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E{(Memorial Sloan Kettering Cancer Center)e] Az & HF oigh 7|=o =24 46%7F 420
A@AAD, 422%7F A A@AAD, 13%7F FAEEEC Ev 3 @Al 249 54%7} =
(63%), HBZH(62%), 1H29%), =(22%) T 3TH E= I o] A7l ol Aol AT ileﬂ
Zre] FZtgk(median duration) ©] ¢F& FoFst 59| -9 7.671€(0.3~20.5 HS)), clw = F
Z FoF3l 3419 A Lol= 4.471€(0.21~18.9 H Dol
o] ¢Fo] PFSolA HAIZOZ {23 /AL ouZF29t Hlwdley AFHATHIE 1 2 & 3).
0S9] AgdE F3F &4 PFS 4 A FdHUoH, FAH FodE /A= S AAAN =2
A ETHHR = 0.68 [0.51, 0.90], p = 0.006). 2F3-2] A=A ¢& 0SS T3+ 4
229} Hluste], o] ool FAe v @ FAA TAHOE FoF Ao
2147049 vs. 16.571€¥; HR=0.66 [0.53, 0.83], p=0.0003; 1§ 2). 430 Ald&le] FHHZZ E4H o= 0S9
i3k AR Ao dEEA
ITT ko] PFSe} OSell thak gz BAe dA®e w65 vs. =65 A%, MSKCC 93d(¥3,
X FAGER), & 8¢l 25 2A oW EF 29 vlasted ECOG AEj(0 vs. D, ZIekelA
29 wiAZEA o] AKIE vs. =14d), o MET HH(ES vs. ¥5 vs. &580S), F AHo|(FA
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vs. EA, WAAOJ(FEA vs. EA), WA HE ZHOI(FEA vs. EA)), o] VEGFR-TKIse] (1 vs.
2), 21 VEGFR-TKI2] A&7|1ZH<67/0L vs. D670 &)oll Al o] <ol felgh d3id AxE Ry
ABAQ v Ade [F 4]0 25U

(28 1] HAM HE =57 43l ogt 318 AE(progression-free survival)e] 7}&no]o]
A (A 729 wiA" " 375%)(Kaplan-Meier curve)

Probability of Progression-free Survival

0.z - CABOMETYX  Faseaea
P
g1+ - Ewerclimus
Q. T T T T T T
] 3 & % 5 ; i

Mumber at risk: Months
CABOMETYX  1a7 182 - - 50 " ”
Evergimus 1688 =] a5 ] 10 2 0

[ 3] A HE SHA L3 9|3 PFS 23 2 °KMETEOR)

12+ PFS B4%
B/hd o ¢f of v £ 2] -~
N = 187 N = 188
=Xk PES (95% CD,71€ 7.4 (5.6, 9.1 3.8 3.7, 5.4)
HR (95% CD, p-&t' 0.58 (0.45, 0.74), p<0.0001

Z3td =149 7 A (stratified log-rank test)
(298 2] AA AL 7FE@vte]o] 3 (Kaplan-Meier curve)METEOR)




=+ CABOMETYX

[
Ewerolimus

Probability of Overall Survival

01
D I:l L L L L n n Ll T T 1
o 3 g g 12 15 18 21 24 27 30
Number at risk: Months
CABOMETYX 330 318 296 284 239 178 105 41 G 3 Y]
Everalimus 328 307 282 229 202 141 B2 32 B 1 Lt]

[ 4] YA HE 559093 AE 9 A2 HE & ORR 23 8 °HMETEOR)

Uk ¥4 ORR
MAE U2 4 OdE (RO

H7 A FFR e~ o ] 2] 52
N =330 N = 328

ORR (33 ®k-g-ul) (95% CI) 17% (13%, 22%) 3% (2%, 6%)

p-%t' p<0.0001

HE u-s 17% 3%

7}o) Al 3 71 A (chi-squared test)
7IRZEE S UEFHe ¥E&Fe o FUEHY SdFoo g 729 wiA A 3 dAAE
(CA2099ER)

