol A Ao g, AFL & (strength) 7+ H7HA Wl g F FFHZE Y] fAb
o}ﬂi AT F5(20, 40, 60 mg &) FUS AHLVITNEeNE)0] UBEHE AR ASE

FESZL A AA 1A AB2A2F | o AstA A= o9 ATl Y FROEA =9 9
FEHM = FEFR(AEFT : Cabometyx), F=AFFH (AFE : Cabometyx))ol FAH F=52 ¢ 527

A T A28FA 2 oA Bt TN o]9) AbETO] Qe FHOEA =9 9
FEH M= ‘?—F%@(Xﬂ%tﬁ Cabometyx) G FZH(AEY : Cabometyx))ol FAIE FE5 A5 A5ZEA
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6. 2 AFA

S MA™of s K=
61. YEANPATS AHYGCP £)
e EMA A8AZE T3A AZ
6.2. AFAFAER A8
o AANAARAZE : 14 117, 34 14

63. Y EAAGA Y

o]}\]—/\]fﬂxﬂi B E,_o% gg 7}
v o © A}8) % Eol gk 5 A3
§ 459
XL184-0101
A% 4 N
T RN
A& YA A= B
;‘jﬂfo; ARk ¢ ldomg o] FHAEY A (fEY] A
j ° (100mg 14 ¥} 20mg 24), FE5Fo]
o Wzo} 1 lomg £3o] AR AEY ALA (F97] I
A
7}3_\2? ) (80mg 171= 3} 20mg 33 &), FEFo
(cabozantini|_
(XL184) A,
PO e gema, |aze ga ram
1 a7
R N AUCO-t 2 AUCO-coo] tidh 713} LSBT ARl 7A%eA] 7hol
kel
AN T b 1w, FAROE (<106 Ael), LS BEwlo] 006 A1 TH(CLs)O]
iﬂ 8 ourer FOAUC @ WFol thsl 80.00% - 125.0069] AHE A=ty
Zﬂi; . S5 W9 Yot 718 LS BE Cnax @S ALA( 5 B)
s A
;TH:H v o wla] gAl Tl (A& A) olFel oF 19% ol FA:, LS B
&8 7o, H1 o] 90% CI AFaFx] 9l 80.00% -125.00% H = Hoju}
2744 A
ovkak 1l x|
AR
2] 1\]64
XL184-016 ERES
- T RN
Zﬂﬁ‘“‘ fi AR o N-IN-2 AREe] o 111 N BHES T4 7
ARG A9 Aetel M4 (100mg L-TAH) 2 B2
[e)
oo GEeh - XISIE T2 N2 4988 #58 249 Agw
@ KLlsd N (100mg L-EAF) 2 & F
(FFEFEY)
N 2= 5
Aed] A a7 49 A%
A} B B
S 53 A5 A% B BRAe o AC AFS el QA A
o Aol Helel ABIAEEA 87158 EEA (obd ol
= [e)
TSN, A48 wheh gol). AW, AE ASh B Cmaxel Wl o4
= =
e el NEAGDA ) Aolel ARANEEA 87 2S FHeA T
2717(1 A=, A=d, L o]+ Cmaxol]l W3k 90% CIo] AF3F (128.3%)°] <l
2 ANAANA ] AojH ATHAESA 5 B (1256 oF
g & 23437 ol
ES PR = = :
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XL184-004

A7 A

Al o dA2E [FoT]

< dde= AR A (AN A5): AT ol 2AF AH 30 Foll Fof¥

A E o] XL184 L-24+9d 175mg (100mg 73 170} 25mg 73 370)

XL184 Am B (Hx A8): TELY 3shol] Fojg XL184 L-2AHY

(FtEFE Y, 175mg (100mg 78& 1709} 25mg 78 370)

cabozantinib

)9 7, (23]

A o] &-Foll |2, |AAE 4 XL1849] HudFFE =ZAIZE (Tmax)e] TS 524 59
| mA= @3] Fof, |569 A o A A [FE]ANA 627 [AEFH] o=

g 2744 A &, 7. AR (&AAF) 2 iz (F5%) A= 7H9 Cmax

7 7}8}47) ov}ak A} (117.93- 167.41), AUCO-t (135.75 - 182.44) 2 AUCO-inf

g3 A 14, (135.13 - 182.31)9 7lst Hwrwlel tig 90% Cls+= 80% -

M, 125%8] A el AA] e¥ol, AW AARZL XL184¢] oF =%

291 A ol wA= JEFo] ASHES YT, Cmax B AUCs

@3] Fof, (AUCO-t & AUCO-inf)&= S24# A= st 22 552

27 A A=, 41%9} 57% Z7FEc).

23 nap

A

64. Y3F A

OIS A } o | F7}
' S EA o A} E o] 0 3} T e P
5 4ge
XL184-020
A%F 4
A IR E
. [Fey]
éiﬂ;# Al 19 ool FHEZIEIEA (20, 40, L= 60mg free
;;;;;Latc>§; base equivalent(FBE)), ¥ 5o
o o O —
Folg y
A ey |20, IR .
(H.184) Dol | Al -t3-Fo & H@rid JtRIEYA FEE (20, 40, and
T ) 1l pul il
1% Ao g |che Echo 63;; ° 60mg [FBE])2] &3H] (dose ratios): 1:2:30t}; uwhghr],
X‘;] L v ;}X]T»]é ° o] £FES FoJd Foj (max, AUCO-t, % AUCO-inf A
2, - gl @ oI5 wlgol 1 wEs fAdcl @, B3
o 5
b 219 0] 4 &2 Cmax, AUCO-t, % AUCO-infell thal] Z}Z} 1:2.0:2.9,
;Zﬁ quo, 1:2.1:3.2 % 1:2.0:3.10|190%. FFHo=E, Hi  C(max,
sémTﬂ;e; AUCO-t, 2 AUCO-inf kol 20, 40 % 60mg (FBE) $Hake] 7hm.
vy AEPAL ¢E Fold Fol Sa-medon .
bz 5¢
Bk
— =
v B2 os e laga gesm| o
A7s YA [MCI-XL184 (100 uCi) 175mgs& w3 A%
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>
ot
=
0%
B
il

[C]-XL184
(100 uCi)
175mg e &3
Ao gk
3 XL184
(L2t ol
gk A 1A

(MNE2H}]

-81.09%°] it WAls 347F 48Y oluel o] Folx o, W
e Fr o r mAEYda (53.79%) U AE X

= s (27,

S oA 28Y Fo oW

XL184, XL184-1t-o]
g4 W #Ha Hx

2 236 ng/mLE iEF 1.49,
3ol =2 EATE. X184, XL184-Hh-o]gHA],

29%) . % Ayt A 1%
Wy Ao FFEG.

o
[e)

]

)
Ll
=

=

uke] o

dge, AT Fol
A, XL1s4gith. &3] AT

rr= 7Z47F {3 Cmax 1250,

= R OXLIs4-satdlel 4 et ANl

91.8, 89.2 ¥ 86.0

Al ZEol At

Fol %,
A, XL184-N-AFs}E 9 XL184-3H2k¢d o

52.9, 118

18.99, 13.50 % 24.00 A3t (5
XL184-N-4+3}

Zkzk 102,

A% 73 5 5
A& JAFE A XL184-HH-o]&HA], XL184-N-AtslE 2 XL184-321<d
© o] ®A| (parent)?] XL184o] Hl@|dt Hit tAIEA w0 &

(AUCO-t [ EHA}‘”] JAUCO-t [R2A]) & 247 9.93%, 15.0% 2
42.9%%] T wEugd vdd BRIFE 2 grEA
XL184-11- o]ﬂxﬂ 1 X[184-N-AFS} & XL184-3AFd o] Wi =
E0)& (AUCO-t (Z} Haf&E4)/AUCO-t [R3HEE + 37HA] =
AE PAIEE DS 42 60.2%, 5.97% L 8.82%, 25.0%% T,

XL184-003 [Foud]

= J —akA} ol ini — J

o) 7} Jo] BA FtR el L-22k (cabozantinib L-malate salt, 7R ZHE]

= Al L d 60mg FrElg7] A3 [free base equivalent, FBE]) 75mg

4 TN, HY T ZEe

Algodats ’ _ e

o = 267

S o=

XL184 I% 1. 7 7% A PuE g8 ek AR gAay A
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o
8%
a8 3. F5% &l Child-Pugh (CP) S% B (7.93)9]

(TR AE ) el 5

e

OFXL X ] &S

;‘;;}j% [N 23%] _ ]

A% A 1 gete AAS AggdAEdd vE Fe5xe e f(}OH

2. 7} e AFWAARE ((P-B LF)o] 7R e o gk 4

A, w3 AUCO-inf ©] 63% © 2 [GLS BT (%): 162.74; 90% Cl:

e ol e 107.37, 246.67] W, A5 11715 Felvt e AFENA

e AL (CP-A 2F) sk A%s AR gAEel v 7
B e ol i3k &4 AUCO-inf ©] 81% © Zth [GLS mean 3
A (%): 181.19; 90% CI: 121.44, 270.34].

