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p=0.0003; ¥ 2). 430 A=< A7 #&EE A
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HR (95% CI), p-%t'

0.58 (0.45, 0.74), p<0.0001

1 S3ld 2359 A A(stratified log-rank test)
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¢ vl® 0.51
95% CI (0.41, 0.64)
p-%> © < 0.0001
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¥]-& (95% CI)
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(IMDC) 919 ZhHelaglel BARo]l 7FHEZE Y YEFe HE&FATdAM sUEY
P Fof ol Hls PES o] ejo] #FAEHAUT ¥5 AP LFNA PFSY T2 7HEZHH
-HEFH BHEFATAAE EEsHA &%al, FUEE S FoTolA 1281714 o
THHR=0.60; 95% CI: 0.37, 0.98). 3+ 91915 olA PFSe] F3tghe 7HEIAEE-UE+F
BE&FATANA 177704, FUEY Sd Tzl 83871€ o] ATHHR=0.54; 95% CI:
041, 0.73). F4 #1254 7FEZIEH-PFS 032 UEFT HE&FoATd A 12.29
N, FUHEYE Gd RN 421704 o] JAeHHR=0.36; 95% CI: 0.23, 0.58).

2 32 rl 0

Julo]E = PFS9} OS 42 ZE A9 HA F47)31 16719, T3 52713 23.570
o]

Al Aol FHHATHTH 3 L 19 4). PEFS fdHl= 0.52 (95% CI: 0.43, 0.64)°]H,
S #1du8l= 0.66 95% CI: 0.50, 0.87)°]dt}. IMDC 91& 7l€laig] % PD-L1 &3 &
1 mel JulolE H 391% FE4 HoE(PFS, 09 1z AsE sy A

[ozhE
H
olE " E4<& T d= AFIAFNAM PES Ftgkel =23

[Z1¥ 3] PFSY 7}1&=vle]o] = (Kaplan-Meier) (CA2099ER)
<A




(1% 4] 0S¢ 7h&emtolo] =4 (Kaplan-Meier) (CA2099ER)
<BED

DAZGN A P

o] oFo] QbHAN FAEAL 729 Wi, oleErtY, -tz A3 AP (CELESTIAL)
ol A H7IE AT o] el Agt#Eld 2 Child Pugh A g Fol Oskd 9 A ESH
(HCO) FAHN=T07)E 25121 vl gste] o] oHN=470) E= 9IeHN=23DE Fofatgich
A2E st g2 A8 HdAaHSs Be 7 AJT A FEAY FrHHsE dA S
090Nt} ol F&EAR HIMHTE 18 T4 ¥HS H7t 7]=(Response Evaluation
Criteria in Solid Tumours, RECIST 1.1)& Ah&3ste] A|@ A7t H71gk F218) A=E(PFS)
I A -Z-EORROIAT T B7He 85ritt AAH AT

Hlo] 22kl A5 AT2A S43 A EAE o] of fof wollA FART Ak T
T FAG2%IAL, Hat ol 644 A fHAke] thtk(06%)+= Wl AL 34%+=
oo}l o]} E‘r 3219] 53%+= ECOG &% e 0 °l%a, 47%= ECOG &5 AH 1
ol A9 BE #AH99%)= Child Pugh A )13, 1%+ Child Pugh B3t HCCe ¥
& B¥ 14 H}O] 2] 2~(HBV) 38%, C& Zt¥ nlo|2{ 2~(HCV) 21%, 7IEHHBV T+ HCVZ}
obd) 40% ATt Aol 78 %ollA Al EH A& Ee I T Aol7b YEReH, &
Z}2] 41 %ol A &she)ofehil(alfa-fetoprotein, AFP) 400-ug/L ©]2S UER AT 3HA}o
U%e AR A MHde B 3o s g5t on, 37%e 7HEZEY A=
Aol WA ARE Wt AgtEld X E87I3Fe] SRS 53270 oAtk gAY 72
%7t ol A oW 13E Higton, 27%+= 235 Wkt o] ¢F2 $of3} Hl s

OSoll Al BAACE Fo3 7f4do] YFHJUTHE 6 B 19 5).
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AHA whg&o] Aye [ 6] YER A

s

DAY AEE

[ 6] ZHAZEIHCO Ao Ae Ha4d  ZAFITT(ntent-To-Treat) FHH,
CELESTIAL)

ET RS glot
(N=470) (N=237)

A BE(OS)
0S 717H7NQ)Q] Z7H3F (95% Al2]27H) 10.2 (9.1, 12.0) 8.0 (6.8, 9.4)
&5 (95% A2 L7h2 0.76 (0.63, 0.92)
p-&' p=0.0049

X8y AJE(PFS)?

PFS 717HRY)e] £71% (95% Ag77h) | 5240 55 | 1.9 (1.9 1.9




AFE (95% Alz]L7h)! 0.44 (0.36, 0.52)

p-%t p<0.0001

ZA9HA 82 E(Objective Response Rate, ORR) n (%)*

2HA 8F-2(Complete responses, CR) 0 0
B3 dk2(Partial responses, PR) 18 (4) 1 (0.4)
7Hd ¥bk2-& (CR +PR) 18 (4) 1 (0.4)
p-%t p=0.0086

OFx] ¥H(Stable disease) 282 (60) 78 (33)
X138 " (Progressive Disease) 98 (21) 131 (55)
' 23 JAAAVRS dlolE )L ke Hol(Fh H/xEE Al % &Y A, oy
2) 2 Bl Be AYH d9or FIH -9 A4

2 Cox vl#E-99¥ =3 (Cox proportional-hazard model) 4

3 RECIST 1.1 we} Al@=t 7t

4

ol)

35 33 ¢-9 = -3 A (Cochran-Mantel-Haenszel, CMH) A3

(29 5] ZHES  JJAF(CELESTIAL)ONA, A AEe]  JlEdvjelo] IJA
(Kaplan-Meier curve)

<A

(29 6] A=Y AAFCELESTIAD A, 73 A& 7h&Egntolo) A

(Kaplan-Meier curve)
<A

B3 A A A A (DTO S AR
q H X85 o o] 9Ju HAY 99t 9HRADY ATSIA gAY =
A E Ao 2 3 fJofdl % A]¥(COSMIC-311)

0

uls

X
rlot ko

ojxol Hdj 27}* VEGFR 34 ﬁ‘ﬂ(fﬂ e e Adhddes Z9tetE o]d =3hE A
| Rl Aom, WA a0t Qo AH3tstA A E-Z3 %5: ZHA T

Aold Fs el Adel SAS tidow JHHIE|YO b FaEAlo] AL QD)

i, o] Fwrte, Sk, o9 A4 AIF(COSMIC-31Dl A B 7He A

VEGFR %4 TKIZ 2 &8t F¢F = o]%o] RECIST 1.1 wet 4 7hsst AW 9 &

A sty BPA S ZIdo] % SA7F A9 v Ad(IN=258)5 213, o] °F 60 mg(N=170) =

+ FN=88)= 1< 13] F+ T3




A9 g2 ol HutEld X5 ofF 3 APOG5A ©l4 vs 654 mThHo = F3}5135
o flefos B2 wjAWre A= wrtHdE SHAJ WA HE SHUI
(independent radiology review committee, BIRC)oll 2]3] Z13§A Z$to] 3w A JlH
Hdos warlt s8=HAH.

A5e SAS0o] YA ool UAY BT G U= FA o] DS w7ix] ALY Oi‘:‘r
Y2t FEA HIPHa+= RECIST L1 wet BIRCOl o8 H7hd ITT Heke] 7318 4=
(PES) 5 5219 wigdd A 100“:‘ 3tzte] A#A WEEEORROINT. T Fr7hes Ao 12
Me Fe 729 A F 85wt O S22+ 12Fuit FPHAOH, TV HUPHTLE
ZAA ABEE0S) °] ATt

T AEEPFSS] 12 £4 o= 29 vidd S 187HTHEIIEY £ 1259, 9%
£ 629)0] EIFHAY, wlo]x=zfl AT FASHH SA 5 A S dnkzo=w £
15 2T FAEY . $9 A (median age)e 66A41(32~85 )0, 51%7F 654 °] A,
13%7} 75A4] ol/dol At thEES A= MAT0%)o]R o 2Ato] 18%= obAloRl,  55%
= o Aot A A o 7 55%= AP SO TS wgrom ) 48%= o A 7HAMA
FolRom o] F 17%= JEHE J"Jdt}ﬂﬂ‘ﬁﬂr SApe] 95%°M Fo7t UUH.(H
68%, H3ZZH 67%, W 29%, &9 18%, 1+ 15%) 5] $Art HHAS=Z Qlaf o]xo RAI
Ass WA FFgown, s 63%= ool #HMulEld TRy, $AFe] 60%= o]F ol
2 dS Fowgton, $79 23%+« o|He ActdgdH MMutHYES 25 FoWgith
dlo] 2819l ECOG S5 AHE 0 (48 %) Wi 1(52%)°Ath. X &7t FUgkmedian
duration)& 7FRZTE]Y] Tl A 4470, 9 FFE ol A 237H%J°]S€i

Azt B Az ez HolE 20203 8¢¥ 19% 3 PFSo] thdk F3%~ 1Zl 4zt 6.2719)
o dHlolE H #AHEH o= HolE 2021 24 8 3P PFSo| tigh 27|13t F4gk 10.1
AL [ 7] JeplATE 91oF £0=33) o} Hlwdte 7tRJHY GLEAN=6DE F+
29 wig e $kAke] ORROAM SAH o= foldt 7AHe AFsHA SatAtt (15% vs 0%).
of FHM=62)2 Blwste] 7R AEY GAEAM=125= F29] WA x| PFS(FZ
71 ek 6.270)ollM FAFOE Fo|dh o] AFHAU.

PES9} OS¢] dHlelER EA(FZ7IZF 4k 10148)e 729 wi8d $2 258HULE
el Fo 1707, 9oF Fof 88%)S E3jtste] T3 AT AW o] Q 18 9F A&
A= FtRAEH o2 Wbyl S 8EHT] Wil MA MEE FA 2wl

(3£ 7] E3p3HdA et A A(COSMIC-311) f&4 At

UAt #AT (TT) YeolE © £ (Full ITT)
FIRHE AR $loF FIRHE AN JoF

(n=125) (n=62) (n=170) (n=88)
BXI5H A=E(PFS)+
AF2(%) 31 (25) 43 (69) 62 (36) 69 (78)
K18/ At 25 (20) 41 (66) 50 (29) 65 (74)
AL} 6 (4.8) 2 (3.2) 12 (7.1) 4 (4.5)
oA FIE PFS 11.0 (7.4,
(6% 1) NE (5.7, NE) | 1.9 (1.8, 3.6) 13.9) 1.9 (1.9, 3.7)
o]33H] (96% CI)® 0.22 (0.13, 0.36) 0.22 (0.15, 0.32)
p-7 < 0.0001
A AE(0S)
AR n(%) 17 (14) | 14 (23) 37 (220 | 21 (24)
olsiu] (95% CI)° 0.54 (0.27, 1.11) 0.76 (0.45, 1.31)
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7] ¥hS S(ORR)’

FtRE A% Aok
(n=67) (n=33)
AR 92 (%) 10 (15) 0 (0)
o vk 0 0
kil 10 (15) 0
o Wy 46 (69) 14 (42)
RIsgg Algt 4 (6) 18 (55
* PFSE] 121 = M= IIAEE 93 4 Eﬁc}ﬂoi‘:‘r NE2E FUAEE 9
3 Ad %o BAGle] PFSoA d3s AxE Byt
Cl, A8 3%t ; NE, 37} 715

Loz B4 A o3 HolEx 2020 8Y 19¥0|t}.
2 o]z} A A o go]EE 20219 29 8.
3 = v)g-993¥ =3 (Cox proportional-hazard model) =4 %] 7] %<,
4 oldo @Mnteld A HuHreceipt) (¢ vs ot )W A=(654] ©]3F vs 65 Ml 2IpHoE =3}

(kRS HlojH o] wehe =7 =9 AA

> =R 7|7 =

Gk 897N AT =3H A 100H(CABOMETYX £ kA 679, 9JofF &

o $tx 33H)SAE 7Fo

Z 3. ORROA] BAIASZE Fo3t MAALS &

2= A

[Z19 7] PFSe] 7}Zgniolo] =4 (Kaplan-Meier) (YHCJEH B4 [A QI ©folE .
2021 24 8], &A<=(N) = 258) (COSMIC-311)
104
g 0.9- —— CABOMETYX
;5; 0.84 ' +: Placebo
8 o074
ug' 0.6-
3 05 i
> 044
& 034
e
5 014
£ oo I T —— .
a 0 3 6 9 12 15 18
Number at risk: Months
CABOMETYX 170 17 59 41 20 4 0
Placebo 88 33 " 7 1 0 0
2) k&3 EA
O 5
o] ¢fo AT Fo &, 7IEZIEY «] dAsEE F9 F 3H4AT Fo FHad =E3th
-5 A ZE9YL Fo] & oF 243 o F HWH Ay dFFE=E YERH,
o]= 7R ZE|Fo] A3 A<=FHenterohepatic recirculation)S A& £ YSS P ZTH
7R ZFEIY 140mgS 19¥€%F wHE TEojdk Ay, s Fojo] Hlwste] Hi oF 4~5uf 9




7ZERZFEH(AUC 7120l A HAAL, B4 dei= oF 15940 =230

DAY HAE ATE AR 10mge B Feld A7l
Cmaxsh AUCRKZF?E 41%3) 57%) Z7WAZT of oke] Fof 1
HAe Evbo] @ R gk

2 B

7}E7<PE]”% A ] AF(@n vitro)oll A Abg @4 delde] 2 ARHE(=99.

t}. F-oF53Hpopulation pharmacokinetic; PK) =Edol| ZA3 o], EIZ L2 (Vz2)S <F
319L(SE: +2 /;)O]E} e v 559 AAdY AENE 7R Sx= oad A
Ho|l MAEA FUTh

Q) A W W3}

ZFRZLEIG 2 Aol A tiAtETh 4 A diAME ZA 10% o4 =EFAUOZ g3
EA] ¢ XL184-N-&Ato] =, XL184 ofv| = —E«’Bﬁé%, XL184 R ir3lo]EEA] @iﬁﬂolli
(monohydroxy sulfate) ¥ 6-"l=mv g ofn]= 3 "ol 3% 7lvot
A A Esol 1% vFRl 270¢ HAd ﬂ]/\}%ﬂ(XL184—N—%/\]-O] 9 XL184 ofvu|= B
e F dF =&9 10% vgrolth

:I:
>.
m{n
fd
2
(|
o
lﬂ rzi

R ZEG-& A9 A@(n vitro)ol A CYP3A4 Ak 7] olm, CYP3A4el tist ZF3} &
A=A, NADPHe| <Js] =uj xbed Abghe] b vlo]a2HHLM) vl d7]oA diAbA<]
XL184 N-SAfol=o] 4= 80% ©/d Asidith th=2 o=, CYP1A2, CYP2A6, CYP2BS,
CYP2C8, CYP2C19, CYP2D6, CYP2Elell that F3t&Al= o] oFo] thAtA Ao &
A A gty CYP2C9el that F3t A= o] oFe] thabA] Fdo Haghe 9Fe
BRI THS, <20% 74).