AP el NAAEGe] 14 A8F A5 2% vitk FUTeIE JREF 240mg Y AT
Sol¥t JluzEyd 4mge WEF W AH ¥ FEAS TAMAY, N A 3 YIAE

o
(CA2099ER)oll A1 H 7= et o] &AM 3
g

o= Karnofsky Performance Status(KPS)7} 70%E Z33}iL,
RECIST v11el w2} 54 7hsdh 1A e ol A FuAEst 84184 ©]“)7F PD-L1 4
B == IMDC 91g 253 #ARle] AT o] A AIFAA Artdd 28 e dAdy o
AL o2 g 7IE oy deE 7 &4, & PD-1,3 PD-L1, & PD-L2, 3-CD137 =+ &
-CTLA-4 AR ojdo XRE W2 A, FuPY AE A= HdsA =dHA = 1d<d
g2, 54 ¥ Aol #A B 2HHA ¥ A 7ls FA @AE AT #A= IMDC A F

e, PD-L1 S¢ 24 3 A9E= F3En
% 65199 A5 R wigsted shuztEd 40mgY 18] AFEDF BT 240mgF vith
AU E)e ¥EFAN=323) stAY FUEE S0mgd 18] 453 F7Fo F 250 Fehe @
FAm=328s k. A5e HAd 2404 7AA YEey FAE T3 Aol AAHAY 8L 5 gl
= 540 BT w7AA ALtk A7Ake] AAel wel, s ddF olejol fla Aok
A e A5, 271 AFAE H7HE RECIST vIIZ Aojd &) ofde] A&7t 385Ut
AA olF A WA FEHIE FALNNAY 125 (£7) o FAIT. FE FIHIE 60571
1% vkt I g AR 297A 2% (27dr FRY e 59 AE 9193 (BICR)
FAH At 12 FaAH A= BICRY o8 2D PRS2 A4 AY, 37 a4 e F

|+
ﬂJ




2 22 HrpHS$E 0S¢ ORRo| Z 35 oiu}

dRtH o2 F OFT AR EAS FAHS Ho dols 6141(28~90 W eDel™, 6541 o]/o]
38.4%, T5A1 ol/do] 9.5%A Tt thF-Eo &A= 34 (73 9%)°]1 3L, MI(B81.9%)°1 At ofAofle F
22l 8% o™, 714 KPS7}F 70~80%, 90~100%<%) #Ate] vl &2 zhzh 23.2%, 76.5%th IMDC €&
i) E2 $xte] 22.6%7F ¥Z, 57.6%7F F3, 19.7%7F FAE BEFUAT ¥ PD-L1 EH
7%, PD-L1 Z&o] 1% wRtolAY E843% $x7} 72.5%, PD-L1 &do] 1% )42 A7} 24.9%
Atk SF 2Y FUS U1 BAE 115%9 T A 87 F3hge ARG E Y YEES o
|F 3 A9 14.2670€ (0.2~27.370€ WS oI, FUEY Tdd T A5 923714 (0.8~27.67)
4 9 oItk

FUEY 9dFEd9 nwste YEZTS 71RE Y HE3198 w FALmA"E 29 PFS,
0S, ORROIAM FAIA o2 {7k oj¢jo] HAHAT. 12 2A(H4& FAH7IZ 10644, FH7I1T F
dz B fFEA Ade [F 5o 2okF U

[3% 5] fr&4 Z ¥ (CA2099ER)

HEFY + 7HRZAEYY (0=323) |FUEdY (n=328)

BICR & 313 A &(PFS)