XL184-017

[T ]
FJtEZEY -4 (cabozantinib L-malate salt, 7}HE.ZHE]
H 60mg F28l97] A= [free base equivalent, FBE])

A= %
:HEH ﬂif{jf A7F AGAR (ZEE A)
s e A A5l g AdUIA (LBE B)
T e FEE AN} e AQHA (REE 0
(cabozant ini
w L e ae DEEEY
b o 510, g HEE el g 7lsk LS HtHlE SAZ, Cnax 2
;ﬂi;;ﬁa AUC FA= A2 A7lss 7F Addidatsel vla] 4 =9
;@ A 1 AN E 7 Aol Eel il Cmax B AUC X7}
. Zbzk 19% 3 30% o FAth. Cmax 2 AUC RYF S5% oot
s YEE mEE gl §AE Aom et (hel: 247 5
He-AFE,
. oF 7% m|gh).
3] Fol
A&
XL184-006 [Fo]
Azs Aol 71%F 1t XL184 175mg (100mg & 17H9k 25mg & 3712 Al 1
Al d A= A AIZE 0ol T Fo
< o= IRk 2
g = = 29 -XL184 175mg (100mg <& 1709k 25mg & 3/M)S A 119 Azt
e (rifampin)el oA A ol Uy HE Fo

o]k (CYP3A4
5271 XL184
(FFRZE,
cabozant inib
ERCE
of 9% o=

ERE

-A 1-31 A0 ZHzEe] Al AJIzF 0 o 2123 600mg (300mg <
2 7)) &% o

(A8 Z ]
XL184 2] Cmax © w3k 71stH 92 90% Cls (+ vs. - ¥
H)E 80-125% AA olHelA, XL184 o] SH]E (Cmax)©]
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Tl W
Ae 9FS _

@ o JEs A FeS HAFTH AN,
ZALe7] 9 . B}
A 1 XL184 2] AUCO-t % AUCO-inf ol thglk 7]atHn]< 90% Cls
e 274 (+ vs. - FFI)E 80-125% AA oS Hojr}, ﬂ%*f‘dO]
A wa XL184 o] =& Aol 4 mAH A YEFo] Fo
4n] obp_ot AUCs 7} 76-77% A A& HAFATT.
B AsAe
A9
XL184-007 [Fo"d]
An7s 4 A 157 A 19 0o XL184 175mg (100mg 1 <& 2 25mg
Al A= Mo g Fof
S gte= Al 2737 A 7D oAl XL184 175mg (100mg 1 734 2 25mg
AEAZYZ= 3 A&l AEIYZEY B¥E Fo
(ketoconazol A 25719 ABRIYE FA= A 157 gt 713 vt

e)d CYP3A4
A7} XL184

A 794 ol Az (5, Al 25719 Al 1-7)

(FFRZEY, (NEAFH]
cabozantinib 27 XL184 Cmax®] 7|&tHtnle] ofgk 90% Cl (AEZYUYZ3} HE

" o] w3 527}% A A7 A4 vs. ©E)7F 80.125% W9l Wl &8, XL184 o F5Eo] A
o I o= ol 2] T % 281 EFdvEe] s B Fkes HAFAY. ek, XL184
w98 (PK)| o] AUCO-t 2 AUCO-inf ] 7]8kdaule] thdk 90% CI (AER
o A= o UZ3 g8 vs. ©§5)E 80~125% WYl £slA] o, AE
FS  ZAMS vb}iol XL184 ¢ =% (AUC &) A=xel J&FS vHvE= A
7] 91s Al 1 UEFATH XL184 9] Cmax += XL184 ©HEFo] (thxX &)
&, B, 2 Hlﬁﬂ AEFTGEIS] WHE&F] (NPAR) Fo vt
A AR, XL1842] AUC 5 (AUCO-t 2 AUCO-inf)e AEFV}Zo]
o A, |5 (AF) F XL184 @5Fo (dx) S weh vushd
OFE-oFE A} 34% - 38% kv, ©EFo (A 5)d v&) AR
sAg Q1 Zte] B85 (NPAE) Fol 34-38% 5 7= L)
AlE
XL184-018 [Foy]
AZRE Al A 157]: @3] &% IR ZFEY 100mg FBE A& ©@xo=
A A= 7o
< U= Al 25710 A 1Y -1A0ll, Al AAES o AHZEkE 40mg
o v ZetE MNes o3 Fo] weka, ojojx Al 1Y 0Aldl FHRFEY
(esomeprazol 100mg AS @3] Fof Hght}y (NIAR).
e)(FE I _
$w et SRR EE

I 27 A&, | . o _ .
(famotidine) Gl 24 Z 229 Cmax, AUCO-t % AUCO-infol] w3l 7|8} LS H2 X855 7H
(FE  2)°] of wlszste], Z1stEno] gro] AdZetEd) WEFold gt
7B A E Y HZEY vs. 7FRFEY wE Fofo dis] < 108 ~ 111% Ak
(XL184)9] ¢t oldtt. LS HHl e 90% CI+=, Cmaxol w3k 90% CI¢] AF3he
3 5o % 125.1%% SAHAA T, AUCO-t = AUCO-inf A FEEol thalx
58 (PK) = 80% - 125% W9l Wsdth. AUCs 2 Cmaxol thdt A& oid=t

o wA= @
2

S Abet

W g ol
24%) .

= A AT (AUCO-t Z AUCO-inf: 20%, Cmax:
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71 93k A 1
A, 3, 2

64.1. A7 AF(L/EE FA)ANAMY FEFANGPK)T Hx WS (Ao a9
« 7ZFRAEIHA 20, 40 % 60mg(FBE) &3& @3] FoA dd 24 7FEAEY Cmax, AUCO-t 2
AUCO-inf2 o}g] e} Zon &3 wgHog 7t

o [CI-XL184 (100 xCi) 175mgs @3] A5 F 48U ool F WAtee Hif 81.09%7F 3=
Atk WAbs e F2 ooz widEa0G3.79%) WUrAE sz wdEATHeT.29%). & Hit
WAbE ] 1% vRke] FoF & A 289 Fo tid ¥ swlow I5E .

T8 T3 SRHES, AT Fo] & wE F4EA AdoHoR s widE, XL184%lth
~Er 5, XL184, XL184-yr-o]gtx], XL184-N-At3tE = XL184-32tsie] 4 o Hf

1-4_{0(

Z} ¥ 3t Cmax 1250, 52.9, 118 % 236 ng/mL= th=f 1.49, 18.99, 13.50 % 24.00 A
9 At XL184, XL184-1Hk-o|3tA), XL184-N-Atsl&E 2 XL184-34kd e 4 Hat
zk7}F 102, 91.8, 89.2 ¥ 86.0 A|7ko] Rl

A= XL184-7E-o]3hA)], XL184-N-4tsh&E W XL184-34k4d o R A|(parent)Ql XL184e) H] | gt
i HAFE R =ZF8[E(AUCO-t [HHAFE R NAUCO-t [2AD & ZH2F 9.93%, 15.0% 2 42.9%%tt. &
ool vlEe 2eietE 2 diAbEE XL184-wh-o|ghA] 9l XL184-N-4hsh=, XL184-334k4 ¢
T =S EAUCO-t (7} FalEZ)/AUCO-t [E3lstE + 3714 A4 d uAEZEDS 7217 60.2%,
5.97% 2 8.82%, 25.0%%1t}.

)

o

642. YAA AR oid PK (A &3
o 7L d= AFHEAEANA 60mg(FEB) 2o 7tRAEHY Aa &35S
o, 7t e el 3 w=EFAUCO-inf)o] 45 2L F5% o7l s Z}2}
°F 81% % 63% S 7Faksith. [H5 el &2 AUCO-inf 90% CI: 121.44 % - 270.34%, $%5 %
r7kolfl gk2k AUCO-inf 90% CI: 107.37% - 246.67%].
- HENA AT EBE Fe59 o] A &FS FAhste] A Fo] %2 40mgel 4
Aattt. hell Fxbe]l disf o] dyhg RUB o] AW QA &% A T dA U

asfop .

7<

o

> 2

o AAN7E e AP UEAEA A 60mg(FEB) 5o 7R AEY HAE &3S o3 4+ F9
of, &% ZhHZEIHe th3k Cmax ¥ AUCAUCO-t ¥ AUCO-inf)&= A3 Al7leS 714
BArEol HlE] Aol Al E 7kl Al AbEel tEsl 242 19% B 30% S 7FeA E}
o] Ao E 717 Al ddAto A PR FEI ] Cmax ¥ AUCAUCO-t ¥ AUCO-inf)+= %
71%s MA@ WEAR 2= frAFSHA WEFs e (RFelr Z42E 3%k 7% W),
- HAEA : FtRIE Y] Y »=EFS E= Tk Al o8 dAHow Fod 3
Kol

= 0 073‘
wol g WA oz §% AL WA o}, Felg] Agstelof At

> O{NZ
™ ol oot

[

al
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643. IUA AR T PK (Aot &3

<24>

« FRAEY @55 A Cmax 3 AUCE s57dH Hl& SAHdAZHAN Tes==2 42 41%
R 57% S7FE Tmaxe] T34 S48 A4 Al B A5 4A13eA4 S2 4313 641

o= F7h).