4 &4

60mg, 40mg, 20mgE AT T Fof, AAAEHRCC) A 318 A7 635 oz R
B 39 A5E AHES 7IEIEEY 2T PKEA A, o] ko] E4 HF w7
(terminal half-life)= F 99A1ZFe|Tt. A4 dHoA Y H F4&E&CLFE 22LNhr=

AE A A4 AUl A 14AC-7IEZEIH e dd Fo & 48Ut #3711t
¢ FoAE F U As T oF 81%7F AFHAL, A 54% H AR 27%71 3
TEH AT

&
A

7oA el obEst




(D A7l

AR g2E tdez 3 Ald 23, A AR7Ise 7HR A Blaste] & €%
7ERZHE ol tigk 7]518h LS i vl&e A S 4lF e #AelA Cmax % AUCO inf7}
19% = 30% O =%om™(Cmax 91.60%2 90%CIell A 155.51%; AUCO-inf 98.79%°1 A
171.26%), T =2 AZ) Al@ddAe] A 2%e 6-7% B =UATHCmax78.64%°
90%Clel| A1 133.52%; AUCO-inf 79.61%°ll 4 140.11%). 87 41771 7H Abgret Bl ast
o AFHA L 4 7HEAE ol I 7skstz LS H W 35 Aol ol
A1 AUCO-inf7}F 0.2% © #3k2m™(90% CI 55.9~180%), T 552 of g&AtolA 17% T
=XTH90% CI 65.1~209.7%). &5 A7 SA= ofd A7H A FUTh

> Mo o

50 o rlo o

(2) k7ol

24713 o FAGAEY Z3HY T AdlA JHEIEY s 24 A
NCI-ODWG (National Cancer Institute - Organ Dysfunction working Group) 7]s=ol w&
A4 2 7se 7HR tAd A N=1425)9F 74 5(=558) ¥ F&5(n=15 Tt FA}ol|Afe
7IRZEY W @ =EE AR {3 Aol HolA FUTh TF MO &
AFEolA FHEZEIG Y] ofE st HIbekA| ekttt

|

Ol

= T s 4Ql BAWE ole} A4S HAbo
SES 292 A9 Afdoldold 92 dolHt 124 ol 3
d0kg P15] Shsjol) ol o dmg & 19 18] Folsizivt dokg ola)
60mge 19 18] Folstsie HH o o 60mge 19 18] Foid Aoz A B4 =
2 osnEn e =

&

g o
gt
o

12
o

ot

A B IRelA AARE 6 Ad WEERY SAAPANA B3 Fre ARZHE, Z9, HE
=3, A%, FA 5 Ay Zojdtt. o] Aol wiFd F=4-8&FNOAEL, No

T
o £

S

L

Observed Adverse Effect Level)




Hjol-gjoto] W& AFE HESY E7AA FHEHJT A=A, 7tHIIEHFLE o] F
=4, "o} HZF(foetal oedema), TF/NE/FA(cleft palate/lip), IF F3ZJ(dermal
aplasia), HIEW ZEE vAES mElE FEAT EZ7 A= o] <ol ®lole] Az
Hsl(HA 27] 4, F3F d9el AAY Ae) 2 F 7189 ol By FUHE B
HjolEA, Blot=Ad 2 7Y@ Ao thyk NOAELE o=% A5 79 4 ==

TEEG Ut

FIRZEES Fo g o REQA o ok vla)e WBC F7F 2874, A7)/«
(pubescent/immature) o4 AAAEMNT T AA §l), Hofold, = 7712 A
T AAFE g gl 92 FAFS BAT Aw/dioAe] Ay 9 2LV dAKHOE B
Rou = wiri<(parameter) 2 3t A AaF ko] gk IS ALKHAUG oA A=RA ol &
ol #do] e)e T A Ay FUF AAGLS W HA| e E3 9/

Ut AA 723 84 fAS X8 3E A9E 1Yon, FARE Bo# FFoA o] oy #H
H 544 ¢ 9 o= YEt

13 7tz (84 5% 24)
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AR LA} 2023.5.11.
HAQ AU} 2023.7.11. 2023.7.11.
BaHFLA 2023.9.11. 2023.9.11.
FHFA e LA 2023.10.
[EY 1] ¢HHAZ-FEAQ AA 23
[ 2] 1818 &8 A8 QoF
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7. 9] ALEF So] B3 AR

8. =l frAbAlEe] vindE 5 F3f oJfFEel 540 AT AR

1)



[& AL} SgfelA]

L]

olflo] VEGF mAQy &g we Aol AL A7 F Yol AYPH, YA 205 2URADI o
sl AEshAl AU 2849 TA WYY = Fold REIAMHDIC) stAtoAo] T ey tigt
A AAAB(KLIBA-3IDY] A U SEAHS AY Aexg HwAlstlo] XA Zoz Atad.
ChoF, SHAl QJAMA]Y CiAAtof] Aob= ZJFE|R] gfgton g CiASIAIZAS AQlog AStst= Zlo] TQ
slod, o] X2 QWE WA|ste TJASHALZS Wats| ol= 2 A|Asle L.
Aotd 2 @llule]do] VEGFR S tj2o] 287 B 24l 7|UolR|RTK)S 2AA|se, RAI AaHalol =
gtxfo] 2120 FY) &j7}Elo] 9lov}, VEGFR &A
o

O

-

A Kby £ Zo]Ao] AIs§A 89} ZFAFA oF _—
#l & ZIsist RAI A|gtA DTCoO] o5l 371 RX8Al= glooa Qo mA|HA YA S UZst
FtEsteEld e gabAQl QHog Alad.

9lof oyl 924 ORR U PFS 25W7/MA42 B7he9lon], ORRY S 7ol 7|2kelx] ¢
grovl}, PFSo| Ciejr &= BA Azl Zstaold ola x=AE HR 0.22, 9%6% CI 0.15, 0.32,
PO.000LZ ARIHES 717kstel SYHS YFSHYS. PFS 717t FUglol dhah KM 2RI o2
oA LN, FHuREd 2oL 1L9hEoIS. 1270 ARolA ARIS Adsta ehe bRt
= FhEAE I 45.6%, 9ok 1.8%0]S.

QY SuolAL shusteldo] gelm oAy maudw gz AL, AAHoR Fad oA
B WASIAl 9ore. thel oAl 37b BA(Addendum?) AuHE 2R AGARY

(o)

0.

NAAR 5 aotolre] §RARMOmg qdot FANA L 20HI6H ool A LA Zo] A )

ooz pudy AU /AL §F MY AL bk BEH o2 HolAW, §YPRE A
¥ Stk 2e 43 5y

a (o]

Oset #AT o1l % 490 dlelol 20k e $A AaE DRARS. T Yool Sloke
3 o 45%9] BAHESY 5 40%)o] FUFEY BAFO|S We A, WEOS L PFS) 7I3ke] ohsh 7}
Apoiel gatol A AR ool HAw L, Al et wAAEE A=
Wge 24 Aw, IAHEY @o] AAY A 5L 1AL uf, 05o] ot shAo]
o

<

[HE 272 mRdudgs o wol Frtstal, AZdadF odvrsol o
o
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61 YA HARS AHHGCP £%)
« 7l Al AIERE SYARY TOC AE, 20227.20)

6.2. AFANFAEH A8

A& Al A AZAI~
A& Al Fo8F SR
o s A BEA A7t | e | OE o R &7|3t glo] R el
o T - (‘)_1 = ou K}_)'\_ tibul §§-%—] _‘#‘1}\1 %%
w8 | XL184- | ZtRAEY | A FtETHE | & A | 7| AlEAARE & | CO02 | ¥R YA
Fg | 311 vs 9JoF 34, d: At VE&SFR—EE, ZJO“ 61?%}7ﬁ (302?4 B 74 (Full)
187 | Q¥ =2 © L EXS A | H gL
7] 3+ 71 7 an ° S BT 0= S o il =
- R NG = olgal A | sbiu 22 99 | 192)
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Ve/F = apparent volume; CL/F = apparent clearance; n = number of subjects; CRPC = castration-resistant prostate
cancer; DTC = differentiated thyvroid cancer; HCC = hepatocellular carcinoma; HV = healthy volunteers: RCC =

renal cell carcinoma

Note: Lower and upper boundaries of the box represent the 1¥ quartile (Q1) and 3™ quartile (Q3). respectively:
median 1s shown as a line mside the box; whiskers represent minimum and maxinmun values that are within 1.5x the
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Table 12. Summary of Predicted Mean (SD) Exposure Measures at Steady State
Following 60 mg Cabozantinib Once Daily

Mean (SD) Exposure Parameter
RCC HCC RCC
Healthy | CRPC | CRPC st || peiefn DIC | .
s Subjects | Subjects ubjects
Subjects Subjects | Subjects i : . Subjects : .
Study Study ) Study
XL1sd- | XL184- | XIS 0 o hgy | oxrase | 5™ | casooo
3 07 § =l © |XL184-3 =
020 06 0 108 100 X1184-311 ER
N 63 41 498 282 452 101 308
Cria® 1206 997 1190 1243 1301 1421 1290
(ng/mL) (484) (356) (386) (429) (339) (435) (481)
G 1488 1230 1435 1503 1636 1771 1359
(ng/mL) (640) (348) (390) (433) (366) (512) (310}
AUCss 30441 25328 30042 31359 32957 35915 32496
(ng*h/mL) (12224) (8345) (9302) (10395) (13017) (11099) (11659)

5D = standard deviation; RCC = renal cell carcinoma; CRPC = castration-resistant prostate cancer; HCC =
hepatocelinlar carcinoma; DTC = differentiated thyroid cancer; N = oumber, Cuax s = steady state maximum
plasma drug concentration; Cun«; = steady state minimum plasma drug concentration AUCss = steady state area
under the concentration-time profile

* Cmin concentrations are the pre-dose concentrations at steady state
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" Tahle 4: Baseline Demographic Characteristics as of CCO2 (Full ITT Population)
Table 3: Baseline Demographic Characreristics as of CCO1 (ITT and OITT Pap _
. _ Full ITT Population (N 8)
1'1_1: ]?upul;nmn Ol'l_‘I 'Punulntwn Cabozantinib Flacebo
Cabozantinb | Placebo | Cabozautinib | Placebo Subject Characteristic (N=170} (N=88)
Subject Characteristic N=125) (N=162) (N=6T) N=33) Y g
Age (years) Age (years) = e
= = T, e — Median (range) 65.0(31.85) 65.5 (37.83)
Median (range) 65.0(32.85) | 66.0(37.81) | 62.0(32.80) | 63.047.81) 6t0=17.0C% 0 o
Age "asealor\ (years) ~18.0(%) 170 (100} 48 (100)
1610171 g 0 - 2 55.00%) 5349 008
~ 18004 125 (100) 62 (100) 57 (100) 33 (100) 5 2 %) TG0 1 Ejy,
65,0 (%) ] WED EEe) 17(52) e aeTiarD p=Ten 766
EGRYE) B063) (4 16 (48) Sk gl Lo =
= — e = e 7310 =85 n (%) 19 (11) 14(16)
65 t0 =75, n (%) prycip)] 26 (39) 13 (30) 5.0ty 106 ]
75t - 85.0(%) 10016 500} EHCH) ——— = -
=83.0(%) 0 0 ] — -
Yo Male 83 49 3948
X0V 7 (51) 40 {
Male 57 (46) 343 1206 = F‘“ﬂi, 87651 49 56)
Female 63 (54 ) 21 (60 e
- &4 ( American Tndian/Alzska Native 100 0

Race. 1 (%) A 907 7003
Amencan Indian/ Alaska Native ERRIES) 0 ] ' ’m. - . ’1 { ; ’7 1’;\)
Asm 20{16) JEY6E] 507 e — —
Black/African American 1{08) 162 3 15.0) ﬁiz:li:: i the: Bt it i S 7
Native Howauan/'Other Pacific Q 0 0 0 erai S L) D
Tbader Multiple 0 LD
White 90(72) 41 (66) 4700) 20 (61) Ottier i) 203
Mltple 0 0 0 0 Not Reparted 10{39) 465
Other 1018 1(16) 20630 0 Missing 11y o
Not Reported 8(64) 163} §(9.0) 309.1) Ethicity. n (%)

WMhissing 1(08) [i] [i] 0 Hispanic or Latino 30(18) 11 (13)

Ethnicity, n (%) Not Hispanic or Latino 129 76) 7488
Hispanic or Latino 21{17) 6 0.7} 12(18) 2(6.0) Not reported 10(5.9) 134
Not Hispanic ar Latino 3 (76) 33 (85) 5136} 29 (88) Missing 108 0
Not reported ) 348 1(6.0) (6.1 Grographic region. 1 (%5)

Geographic regon. n (%4) Asia 24 (14) 1922
Asia 16(13) 132D 8024 North Amenca (USA/Canada} 15 (8.8) {14
North America (USA/Canada) 13 (10) (15 6(18) Europe 82 (48) 394
Europe 63 (32) 252 14(42) Fest of the world 49(29) 18.(20)
Feest of the world 3125) 8(1y 5(15) Feceipt of poor lenvatinib (stratification factor per IsRS), n

Eeceapt of poor lenvatinb (stratification (Ca)

ctor per CRF). n(%a) Yes 109 (64)
Yes 79(63) 39 (63) 41 {61) 21 (64) No 61 (36}
No A6 (37} 2337 26 (39) 12 (36) Receipt of pnor lenvatimb (stratification facter per CRF),. n

Receipt of pnor lem*ann}b (stratification Ca)

factor per IxRS), n (%) Yes 108 (64 55 (63)
Tes 79(63) 39 (63) 41(61) 21 (69) No 62 (36) 3338)
No 46 (37) 3 @an 26(39) 12 (36) Apge at mformed consent (stratification factor per IxRS).