AL 144 (44.6%) 191 (58.2%)
Rk kil 0.51
95% CI (0.41, 0.64)
p-%t> © < 0.0001
Z7rgE (95% CD° 16.59 (12.45, 24.94) 8.31 (6.97, 9.69)
A A=08S)
A8 67 (20.7%) 99 (30.2%)
flgn® 0.60
98.89% CI (0.40, 0.89)
p—%kb' ¢ ¢ 0.0010
=3k (95% CD N.E. N.E. (22.6, N.E.)
v & (95% CD
67ME AlA 93.1 (89.7, 95.4) 86.2 (81.9, 89.5)
BICR ¥ Z#4 1k-&-&(ORR)
i o 180 (55.7%) 89 (27.1%)
(CR + PR)
(95% CIf (50.1, 61.2) (22.4, 32.3)
ORR&] =}o] (95% CD? 28.6 (21.7, 35.6)
p-%t" < 0.0001
%%i 3H-3-(Complete responses, CR) 26 (8.0%) 15 (4.6%)
BB dkS(Partial responses, PR) 154 (47.7%) 74 (22.6%)
¢4 W (Stable disease, SD) 104 (32.2%) 138 (42.1%)
WS- 2] & 717 F3hgk0
VR 1GERD) 20.17 (17.31, N.E.) 11.47 (8.31, 18.43)
HES 71 A1 9] AZF 343k
NL40d 2D 2.83 (1.0-19.4) 4.17 (1.7-12.3)

@ 2319 Cox HlE 993 ==(Cox proportional hazard model). $1¥ES FUEY tin YB3z
7)1 2HE] Y Q)

bz AT 2oa-49 AFe F= p-
© RTell 4= IMDC % 918 40,
A /A G A FHIEFE, 71E A
¢ 7} Zgnjo]oj(Kaplan-Meier) F4 2] 7]
c SAA §94 p-#k <0.01112] AA

- E}L

-2, 3-6), PD-L1 =& 23 (=1% o 1% == E%3
o2 =3E ZI-49 AA
l

T
RS

HN X




T Clopper & Pearson ¥'H< 7]gkto g 3 (I

¢ DerSimonian ¥ LairdE 7|¥to2 A3 M-SEUEEY + 71RFEY - FUEY)e 24" o)

" CHM AA< 4= p-3t

NE = 4 E7l%

PFSe] 1z} BA o= 34 3era ol sk Wiz s BA4o] Z3IEHJTHE 5). A2 FUNEE 9%
AE 5ol TARC] PFSolA d#d ZA3E B

T PD-L1 & #A glo] 7HEZE I UEFTS WEFATNA FUEHY dd T H
3] PFS o]9jo] #ZH Ut % PD-L1 wdo] 1% o]l AL PFSe #7H3te 7R FEY-UES
o HE&FoToA 13.0870€, FUEY ©@LdFq oA 46770 o] ATHHR=0.45; 95% CI: 0.29,
0.68). &< PD-L1 2odo] 1% mwkl ¢ PFSY F7Hgke 7HRZE|IG-UEZ9 38T o)A
19.8471 4, FYUEY A Eo oA 9.267]1 Y o] RATHHR=0.50; 95% CI: 0.38, 0.65).

(IMDO) #1@ 7Zhelaig] et #AIgle]l 7IRZAE G UEFHe HEFATNA FUEY TGdFAT
H|&] PFS o]2jo] #&AHAUTH *F YF1FolA PFSY F7Hge 7tRZEG-UESY R E oo
Ae B3R &1, FUEY ddEFESFoA 1281712 ] A HHR=0.60; 95% CI: 0.37, 0.98). &3t
AP 1FoNA PFSY 3132 7RI Y-UERT HE&FATA 17704, FUEHY G FoAT
oA 83870 ©]FTHHR=0.54; 95% CI. 0.41, 0.73). 4 g 1FA FFRFEIG-PFS $3H32 Y
EF9 HEFATA 122970, FUEY GYFATNA 42170 o] JATHHR=0.36; 95% CI: 0.23, 0.58).
dElelE A PFSSF OS #£42 BE @29 Ha F27|3F 1671, F3F 52 71%F 235700 Al
FHEAHTH 3 L 18 4. PFS #1g€H]= 0.52 (95% CI: 0.43, 0.60)°]™, OS $&nl+= 0.66 (95% CI: 0.50,
0.87)°]itk. IMDC 919 7Hxg] 9 PD-L1 &d 3o mtet JulolE | k9l 1F &4 ulolE(PES,
0= 7|E9] As It HulolE H B4& T3l 435 AFa2FNA PES Skl =23th

[Z2¥ 3] PFSe] 7}&@mtolo] 3 d(Kaplan-Meier) (CA2099ER)