<CYP3A4 F=A>

« FIRFEY 9EFo] A 2 Al E=A A ZHz Tmax® 7S 4473 3.024) 7ol ). 2
Al §ETFe] Al FhEFAEIHe| e CL/Fie ZRFEY 955%Fo Alo vebhd ARt 4.30)
o Zoh CL/Fgke] Wstel datsfA 7hRge doll tigh Ha t1/22 2334 B85 Fo 111
AlZbe A 27.7TAIZF S &2 ZHA STt
FEZEY Cmaxol thgk 718019 90% CI(E&a3 ¥&
o} AT FhEFEIH 9] AUCO-t ¥ AUCO- qu 7] ek ot
ojwkth. 2L FHEAE Y AUC @& 76.77% A

2 vs, TE)E 80~125% WY U9
H]9] 90% CI¥ 80~125% HYE Hl
Al Z T,

<CYP3A4 A A>

« 7FRZEIY 2 Cmaxol W3t 7]18tH 742 90% CIAIEZUZET WM& vs. @5)E 80~125% 9
Wtk Ak FhR e Y e AUCO-t 2 AUCO-inf o ™3 718t v 9] 90% CIFIEZ U=
B8 vs. ©E)E 80~125% ®WHE Howd. AEIUEHR WHEFAA  JIEIEHYY
AUC(AUCO-t 2 AUCO-inf)¥E 34%-38%7+A A< 3T},

<pH ZZA]>

« 7FEAEY S pH-9E&H &3l 229
AL A AZA o AW Tt ik Ea
o] oA ZetE(U0mg qd)S WEFAsE Aol tRFAEdY 8 »=FS FaATIAE &%k
AUCO-t 2 AUCO-infoll W&t 71&d#Hle] 90% Cl(el=em=ZetZEa ¥ vs. &5)E 80% -
125%¢] W o}, Cmaxol thak 90% CI2] AFgh 125.1%= YHERS:

Zheth pH F7kel wel §elwst rad. ZRE
A, @8 ge] ey 100me? T &

644 AT FFTAIY (Aot a9
6.4.5. AHTAF(PD) (Aot 31

C AR EA YA e
P
o P o] /\Eio%f} Eoae | T BEp R el A3
1_74] (‘ﬂﬁ/ﬂgug) qx]—l‘ ]DTOX}- TO:]O (] 7]@_ 07]—O"| E'L]-
i
§ Efficacy 1%
[XL184-008] |et<d< (3=t
14 |28 Fgo] |2 o 118 F9F (&3} 7 o [differentiated thyroid cancer, DIC] 2 AlFA EotE
A= @A |[renal cell carcinoma, RCC] ¥*3%F) 3=}
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» 407 (15 DIC; 25 RCC)

= dew
XL184
[F98F 2 Foq7]7H]

(7FEAE) -
7} o3 . Zﬂlm, 22 ZA|F F/]E]— 4mg

' A2 o] F 140mg 1911
PER 4 o] % Cabozantinib 140mg 3] o (qd)
BA S EE }
o [37}32]

] e E5A

b2 % 2 5o pk, FHA, FEA0S)
n X o ko)
ae A 19 (27
oot -+ AUCO-24, AUCO-inf % Cmax 7]8F3atvlo] ohek 90% CI7F 80%sk 1256 WA A%, 2

=%t _
EA AZeied He Anans SEAEAE AT DA,
;/\Pﬁ]: « TFRAEH S V]S A A5E T2 A= R 255 AR o F

A
e o120 ol RIC ATl A% aok48E AT, ORR (CR + PRIE 28451,
§ Efficacy 3%

[XL184-308] -
o] 4] VEGFR Rl

= : o FRAE Aito] & AEAES 2ATH wE AETH g ZA4

24 L L . — .
jb}opﬂ - VEGFR-3%4 TKI(dl, sorafenib, sunitinib, anxitinib, pazopanib X+ tivozanib)E

13] o] REEA] Fo Wb o] 5 Aulo] X8

A& Al (VEGFR ° " o=
Tyrosi

BI’OSIHG « Al¥: 6504, 5= 6589
Kinase .
Inhibitor) - ITT<*: 658 (cabozantinib 3309, everolimus 328%)

n or - .
_]El 17‘501] - PITT(Primary Endpoint Intent-to-Treat)<: F =z F29]ui7d% 3759 (cabozantinib
A8 =

1879, everlolimus 1889)

3 Aol
- orAA AT 6539 (cabozantinib 3319, everolimus 322%)

o
A A S

(Metastatic
oo [FAEF 2 Foq7]7H]
Renal Cell T2 e .. . 5] =
st |carcs yol lepu—z o * Cabozantinib T 77 Cabozantinib 60mg 1913 Fof(qd)
arcinoma -
¢ o1 7\12 ° * Everolimus Fol: " Everolimus 10mg 1¥13] %o (qd)
IR T
Ald A= _
L [F71 5]
< dde= _
i} 2k a4 |7k PRS
& R 22k fraid 7S 1 0S, ORR(objecti te)
b 08, objective response rate
(XL184)3'4' T8 238 e ] p
o H| 28] F 2~ .
(F I.T ) [Efficacy A3}]
verolimus
o 5 A o A b AE FEsviAgE 375W (PITT oS Wide® IRCol ojs) d4+
anl

3 PFSth. &4 A3}, cabozantinib F99] everolimus Fo<toll W& PFS7} A% o
g = fosiA e e vebdth. SE1A sl 2R R 0.5990H95% Cl
;;}\]fﬂ a 0.46, 0.76; T3} 21-w9] p-value <0.001). PFS 7]gke] F7kgkell th3t Kaplan-Meier
- FAXE cabozantinib Folio] 7.470€¥ vs. everolimus FolTo] 3.8MYERE, Tk
2015.5.22. Aol 56Dz 50T
b= 4e1 = O B TEF AT

6.5.2. A YA A (Pivotal studies)
PE HolA /\J%H]EOP%(Metastatlc Renal Cell Carcinoma)e] U&= AFUFAES o= g 7}
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RAEIG(XL184) 3 olv] 28] F~(Everolimus)] Bl A 34, F2Au]A, x=AE
o Xk B F9 HMATIE  FHE AE FAH8AE TR AAES ] gk 2484 e Al 2]
o 715, Hoj= 17}x]9] VEGFR %% TKI(ol, Ae}udlsorafenib]l, -4 ¥]d[sunitinib], A€l
[axitinib], T}x=3}H[pazopanib] B+ E X 2}d[tivozanib)E
o Fo] &
- IR ZEY oot AT 7FEZEY 60mg 19138 Foi(qd)
- R FEA T AT du 2 F2 10mg 1913 Fo4(qd)
o AR E3
- % 6587 9] A FHAAEEHEZE Y 3309, olwlZe]-2 328%)o] FAE wjAgE Xs5E Witk
(A m98 F<, Intent-to-Treat [ITT] population). L=} H7p¥<4 21598 (Primary Endpoint
Intent-to-Treat, PITT) o2 Ao 729w € 3759 o] A3 A=CEAE Y 1877, o]
22 188)E A AT A Fehe HAag 13 &) APAEE W2 653HFHEZIE
W 3319, oW Eel 2 3227)9] AJFE oA ER o] Fo A

AT (FIRZAEY) | dZ2T (A ZF ) =
T2 A (1D 330 328 658
ITT SA 331 322
2483 (PITT) 187 188 375
PITT SA 187 185
A FAuidE 3759 Rke] AAF PRS BAS fgh Fwhol] x3EHJT (YA HIUIRSG X 593
[Primary Endpoint Intent-to-Treat [PITT] Fw]).

o QG5 A

- wjo]agl AFEASHA 57 A 542 JMRAE G R oA AT Al ol
ZFe] dobEE FAT5%) 01, Ht volE 62419k 71%= o] e VEGFR TKIZ 3t¥nt &
kAl AlEEARY] 41%e= F9shAl ol el VEGFR TKI 24 FUEHS Fof wofrh. 46%°]
AlgdAEo] RCCol tigk MSKCC 7l=o= Aojd gk g £33, 42%7F 5%
AT, 13%7F Y ATl St i AFuUEAEC 80%) Al THAl 49 Hgho] 9l