Age at informed consent (stratification )

factor per CRF), n (%) =65 years 86 (51) 44 (50)
= 63 vears 63 (30) 3048 33(52) 17(52) 65 years 84 (4% Ead )]
= 63 years 62 (30) 32(32) 32(48) 16 (48) Age at mformed consent (stratification factor per CEFL

Age at informed consent (stratification o (%)

fa»:orper_xRS} n (%a) = 65 yedrs 86 (31) 44 (500
= 63 years 63 (30) 048 3550 17 (52) 84 49 M50

63 years 62 {50) 32(52) 32(48) 16 (48}

ECOGPS.n (%) 74 (44 43 (49
[ 30(47) 30 (48 33(49) 17050 1 95 (36) 355D
1 66 (33) 32(52) 34(31) 16 (48) 2 1 (06)° 0

Smoking history. n (%) Smoking history, o (s}

Curent 218 232 0 Current 2(LY) 357
Former 40(30) 1930 24(36) Former 62 (36} i fen)]
Never £3 (66) 41 (66) 43 (64) Never 106 (62

Weight. median (range) (kg) 6250 6480 69.80 Weight median (range) 69.65 (203, 117.0)

03 117.0) | (430,1355) | @40.117.0) | (43.6.1355) BML median (ranze) (ke/m'F 3480 (155.453)
BML median (range) (kg'ne®) 2494 369 | 2631 ) 496 AN by s indie, CRF, rstse yepoet R ECOG PS, e Cooperfive Goeology Genup per e st TOT.

(135, 43.3) (17.3,463) | (135.435) [ (17.7.46.3) - TR b i ol g Sysheins

BMI body mass indes: CRF, case report form: ECOG S, Eastern Cooparative Oneolozy Group performance starus: TTT e P e o

intent-to-treat, BRS, mteractive voice' web response systen: OITT, overall response rate mntent-to-treat " One subject (3903-3322) m the cabozantinib aim had 2 predose W1D] baseline ECOG PS of 2 whick was considered the

* The gender for Subject 3384-3149 m the placebo arm was updated to fenule after the primary datz mnﬁ'fCCOn baseline per the SAP. However, the subject had JD.ECO-G PS of I 3t scrmaning-

" Mere than one eategory could be reported for esch subject. < BT i dafinad 2 weight (kg Thsight G i

*BMI s defined 3 weight (ke) Theibt (m) Soures: ¥T184.311 CSR Addendum 1 Tabia 14141

Source: X1184-311 CSF. Table 141 2 | and 43
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Table 5: Baseline Disease History as of CCOL (ITT and OITT Populations)

ITT Population OITT Population
Cabozantinib | Placebo | Cabozantinib | Placebo
| Subject Characteristic N=125) (N=62) N=67) =33
Dhagnosis of DTC by histology or cytolegy 125 (100 62 (100} 67 (109) 33 (1000
(Yes), n(%)
DITC subtypes (per CRF), n %"
Papillary thyroid carcinoma 67 (54) 35(56) 39 (38) 20 (51)
Follicular thyreid carcinoma 62 (50 28 (45 30 (45) 13 (39)
Time to randomization since mmitial
Iistological/cytological diagnesis of DTC
(years)
n 125 67 32
median (range) 7.63 783 6.20
(0.1.33.0) 2.0.26.8) (1.0.295)
Metastatic disease (per CRE), 1 (%) 117 (94) 63 (04) 3207
Measurable disease per Investigator, n (%) 125 {100y 62 (100} 67 (100) 33 (100)
Measurable disease per BIRC_n (%) 118 (35 80(97) 62 (93) 31 (94)
Extent of baseline disease per tumor
per BIRC. n (7o)
Bons 40(32) 14 (23) 20 (30) 10 (30)
Important visceral sites 92 (74 43 (69 51(78) 25 (76)
Lmg 86 (69) 41 (66} 4872 403
Liver 20 (16) 8(13) 11 (16) 721
All other sites® 9473 32 (8 52(78) 2679
Lymph node? 80 (60 46 (714 46 (69) 21 (54
Pleural cavity 17(14) 172D 5(1.5) 927
Number of target lesions per BIRC. n (%)
i 68 (54 30 (48) 37 (35) 20 (51
2 34027 235 1624 4(12)
=3 17 (1) 3(13) 9(13) 72D
Niumher of non-target anatomic sites per
BIRC, n (%)
1 41(33) 22 (35) 23034 10 (30
| | 35@8) | 1@ | BED | 608
| »en | ven | Bay | BEY

B]RsC h].m.éeo indapendent radialozy committes; CRF, caze report forme: CT, computad tornography; DIC,

differentiated thyrowd cancer; ITT, méent-to-treat; MEL masnetic resonance magme; OITT, overall response rate

mtent-to-freat

* Subjects may be counted m more than one category.

" Frve subjects (4 subjects m the cabozanfimub amm and 1 subject in the placebo arm) m the ITT population were nofed
as havins both papillary and folheular histologic subtypes

© All other sites shown are those with = 25% incidence m eithsr am.

4 L\lmphno@_ uecom:.mmmmdml\ cqur.tedcmce
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Table 7:  Prior Radisiodine Therapy for DTC as of CCO1 (ITT and OITT Populations)

ITT Population OITT Population
Cabozantinib | Placebo | Cabozantnib [ Placebo
Subject Characteristic (N=1215) N=62) (N=67) N=313)
Refractory to RAT therapy for DTC. n (%) 121 (97 62 (100) 65(97) 33 (100)
Ineligible for RAI therapy for DTC. n (%)* 340 0 3{43) a

Peason refractory to or meligible for RAT
therapy for DTCY. n (%)

Did not demonstrate RAT uptake 35(28) 14(23) 17 (25) 2024
Disease progression despite FAT avidity 78 (62) 41 (66) 44 (66) 22(67)
Extensive cunmlative RAT exposure 5400 2{3.3) 2{3.0) 1(3.0)
Unknown 2{L8) 5.0 1{1.5) 260
Other 340 0 345 0
Received prior RAI therapy for DTC. n (%0)° 113 (50) 61 (98) 60 (20) 33 (100)
Median {range) time from end of last prior 432 438 49.0 308
RAI therapy to randonuzation. months (3, 204) (2.225) (4.152) (2,225
Median (range) time from when subject was iEE 346 g4 283

deemed RATrefractory or RAL meligible ta (22204) | @14 | (22143 | 0.118)

domization. months

DTC. differentated thyredd cancer; ITT. mtent-to-treat; OITT, overall response rate infent-to-treat; RAT radiciodine.
Prwrﬂ:ler.!ple:wme&eﬂneﬂa_h_ ving 2 start date prior to frst dose of study trezhment.
One subject in the eabozantinib arm received one dosa of FAT and was then desmed ineligible.
" Subjects may a-eeo’umecmmeﬂnznnnecmgm'\-
thn d:elTT population, § subjects m the cabozantmub amm and 1 subject in the placebo had then prior AT entered
after the data cutoff date.
4 Subject 1n the cabozantingh aim was desmed RAT-refractory after the randonuzation date.
Source: *1L R Tal 1 i 14110
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Table &:  Prior Nonradiation Anticancer Therapy for DTC as of CCOL (ITT and OITT Populations)

ITT Population OITT Population
Cabozantinib Placeho Cabozantinib Placebo
Subject Characteristic N=12%) =62 N=6T) N=33
Indication. n (%)
DTC 125 (100) 62 (100} &7 (100) 33 (100}
Other 1(0.8) 1(1.6) 0 0
Number of prior systemic nonradiation
anficancer regimens for DTC per subject. n
)
[T 2(16) 139 1015 16300
1 12(9.6) 215 L] 40y
=2 111 (89) 5183 37(8%) 28 (8%)
Median (range) 20¢0.3) 2000.5) 20(0.5) 2000.5
Number of prior VEGFR-TKI agents for
DTC per subject. n (%e)
0 0 1016 0 0
1 21(73) 47 (76} 46 (69) 405
=2 347 14 (23} 21 (31) 92N
Meadian (range) 1.0¢1.2) 10(0.2) 10¢1.3 10012
Number of prior PD-1/PD-L1 agents per
subject for DTC. m (%)
0 118 (95) 58{04) 63 (84) 3001
1 (4.8 465 4(6.0) EXCHY]
=2 0 11} 0 0
Median (range) 0.1 000.1) 00 1) 0@
Received prior sorafenib for DTC. o (%)
Yes T7(62) 35 (56 45 (6T) 20 (61
No 48 (38) 27 (44 22(33) 13039
Received prior lenvatinib for DTC. n (%a)
Yes 79 (63) 39 (63) 41 (61) 21 (64
Mo 46 (3T) 23 (3T) 26(39) 12 (36)
Eeceived prior sorafenib but no lenvatinib 46(37) 22.35) 26 (39) 12 (360
for DTC. n (%a)
Received prior lenvatinib but no sorafenib 42(38) 26 (42) 22(33) 13(39)
for DTC. n (%)
Received prior sorafenib and lenvatinib for 48 130210 100284) 80240
DTC. n (%)
Received sorafenib before receiving 24(19) 9(15) 12(18) (15
lenvatimb, n (%o}
Received lenvatimb before receiving 7(3.6) 4(6.5) 7 (10) 30
ib. n (%)
Median {range)} time from progression on 140 1.68 131 176
most recent prior nonradiation systenne {0.4.76.2) (0.5.75.6) {0.4.339) (03.333)
anficancer regimen for DTC to
randoniization. months
Median (range) time on most Tecent prior 1820 1488 13.83 63
VEGER-TET therapy for DTC, months 02049 | (09.818) (02.94.9) 22 736)
Progression while receiving sorafenib or 111 (89) 51(82) 61(91) 7(8n
lenvatinab for DTC at any time. n (%)
Median (range) duration of prier sorafemb 1160 472 10.97 14.80
for DTC. months (6:2.90.8) (24,615 (©.2.008) | (24.484
Total duration of treatment on prict
sorafenib (months) for DTC. o (s}
= 1 month 2(16) 0 23, 0
=1to= 3 months S5U0 3(48) 2340 ETCEY]
to = § months 1411 230 12(18) 261
- § months 36 (45) 30 (48 20 (43) 15 (45)
Median (range) duration of prier lenvatinib 1873 16.23 13.90 14.00
for DTC. months (10,949 0o 818 (10048 | 02736
Total duration of treatment on priot
lenvatinib (menths) for DTC. n (%)
= 1 month (1.6 116 1.5 0
=1 to = 3 months 2(1.6) ElER)] 149y 2(6.1)
to = 6 months 6(48) 60T EXTE) 5(1%
= & months 60 (55) 30 (48) 36(54) 1442
Best response on the most recent regimen
for DTC. n (%)
Complete response 104 1(16) 200 0
Partial response 20(16) 1524 10(15) ERe]
Stable disease 45 (36) 19 31) 20 (30) 2027
Progressive disease 3031 2030 2740 13039
Mot evaluable 2(1.6) 1] 1(L.5) 0
Unknown 16(13) 7 (1) 7010 ENCRY]
Selected prior nonradiation svstemic
a.'u:i:aéncer agents for DTC of inferest n
e
Protem Kinase Inhibitors
{other than soraferub and lenvatinib)
Everolimus 4032} 0 343 i
Inmmnotherapies
(PD-1PD-L1/CTL Ad/other)
Ipilinmimab 1(0.8) ENER)] 1.5 1(3.00
Other
Anthracvelines 2{1.6) 1] 0 0
Antineaplastic agents 11(8.8) 4(6.5) SIE)] ETCED]

CTLA4, cytotorae T-hvmphocyte-associated protem 4; DTC, differentiated thyvroid cancer; ITT, mfent-to-meat; CITT,

onverzll response rate intent-to-treat; FD-1. programmed cell death protem-1; PD-L1, programmed death hgand 1;

VEGFR-TKI, vascular endothelial growth factor receptor-tyrosine kinase inhibitor.