1.0 fme

0.0 1\
0.6 Hk

0.7 L\
'i;

0.6 i A
0.5
0.4

0.3 T

0.2 e,

Protability of progression-Tnee survival

__________

a1

0.0

T T T T T T T T T T T T
4] 3 1] a 12 15 18 21 24 r 3o 33

Progression=free Survival per BICR {months)
Number of subjects at nsk
Mivolumab + cabozantinb
313 280 236 201 166 145 102 56 26 3 2 0
Stmatimb
318 230 160 122 57 6] 37 17 7 2 1 4]
Nivohumab + cabozantinib (events: 175323}, median and 95.0% CI: 16,95 (12,58, 19.38)
Sunitingb (events: 206328, median and 95.0% CLE31 (6,93, 9.60)




[28 4] 0Se] 7}&=&ufo]o] =+ (Kaplan-Meier) (CA2099ER)

0 i .
S 5 N
g e -
I e -
a = '1._‘ .
E ! S P u:N\HN
c M F =
_é_ 6 i ‘D.r.iﬂ--c:.
= 5
. ==
=
E 4
0.3
0.2
01
0.0
T T T T T 1 T T T T v
a 3 - 9 12 15 18 21 24 27 £l 33
Orverall Survival (Monthis)
WNunber of subjects at rizk
Mivolumnab = cabozantib
J23 308 205 2B3 269 255 220 147 84 £ i) 10 ]
Sy
i fra ] 72 it | 236 217 159 118 62 22 ] 0
Mrvoluwmabs + caborantunb (events: 8673231 miedin and 95% Cl: WE
Smitimb (events: 1 [6/328), median and 95% C1:29.47 (2835, NE)

A Zdo Ao A s

o] ok tAAFH FAEAHLS T2 WA, olFwErHE, Hek-thx A3 AF(CELESTIAL)OI A 7} =]
Ak ol AzEld 2 Child Pugh A & Fof 29dd AP A EZHHCO) FAN=707ME F=
2(2:1) vlgste] o] 9K(N=470) & 9 °KN=237)S sttt Eake st e A dAdewe
= T AU A FEA HrPHTsE A "3—:3(08)0]91\3}. olzk FrEA WrtHTE 1Y T
1S 37} 7]¥(Response Evaluation Criteria in Solid Tumours, RECIST 1.1)& AF&3te] Al A7}t
Brrek 7318 AEEPFH B v-EE(ORR)OIATE. FF H7te 8Fuith AA = AT

ol =gkl JAFFASHH S 2 54L& o] o oF FolA FART & dises EA
B82%)°1 AL, vt vole 64 AT ko] thrkr(56%) = IOl AL 34%= oFAlofRl oAtk FA;
9] 53%+= ECOG &5 H 0 o3y, 47%= ECOG &% dH 1 olat. A ZE FAOI%=
Child Pugh A °]31, 1%+= Child Pugh Btk HCCe <12 B¥ 7+ nlol2]2HBV) 38%, C¥ 3+
A dlo) # ~HCV) 21%, 7IEFHHBV =+ HCVZE old) 40% Ao &AL2] 78 %ol At @& IS

= 1 % dol7k yElg e, #x19] 41 %olA &I ol (alfa-fetoprotein, AFP) 400-pg/L 0]M
< Uetidth 249 4%= 54FS AeH MAdes £ 3staH o Asgkon, 37%e JHE
Y A5 Ao WA A 5E SdY AgtEd A B2 S 532704 ol #Ake 72
%7t olxel HAl ¥ 13 & wkom, 27%+ 235 Wth o] ok ek vlawste] OSolA FA
Ao g Fo|g /Aol JFHUTHE 6 2 11 5).