an, 50%e1 41 = 3709] G717k AHUE A olslo] g B AW WESh s
woR ¥, f¥xd, 1 2 owmglct
Table 15: Baseline Demographic Characteristics (ITT and PITT populations)
ITT Population PITT Population
Subject Characteristic Cabozantinib | Everolimus | Cabozantinib | Everolimus
N=330 N=328 N=187 N=188
Age (years)
Mean (standard deviation) 61.7 (9.51) 61.1 (10.50) 61.2 (9.29) 61.1(10.39)
Median (range) 62.5 (32, 86) 62.0 (31, 84) 62.0 (36. 83) 61.0(31. 84)
Age Category (years). i (%)
<65 196 (59) 198 (60) 118 (63) 116 (62)
=65 134 (41) 130 (40) 69 (37) 72 (38)
65to <75 107 (32) 94 (29) 56 (30) 54 (29)
75t0 <85 26 (7.9) 36 (11) 13 (7.0) 18 (9.6)
=85 1(0.3) 0 0 0
Sex. n (%)
Male 253 (77) 241 (73) 142 (76) 130 (69}
Female 77 (23) 86 (26) 45 (24) 57 (30)
Missing [ 1(0.3) 0 1(0.5)
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ITT Population PITT Population
Subject Characteristic Cabozantinib | Everolimus | Cabozantinib | Everolimus
N=330 N=328 N =187 N =188
Randonuzation Stratification Factors per
CRF". (%)
Prior VEGFR-TKI=1 235 (71) 229 (70) 137 (73) 136 (72)
Prior VEGFR-TKI = 2 95 (29) 99 (30) 50(27) 52 (28)
MSKCC nisk factors = 0 (favorable) ( 150 (45) 150 (46) 80 (43) 83 (44)
Motzer et al 2004)°
MSKCC risk factors = 1 (intermediate) 139 (42) 135 (41) 80 (43) 75 (40)
MSKCC risk factors = 2 or 3 (poor) 41 (12) 43 (13) 27(14) 30 (16)
Prior VEGFR-TKI = 1, 102 (31) 100 (30) 55 (29) 59 (31)
MSKCC nisk factors =0
Pror VEGFR-TKI=1. 107 (32) 103 (31) 64 (34) 58(31)
MSECC nisk factors = 1
Prior VEGFR-TKI =1, 26(7.9) 26(7.9) 18(9.6) 19 (10)
MSKCC nisk factors =2 or 3
Prior VEGFR-TKI = 2. 48 (15) 50 (15) 25(13) 24 (13)
MSKCC risk factors =0
Prior VEGFR-TKI = 2, 32(9.7) 32(9.8) 16 (5.6) 17 (9.0)
MSKCC nisk factors = 1
Prior VEGFR-TKI = 2, 15(4.5) 17(5.2) 9(4.8) 11(5.9)
MSECC 1isk factors =2 o1 3

Table 16: Cancer History and Baseline Status (ITT and PITT populations)

ITT Population PITT Population
Characteristic Cabozantinib Everolimus Cabozantinib Everolimus
N=2330 N=328 N =187 N=188
Diagnosis of RCC with a clear cell 330 (100) 327 (100)° 187 (100) 187 (99)*
component by histology or cytology. n (%)
Time since initial histological/cytological
diagnosis to randonmzation

< 1 year. n (%) 59(18) 76 (23) 34(18) 44 (23)

> 1 year.n (%) 271 (82) 251 (77) 153 (82) 143 (76)

Median (range) (vears) 2.8 (0.30) 2.5(0.33) 2.6 (0.30) 2.4(0.33)

Current disease stage. n (%)

Stage IV 272 (82) 287 (88) 153 (82) 166 (88)

Stage III 34 (10) 24(7.3) 20(11) 13(6.9)

Unknown 24(7.3) 16 (4.9) 14(7.5) 8(43)

Extent of baseline disease by IRC, n (%a)

Visceral 241 (73) 245 (73) 139 (74) 142 (76)
Lung 204 (62) 212 (65) 115 (61) 126 (67)
Liver 88 (27) 103 (31) 52 (28) 58 (31)

Bramn 2(0.6) 1(0.3) 2(11) 1(0.3)

Lymph Node 206 (62) 199 (61) 124 (66) 110 (59)

Kidney 70 (21) 66 (20) 46 (25) 36 (19)

Bone (CT or MRI) 77 (23) 65 (20) 39 (21) 32(17)

Other 23 (7) 21 (6.4) 16 (8.6) 10 (5.3)
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Table 18: Prior Systemic Anticancer Therapies (ITT and PITT Populations)
ITT Population PITT Population
Cabozantinib Everolimus Cabozantinib Everolimus
N =330 N=23I8 N=187 N=185
Mumber of prior systemic non-radianon
meatment agents per subject
Mean (Standard Dieviation) L& (0.84) L7{0.91) 1.5(0.78) 1.6 (0.93)
Median (Fange) 1.0(1, &) LO(L. T} 1.0(1, 6) 1001, T
Mumber of prior VEGFR-TEI agents per
subject, n (%)
1 235(71) 220 (7Y 137 (73) 136 (72}
2 84 (25) o1 (28) 42 (21) 42 (26}
=3 11(3.3) §(2.4) 8(4.3) 3{l.6)
Median (Fange) 1.0¢1, 3) 101, 4) 1LOCL. ®) 1001, 4
Type of prior VEGFR-TEL n (%)
Sunitinib 210 (640 205 (63) 114 (61} 113 (600
Pazopanib 144 (44 136 (41) 37047y T8 (41}
Axitinib 32 (16) 3507 2B(1%) 28 (15
Sorafenib 21 (6.4) 31(9.53) 11(3.%) 15 (10}
Other VEGFE-TEI agents B (24 100300 4(2.1) 6(3.2)
Other prior systemme anteancer therapies
(non VEGFR-TET), n {%a)
Interleukins (Interleukm 2} 19(5.8) 29(8.8) 10(53.3) 13 (6.9
Interferons* 19 (5.8) 23(7.0) 6(3.2) 12 (6.4)
Bevacizumazb 5(1.3%) 11(3.4) 1(0.3) 73T
Temsirohmus 0 200.6) 0 0
Anti-PD-1PD-L1/12 targeting agents 1B {5.5) 144.3) 5{4.5) 11 (5.9)
Nivolumab" 17(5.2) 144.3) 943 1155
Ateroliznmab/MDPLIZ80A" 1{0.3) 0 il 4]
Fiust VEGFR-TEI treatment duration, o {%4)
= & months 32T 102 (31) 54029 62 (33)
& months 242(73) 224 (68) 133 (71} 126 (6T)
Miszing 0 2{0.6) 0 1]
Radiographic progression dunng treatment
or withiz 6 months after last dose of most
recent VEGFE-TEI therapy. n (%)

<Frad Agas

o 13} 7k RCell o] g PES(-x18) AJ<) (1xF &4 dlold mhzrd 2015.05.22.)
A= Hr7PASFE A FAAuAE 3BHEEITT S oz IRCH <s) #4¥ PFS3ith
cabozantinib FoJo] everolimus Fo]toll H]8] PFS7} EA4 o= folatA MAEHAY. F34A)
of tial RA¥ HR2 0.59%1tH95% CI: 0.46, 0.76; 3} = 1-9] p-value <0.001). PFS 7]3+e] =
ZFgkell i@k Kaplan-Meier =74 X|= cabozantinib Fo]*o] 7.4709 vs. everolimus Fofo] 3.87H
H=2, T Aol 367E R FA A
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Table 21:

(IRC-Determined, PITT Population)

Progression-Free Survival through the 22 May 2015 Cutoff Date

Cabozantinib Everolimus
N=187 N=188
Number (%) of subjects
Censored 66 (35) 62 (33)
2 or more missed ATA prior to event 1(0.5) 52.7
Anticancer therapy 24(13) 31 (16)
No event by last ATA 39(21) 23 (12)
No post-baseline ATA® 0 3(1.6)
Surgery 2(1.1) 0
Event 121 (65) 126 (67)
Death 8(4.3) 13 (6.9)
Documented progression 113 (60) 113 (60)
Duration of progression free survival (months)
Median (95% CT) 7.4(5.6,9.1) 38(3.7.5.4)
25" percentile, 75* percentile® 37,135 1.9.9.1
Range 0.03+, 18.4+ 0.03+ 15.7+
Log-rank p-value (stratified® /unstratified) < 0.001/< 0.001
Hazard ratio (95% CI; stratified® /unstratified) 0.59 (0.46, 0.76)/0.59 (0.46, 0.76)

+ mdicates a censored observation: ATA. adequate tumor assessment: CL. confidence mterval: IRC. Independent
Radiology Comnuttee; PITT. primary endpoint intent-to-treat
* Two of the subjects on the everolimus arm with no post-baseline ATA did not receive study treatment.
® Median and percentiles are based on Kaplan-Meier survival estimates.
© Stratification factors include Prior VEGFR-targeting TKI therapy (1 vs 2 or more) and Memonal Sloan-Kettering
- Cancer Center prognostic criteria for previously treated patients with RCC (0 vs 1 vs 2 or 3) (Motzer et al 2004).
¢ Estimated using the Cox proportional hazard model adjusted for stratification factors. Hazard ratio < 1 indicates
progression-free survival (PFS) 1 favor of cabozantimb.