Prior therapies were defined as having 2 start date prior o first dose of study trestment.

Therapy count excludes mdioiodine therspy.

= Pror therapies could be taken together but are summanzed separately. Subjects may be counted m more than one
category.

" Four subjects (cabozantinib anm: 7016-3027 and 8613-3212; placebo mm- 1812-3114 and 8613-3236) in the ITT

recerved prior lenvatmh andor sorafenib that was not marked 2= “systenzc” treatment. The therapy type

was updated to “systemic” after the dats cutoff date.

¢ Subject 4407-3247 m the placebo 2 received prior sorafenib but 1= not summazad in thes table.

fron systemic agents shown are those recetved by = 2 subjects in either arm

41811 141812, 1821, and 141533




Table 11: Prior Radiation Therapy for DTC as of CCOL (ITT and OITT Populations)
ITT Population OITT Population
Cabozantinib Placebo Cabozantinib Placebo
N=115) {(N=062) N=467) (N =133)
Incidence of prior radiation therapy by
indication. n (%)
BIC 67 (534) 30 (48) 36 (54) 18 (55)
Other 1(0.8) 1(16) 1{1.5) 0
Number of prior radiation therapies for
DTC per subject n (%)
1 32 26) 1423) 1522 92N
CCOI AlAo DTCO1 2 16 (13) (15 1118 4(12)
] \:|4] ] EH =3 19.(15) (10 1015 (15
st o]& "HIAFY Q¥ Median (range)® [ 20@p | 2009 [ 20010 | 1508
Type of prior radiation therapy for DTC®.
n (%)
(ITT ¥ OITTAIThH External beam radiation therapy 59 @7) 2845) 31 26) 1762
Internal radiation therapy 340 0 230 0
(brachytherspy)
Fadiofrequency ablaton 11(8.8) 1{16) 9{13) 0
FRadicembolization 1(0.8) 0 0 0
Other 6(4.8) 1{1.6) ERCR)] 13.0)
Median (range) time from end of most 172 160 176 16.0
recent radiation therapy for DTC to (1, 123y (0, 174) (1.129) {1,174
Tandonmzation. months
DTC. differentiated thyroid cancer; ITT. mient-to-treat; OITT, overall response rate Intent-to-treat.
Prior therapies were defined as havins 2 start date prior to first doce of study meamment.
& Omly subjects who Ie:enedunm radiation therzpy for DTC were inchudad.
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32% 2 23%0]A] ZAo]7} 91t FHx} thEEo] 17}X] 1A VEGFR-TKI(73% % 76%)73310] 9l

54% X 48%7t kA wARA x| g5 whefch DTCo thseh 7H &]39] 1A VEGFR-TKI
] SARE AR 9] AlZF HUZEe 747 18.20 & 14.887)1€0]QtH2.7.3 = 5 Y & 9).
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%3 2A goll FAEl =1 ORR A& 2JHOITT) Aoz gojd Al 100

At H7F W4 %5 ORRUES H7ishe o 100%9) AlFthAArA FEsH0,

@z o}. melA, ORRS &7l BISLES ol7] 9lal, 2 Al@e “Ald 47
AlFAMALS  |within a trial design)’2 A8 HHessel et al 2016) ORRO] tfist o
oo

AT ORRO Tigt 242 DixIeh A FEYAE OITT ] S24
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ORROIA], & ORRS $IoFZolA] 2%, 7HLATEld 2ol 35%(BHAEZE A1), 5
A 24, 21 W u1ee /M o, 10090] Aldth At B8] g %5 001

A A78olM HE7HE(ORROIA Afol7t @l&)s 7146k O > 90% BAHS Alset
t.

¥ AJZolAE OITT Attol] cheh ORR 24 Zwuet 27glo] 3009 Adchaat A
At SEEt,

Mol RE RallujE A@chgAt ZFHCHITT HTH. ORRol ot
BE BAe Uk PFS BA] AHe] ITT AHe thyoz AN

o

PRSO]l cigt A} B4 ARI 7|uoln], 19371 o]4o] BEH F AFITL 3003
SRRy ARl F 193702 ¥ 27 29 AYOR 4% 59 LFAA
HR 0.612 ZAIst: o] 90% 27522 AT PFSY Al LEE 7138 0, o)

PFS Z71gt9] 5.571LoA 97HL2 64% Z7}o] sidsict.

of AAloIA, &M Y¥S AREE W(HAE 9.9 A=), PFSof| thsl AR [-ol/do] =
e Fa W g o 2o
ORR 9] 5 H, o] 7|25 o] £ g5 4 PFS & 5% FZoH B 5E 2 S
PFS °f| tfj 3] %ﬂﬂ%‘ﬂ do) e :

Hi AL a2
PFS S7hgk(7l )
24 AR dlE p#E HR Ak FtEAEY
2 439 0.0013 0474 55 11.6
HAF 100% 0.0496 0.742 5.5 7.4
ORR. 9 th=t H, o] 7] 257 e2ot el 2] 49, 3tde]| A PES & AR 3= 29 PFS 9
&l SAFE Fe4de] gdsE A4 A 5
PFS 7301 Y)
£4 AE & pE HR #ef e d
Z3 43% 0.0008 0.469 55 11.7
HE 100% 0.0397 0.738 55 75

UHE} ZODJW\I x]ﬁ\_/‘do] }\]o-]I:H/\]-K]- EKlE 1:|1 2:1 ;‘Q]Exﬂ HH/‘d H]O }\]-_9_2 7]-K46P [q.]
g Al 7IRK1S7HE 24, PFSO ofs B4 1935 wWEshy] ffet oF 2071€)
Ol Bag o) PFS A Bl 5 300%0] ARCYHCIE G 2009
Yot 100%)7t = 8 stct.
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ITT AT Al R8APPF FAEAEA] B 8t AlE R 8AIPF FAEdEA] &
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AU YE3-E A& QJKOITT) A

OITT AT AE RX8APT FARIEA B SHE AlF XA FAEIAEAX]
wAglo] BRI EIgE A 1008 e] AlFT AR S dH T




didrte] Zats vttt Aled
7b itk HE7PEo] PRFS Ei= ORRof ojisl| 7]2t=H, 7IRAEY A&7t

PFS= ®xtolulg AERE BIRCZF RECIST 110 mef hoheh @jagejstal PD i
©E U oJF A F o ol2 A AZlez Aejdct ORRE BIRC7H
RECIST 1.10] e} Meksta =289 & 4 3 FrlolA =elgh A1 A W
o] Y YHS(CR)o|LE R4 WES(PRIY Al@ThALe] g2 ojEict,

o}

33 QAR PALYS Aol RT Al2elo] A8 2} Ssic).

OSoll oigt AF BAHE Ax} PES BA] Aol WAL 7|28 8502 274 S

7} MIAIIck ORRO| that ¥4 A1ol, ORRo| thet #57bdo] 7]2kel@ OSol cht
F7 B4 AASHed) oln) Uxt BAe JIRFENd ARA A Al PE

7t g I1see =

WA SAGIA Qe dlolelt WER foF i AAHN o Fo| cha Ut H7le)

Uuze zPex] oheck

A

ofr
S

X

of2iat & AR ORRO| cheh MRsbdel 484 717 AF Ex Az} PRS A
A F o o2 AU ekEEck ek shAlE Al A1E clolel: PRS B
We BAIIA] QAARSITY 29 A, AlEAL ABTAIA B EE

PFSo]| tfigt 1%] &3t 240 Y&} ORR 24 Aldof| A=E o] Qlt. Al=le F PFS
A19] oF 43%7F o] Al ITT ATolA ¥ad 7oz et o] F1F F4A
PFSO] diiet H7712ol 71242 7oz o dwlA]l =ct o, ORRo|| tfeh AAF &4
Aol PFSO] thiet ©7HE 4efstei= Zolt}. PRFS ¥HE FAog Qlst AlIE F
e L 24 A AA AE BlE(information  fraction)S  AHEH
Lan-DeMets O'Brien Fleming @& 24l st4=2 SA|SCH

AIF 27 SH>
£ ] B Ax} Byl whel BAAY AIF 980) WAL, 249 Bonferroni HALE
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35 e 93519 SAIFTHORRE 1% &%, PFS= 4% £F). t32 Zo], @
= 3H(alpha allocation)o] thsl &% 8-S AMSHHFDA 2017).

+ ORRo|| djjsf} HF7Hdo] 714=H, 1%2] @F o] PFSE doj7f 5% $FofA
PFSE A7ttt

+ ORRO|| djjslf H{F7Pdo] 7|4=A] ofCH, PFSE el @7 LT 4%o|A F7Ash

+ WA &5 LAF B7F 49l PESO| disll S £42 AAIR o, 7149 AR
< A7%sks dl AHEste @F &8 &4 ORRO| thieh H77Hd 712 o fof ot
Z17F 5% E= 4%°] F 2ROl <A




4) o84 Aut Qo
@ 1§87 £4: CCO1 AJ-oA RECIST 1.10] wa} BRCo 27138 ME(TT T
- & 7144
A x188-S A MTH20% o 60%).
- 9Jok thu] FHBEZRMEIG oAl PFS 7S &8t £8+Q0lo] s £=%¥ HR 0.22(96% CIL: 0.13,
0.36, =3tel 2 749 p<0.000D).
- 1&F PFSi= ORRo| oigk HE7pAdo] Z|4% Al k7] mZol 4%9] 7]& duf HFolA AA p-3k
0.00036z} Lan-DeMets O’ Brien i} X% 3ta2 Algsto] il 38.3% AH 2Ro|A AAL ot
- PFS 713t Z4gkol gish KM X+ 71EAE G Fol = 28T 5 e, gl 19710l

ok,
- 671E Aol AMde AHESHR] 22 AIFOIASA Bl&o] ®Al FAAE Yo 16.9%, 7HEATES
56.9%31 .

- B3R G BAAWE RSO w2t Fotd wA A} gAstch
Z 5

= JL
ag2 CCO1 A3 ¢ BIRC o wt-& T2 5] £9] Kaplan-Meier EX(ITT I H

1 N Median (Months) Stratified Stratified LR
g {Event) (96% CI) HR {36% CI) 2-Sided P-vall
Cabozantinib 125 NE (5.7, NE) 0.22 {0.13, 0.386) =0.0001*
E 0.5 (31}
z Placebo 82 1918 28)
® {43)
w 074
3
w
' 0.6
=
=1
[ L
£ 057 +
g h
e 8
5 1
£ D2 4
2 M
=) 1
D24
£ Y ‘
+,
I
———————— +
T T T T T
o 3 i} 9 12 15
Nurmber of Subjects at Risk Progressicn Free Survival (Months)
Cabozantinib: 125 69 26 15 2 1

Facebo: 62 pal 4 1 0 0

@ CCO2 A|™o]A RECIST 1.10] wia} BIRCe] Lx138 AME(TT A, W E Yolog QI AP :§H

- & 13174

- floftol sl ZHEAEG TN o @2 vlgo] AW AlSe FIAHZZ 29% Ol 74%).

- AMYES THEAEIGT(7.1%) ® Y oFa(4.5%) LFolA 2t

- 1ok oiy] ZHEAEIGFOlA PES JiAS AT 58 a QxRS0 ois] =7" HR 0.22096% CI:
0.15, 0.32).

- PES 713t S-43kol dhigt KM F73A]
i

- 127010l AFAS AR ore A|FETAA} H]-20] TA] EAR| = 9ok 1.8%, FFBAFEII L 45.6%

- 1A 24 SN B CCOZ 7[&e =2 AR % 11473(59% IF)o] B x| Qlct. $foftof vls] 7HEAHE]Y
oA o @2 vlgo] AYAelS FAUTHZ 38% ©f 89%).

- AME2 FHEITEGH(7.2%) 2 9 oF(4.8%)0] 1 LB i

- 9JoF oiju] FHEAMEIG oA PFS 7RAS US3ch &5t QIIxRS)0] oisi =T HR 0.22(96% C:
0.15, 0.33).
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- PFS 7|zt

e

- A 7<ﬂ AT 7—1 IxF 24 SHAIEO tis] CCO2Z AlRofA AAlst PFS ¥ &34 Aut, CCO1 AlA o] PFS
ol el AV AISE FIHEAALSL QST AL AFIAE
293 cCco2A 3@ BIRC o & F-F 8 &2 Kaplan-Meier EX(AA ITT )
109 +—g Lo " -
M) il Wiedian [Manths) Stratified Stratified LR
g '.‘. ‘Hklgﬂ ¥ (Evant) @62 Cl) HR [9B% C1) 2-Zided P-value
_ ) “'-, ll Cabozantinib 170 1.0 7.4,12.89] 0.22 {015,032 <0.0001*
S 08 ! %, B2)
% : — Flacebo BE‘ 1.801.9,37]
U;é a7 - : "f-hl 3]
: ) -
E 0c - : L
2 05 - 4’ == b B
% +H b s o
& 04- 1
5 'y
% 034 R
£ 02-
D I N T
Cobozantirik
0o - opesbE: | e SR
T T T T T T
a 3 5 ] 12 14 18
Mumber of Subjects 2 Risk Prograssion Free Sureval (Months)
Capozantnio: 170 117 it A1 20 4 1}
Placeko: &3 B 11 7 1 o} 0
¥4 CcCco2A 3¢ BIRC o] i} 579 A &2] Kaplan-Meier E2(ITT S, 1 2+ £4 FHHE)
i = M Wiedian [Manths) Stratified Stratified LR
b e I (Evart) (9% 1) HR@B% L) 2Sided Fvalus
o B Cabozartinib 135 111 7.4,13.8] 022 (014,033 00001+
T i ®, 56)
c ‘—_*F Flacsbo £2 1.901.8,328)
By i =
B +‘w.+ *‘1
é 0.5 l—._k’*—h
g 054 . ;" |
£ 044 ':]
:‘% 03 T .
E 024 e |
a1+ |
Cobozantirik
ao4 Plecsbs | T e +
T T T T T T
i 3 6 9 12 15 18
UMb of Subjects a Risk Prograssion Free Sursiwal iMonths)
Catrzantnin 128 102 £y a1 | 4 i
Placeb a2 =B 11 7 1 0 0
@ UZE U BFRA: 25 PEQR B4 CCOD
D CCOLo|A] AJARLo]] ofgt FX138 AJE
- BIRC7} obd Alaxtol olgh wabies] Al ZAAe ITT Ago] ojsh PFS zte 24 A4
- ook oju] Fhurteldgold SAKCR Qolg PFS JjHo] ASEAC S5 AGR) tha] £
=l HR 0.27 (95% CIL: 0.17, 0.44, &3st= =2 322] p<0.000D
- PFS 717k Zzkoll disl KM 4R+ 7IRAE G o= 28 & L, Hdols= L971EolN

ok,

TSIl ok KM R38R = 7HEATE G
oAl 92 AldHidAr vl&e] Al &

11.17H

A= 9o

F 1

9, gor? LAY,

kS

9%, tEATE - 46.3%




- 6712 Aol AIS AsA
60.8%91C}.