TR AEE @ ARAE 9-E&9 A= [ 6l e AT

[ 6] ZFAIEZLMHCO) AN 84 ZAFITT(ntent-To-Treat) &, CELESTIAL)

X CENENCE
(N=470) (N=237)

AA AZE(0S)
0S 717t Z3hzk (95% A1#77h  [10.2 (9.1, 12.0) [8.0 (6.8, 9.4




AFE (95% A FIH? 0.76 (0.63, 0.92)

p-#t p=0.0049

X3 AZ(PFS)’

PFS 71ZHON D)ol F3tak (95% A1& b  [5.2 4.0, 5.5 [1.9 (1.9, 1.9

AFE 95% AHFD! 0.44 (0.36, 0.52)

p-3t' p<0.0001

2 #2 dr-3-&(Objective Response Rate, ORR) n (%)°

24 ¥k-3-(Complete responses, CR) 0 0

BB k-8 (Partial responses, PR) 18 (4) 1 0.4

A#= dk-g-F (CR +PR) 18 (4) 1 (0.4)

p-at p=0.0086

ok = (Stable disease) 282 (60) 78 (33)

213 W (Progressive Disease) 98 (2D 131 (55)
3} QJAAHIVRS dloly ¥l ke Hol(84h) H/Es A 3 A& &A(d, ofy ) ¢ B

we AYH Yoz FohE 29 44

2 Cox ®#@-918 =3 (Cox proportional-hazard model) 3%
3 RECIST 1.1¢ uwte} A &=+ H7}
t Z3l" 53 ¢-9 -8 A (Cochran-Mantel-Haenszel, CMH) Z4
(1% 5] ZFAI Y A3 A F(CELESTIAL)O A, AA A=2] & @ufo]o] =X (Kaplan-Meier curve)

1.0
194

Probahility of Survival

—— CABOMETYX i,
‘= Placebo s

L]
18 24 an 36 42
Manths

[
=
Pl

Humber at risk:

CABCMETYX 470 28 159 93 44 22 4 0
Flacebo 237 117 L 25 15 7 3 0

(13 6] IEAI £ I A A (CELESTIAL)O A, T3 &2 7}Zgnlo]o] Al(Kaplan-Meier curve)

1.0+
i - = CABOMETYX

0.8 ‘<= Placebo

7=

Probability of Progression-Free Survival
[=]
Es
)|

o t T J
il 18 24 30 38
Hurmbser ot migk: Months
CABOMETYX 470 131 39 10 a 2 0

Placeba 237 21 G 2 1 0 D




B3 ok A(DTCO)e) dAaA &

oMo HMAal Q¥ XFE e FHo] Ay WA 2= QWHRADY FHEFFHA FAY == B3
A BAE Oido R 3 Yz Al F(COSMIC-311)

o] A

™ O

VEGFR 37 TKIZ X &&= F¢F =& o]Fo] RECIST Llo wat =4 7163 24 2 #A43"
WALASHA zldo] e A7 A9 wl A (N=258)5] 132, ©] °F 60 mg(N=170) =& $JeF(N=88)< 1
o 13 A+ FoAstAnh

5219 wg-e ol #utEld A FZAE L AHG5H 14 vs 654 mTho g2 F3FTE 9 efo
2 72w Sxe wridE S93d HAd HE S 993 (independent  radiology
review committee, BIRC)oll 2]l xla§4d ZJto] &Rle 7, 7FRIE| S E w7 3 &5 At
Age S50 Y3 oo UAY &L F e S0l TG w7tA ASHUG LA F
24 #Hr7bAs= RECIST 110 wt BIRColl ojaf H7td ITT e F33 HEE(PFS) 2 7249
HiAE A 100 ko] A#A w-FEORROINH. TF H7he As 12709 2 7249 A3

Hr

F 8%vith, 1 FR2E 25T SyHor, F7 WAMSEE A4 AER09) ol

T8 AEEPFSQ 13 £4o= 729 alAd® 3z 1879CFIRZIE Y Fof 1259, 9 Fof 62
o] ZFEUT wlojxekl AT BTATH E47 2 AW 54 Wty og T OF BT f4
Yt . 59 A#(median age)> 6641(32~85 HeHA 2™, 51%7F 654 o], 13%7F 754 o] o] At
o] Shats= WMl(70%)010 o Aol 18%= ofAlolgl, 55%E Aottt xZFgH o 55%
A 5 Ads wgon, Bue XA gAAGelden o F 17%E IEAE A
ortA AT Aol 95%) A Aozt YAATH(H 68%, DEZH 67%, W 29%, T2 18%, 7+ 15%) 57 9
A7 RAASRE 18| oo RAI A& WA Eow, 29| 63%% ool MulElY Fof kot
1, 329 60%= o] Aol LIPS Fouigton, 3hato] 23%= oMol AgtH|dH @Anteld
T Forigith. wlojxgkl ECOG &5 AHlE 0 48 %) E& 1652%°]1th X 57]3t]
(median duration)2 7}EZLEId Fo oA 4.471€, kR4 2.37] Lotk