Source: Table 14.2.1.1

Figure 3:

Cutoff Date (IRC-Determined, PITT Population)

Kaplan-Meier Plot of Progression-Free Survival through the 22 May 2015
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4 N Median [Months) Stratified Stratified
\ = {Event) (95% CI) HR (95% CI) LR p-value
? 1 L] L\ Cabozantinib 187 7.4 (5.6, 9.1) 0.59 (0.46. 0.76) <0.001*
z 1 \ (121)
3 3 LN
w - N, —— Everalimus 188 3.8 (3.7,5.4)
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Numbier of sublwcts at sk Progression Frae Survival (Months)
Cabozantinih 187 152 L 68 20 3 2
Everalimus 188 99 16 29 10 2 0

* Indicates p-value < 0.05.
Source: Fignre 14.2.1.1
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Kaplan-Meier 3% %]+ cabozantinib FoJ*o] everolimus Folw Bt} ¥ E94t}h 6701E 715 AlF
o 1 F-x & (progression-free) 57 X|+= cabozantinib Fo*°] 55%, everolimus Fo]-©] 34%%1 S
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o, 1270¥ 7]F A FAA FF3(progression-free) FAH A= cabozantinib FofTto]  29%,
everolimus Fo¢] 15%%I T}

- PFS #A2 ITT «H(658%)ell thafj A= AA =L, 1 A= PITT w9 A3} fFALs it S8kl
of thal ®Agw HRLS 0.52(95% Cl1:0.43, 0.64)3At}. o] #2412 H|-PITT++(283%; 375 A Al &)=} o]
T FAAE RE AFWEA 230l disiM = AAlESdaL, L A AT 53 HRS
0.44%tH95% CI:0.31, 0.61).

e 22} H7¥H 4= ¢ Overall survival(d A A1)

- ARAel 3% 089 F4F wAe TTEE digow PRSS] 14 4 A4 20159 58 229 dlolelH)
o]z A3 7ol FRHHAT. o] FRIEA F 202719 Abde] ANoH, o= Apde A3k OS
o dap Aol Fag T AT 49% (202/408)033} o] ¥ ZA3}, cabozantinib Fofo]
everolimus Fofo] W& OS7F ¥ 71 Ag¢S wow, F3lxte] tia] » A ¥ HRLS 0.68°] 3t
(95% CI: 0.51, 0.90; =3} =149 p-value = 0.006). F7HEA Aldo] BAF FIHS 24317
el dad <0.00199 p-valuee] w=gshA] akdith PITTwel disf AAlgh OSe] &3k &4 2
= olo} ALttt FaIAtel tis 2 E HR2 0.710]0t}h (95% CL: 0.51, 1.00).

- 0S ¥4 AHoE (B4 doly vwlz+d 31 December 2015)
T WA 0Se] F3F 412 20159 124 31¢ dlolH whzhdel S HAT. o] EAbA] F 32071 9]
Aol dgleom, o= Apbde] Agk 0S| Uxk FAe] dagk F ARG 78% (320/408) 3 T
o] ¥4 Ax} cabozantinib Folvto] everolimus Fo]wtol Hl&] OS7F ¥ 71 AEgS BPow, =
gl xte] & B HRS 0.670]AtH95% CI: 0.53, 0.83; &3} =159 p-value = 0.0003). OS
717ke] =21kgkel i3k Kaplan-Meier =3 x| &= cabozantinib Fofwo] 21.470€¥ vs. everolimus £
o] 16579 E, Sk Afole= 49 EE FF ATt

- 0S 4 Ago|lE (4 dolg vz 02 October 2016)

0S| follow-up #4le=z 201613 10¥€ 029 dlolgl wiztdo] St o ¥4 Ay
cabozantinib FoJt¢] everolimus Fol el Hl&) OS7F ] 71 AE&S Rglom, =3l 3
HA® HRE 0.700]1vH95% CI: 0.58, 0.85; &3 21549 p-value =0.0002). OS 7]3+e] FZkgkol

g Kaplan-Meier 37 %]&= cabozantinib Fofwto] 21.470¢¥ vs. everolimus Fofwto] 17.17M¥€ =,
FZHgk 2ol = 437192 FAH AT

e 22} W 7}¥ 4= : Objective Response Rate
- ITTE dide® ORRE 1A #AI(RCel 93 #4)S AAIsHIth. ORR  cabozantinib?
everolimus ¥ 2tz 17%(95% CI:13, 22) 2 3%(95% CI:2, 6)31t+(1] -3} p-value <0.001). DOR
Z 3 gkel tigk Kaplan-Meier =% %]+= cabozantinib Fojvt2] 49 F4E7HNE)95% CI.7.2, NE)3}
a1, everolimus Folwte] ¢ 7.470€(95% CI:1.9, NE)°| % D}. #ge] wkg A 32l sy ¥R (PD)
WA 52 cabozantinib FolTo] o Wko m(cabozantinib 12%, everolimus 27%), ol & Alg
AT tol A cabozantinib Xzl wiE dx EEAH AW WAl Y= omo|th
cabozantinib Fofr o] AU A dvkrs 54 WY FTF A7I7F Hlo] =gkl o] F A4S
tHcabozantinib 75%, everolimus 48%). A& <d7#tell 2]$ ORRe] A¥}= IRCel <oJs] #A A Z 3}
FARSEA T AlE A Al 9] 3k ORRS cabozantinib Fofo] 24%(95% CI:19, 29) everolimus +

Lo %
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o] 4%(95% Cl:2,7)%lth.

Table 33: Tumor Response per RECIST 1.1 as of the 22 May 2015 Cutoff Date
(IRC-Determined, ITT Population)
Cabozantinib Everolimus
Subjects in ITT Population N =330 N=328
Subjects with any tumor reduction compared with baseline, n (%) 249 (75) 158 (48)
Best overall response, n (%)
Confirmed complete response (CR) 0 0
Confirmed partial response (PR) 57(17) 11 (3)
Stable disease (SD)* 216 (65) 203 (62)
Progressive disease 41 (12) 88 (27)
Unable to evaluate 2(0.6) 2(0.6)
Missing” 14 (4) 24(7)
Objective response rate (ORR)®
n (%) 57(17) 11(3)
95% confidence mterval, % (13,22) (2.6)
Stratified CMH test p-value® < 0.001
Unstratified chi-squared test p-value < 0.001

CMH. Cochran-Mantel-Haenszel ; IRC. mdependent radiology comumtiee; ITT. intent-to-treat: MSKCC. Memornal

Sloan-Kettering Cancer Center; RCC, renal cell carcinoma: RECIST, Response Evaluation Criteria In Solid Tumors;

TKI. tyrosmne kimase mhibitor; VEGFR. vascular endothelial growth factor receptor.

* Includes subjects for whom the overall response result is stable disease or non-CR/non-PD.

" No qualifying post-baseline assessment for overall response.

© ORR 15 defined as the proportion of subjects achieving an overall response of CR or PR confirmed by a subsequent
scan at least 28 days later.

4 p-value from CMH test with stratification factors of prior VEGFR-targeting TKI therapy (1 vs 2 or more). and
MSKCC prognostic criteria for previously treated patients with RCC (0 vs 1 vs 2 or 3) (Motzer et al 2004).

Source: Table 14232

Table 34: Tumor Response per RECIST 1.1 as of the 22 May 2015 Cutoff Date

(Investigator-Determined, ITT Population)

Cabozantinib Everolimus
Subjects in ITT Population N =330 N=1328
Best overall response. 1 (%)
Confirmed complete response (CR) 0 0
Contirmed partial response (PR) 78 (24) 14 (4)
Stable disease (SD)* 209 (63) 205 (63)
Progressive disease 29 (9) 87(27)
Unable to evaluate 3(0.9) 5(2)
Missing” 11 (3) 17 (5)
Objective response rate (ORR)"
n (%) 78 (24) 14 (4)
95% confidence interval. % (19. 29) 2.7
Stratified CMH test p-value® < 0.001
Unstratified chi-squared test p-value < 0.001

CMH. Cochran-Mantel-Haenszel : IRC. independent radiology committee; ITT. intent-to-treat: MSKCC. Memorial

Sloan-Kettering Cancer Center: RCC. renal cell carcinoma: RECIST. Response Evaluation Criteria In Solid Tumors:

TKI. tyrosine kinase inhibitor: VEGFR. vascular endothelial growth factor receptor.

* Includes subjects for whom the overall response result is stable disease or non-CR/non-PD.

" No qualifying post-baseline assessment for overall response.

© ORR is defined as the proportion of subjects achieving an overall response of CR or PR confirmed by a subsequent
scan at least 28 days later.

4 p-value from CMH test with stratification factors of prior VEGFR-targeting TKI therapy (1 vs 2 or more), and
MSKCC prognostic criteria for previously treated patients with RCC (0 vs 1 vs 2 or 3) (Motzer et al 2004).

Source: Table 14.2.3.4

N NEA

o & 33199 AP EAE0] FTEIAEE S Folkokal, 322 o] oW YT AE Fo
A, oz eFaatel] T e Adoida 19o] JHEAE S FolitolA

_39_



e Su e oA Brhe ek

w2710 SRR ARVE T Mz YFATAN 217t 259 19790 12 29l FUGE
FRAE T oM e FAaTA 27 dsmg % 92meolArk A ek 8 Amel e 7
2} 76% R 92%3 .