- satuAl e

2445 RSO whet Sabe)

U2 AR vleol ®A| 22.0%, FTEATEIG S

224 A7 gt

- A¥R o2 AJgAtol] ofet PFSEut= BIRC Avtel RAMSHIC

85 CcCcOo1AFe AlgAte] g 57158 &2 Kaplan-Meier EXITT I TH
1.0 ' .
N Median (Months) Stratified Stratified LR
. (Event) (95% CI) HR (85% CI) 2-Sided Pvalt
i Cabozantinily 125 NE {5.8, NE) 027 (D7, D.44) =0.0001*
T o8 L 31
z 1 Placebo 62 10{18,40)
E | | (40
07 L
3 1
T i
D6+ !
33 0.5 '___I_I H = T t
& S
=] —H,
T 044 L
= [ it
£ 034 i
g 0.2 Formeey i
& 5 HE e EESEes —+
T T T T T
i 3 & 9 12 15
Number of Subjects at Risk P fon Free Survival (Month
Cabozantinib: 125 67 26 16 2 0
Placebo: 62 24 5 3 o o

2) CCOL Aol x| WhAbalabal 7133 Aol cigh BIRC o Al&lat %7} u]2(TD)

- ITT AAoA] BIRC Z2& & AJ&A 24X
- ﬁ‘ﬂ-ﬁgi A]édq]/gx]-gl H()]-}\]_}‘\jgﬁ]./—iq' PD

YA SRl PDS 7]8ko 25 PFS B4 Aut= GAlsYIc
AMEfo]] thsl BIRCQ} A|&AI7} =osh x

0, o]o 0, & i=e) ko) KR & Ol1x}= & O0]s o
90%, $1ofa- 79%, BIRCe} AJFA7E PDOl &ofsie of, BIRCeE A|FA7E PD AAHS &9t F%+ 7t
0, 0,
WA Z 76%, 9ok 79%
E6 ccol Alel $F g7t Qe A4 A el dg BIRC 9 A1 H2 15 2 7 ccot AlFel i A g F % 87k o9 A9 2 Al ol BIRC 2
LAParT A Az 25 e GAAGATT FHeh)
ZHEAEE At % 7HEAEY Ak %
N=97) ~N=53) N =150) =11 (N=33) N=54
n(%) n(%) n(%) (%) (%) 0(%)
g9 BE 16(76) 26(79) 42078)
NEA WP /BRC VA B 44.1) 357 7(4.7)
Ok 52 2 2022
N7 B 7] %8/ BRC AHD 5652) 8015) 1387 i 2 en "
P 093) ey 2013 BIRC(blinded independent radiology commutiee. =7H =9 5AH 9191 3]). ITT(intent-to-treat, 7] = 2] ).
T - - i *BIRC % /187 254 a2t A48 A3 37
= £7: XL184-311 CSR. ¥ 14263
294 A4 2122) 33(62) 54(36)
793 Aol o}y 67(69) 9(17) 76(51)
94 4 88(91) 42(79) 13087
BIRC(blinded independent radiology committee. =7+ S5 844 9141 3]). ITT(ntent-to-treat. 7] £ 91 5).
% FFF A 27 F FE WA AL 1T AE AENIR
ZA: XL184-3

Eo) iz 3 BFEH A

r|r

CCOIoA



] Ccco2 A el PFs o T RizkE | BE EHATT A D)

APRAT S 4(0%)

i3 0]
1T FRRAY) 239 amgsa
PES 4 #RBEY #r gl 95% CI &4 p-3t

AA ITT FBN =258)

62(36) 69(78)

PFS-EP-1* 1o 19 022 0.15.031 <0.0001
61(36) 68(77) )

PFS-EP-2° 1o 19 022 0.15.031 =0.0001
66(39) 69(78)

PFS-EP-4° 93 10 024 017.034 =0.0001
68(40) 71(81)

PFS-EA2-14 92 19 022 0.16.032 =0.0001
72(42) 71(81)

PFS-EA22® 26 i 024 0.17.034 <0.0001

124 S AEN=187)

56(43) 58(94)

PFS-EP-1* sl i 022 015.032 <0.0001
35(34) 57(92)

PFS-EP-2° 111 e 022 015.032 <0.0001
60(48) 58(94)

PFS-EP-4° 1o 19 024 0.16.0.35 <0.0001
61(49) 58(94)

PFS-EA2-14 03 el 022 015,033 <0.0001
65(32) 38(94)

PFS-EA2-2 o5 b 025 017.036 <0.0001

ATA(adequate umor assessments, 5 T 3F 9% 7h. Cliconfidence mterval, 21 ] F7H), ITT(intent-to-treat, 7] 221 3h),

mo(months, 7§ €). No(number. 5-). NPACT(nonprotocol anticancer therapy, Hl-4 2 Al 2 4 2+¢} 2 8. PFS(progression

free survival, 77 # 45,

*PFS-EP-1: CCO2 7] & PFS £4(2021 32 ¥ 8 ¢ dl¢j¢ =t7h

PPES-EP2: HHAHI® A 1 g A= 7R E VAR HARB TR S 71 E2E Ak

SPFS-EP4 TEZD il 43 E PAHISE A9 3o 23] o] 3 G4 43D ATAFH S AET
A8 FE21

4PFS-EAZ-1: A4 NPACT Al 88 %9~ 2.2 @R H o, $abis s 19, A, T A NPACT 9 Ao s

T4 8 HAE7) S92 CHXL184-311 CSR 43 9.7.1222).
= PFS-EA22: PFS-EP4 &} { A} PFS-EA2-1 ©]) 914 B4 (9]9] &3 “¢™).
£7: XL184-311 CSR 711 14221, 14222 14223 14224,142.25,14226,14227, 14228 14229 2

14.2.2:1(

® AW Ww3E
(1) CCO1 A]HE oA BIRCo] ORR(OITT ¥ ITT)
LOITTHS Aap

OITTA oA ORRE ZIHAFE]Hw 15%(99% CI: 5.8, 29.3), ok 0%(99% CI: 0.0, 14.8), Fisher A&t
AR AHBE SahEA] e p-0.028L
o] Alge AP AFE « 1% ths) ORRY #L7Hdg 7|7kshd] Amy7] w2o] ORRO| b 17}

o uhg-e PRo|ITh ®3t lokzol ulsh S vlgol o worck(zzt

»
©
IS
)
o
=)
N

T gjorzurt ARG oA o Rehoni(zlzt 6.0% o 55%),
o]y d

- oFZA A 0%

- 7haRtElg oA BIRCO] ©Jgt DOR FUZHCANS] KM 27A1E 2% 4 g8, 7.33749)

- OTTRRol A 7huitegoR xRyre 109e] vheat 5 43 m7| Avtelgde worn, 932 o
g Woron], B e #A: 3Folqlr)

OITT 7the] AYrYetDSRE Ik 33%, 7PRAEld 64%, 7LuTeld#olA BRCA| g DOR
e

ITT oA = WAl 2LFE7to] wdstz|o] CCO1 E/4H2020.8.19)0] HUE 7247 S25 $HASo0] &



FH AL, o] FAE] ¥hE Frh= =7Fsoh 2 Zah, ORRE OITTO vIs ITTAlM o Sekch

ITT AofA] BIRCoJ|] <]t ORR2 7HHEZtE] Gt oFtoflA] ZH2t 8.8% (95% Cl: 4.5, 15.2), 0% (95%
Cl: 0.0, 5.8).
-7y QMg 91O 16%, FPRATEIdE 43%01 T, Fo

3 BT At
- RECIST L19] we} BIRC7F 24 OITT AHe] 5 #4

=
W 37] wojagkel thy] A1 WEG ©
At 5 28 Hwl 2179 §A(SoD)7t

go] Akl o]e A A 50| FHEATE G 44/587(76%), 2t 9/317(29%)

396 CCOo1A e BIRC S| mhE Hjolx2ie] dju] S 23 W 37 A2 BE-& A qig RN =31)
ZE ER(OITT AT, 3 99 Brh7} ol 22l W wlelalel o F Zh2t 1 3 ol gl A1 g akdah
FHEAE (N =58)

- Hﬂﬂﬂﬂﬂﬂﬂﬂﬂﬂﬂﬂmmﬁmm uuuuuuuUl

(2) CCO2 A]&o]A BIRCO] ORRUTT)
- 2021.2.9. =Rz AL glo]E] oA A(CCO2)o] BIRC7} ZAASH ORR E&EEA
=]

2
>

IA], ITTH 258 AHE, &

T

£2 CC02 7|3 1AF 24 SI9IMEQ 187%0] ojgt uERAE A4



Eo CCO2 A Aol BIRC o 9% 7A¢A 88 CCO2IIT A

A ITT SN =258) 1224 SfHAEN=187)
7HEZHEl Y At FrEREH HAk
(N=170) (N=88) (N=125) N=62)
A A 22 a7
23 4dnk3CR) 1(0.6) 0 1(0.8) 0
THHEFEESPR) 18(10.6) 0 18(14.4) 0
o173 ¥ #(SD) 117(68.8) 34(38.6) $7(69.6) 26(41.9)
7 5] 7] 22 CR@CR) 0 0 0 0
#7457 22 PRWPR) 8(4.7) 0 8(6.4) 0
A4 2HEPD) 11(6.5) 42(477) 9(7.2) 34(54 8)
EEE I MA) 1(0.6) 0 1(0.8) 0
B7+E + $1&(UE) 3(1.8) 1(1.1) 324 1(1.6)
et 19(11.2) 11(12.5) 6(4.8) 1(L.6)
#e] 2=ghel Bot gl 0 0 0 0
i slelgl o) Hot gl& 18(10.6) 9(10.2) 5(4.0) 0
FSFEZEg T AHd 25
Eeolxd Fegwk 18(10.6) 9(10.2) 5(4.0) 0
H o] 22}1Q] o] F ot gl
:‘:_j:j ?f;: j{; NES 1(0.6) 202.3) 1(0.8) 1(1.6)
70 A H-2 £ (CR+PR). n(%) 19(11) 0 19(15) 0
95% CIL 69.169 0.0.4.1 9.4.227 0.0.58
F 2T Aol (FHETE Y — 9 2H)(95% CIP 11(6.4. 15.9) 15(8.9.21.5)
731?% NNl O dd e 0.0009 0.0010
<18
A2 5557 22 Fisher 3233 p-7 0.0003 0.0005
23 913 32 (0RR+SD = 16 F). n(%) 90(52.9) 17(19 33 21(64.8) 15(24.2)
95% CI 45.1,60.6 11.7,29.1 55.8,73.1 142,367
BIRC | 2] Z DOR(Kaplan-Meier). 10.2(1 87+ i 10.2(1 87+ ik
FATCE). N E 12.85+) 12.854)
BIRC o 2] A3 3 3717 9
ARCEE). FAAMEe =28 A 3.581(1.74,7.52 NA 3.581(1.74.7.52) NA
FHECEN. AL

BIRC(blinded independent radiology committee, =7+2 5 ¥4 99 3]). Cabo(cabozantinib. 7+ E FHE| ),

CI(confidence interval, A1 ] F7H. CMH(Cochran Mantel-Haenszel), CR(complets responl;e A ¥-2). ITT(intent-to-treat,

%) 2 9] 5F). ). IxRS(interactive voice/web response system_ th 818 24/9 53 2] 2 =) NA(not applicable. ] 341 &)

ORR(objective response rate, 75 1 73 §+-8- ), PR(partial response, 52 51-8). RECIST(Response Evaluation Criteria in

Solid Tumeors, 228 ¢+ Bh2 1 71 7] 3.
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* 330 77| W8-S RECIST 112 7|4k 8.2 3715|9150 ITT k] ARt a8 7lkes Aot
AEae] o] AWEAY} A CRES PR o] $4 B¢ Y2 E 92 FFCRESPRS) AR

g0 1FEA B Ao OB CREEPRE £557] Al 080 A¢ B2 1-289 Fo

whgo] FPejef et

feRe s vlnes & A= A 94 e

* 53 29@=Rs o B2 FA AEtE Y A2 vsoh 122 A B 59 A D365 A ol vs 65 4 2THE
TA"rk

-
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adgl 2(1.6) 0
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A} BIKRL, & Rl2a AEOARR] ZF 7.2% D 1.6% oA 2 o] S7Fsich

o SlofPo] RASIIYHIT e ES Solwes @atE AFYA 199014 BRC 2ol WA
sPx| PDo mhE obAlY TA Avbt slugleld Usg Sojuwe Aol Quidoz Axc

6.3.2.2 Addendum 2
O x% P=
e 20211 29 8% dlolg] ojY J]EOR, 258%0) APThAAtdp thet A A dlole) A7bEA st
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*2: A XL184-311: Al A8 =8 (3EA4 D

ey
FEAEY e 1% mat AA A DES
N=170 N=40 N=110 N=388
=E 0 (2 A ED NDy
Aj = (SD) 7.04 (4.578) 3.83 (2.925) 6.43 (4.485) 4.23 (3.593)

Zagr 2] 603 (02 188)

370{00-102)

554(00-188)

2.64(0.2,152)

FIEBE| /S A AT 1Y £ (myE)P
3 7 (SD) 40.09 (13.666) 39.17 (19.008) 39.91 (14.784) 5421 (10.738)
FFFESD 3949 (9.5. 60.0) 39.81 (0.3 - 60.0) 39.56 (0.3 - 60.0) 5092 (18.4. 68.3)
hs e/ E Ao AR E S5 B ()]
%7 (SD) 66.82 (22.776) 65.28 (31.680) 66.52 (24.639) 0035 (17.897)
ZAg B 6581 (158.1000) | 6634(04-1000) | 6593 (04-1000) | 99.86 (306, 1138y

12 ES A A L)
B (SD) 6.01 (4.194) 3.21(2497) 5.47 (4.074) 3.95(3.576)
4 = 5.09(0.0.17.8) 289 (0.0-89) 457(00-178) 245(02,15.2)
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olxl 9B CCOl 71E02 Fhuftey SEmdls 7 ve AEou, ¥
Al orokch QJoFFollAl WAE 20% o]l AEE B A gt (&3)

© 3453 AL FIRAEIG R 62%, iotE 2% WREACE FuREdFolN T}
= 3/453 AE(G% o)A 1d8¢eh PPE, ol=2, AAL NZLAEIZ.
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FtEZE Y &5 9 oF
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1 (%) n (%)
EEFHE 345H EEFHE I4TH

166 (98) 106 (62) 75 (85) 25 (28)
105 (62) 13 (7.6) 3(34) 0
30 (47) 17 (10) 1(1.1) 0

54 (32) 20 (12) 3(34) 2(23)
49 (29) 15(8.8) 7(8.0) 0

43 (25) 1(0.6) 2(23) 1(1.1)
38 (28) EYEI) 2(23) 0
42 (25) 0 2(23) 0
a1 53 (31) 5(2.9) 11(13) 0

ALLdS 42 (25) 13(7.6) 3(34) 2(23)
HE g 37 (22) 4(24) 2(2.3) 0
Ta= 29 (17) 4(2.4) 12 (14) 0

TH=e 23 (14) 3(1.8) 16 (18) 3(34)
SR 27 (16) 4(2.4) 2(23) 0
TE 31(18) 3(1.8) 7(8.0) 0
2483 29 (17) 3(1.8) [} 0
R 30 (18) 6(3.5) 2(23) 0
Ao sa= 28 (16) 2(1.2) 3(34) 0
A 21(12) 0 6(6.8) 0
kg e 20 (12) 0 0 0

a4 21 (12) 3(1.8) 10 (11) 1(1.1)
7] 3 16 (9.4) 0 17(19) 0

® A

, BUITE o] dRts R 7|EF Fa%t o it

ot
rD:
rL
ol
—_
)
he
kJ



(D) AT

o OFRITF AJFAIR & 302 o]y Abgh @ A 55F o] Ayt
- OFR|EF EojS 30U & 2171 AFY uRA FFRAFE]D T 1474(8.2%), 9]0k 77(8.0%)
- DE AJURALEE 555 AEQF TeiEl(w4)

O
&)

=
=
)

Ea: AlH XL184-311: U} & A1 E X8 o F30Y Ul 5 5F o] 244 A9
FrRAEY
u5 Sje¥
N =170) (¥ =88)
34 8 1 (%) n (%)
SSFAES BEF A G EA 5 14 (8.2) 7(8.0)
FHAEFV AN FEE 0 1(11)
o | 1(0.6) 0
23 A7 0 1(1.1)
A A7 1(0.6) 0
A g 0 1(11)
M 1(0.6)° 0
EEEE 2(1.2) 2(23)
LA A2 37 sl 0 1(11)
e 1(0.6) 0
L 1(0.6) 0
et 234 gdd €9 0 1(11)
HaHF 1(06) 0
2Ef2d ADEE 1(0.6) 0
Zaae 3(1.8) 0
Aejd B 1(0.6) 0
rij;}l Ferd FUA HBE AR 2R L §

- obRlE Fof 309 U Fhusteld? 149 F 6ol WY A T gl 553 AES AW
ol 871 & 4712 Ay K £ Subdsty BALAS. UnAs odEE HANS T2 3
d 7R Y g E. AR 2 Ao gis] AlFAlEY HEE o R JFRSHA] %k

o OFR|SE Al AR O] 3 302 o] Fo] ARy

- 5 2970 A A, ZHEAREG T 2371(14%), et 671(6.8%)

- ZFEAFEG oA EASSE AFYARA 237 & 16712 AW A8 e Y, O T2 1 £,
4ol 289 AMY, =5RA(COVID-19¢sD)2 AQlsty A B ALY Hsdo] S

s A8 XL184-311: ThA 2k A1 G 2] B Fo] T 30 Y o] T o] Apat 2 ek (ghAH A
7t el & ek
N=170 N=88
n (%) n (%)
opA] e Bo 330 Y o] T2 Abmt 23 (14) 6(68)
17 A 919
F4 &8 1(0.6) 0
A 1 (0.6)° 1(1.1)
34 39 10 (5.9) 1(1.1)
obekA} 0 1(1.1)
2er3 A 27 st 2(1.2) 0
o 24 A9 1(0.6) 0
o <] 1(0.6) 0
o | 1(0.6) 0
HE= 0 1(11)
Tdas 4024 2(23)
ol e 2(1.9 0
el et
(2) ZOgt o]dvts
o MA| SAE WAEL JIRAEEF 39% U AGP 27%o|H HnEQIch JIRAE YT 2% ol FolA

BuH SAEE= Y=

FUuE, WY % HAESIYL, PN EEEY U §
obagolglth. FhRAE G PO B0 4 53 SAEOlE MZAEE @ 7). LAEES A 7D, 1Y



(17D L oA A 7D, H Aol A 7, $Auh] (1 7, Jleid $ER W¥E 5520 7,
5 A ), A8 A ) o] ngd=w, 2749 AZdads 5 I, o Ao, RAuky] I fd5S
Aelsty R& Hd Qe Zog HIiE Qi
Ea Al XL184-311: SO1 ¢ o4k whgo] Qo (G AR F oM SHE 2% o) hHAd A
7t AE Y ¢5 Hef
(N=170) (N=88)
24 g n (%) u (%)
ZE TFISAEE B o2 BER AEHER 66 (39) 24 (27)
221 5(29) 0
Fad= 5(2.9) 3(34)
HH 4(24) 1(L.1)
o A= 4(24) 0
g2 1(0.6) 5(5.7)
) LT B2 olurg
o 23S At AE WA EL FHETEIGFOA 66%, Yot 4.5%
o 71 WIRIGHA HE(5% o]4) AE: PPE, AL, m2, Al87t4, 2%
7 A8 XL184-311: $% BF-E 24 F A0 § o4 g FrRAe g A A 5% o4
dd JAeh
FEAE Y g5 2]k
(N=170) (N=88)
2.2 g n (%) n (%)
ezl AE 1 7 o] .
Ja47 113 (66) 4(45)
37(22) 0
24(14) 0
12(7.1) 1{11)
11(65) 0
9 (5.3) 0
4 FoZAE 2T oS
e FOFAIE Ragh AE YA E2 7IEAEIG oA T1%, Yt 25%
o 713 WIMSIAl BUHG% ol AE: AL PPE, DY, A87t4, 1Y, 25, 02 2 552
Es: AE X1184-311: B SR & 2R g Wi 9 o] ik (2 A 5T A 2AFE 5% o4 A
=5)
FrEFEld &5 2 of
(N=170) (N=88)
i n (%) n (%)
Eoq FrEzHRAEE 1 o BER AEAEA 121 (71) 22 (25)
g} 36(21) 0
PPE 32 (19) 0
B 11(6.5) 0
P 10(59) 1(1.1)
=q= 10(5.9) 0
23F 2(%3) 9
HE 9(53) 1(1.1)
=EIT 9(53) 5(5.7)
() §FxH S 2YT o Purg
o« SYTHY B BHIT AT AR WAEL FIRTEII oA 82%, SlokEoln 26%9ich 7P v
sl BuE AB: dvbso® wivishl] Buel AES} Mubdos adxlsigich



xo: Ag XL184-311: 8% A& 24T BT o] whg (F A BT A LA E 5% o] ¢hH A

A
FEAE Y OF EE;
(N=170) (N=88)
48 n (%) n (%)
ST 2L =AFAES 18 o] F BT AR AU 140 (82) 23 (26)
PPE 44 (26) 0
R 43 (25) 0
A8 s 16(9.4) 1(1.1)
TS 16(94) 2 (23)
k- 14(3.2) 0
13(7.6) 0
11(6.5) 0
11 (6.5) 0
10(59) 1(1.1)
10(5.9) 0
10(5.9) 0
5= 8(47) 5(57)
AgEd= 8(47) 0

©) A2FTS 2L oS
o AuAo] Hglol A2 FUL Y oY WRE 5F U AF FU AYn
A

THEG ol Al 15%(8.8%) E &1 ofrtoA = Qlith 29 o] oA HAgEt
AEE= 02349, 1.8%) ¥ MAH2YH, 1.2%)% Tt

e U= 5w % AlAEQ Ay Hdo] gle AesUS R AEE b2, AL FUd, s AAE
A FS, 55, 1AEES, 18Y, 7M9A 258 HYES S 7(PRES) E AIAEA, ¥R, 25
S, AEAPR, s, 28AsE COVID-19 74, AAYS, sidlay i, AAEY 24 oldd 5
T, Al dAaS, o5 g4, Qb TRAEE S, 2EHAd ASEES, O, S HE
o= Qst IFRA, g, FEES ¥ AEIAMH. o] & FUKE, &5, AuHBA, 5RF5,
AAL A, 02, 3595 04, PRES, @y, dag 045, Asdas A&t #eo] gls A
o7 FITENA, YHAl= Aget HAd Aoz FItE T AlFE A HHE L AIdR® F
= Zet AEx= FHEAME Gt Yool 242 7.1% R 3.4%= B =it 7 RIWsHA B
= AEAE 1% o= AW X8y, mdoldtt

(M 2UE P A1AEvents to monitor, ETM)

o AABANR: AR o2 FOigh A7 UEUAY A|EAQ1 A/gAIRl A7 Bast Zloz AxH TKI
$+ VEGF 4= e} #ds Aoz A2l AFlS FA517] Hsll ETM MEE A5ttt of7]
o= Gl A%, 5, ¢ - 2F S4 U { &9 59, 359 oY &8, AW 2 S/ dN=3
o] I ARAWNVTE), &% dA4d AKIATE), A f95, 13, ZYARS, PPE, Ok,
PRES(RPLS), A}, @ QT H#to] m3t=c],

o Uy Il ARAWHHSS Aelsty, ETMO] WS o AldolA Wad At dX|stqict. gyt
Aoz FIHIEGFolA BE 99 ETM Rle YHAFET =t} A 8dlt AlFef =&7]7F A}
o] o] siAZ 95l 12{Eojof 5tt{, VEGFR-TKIS} #HH 7102 dA glouo=m 9fofo] Hex=

o2\t ATt Wi sHsAdo] Wk

o A3 ATolA 7P HHSHAGIEAE G 2ol A 10% o]A) BAE ETMS A4l PPE, n@®Q, Tk,
23 2 VIEQh 1 % 3539 o wHe/Crestelds 5% o4 watd ETME PPE, 1.8,
MAFATE ~5%9] vl 2 st 353 o4t ETM(ZE x|2)2 VIE, 18Y, 2WAlS, PPE %
AArT Qutsog, FlRAtEldEe] 359 o4t ETM Wi ZUASCIEted? 1.8%, 9ok
T 23%)2 Mstl YfrEr =t

« 553 ETM2 Al=2go] 24 2480l dotn 2 A2 Yol A2 o A ARles 1yuth
FEFENZOIH, BT BE, HARE, RA AEA, ATWE U AWYA 1%) 5740] 553



ETMo] B 1E|Qly, @& AlFofa; I Qe Aoz FItEqloh
E10: A EXL184-311: EUEHE o]k ik3-o] @l gotdd A

7HEFE Y B% e
(N=170) (N=88)
1 (%) n (%)
ETM =7 =7
£ 89 HESF 34 5 EESF 34 5
GLAT 3(1.8) 2(1.2) 0 0 0 0
343 F 2(12) 2(12) 0 0 0 0
FEE 1(0.6) 0 0 0 0 0
== 3I(18) 1(0.6) 0 0 0 0
AF 2012 0 0 0 0 0
sz 1{0.6) 1(0.6) 0 0 0 0
ox oC 3(18) 2(1.2) 0 0 0 0
== 1(0.6) 1(0.6) 0 0 0 0
A7 =% 1(0.6) 1(0.6) 0 0 0 0
3o} T ok 1(0.6) 0 0 0 0 0