Fl

FERAE Y7o & 59.8%9) oM ZEF At 24.2%0] AlA ARSI AER ¢ H S5Fo] ZAAaE
o A g Ak Fhake 7b7F 55U 60 ol AER g 23} e 7 Folte
19.3% 2 1.6%%] AP ASo ] LA AER Q18 FoF AAFHe R AE YT ou 2

o

] 242 63%9F 42%°] AN AU AN BT Hxe] Fof dA
SRS 2H7F 374} 415901tk AER Q1% S WA e dASH)
Al o AE ol A A T

o (o]RkE a°h
Table 51: Summary of Adverse Events (Safety Population)
Cabozantinib Everolimus
=331 N=322
n (%) n (%o)
AE 331 (100) 321 (100)
Related AE 322 (97) 293 (91)
Serious AE 131 (40) 139 (43)
Sernious and related AE at any time 50 (15) 41(13)
Worst AE. Grade 3 or 4 226 (68) 186 (58)
Worst related AE. Grade 3 or 4 195 (59) 131 (41)
Worst AE, Grade 4 26(79) 26(8.1)
Worst related AE. Grade 4 11(3.3) 10(3.1)
Grade 5 AE at any time ** 23 (69) 28 (8.7)
Grade 5 AE < 30 days after last dose of study treatment 15 (4.5) 23(7.1)
Grade 5 AE > 30 days after last dose of study treatment 8(24) 5(1.6)
Related Grade 5 AE at any time 1(0.3) 2(0.6)
Deaths’ 90 (27) 110 (34)
Death < 30 days after last dose of study treatment 15(4.5) 23(7.1)
Death > 30 days after last dose of study treatment 75 (23) 87(27)
AE. adverse event.
A small fraction of the total AEs reported could not be coded in MedDRA at the time of the database snapshot.
These uncoded AEs included some high-grade events and chmcally important events (Section 12.3 4 5); a review
revealed that the uncoded events do not meaningfully impact the frequencies of AEs described herein.
Subjects are counted only ence in each category but may be counted in multiple categories.
Includes only events within the AE observation period defined as the time from first dose date until the earlier of
30 days after the date of decision to discontinue study treatment. date of death. date of consent withdrawal, or the
data cutoff date except where indicated “at any tume
* The Grade 5 AE and death summary information reflects data as of the May 222015 cutoff date.
® Grade 5 AEs were not necessarily reported for subject deaths due to progressive disease.
Source: Table 14.3.1 3 (AE summary data) and Table 14.3.2.5 (death summary data)

e cabozantinib o AFuAL AR} everolimus Folwt AR 18E AL ARl o] 2wk
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o Grade 3 T+ 49] o|ANF-E& cabozantinib Fo]Tol A= Al hAAL] 68%, everolimus o 7ol A4

= 58%0A HuEAuk LA Eo] cabozantinib FolTolAd O w2 olfe FE LY, A}
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8.1% A T
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cabozantinib Folroll A Al ZARe] = 1.5%1A Had FUE o] dwte2 AFAES, 5F
ke, AAL 24, 98, 555,

F A Z&e, =2, dY(neumonia), HMAF, TE, 559 WL
wom WS everolimus Foftoll A AP ARl = 15%0A Ha® Fdigh o] dwuke-e
&2, d Y (pneumonia), W18, AAAEt # #H(pneumonitis), B, AW A A% o3}, F9t
A, IR, FF2AA o), AN HEEo s WAl

oF=-¥d SAE®S] A A& cabozantinib Fo vt 15%, everolimus Fof < 13%$At}. cabozantinib
Fololl A AF oA = 1%0llA KBare oFE-¥¥ SAE= AAL HNATF, d=, AvtadEd
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SAE:= | ®(pneumonitis), R4, @<, T5Ido HlEsow WA

_41_



§F Ua, Fol ANFA, §F 28 2T G AF BAG PN B AN 7 Fol
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A2 B8 59 03%, 55 3 0.3%, 55 45 f2)°] HuH el w2 Fadtol A AlRA
(BE 53 16% 53 32 03%), 54 AMNEHAEE 535 1.6%, 53 32 0.6% 2 A ARHARE
59 03% 59 3 & 4 %i%)ol Hus ek 7} Folato A T3 59 AIFH AR {1t
Gl 7b FR e oW 2 e et 12%9F 9.3%2] Al AEed e Zhz RaEdok
2.4%<} 03%4 1641'41“2}501 247y T3 39 AEE YERT 4 FoTelA 5 4 BE 5

SOCol| Al o] o] dRkg-2 FhR e g3 o= 2|72~ 4.2%9 3.1%°] Al@ i dAEel o
b oAl 5H 3 EE 49 AEE @ddd 2 EAW A3
e B EFAA FAE 0.3%)0] AT ol Hl 2 el 2ol A
e, 3, 34 9@ 03% 2 B8 A5 0.3%0] AT

QT 9] AE:= ZF Folitol A 199 Al AAH0.3%) thall Bk 7FHAE gt A3
2 1S 517 29 TUshA &S AEE YEWa, AW FAaT] Algdidal 19 5
ZstA] 2& AES e
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3

Elin
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[e)

s G HAES 7 Folw EFA SknFHEAAE YT 39 [0.9%], oWl = et 18
[0.3%]) T BE AMIES <TF 31Ut

FtRZE o] M ESH= 1%) A 2 EF A AR AAATEFEFEY 3.6%, oW =
F2 03%)3 ARAW dAdZFRAE Y 1.5%, M Ze¥2 0.6%)0]0th 3 3 i 49 #HA4
AES FHRZE YT (EH 49 AE 1xdo] Buwqeha} o v 2225+ 39 AE 171¢] Ky
Ahel A hgdat zhzE 2.4%9F 0.3%0] el BaEdek 55 39 ARAgw dA45e 7R FEY
T ATFHOEAE 0.3%0 4 AL, ol v 2Tl A = i 4 Tl A s 59 g
T A4 AP flslTh

g = 3 AH(Osteonecrosis of the Jaw, ON)*= 7R ZHEI Y] A F U2l 290.6%) thal] B9l
th 199 AFuAals 53 39 SAEZ Al T wo] Adgaa 2% 2x9lua #e] ONJ
o] 719¥= o] 91}l ONJE= oW 2o A At 29 (0.6%)9] el Barw e, o ]fﬂtH
BAE BT G 39 SAEsE AWAth 7 FololA 5 4 ol wid ONJO AEE fI%
=

ZHRZE o] 378(0.9%) 7 olHl Zel el 27(0.6%)0 Al At A=l
AE AT FHRAAE T 29 o 39 AHEIARE e R A HE)e
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ALk oW R FaTo BaE BE T3 7MY EIH= 40%) X5 wE dAste A 7
AV ol Hime] A o= EFFYAR= F7E AdotEd FUh 89 F7h GGT 7 ¥
AST Z7Fitt. ZFRAEI e = 5% AlgduidatEe di&] Hid = 55 39 $555 e
HHsle A A} oL Wixe A Fow YEF A, AAE A vaus s 2 o7
F A MR Faae] = 5% AlFdUAECd vE Had = 55 39 ToEE UE
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#3835 AE7} HaE Qo

>
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wlo]l gl 7HdA 2= & 2 #(thyroid-stimulating hormone, TSH) % &2 E|l&4l (free thyroxine,
FTdo] Aoldd Aldddas Foll, 7RI Y] 64%9F olwlZe] =0 8% Al At
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6.5.3.

6.5.4.

6.5.5.

6.5.6.

6.5.7.

So] Wlo]lxgtel o] %o TSH 7} vebdlal, FT4: AArolqlth. F71& 7R e date 8%} ol
H 2872230 0.5%°] Al@o/dAtEo] o] 2~efel °]$°ﬂ TSH %71} FT4 242 v 715
FEjgor 289 21%9 oWEgYF AR 5 < 1% NAWAASA AEEXN 71754
sl=o] HalE ok

FHRE o] 37%s} oMl ZE] 2wt 7.1%] AU AENA AER 18 gte] HiuHA F
W3 EE 40 ¥ BAES 7—1‘7#-‘4 —ErOHLOﬂH 15%} 3.1%% 31, 313 gke] SAEsE 7R AE
0.3%2] TAES Yy, duRafA22 858 AdAE

o7 Amg AN gAElA =
AR SR AL OIS e Ak 0w AuUEE O1kel AAAAEAN § 2
S 2P Jdu R FA2TAAE YTt

RE o] 2gkel o]% HMELo|A]l wlo]| Ao R RE = 10%9 AFAAE FFEFE YT 46%S)
oWl 2] F-2at 9] 19%2] Al dAEe s Hais Sl

H) 3 21 9} 4 A) & (Non-pivotal studies) (2o 31)
HAE fl=

7154918 A 8 (Supportive studies) (AoF3t a3)

A /=

14 o349 AddA d& ABEA BIA (Mokwt 89
APAT §e

AT Aol & EIA(CID 53.6) (A%t 312)

AP s

FE4 A UF 9% P AR

D pivotal 3% ¢¥AE a4 23

o] 9] VEGFR-%EA8W T T Fo 28 2dgs Ads Wddgd RCC7F A= AlFUdAES bl
dom FHEZEY vs. oWEeF o] ek TR, TN, i AN A SEH 375
o] AlFdA=PITT Heh) FollA IRCell &gk PFS 713F Aol dxf Hrpwart S5= A
A3} PESe] F7hgko] oWl 2] F 2t 3.870 €3 nluste] FtRFEIH e TANERE &
| o2 F2PdHHR = 0.59, p-at < 0.00D).

ojz} & HIPHS OSol tia] oA H vﬁ:‘-j:*-i% ITT o] BE A
b PFS 4 Aol AAESLAL, HEwAlol ok 49%°] Aol 235
e vl FhRIE g4 0S7F o 24_9101% SAAQ e
0.68, p-#t = 0.006).