FLEAEY @5 Hek
=170) (N=88)
n (%) n (%)
ETM =5 ==
4 &4 2ESF 34 5 REFR 34 5
EF Q2 I 2(12) 2(12) 0 0 0 0
FEEY 1(0.6) 1(0.6) 0 0 [ 0
e 1(0.6) 1(0.6) 0 0 0 0
=GR FF oI 4(24) 3(1.8) 1 (0.6) 0 0 0
=2y 1(0.6) 0 1(0.6) 0 i 0
HEd 1 (0.6) 1(0.6) 0 0 0 0
- 1(0.6) 1(0.6) 0 0 0 0
B 1(0.6) 1(0.6) 0 i i 0
1(0.6) 1(0.6) 0 0 0 0
3(18) 1(0.6) 1 (0.6) 0 0 0
1(0.6) 0 0 0 0 0
1(0.6) 1(0.6) 0 0 0 0
1(0.6) 0 1(0.6) 0 0 0
17 (10) 7(4.1) 1 (0.6) 1(11) 111 1(L1)
e 7@ 1024) 1(0.6) 0 0 0
AEAEAAS 1024 2(12) 0 0 0 0
B HEEAE AT 1(06) 0 0 0 0 0
=A% 1(0.6) ] ] i i 0
1(0.6) 1(0.6) 0 T 1D 0
1(0.6) ] ] 0 0 0
1(0.6) 0 0 0 0 0
1(0.6) 0 0 0 0 0
1(0.6) 0 0 0 0 0
1224 3(18) 0 0 0 0
3(18) 2(1.2) 0 0 0 0
1(0.6) 1(0.6) 0 0 0 0
58 (34) 72 (13) 0 334) 7(23) 0
54 (32) 20 (12) 0 3(34) 3(23) 0
2(12) 0 0 0 0 0
7] 1(0.6) 1(0.6) 0 0 0 0
2 1(0.6) 0 0 0 0 0
A 1(0.6) 1(0.6) 0 0 0 0
71 3(L8) 0 3(34) 2(23) 0
2(12) 2(12) 0 1(11) 0 0
2(12) 0 0 2(2.3) 1(11) 0
1(0.6) 1(0.6) 0 1(L1) 1LY 0
1(0.6) 0 0 0 0 0
1(0.6) 0 0 0 0 0
80 (47) 17 (10) 0 1(LD 0 0
28 (16) 1004 0 2(2.3) 0 0
27 (16) 1(24) 0 2(2.3) 0 0
F@ele] ] v R
AL HNE 509 0 0 0 0 0
S = 1(0.6) 0 0 0 0 0
PRES (RELS) 1(0.6) 1(0.6) 0 0 0 0
24 105(62) |13 (7.6) 0 334) 0 0




FIEZE Y 25 A
(N=170) (N=88)
n (%) n (%)
ETM =7 =9
4 44 REEH 34 5 EE=F 34 5
QT (2.4 1(0.6) 1(0.6) 1{1.1) 0 1(1.1)
AAE QT 44 2(12) 0 0 0 0 0
dH A7) 1(0.6)° 0 1(0.6 0 0 0
A4 1 (0.6 1(0.6) (] 0 0 0
243 AA! 0 0 0 1(1L1 0 1(L1)

AF(adverse event, ©]- ’J‘ﬂ' ] CCO1 (Clinical Cutoff 1. 914 7k 1), CTCAE(Common Terminology Criteria for
Adverse Events, ] 4512 25 201 713). DIC (differentiated thyroid cancer, &3 743 2%).
ECGf{electrocardiogram. ‘é *1._5}. ETM(event to monitor. 2 1]8] 3 & A} 7). Gl{gastrointestinal. 2] 7).
MedDRA(Medical Dictionary of Regulatory Activities, = 7] 2] 22 o), PPE(palmar-plantar erythrodysesthesia
syndrome, =6 F-2 Ehek k7T o] F), PRES(posterior reversible eucephalopath} syndrome. 7tEH &5
¥ F TFTNRPLS. reversible postmor 1euk0e11cepha]opaﬂ1} syndrome, 7FEH F 52 G4 AT FEZ)
SMQ(Standard MedDRA Query, =% MedDRA 2 3)).

o] 3¥2 2 CTCAE v5 o mte} S2o] ff A AT E¢d AE = MedDRA V230 & A1-2351ed 35520
feke] T+ pFE M, AJHRGEAT} §717] o] 3] o) ita-& B A S 71 TF Ao #E
AUk

A B A 05243U EYFTEISFAES ARHL
SA B 61 JARYSTE 2SFAES ZEHL(AE FY IHA3ISFT AFR 59
TN F A 215 E f84e] L AE A2 A™e] etk BrhE Rt

‘3 etol: 4% OF] WAF.
“CTCAEvS o] e}, 33357 )49 PPE AHd2 9tk
FCICAE . W), 3950 = ol o4 1 il S0 0.
-3101) & CCO1 o4 ZH L ETM

Shoff A 4+s] 20k (IL184-311 CSR.
5 o] ‘*‘:F“]' M _g_ot E}-L)

= Torsadedepom!esQT 7 SM(TE )l = £ M8 W AE 718 § NLIS4311 CSE

443 1255 = FCGH A4 A].a."- B Etﬂu-].r].
’1—QT(:'F 22 QTcF 4

ho] PR =1 B S B R
25 Ao AAH
ie] B AL 22

4A19 999G

iztE e 5T 2] A Foiad} 480 10 of) th5k Abe 207} CCOL Fof) AAA A g9 B2 Ape g
7N F 9k
EF:XL184311CSREE2 25143 143311, 914332
o AZ7ER|S] AIZE FERAE POl BT WIHE ETMQl n@¢), Tk, % PPE: Wy 597t 28
ojiditt. ZIEZAIEY H=EdolA AR er [{ostx|gh F wiveh ETMQI QTA%, VTE, PRES, &
d@5T o), BA E9F, Gl A5, ATE, SYAHS, s4EAU 2 39 =Y 4% % 443
AIRE Sgzko] o AJoH28Y b, YoF A&7t ol2st ARiEat wyE The/do] Aleog, T
AR 22 Qs ofate] ETM &= A At} dl= Atojof] ket ek d2 il
E11: AP XL184-311: 2YHIE A A2 G874 Alzhstad A
FHEFEd &5 HeF
N=170) (N=88)
ETM 32 G872 2] A7k Sk 2594, 75 494
ETM HEHE). Y
Gl 3= 98.0(97.0.477.0) NA
T 113.0 (53.0. 365.0) NA
fo R 267.0 (146.0. 330.0) NA
=3 ES 298.5 (267.0. 330.0) NA
24355 °4h 80.5 (62.5. 107.5) NA
s HaAg apA 113.0 (58.0, 493.0) NA
A L EqrdAEEe €449 A 500 (30.0.75.0) NA
47 FH = 84.5 (41.0, 209 5) NA
i g 15.0(15.0. 29.0) 15.0(14.0. 58.0)
B A 146.0 (24.0_ 3080) 84.0(150.277.0)
PPE 25.5(14.5. 4.0) 35.0(35.0, 35.0)
whelle 16.5 (15.0, 30.5) 64.0(15.0. 113.0)
PRES (RPLS) 55.0(55.0. 55.0) NA
QTc 93 42.5 (30.5. 69.0) 27.0(27.0.27.0)

@®) 718} 9Jstxloz Fadt o]Juh3: ETM ¢ t=4, A%

2

0\'

7]]5} x}xﬁrd oz



Fast ARIE AdEste ol2fdt Waio] b FAIZE UEAl s, FAIZE Yok
tExog Bag x| 2-9bl AEL 1B AHEY CHE 29 (1.2%)o| A 2hAai 1 9)ok
SHA] %9\1‘:’]’ (CSR: 1.6% 2 92) CCOl7IX|] TlolEl9} H|walS uf, 7}HAHE]
CCOMR| Z7RMog 553 7HRA 10| LA8gic)

- AlEFoz wag Mg AES JIEAEY ChE4T (2.4%)0] 4] ARSI QoFLo AL HFAGIR]
ororct (CSR: 2.4% 2 91-2). CCO7IX|] glolg el v walSe u, 7 AtE]d TH=ZofA] CCO2VIA]
=Ko g2 =3 AR 24 1740] B g 9lc)

)
el

_,d
il

oAM= &
=l

> o

AP HPEA H FHAPS: Aote CCOVHA] g dioly A4 Zutet dA|

6.5.4. 7|E}43A & (Supportive studies)

e WY SRS tid e R st 3 7EEEd AJE(CTD M2.5)

I AFA| F(XL184-008) = %] X Z-=35|71A] Full report A&
TdT AT 44 ]°4(XL184 008)of 4] %1384, Ro]4d DTC A|EhAAL 150] 5
729 DTC I3 E gxt= 3HA VEGFR—APH a¥-g okt
o] AlF9 7] &2 19 140mg 7IEZEHCEEE Aol , DTC ZSEO] AA A= 62mg
IRZtEIdO] FY 1Y 832 itk
o] Al@oA DTC AlFchdAe] ORR(ZAA E‘ﬂﬂd@h 53%% 1., DTC A3 cAtxte] 40%6FH)7t 3]
i ¥rgo@ obg Wui(SD)E ZAsicth CR2 , PR 8%, Az 8(CR+PR+SD) 80%
zoF §|3)2 w7 VEGFR-BA Qwiap fLash 74 02 UpERCY,
S 7132 2.0~14.570€E o]ige] WLt PFSe OS 342 AR ZAHEA7]
217F 1270 2 26711).
24, a3 AR £& A|F(NCT01811212)
171 7R ®& 271A]9] VEGFR-2A @9 & Z188% RAI-2-8/JDTC A|l@OIgAT 252 SS3t
(Cabanillas et al 2017).
o] Aol 7] &F2 1Y 60 mg 7IEIEIGCIAl Aol ATt
ORR(AF H7IHS)E= 40%0]Q, AIFUAIAL] 52%7F &1 wr2o2 obgdywi g ohAdsict wkg 7|7t
Zopzke 117§€olQict. PFS Forgre 1370€(95% A= 37+ [CIl: 11, 35)0]91 1, OS &9zt 3571
0]9th95% CI: 18, = &3}x] 9r2).
A FONEALY] 56%0l4 40mgo g2 87 Zhego] RS, A|FUAFAIY] 32%0|A] 20mgo= F7F ek
o] g3t
o] A|Fo|A FEEZIEY A9l oFx

LI M

)
o
(o]
2
ANJ
N
rlo

ox,
I=!
hu

ntole vt B SaolA WA AT gL

6.5.3. H3 A 4A E (Non-pivotal studies) (A7t a3 TS

6.5.4. 71EF43A & (Supportive studies) (21F5t a3): S F R

655. T/} o]¢e] A@AA & A2EA BuA (ke §3): U=



65.6. AHF Ao td RIA(CTD 53.6) (Afut a2
e M2.5 Addendum 2 Q9¥XI&

- 20205.287bx] AlHE Qb dlolels JhRAtElde] gelnl obiA meutdnt Ux|stel, AR
A PAS HQlsteh AE QARG olF WAIG slab WA oA ARo] MEe WANTE ¢
otk AWE 7oA JhRAtede] oy mEuide ojds] feiste AYAEE AT mzote

3 gapstet,

657. %54 Aol U 8o N A&

AF XLIS4-311 & PFSO| i 1xF M7I428 $5318 2 A2k of AlolA A7l PFS 24 Myto]

A Qg

o 1z} 24 AEQ0204 8 199 CCOL ITT eke] AIFchYAN = 1870 of A@e Aol AFH 5
ZF #A40)A BRCO| The PFSC| i 1x} W7Ii28 FEUCHTA 71, 383% Fu $9). 7husrede
0.229] &3tdl HRZ AY X8y = AMYO YHS 78% FAAIZHTHIC% Cl: 0.13, 0.36; p-3f < 0.000D).
PFS Zogre FluAteldTols sgsial gholm glofzolAt Lojgolgict PFSY| B 2 w3

24 23= 15 PRS 2230} QAT T, 1) PFS B7lRsel sisi2 wAe PRl ch 71w

g9 9 £ £77P53 HRS 1 0jgtolgln 7o) R.E 95% Cl 4
AL 1 lgelgEielels AR 471 A clelgol SR, e, PR the gele

O

BoE 2 AIEY SAGIOROEE A7 Aol £ol Al QU5 ol2t vs 654 £2po] 2% 2
ol shgf ol A LAy,

e 20214 29 89 CCO2 7|FO2 %%fa e @At BE BAGA ITT Adel @A -
258)2 globgo] uls) FhRAtEldT AP ARl oist golgt PRS] JjAe A%sid LAt E8)
QOoIIxRS)o] s =X = HR & 022 AtH96% CI. 0.15, 0.32; p-zF < 0.000D). PFS 7]7t =430 thst
Kaplan-Meier 3781 7FRAHEld 2o 29 11074, 920 49 Lohgoliet. 1274Lo] A1 S

ARl 2 AHUIGAT B]&9] HA|
e 2021'd 29 9Y CCO2 7|FEo= 1x} &
ojg oF 67iE & F7I FAS =T
PFSQ] 71dE d&3th 58t (IxXRS)l thsff =7 HR 2 0.
0.000D). PFS 717t &9%kol] tist Kaplan-Meier 2 x]= 718 2He]d
L97fEol L FARRAL F4u-210.170L o]t} 127]do] AF1E 4
° 1.9% of vlal 7FEIMEG -2 46.3% ATt
o] Al@ OITT oA ORRY ttF 1A} HI7PHAE 55K ZPHCCOL; N = 100 ). 7FEZHeld
2 9JoFo] ORRS 7Hzb A|FThAFALC] 15%(99% CI: 5.8, 29.3)Y 0%(99% CI: 0.0, 14.8)0] Qi THAFA O R]A
= p-3t 0.015 &S] Xt SaEA] &2 p-3t 0.028D
o FIHZIEIG oA, flofrto] vl HlojAztel & mA ¥ 37|19 FAgo] ¥ =AU 76% vs

A x]= oJoFo] 1.8% of v|sl FFEAE| L2 456% Hr}.
A SEJANE A|ATiATAL 187 9] B& B Ao] AA|E it CCO1
o] B Ax} 9joFito] H|sf ZIEAEILF A|HTJAMRIS] S.0]5tH
22 9rhH96% CL: 0.14; 0.33; p-3t <
20 249 11174, 9jokee] 49

1517] ore AlddigAt ugo] &

st
=]
a9l

e OITT oA RECIST L1lo] wet AldAE 2739k ORRY RIZb= &4 Av= BIRC7F 279 ZAxtet
SAFSHEE A& AL 93t ORR 2 7HEZMEIGFab Y ekoA Zhzh 21%(95% Cl: 11.9, 32.6) & 0%(95%
CL: 0.0, 10.6)0]ict.

e OITT AFH(CCOL N
Kaplan-Meier 2%l = 4% 4 AU

1
S
S
ol
©
oX
:[o

7tEZTEld oAl BIRCeF AJFAto] oJgt DOR  S43to]



CCOZ Aol AA ITT AN = 258)0]4 ORRQ] tfF 1At H7IHL= 7HEAMEIGT AJAT/SARY

11%(95% CI: 6.9, 16. DY ]k AJFhAALR]0%(95% CI: 0.0, 4.1)0]ict 1} B4 SHYAEN = 187)0]
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o &7
o8 wMa g zA dd (Cutaneous leukocytoclastic vasculitis, CLV) & F& m¥o] AdWS AlH3}
+ U o7 Bghold, oid AdQl 1009tE g 38-55T50] AlHit= Zlog RAHG. 4L SHR|Q FA]
APAEROl S5 v /Y R EAloA g AVl BAS sutet Y2 Hdsts SUi A7
g 4 ok CLV & 2 WyAd, A, dEoiu|e, yUEQ, d2xRes), A (QAAE
Ql v} vlolg{A, It WAAY violg{A HIV), o &5 ) 2 24 Agt, ¥ o] 3¢ (£ E
AdE U 1P f AT
CLVe} 7tH e gl tist dE+= Mz e Hdold FYAl= RCCol oish tfd 7HEAHE]d 60 mg=
AAFSER] 6% o mE Aoz ATeE CLVE st 54A 3 SAE Aast Coltart et al 2021
o] 2 Fdoz FUEQG 7HEAE G2 FAEANL Ag2 0] JHAEHUAAN FtEHEAS
T2 8o AS W ¢/ YRR Y Aldots dAe s FHSIoh
2A|o]eF2 oAl (MedDRA) WA 24.0 A2-80] (Higher Level Term, HLT) m% % = 04 &
PD ‘o E=  HUE FAHET S AMES 2R M/ tolHdolA  (global safety

database, GSDB)?} wEExelixis-oJ2] ©d Q% AlFd (AP XL184-301, XL184-306, XL184-307,
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+ PT ‘@’ E&= ‘H0ld A7 oA A 17FA] &oi7f B sl Aplo] digt A4 dlo] ey
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ARE (n=D ®& 1} WAIE Freh7]o] 5wst Y (n=7) & o
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ARl HES 7IWre s APEA golEo] 7| x5t mjf FUHS ADR 2o HIES L4

HEJI L
Aoz Frjete Zo| AMsitn Wy

@ 733 9 FoJrgo] MZaES 71 : CCSI (A 7.0) AHo]E 7]4h), M2.5 A&
. 27
M5LsF HAAFAl A]&1 o] AF

hertede A ol (A2ERF L LLEES, AIUaS, AZAES R AUERES =)
of WS Z7tet WA Urk JPUREY AL Al CHE FEAte] Hlsh MY TN ABERZ)
o Ve WEE FFE 37 G5F L 453 ZIVH BRI JlRFEd A= F atetA o)

o + R 01

K<)
Aess SUesty Bag A9 £F 94 A4 o AP o ewe ARk e AYAT
HCC Shafol A M W9 5e) 49 Asha Aoje W] 71918 2 ek Al4=o]AY yesoz Fo
olgol Yt AL, luAEde Rol FG ER FF Ex F7 FDL LasHo} It (Table 1 A

L 2R HAS 2t M| o]Ake oFg|shA 7|&lo] Al M)A (Verzicco et al 2020, Berends et
al 2020) Z2]31 wo] thAb (Aleman et al 2014)0] FFS o]A 4 7] miFo] VEGFR-E]24 AA|A|
(TKDE =gt gArEo|A &3] WAt of2 VEGFR A ZEQ Atude] 9 v/ dol vl 2+

Z0] 8]go] ¢ =& Zlo=z UEJGOonm(Worden el al 2015, Jean et al 2016), BICE}
99 A& Ade YA @xtolA Za 8RRl Do @37 U1 Ao g Il (Brassard et
al 2011), #ujeElde] 7 9 Cabanillas and Takahashi (2019)= Zr& “UEHo 7t3tE HAMICH ALE&5E
SVEGFR-TKI A2 FrELEd 3o dis] & 92 AZoln, 7IEireEdo] ot du & FoJArg
J2jy upFAISHA] o2 A Ao AESHA ZleElo] UX|RE FIEHEA PloN XG5 54 Ao+
¥

- O

ARBPFLS LEYOIA FF BWIA FUAT A¥ 34 FAUCL 2RBY, P, olAY L £
2w 22 NFT FEY AL DRMIAR S| wde 2aol M) srel @4 2Fo| Auhd w
27 ZasteAldl wep chad gRRe] 49 Fde wsstn YA JAYEd 7lAE & ok A7)
At Aidog A3 BEAE Eof & Xa= 4 Udtt (Berends et al 2020). 55 NZ&¥S (Ca <19
mmol/L) & AR Ei

= o3 Aglg 7r3x=th (Duval et al 2018).
AES A1k, DTC gxtoA 71ELIENE R & Fof A
S850 vnrt § &2 702 UERdTh sy $91 AxF (EMEA/H/C/004163/1/0023) 591, MAH = A7Z&
2ol oigt FrREAE G Yofte] Aol ¥ =2 AAEITSY WHPE dist 7hsst BEA A
717 D/E= 718 BrERt ol fof sl F7tR =T AS Qi

o5 "lgo= FELEY T=EQ¥ol 59 A H|EQl Ao digh BE X
AEELS 2R oz HAEHCE A3 L XY £ Exelixis-o] 2] 7HEZHE]Y

glojEjwlo] A 7o 8l Zol A& 271 (XL184-311 ¥ XL184-401) 1 &aw A& 571 (XL184-301,
XL184-306, XL184-307, XL184-308, XL184-309) & =5ty v XNZAHHES A o PD ¥ wAH 7
a5 AAA oS AMEsHITH

JIEEIG S ARESE 3719] QA 2 AL AAAFo] Qi) A]EXL184-311 (DTOOA, & &
o] BoS WA XUEES ol B AB)2 9Jok9] 3.4%°) u|s 7IELIEE 60 mg A= X =wt
A EHSAY] 23%00 A4 TAjsc Al XL184-401 RPd £ (MTO)OA, A4S AEE 7HHEATE
g 140 mg e A2 AFUAALS] 30%0] vlof 7FELIEE 60 mg FAIR R a2vr2 AlFUAALS]
25%00| A B3t o] A= 9] 4.6%0] wls] 140 mg FIEAEY Flas RXsHr2 AJAUGAR]
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23.8% 7t ML & g%»m%w@g@,qﬂhncgﬂf thato 2 AA|st Al XL184-3010]4 W1E Azt
&#38% vl l@q

353 EL 4 52 & AET 9JoF (A3 XL184-311 @ XL184-3010|A] 7Hzt 2.3% % 0%) of H]
of 7IEZtEld (A8 M4MWH89%@0mgﬂﬂ)m81%GMDgﬁ%)laixﬁngM%m
oA 10.7% (140 mg 78a) oA o =2 H&=2 WA o A= XPAQl Auts Wl AR
< HEA] oFokth

Ald XL184-311 (DTC) ofA] Jofw AldTidAre] L.1%of vls] 7tE4tEld 60 mg A = Aagwh2 AlF
ThArRLe] 14%0l4 X2 A AEZ}F BuE|9ich Ald XL184-40104], 60 mg A2 x| z¥re MTC A8
gAre] 20% % 140 mg a2 A9 MTC AJAUdALe] 24%7F AZad59 A @A AEE 43
ot A @A 29804 BRIGH FA] WA Aol UEG =T, 15 182 AS 5E, 1= YART 2
E|3)/d & mob Agho] Wo] 9lin FA| YA AZaES (1 53 o ¢ A¥= QT 47 A 5
) = AU O AEUEAE AlE 6404AM BF Za A 153 I FA 28 28 (53
ol AEE 3o, AZdgdZol gt Xag wA]
MTColl A AATgE 1A Al XL184-301014], AZ&d 52
HrEldolA 13.6% Tt

ZOIgt o] dRES (SAE)O| oA, AlF Hgto] AA Jofat AJAUIGAL & 995l vlol A]@XL184-311 of
A FtEAE]IE o g2 X gure AJAAMAT 29 (1.0%), Al@ XL184-4010A 60 mg A2 x|gvre A|dM)
ARF 29 (1.6%) 2 140 mg A& 2 X2 A|FAAL 39 (2.4%), © A]F XL184-301 oA 7}EZHE]d
140 mg 7A&=2 XY A|ATAAF 69 (2.8%) o] SAE2 73lgict o] 3719] AAMA|E oA ALEHTEZS
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ol

|8 oA AE 8] g2 9jorzo] 37%0] ulsh 7t

SAEZ ZE¢H AT RE AN FUPHEAS, ALEES T ARIYEESY ¥, BHolY &
Al dols2jdlel 26 4501 Ak, B 5A Y AE O, B, L& ALEU5 fFol AT of
2 (O, MAEAEYOIE, Clult, £ ouA|, F2ETAHRO|E E YA} BI XA o FA
488 EYT W AL UKW A0 WolRLh

doz ARt BE A

o%

o 5=

i

g 7HsE AAA o]l R Table o] AAY e WA o
AFRYRIN DS Bh 25 720 ulgo] F7HISE A0

Tablel Treatment Emergent Decreased Corrected Calcium in Ongoing and Completed Sponsored
Clinical Trials conducted in Thyroid Cancer with Monotherapy Cabozantinib

‘ Cabozantinib Arm Comparator arm
Sponsored Studies Indication

‘ All Grade 3/4 Al Grade 3/4
Thyroid cancer indication
X1.184-311# DTC 47% 12% 12% 3%
X1.184-401° MTC 43% 8.9% 52% 11%
XI1.184-301° MIC 52.3% 12.1% 26.6% 28%

DTC. differentiated thyroid cancer: MTC. medullary thyroid cancer
2 Cabozantinib 60 mg vs Placebo

" Cabozantinib 60 mg vs Cabozantinib 140 mg

¢ Cabozantinib 140 mg vs Placebo

uZtAM A2z (RCC XL184-308, HCC XL184-309 20 #A|A3Hy Aaixel (CRPC) XL184-306,
XL184-307)8 T oz AAlsh 7huateld UEey Aad 25 Aol 49, shstedo] gat A
45850 BE SF AE U 34 53 AESH 24 Za%E dao] oid APA Aupt M Ade]
18 HolElol wlol ©f e W82 BT} Table 2.



hepatocellular carcinoma: RCC=renal cell carcinoma

castration-resistant prostate cancer: HCG

Adverse Events of Hypocalcaemia in Completed Exelixis-Sponsored Clinical Trials conducted
in Non-thyroid Cancer indications with Monotherapy Cabozantinib Tablets (60 mg)
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- EMA (2016.09.09. 317}, 2022.04.29. B2% Z7b)
- FDA (2016.04.25. 5{7}, 2021.09.17. &-2& F7}H)
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o JIS7FEE(FARE ) IS 7 Ha
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D AA et A5 1 YAMd feEo] 33 =4 |- o]AY cytokine Xm0 A
(D o]fof VEGF(Vascular\A{/d E+= Aol/de] 284 &(m ddol AAY, o2t A&
endothelial growth factor)|a} ZFArA et Qo] AAR] A2 XIPg 4l
#A Qo Alg e Ao At
Ue A AAES 22, BRlE7Hset Al ghRt
Ao A o] ©EQ o] 17} A& - N
(2 A=Y AVGAZS A}
oMo 1xt A g=2A YEF(3. oldd A Agg T2 Fd|- AV @t &85 =
Pute] Weay o] 93 Ayo] MAYsHAOD], 2|k Ay Ex FolHol A3y
&8 A2 = Wb ARk B9 R 2 o
_ .. |2 ZAZSe] R& A3tst MSI-H (microsatellite
B_;E. o|XMo] AZtHgoz X =|instability high) F% dMMR
dto Mol 9l ZFN|ZQ 3F(mismatch repair deficient) A¢
rto] |8 Bl7b obd AA AbZujere @
Ato] Al EA, WS 5t
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