2015\ 12¢ 31¥S& Amwupzho®m 2xke] AFEA Fotd FIHEA ] A3, cabozantinib ool
everolimus Fojtol Hl&] OS7F o 71 AegS nelom, Szt tia]l ®A4gd® HRL 0.67°]ATt
(95% CI: 0.53, 0.83; T3} 2159 p-value = 0.0003). OS 713+l F3kgkel st Kaplan-Meier 74

O

F‘{E ol

X,

2|+ cabozantinib Foto] 21.470€ vs. everolimus Folto] 16.5701€ =, S5k AJol= 4= =+
4= At

Qx} PFS 241 A

ol ITT oS vdos RCE ORROl AN, ey so] e %
Ao frold fol ofure

Bo}F9th ORRE 7HLAE YL 7 AR S Bl 17%,

o

_44_



6.5.8

6.6.

g AE el 794 3% EHp-gk < 0.00D).

il

M| 2] F A FojlrE A

LR e B e i e e R

AN EANA 7FRAEE S 60mg Fo 2 w2272 10mg FAE A&t
wE7|3Y] S FER A ) oM Z ekl Al Zb2E 325791 1979
Tt AE G o w2 Fatol A 247 45mg 2 9.2mgol Utk AeEte &
ZF 6% 2 92%31 T}

Grade 3 T+ 49] o] dHH-g-2 cabozantinib FoATol A= Al 2] 68%, everolimus o v ol A
= 58%o A HarEQlch. WA Eo] cabozantinib FolwtolAd U EHE olfE FE ¥, AAL
PPES®] H]&o] © %7] wiEol At

ZU3 o] A3 (SAE)Y] AS cabozantinib Folwtoll A 40%, everolimus Folitoll A 43%S T
cabozantinib FoJToNA AP dAe] = 15%A HuH Foish o] gL

o&i :L
e,
ofo
ol
lo
ofy
[
=
rlo

olo

]
THatE, AAL o4 WE, §85, 52, J2, dH(pneumonia), AMHE, T E, $5] Wk
woz LAY everolimus ool A AlATiAAAS] = 15%A Hale Foidk o] dnuke
&%, d ™ (pneumonia), W18, A4 34k, 3 H(pneumonitis), 47, AREA AA] 47 o), F9t

Az, 92, FFAAA dol, 344N Rleso g HAST
cabozantinib Foit Al@ 3L -9 everolimus Folwt AF IR 1S A LJgh Aol A o] dukg
o] ®AJslet}. cabozantinib Folwtel] £33 AFuldAe] =20%0) A HE o)A
2, A, A, Eulg-dwhlue b kol S5 (PPES), 8¢, TE, A%
Zol A, U4, 7&“"4 715 A8k, %‘/‘é%oﬂﬂ =07 kAl everolimus
=2, 98, A834 7, seae,

= pul

=
olo

NE &
N2 B oro
T

=2

o olo
lo
5

g,%mﬁ,@@ﬁ%,a 3
AnAE G wmEegol oWz Faol Ao 2u|Gch AES] HwrE WAEL wERAW, FEAL
Sol4 Agr)dew Q8| T ol 7o) ey Tadde qm g slEd TH Ad Sof
A olgurg st G Akl

ol7le] VEGFR-:ZA 84 & & Fo d9 A& 4P 184 RCC7F & AFNIAES U
Fo R FHRIAE vs. oW 2ol digk FAR9e, F, tix A FElA RCel 9§ PFS
717 Aol Axp HrpwH S} %—%‘—H%iu‘r. A3 PESe] F3hgtol ol = Favte] 3.871Y
Hlaste] PR GE Gl s TANER BAACRE FodriHR = 0.59, p-%k < 0.00D).
FHRZE G wEgo] oWz 4 Aol 20MSith AEQ] Ankd A EL vy, FEAE
Eold zgr|Hor Sl F Foit 7ke) ¢hHA TEuAe Mz dgitl 7|Eo] 4 A 5o
A ol dnkg gt fAkgT

217 Ao A frol s PFS F71e] A4A o]elo] fade F3lete] AdA o] 5] & Holth

7t g

661 71N
6.62. ICH E5 £Z Do w2 &9 744 H7}
6.6.3. 7}2 A 297}
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6.6.4. 7Fag71el] ofgk A ALz A
° 21]7211]6§7]'£ [Heﬂg_ 610l wel ZtmAaEAA = TF F AL EE i 3o okE K Ho] &)

6.7. 973 W AL A

(Qeke))
e AZ W FEE o] Ao A] THEEY 60mg A% 98] FolA R AEY wZ(AUCO-inDo]
k7t ok 819% B 63% F/1AT. 1 vR A% wE F5Re] g B £BE 7adol
A% Fo] 8L 40mgo] AAalth. 1o Bxjol tia] o gue wUEHo] AFED WaA &

[e]

Al FES a1 dloF sk
oA ZFRZAEY 60mg AE @3] FoAA, AT Aol Aol R AEH e Cmax
2 AUC(AUCO t @ AUCO-inH)E ZH7F 19% 2 30% %7} AT T =] Aol Shatel A FhE
ZHEIH 9] Cmax % AUC(AUCO-t 2 AUCO-inDE A4 2715 Alddidatet fAkEIt 71 e
He =E%2 A5 e T% Ao o8] ddHoR Fo3 Ao JFS WA fong
|F =4S FashA] gou, Fodto] ARgatofof gt

FFRZAEY @559 Al Cmax ¥ AUCE FEAH w8 243N S22 27 41%
D 57% ST onE AAE 9§ FEd Folaof ).

723 CYP3A4 E455A4¢ g2dy HeEds 7R AEy dAw=2AUC] 77% ZHAdth 1

o]

%
% 24w

A

Hro g2 72 s CYP3A4 freAlel o] ofe] W§&Fo= Fgof st}
4Est CYP3A4 A3AIQ] AEIZYZY HE&F2 7tRFE Y 4 =2(AU0°| 38% <7ttt 1
o 7Fes CYP3A4 AajA|e}t o] ofe] W¥§ FoJe= T8 7]&ofof ghrh

a4 2 AF

T oF

2 BAE o oumdFast v
AR AsE Az,

A9z WA AR R
SO AHFLRZE Y 187, ol Hl

X,
o

o]Fdo] VEGFR-TKIZ o]Ho| Fojuke #o] gl A%t
wake] FhEAE O] b frads ke 3 9
% 658 9] A FNAAEGIEZEY 3307, o w =] F-2 3281)o
A} FrhAs A7 Hae Ao FeujgdE 3757 A
22 188W)E A EATH

Hlo] =g}l A rEASHY EAn AW 5AL JtRAE Y3} oH 2] ol FAITH

FHRHE 2= 22 giE] 13k fFEaAd J7EsE] A8 AE 7IZHPE)S] fold s dF
sEth FRd A 71 S FFRAEY Foato] 7471 vs dlHl 222 3871tk 3
o1zte] tha ®AE HRS 0.59(95% CI: 0.46, 0.76; p-value <0.001)¢] it}

A4 Az thte] AFY T3+ A4S 13 PFS EAAHe =83 Ay, F3F 229 B4 8k &
oS Holx skl (HR=0.68 (95% CI: 0.51, 0.90; p-value=0.006)

olojd JHo|EH OS WAo|A FtRE A o2 Fa b FAACRE o3t /ae YeEhL
th OS Sk kR ey Fojto] 214709 vs oWl Z e F2 16570tk S8 xtel] sl 1
¥ HRE 0.66(95% CI: 0.53, 0.83; p-value=0.0003)¢] i t}.

ORRE 7}RZE TS 17%, AW =827 3.0%] B8] <98k M-S 2ol

i)

R 71E7bE A AAMEDG 24k AsAS FraAd A3 B, JhRAEY e 434 Fods &
A+ AUtk
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AGAIFelA FERZEY Foldt AlFldRte] =20% A HalE o] dukge AL I =,
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A, A TeAskE, WAl Hiksom A gt
Grade 3 T+ 49 ©] & FtEAEY Tl A= Ao 68%, clHl= -2 Folatol
M 58%olA HuEAnh WAEC] JtEIEY FoATAA H HL olfe FE Iy, HA
PPES®| Hl&o] o 7] wiEolqlth 7tEAHY Foatol A AdthdAte] = 5%oA K
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7. 9lZe Arg Bl B3

A=z

+« FDA CABOMETYX(cabozantinib s-malate) 2016.04.25. 3] 7}

« EMA CABOMETYX(cabozantinib s-malate) 2016.09.09. 3|7}

= -

asay

Treatment of patients with advanced renal
factor(VEGF)-targeted therapy

cell carcinoma

in adults who have received prior vascular endothelial

a8 : Treatment of patients with advanced renal cell carcinoma (RCC) who have received prior anti-angiogenic therapy

growth

2 AR o) =+ CABOM—EI‘YXTM (cabozantinib) tablets e Cal?ometyx 20mg, 40mg, 60mg
(32 label 2016.04) (34! SPC 2016.10.18)
. olHe A7/ W Hol = Al AaPA AMAMEY | CABOMETYX is indicated for the treatment of | 4.1 Therapeutic indications
= x}e] A& patients with advanced renal cell carcinoma (RCC) | CABOMETYX is indicated for the treatment of
;; who have received prior anti—angiogenic therapy advanced renal cell carcinoma (RCC) in adults
3 following prior vascular endothelial growth factor
(VEGF)-targeted therapy
2 DOSAGE AND ADMINISTRATION 4.2 Posology and method of administration
°f ef= ol &% An= FAA Folol wud A7t 2.1 Recommended Dose Therapy with CABOMETYX should be initiated by
3 Al ol oF gkt Do not substitute CABOMETYX tablets with | a physician experienced in the administration of
AuvE ~GEAE ) AA  mulEe @k AEY) cabozantinib capsules. anticancer medicinal products.
MNeo QB EEAS A% Gomz. WA AL The recommended daily dose of CABOMETYX is
514 rolol FUHARIIE AFSAFTO| XS} 2.0kE 5] 60mg. Do not administer CABOMETYX with food. | Posology
o | =4 Fx) gk B4} AuAEY AL A 7hEAE Instruct patients not to eat for at least 2 hours | CABOMETYX (cabozantinib) tablets and
W |9 AR Asaol sl AL, A 60mgE =ua) before and at least 1 hour after taking | COMETRIQ (cabozantinib) capsules are not
2 | X 9= SudYs w= B4 adEd RockE 3 CABOMETYX. Continue treatment until patient no | bioequivalent and should not be used
o | we m)yo A% 2ol sk longer experiences clinical benefit or experiences | interchangeably (see section 5.2). If a patient must
unacceptable toxicity. switch from cabozantinib capsules to cabozantinib
AFF]gFe 12 13 60mgolth. o] k& Fx}o] A | Swallow CABOMETYX tablets whole. Do not crush | tablets, the patient should continue at a
g o] dAA FaAol gAY 4% & glx =4 | CABOMETYX tablets. CABOMETYX dose not to exceed 60mg or the
o] WAYsl7] AR Fo s} Do not take a missed dose within 12 hours of the | current COMETRIQ dose (whichever is lower).
next dose. The recommended dose of CABOMETYX is 60mg
oals = ol ks el g fld A om o oo F Do not ingest foods (e.g., grapefruit, grapefruit | once daily. Treatment should continue until the
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)= CABOMETYX™ (cabozantinib) tablets
(Al label 2016.04)

9= Cabometyx 20mg, 40mg, 60mg
(3A SPC 2016.10.18)

Brome

juice) or nutritional supplements that are known to
inhibit P450 during CABOMETYX

treatment.

cytochrome

2.2 Dosage Adjustments

For Patients Undergoing Surgery

Stop treatment with CABOMETYX at least 28 days
prior to scheduled surgery, including dental
surgery.

For Adverse Reactions

Withhold CABOMETYX for NCI CTCAE Grade 4
adverse reactions, and for Grade 3 or intolerable
Grade 2 adverse reactions that cannot be managed
with a dose reduction or supportive care.

Upon resolution/improvement (i.e., return to
baseline or resolution to Grade 1) of an adverse
reaction, reduce the dose as follows:

e If previously receiving 60mg daily dose, resume
treatment at 40mg daily

e If previously receiving 40mg daily dose, resume
treatment at 20mg daily

e If previously receiving 20mg daily dose, resume
at 20mg if

CABOMETYX

tolerated, otherwise, discontinue

Permanently discontinue CABOMETYX for any of
the following:
fistula or GI

¢ development of unmanageable

patient i1s no longer clinically benefiting from

therapy or until unacceptable toxicity occurs.

Management of suspected adverse drug reactions
may require temporary interruption and/or dose
reduction of CABOMETYX therapy (see Table 1).
When i
recommended to reduce to 40mg daily, and then

dose reduction is necessary, it is

to 20mg daily. Dose interruptions are
recommended for management of CTCAE grade 3
toxicities or intolerable

or greater grade 2

toxicities. Dose reductions are recommended for
events that, if persistent, could become serious or

intolerable.

If a patient misses a dose, the missed dose should
not be taken if it is less than 12 hours before the

next dose.

Table 1: Recommended CABOMETYX dose modifications for adverse reactions

Adverse reaction and severity Treatment Modification

Grade 1 and Grade 2 adverse reaclions
which are lolerable and easily managed

Dose adjustment is usually not required.
(Consider adding supportive care as indicated.

Grade 2 adverse reactions which are
intolerable and cannot be managed with a
dose reduction or supparlive care

Interrupt treatment until the adverse reaction resolves to Grade £1.
Add supportive care as indicated,
‘Consider re-initiating at a reduced dose.

Grade 3 adverse reactions (except clinically | Interrupt treatment until the adverse reaction resolves to Grade s1.

nanrelevant laboratory abnormalities) [

Re-initiate at a reduced dose.

Grade 4 adverse reactions (except clinically
nonrelevant laboratory abnormalities)

Interrupt treatment.

Institute appropriate medical care.

If adverse reaction resclves to Grade <1, re-initiate at a reduced
dose.

IFadverse reaction does not resalve, permanently discontinue
CABOMETYX

Note: Toxicity grades are in accordance with National Cancer Institute Common Terminology Criteria for Adverse
Events Version 4.0 (NCI-CTCAE w4}
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2 AAA

)= CABOMETYX™ (cabozantinib) tablets
(Al label 2016.04)

9= Cabometyx 20mg, 40mg, 60mg
(3A SPC 2016.10.18)
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perforation

* severe hemorrhage

« arterial thromboembolic event (e.g., myocardial
infarction, cerebral infarction)

* hypertensive crisis or severe hypertension
despite optimal medical management

* nephrotic syndrome

. reversible posterior leukoencephalopathy
syndrome

In Patients Concurrently Taking a Strong CYP3A4
Inhrbitor

Reduce the daily CABOMETYX dose by 20mg (for
example, from 60mg to 40mg daily or from 40mg
to 20mg daily). Resume the dose that was used
prior to initiating the CYP3A4 inhibitor 2 to 3
days after discontinuation of the strong inhibitor

[see Drug Interactions (7), Clinical Pharmacology
(12.3)1.

In Patients Concurrently Taking a Strong CYP3A4
Inducer

Increase the daily CABOMETYX dose by 20mg
(for example, from 60mg to 80mg daily or from
40mg to 60mg daily) as tolerated. Resume the
dose that was used prior to initiating the CYP3A4
inducer 2 to 3 days after discontinuation of the
strong inducer. The daily dose of CABOMETYX

Concomitant medicinal products

Concomitant medicinal products that are strong
inhibitors of CYP3A4 should be used with caution,
and chronic use of concomitant medicinal products
that are strong inducers of CYP3A4 should be
avoided (see sections 4.4 and 4.5). Selection of an
alternative concomitant medicinal product with no
or minimal potential to induce or inhibit CYP3A4

should be considered.

Special populations

Elderly patients

No specific dose adjustment for the use of
cabozantinib in older people (= 65 vyears) is

recommended.

Race

There 1is little experience with cabozantinib in

non-White patients.

Patients with renal impairment

Cabozantinib should be wused with caution in
patients with mild or moderate renal impairment.
Cabozantinib is not recommended for use in
patients with severe renal impairment as safety
and efficacy have not been established in this

population.
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H = CABOMETYX™ (cabozantinib) tablets
(Al label 2016.04)

9= Cabometyx 20mg, 40mg, 60mg
(3A SPC 2016.10.18)

U AHALEE
Hojok 3slaL, CYP3A49] 7F# 3 f=A9 B8 oJokE
o] uwkg Aol AlRS ZX|F ok FTHA}EAFFEo ALES]

‘Lo Aol ASE] 7o A0 F Fx).

CYP3A4E frishAut Asle Al gAY A9

= oA el ofEe] e me e ofof drk.

sS4 SAt

HE Al G gt Fof

6541 o] aEAelA] o] ofef AREE S FAIA

£ 242 dadx gt

vl
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should not exceed 80mg [see Drug Interactions
(7), Clinical Pharmacology (12.3)].

In Patients with Hepatic Impairment
Reduce the starting dose of CABOMETYX to 40mg
once daily in patients with mild or moderate
CABOMETYX  is

in patients with severe

hepatic impairment. not

recommended for use
Specific

[see Use in

Populations (8.6), Clinical Pharmacology (12.3)].

hepatic  impairment

Patients with hepatic impairment

In patients with mild or moderate hepatic
impairment the recommended dose is 40mg once
daily. Patients should be monitored for adverse
events and dose adjustment or treatment
interruption should be considered as needed (see
section 4.2). Cabozantinib is not recommended for
use in patients with severe hepatic impairment as
safety and efficacy have not been established in

this population.

Patients with cardiac _impairment

There 1is limited data in patients with cardiac

impairment. No specific dosing recommendations

can be made.

Paediatric population

The safety and efficacy of cabozantinib in children
and adolescents aged <18 years have not yet

been established. No data are available.

Method of administration

CABOMETYX is for oral use. The tablets should
be swallowed whole and not crushed. Patients
should be instructed to not eat anything for at
least 2 hours before through 1 hour after taking
CABOMETYX.
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