Azt B4 AF(A LZ HolE 2020 8¥ 19¥¢ % PFSo] thdt FA 7|z =47 6.271€9)9 o]
E g BAFRA X HolE 2021 2¢€ 8¥ % PFSo| thdt FA77F F94g 101709 [# 7] Y
Bt feF Fo(n=33) ¢ vlwsly FIRIEY GUdFAn=67Z F22 wiAdE 3zt ORRol
A BEARCE o3 NS UFEA EaAdh (15% vs 0%). 91eF Fd(n=62)¢} Blaste] 7hw 7
HY ddBdn=125= T2 A" 329 PFS(FA 717 245 6.271D)olA BEAH o2 Fo3
Mol JF= At

tlo

ofy
r:]_‘
pAI

PFS9} 0S9] HlolEE BEA(FH7)7 247 10.1/19)e 29 wjAd 3= 258HGFIRAEY &
o 170, 91eF F4o 889)S gt ST FW o] FAAHE 9o A7 A= FIRFE
Ho g wxart J&EA7] Wi A4 4EE B4 wHdHdn
[ 7] B3 d3AE(COSMIC-31D) &84 A
Az 241 (TT) ddolE © £4% (Full ITT)
FHE e 2= [9]<F FtaeE 2 [l
(n=125) (n=62) (n=170) (n=88)
218 AEE(PFS)*
A (%) 31 (25) 43 (69) 62 (36) 69 (78
X A3 25 (20) 41 (66) 50 (29) 65 (74)
Aprt 6 (4.8) 2 (3.2 12 (7.1 4 (4.5




A =7I4F PES
(;w g) & NE (5.7, NE) (1.9 (1.8, 3.6) [11.0 (7.4, 13.8) |1.9 (1.9, 3.7)
21&H] (96% CD® [0.22 (0.13, 0.36) 0.22 (0.15, 0.32)
p-#' < 0.0001
REICESED)
Al n(%) 17 (14) [14 23) 37 22) 21 24
21&m (95% CD® [0.54 (0.27, 1.11) 0.76 (0.45, 1.31)
ek
7432 Wk3-E(ORR)°
FHR e E 2 eF
(n=67) (n=33)
A 9§ (%) 10 (15) 0 (0)
A Whg 0 0
R HES 10 (15) 0
oHd HwW 46 (69) 14 (42)
P 23 4 (6) 18 (55)
* PFS9] 1a} BXols= NE2L FUAEE 93 Hdo] xFHUY M2 FAXFEE
o] ZAQel PFSoll A d3d AxE RYoh
Cl, 24187 ; NE, BH7} E7}%

Loz

o] 7}
o] 1ol
el wehs

2

Z fr fo

R A
do oo

3

4

I
oo

S =A7)17F 294z 8.9/MY AT x&gHE A 100W(CABOMETYX £ 32} 679, oF Eof 3z}

Hmﬁn%}ol-o

BTSN

odk

] ¥H(receipt) (] vs ©
9 A3

Ho]Ex 20201 8¢ 19¢¥ o]t}

HolEx= 20219 29 8Y.

(Cox proportional-hazard model) %] 7]&Y.
FTH2)" A#G5A o]s) vs 656 Al 23hoz2 Z3HIXRS o]

IEAE 7|Eo® . ORROIA FA A2 Fo3 AL #d&HA &gk

(17 7] PFSe| 7}F&&ufolo] 374 (Kaplan-Meier) (FHle]EH 4 [H 22 Ho]E : 2021 2¢ 8
(COSMIC-311)

2l
1.04
0.9+
0.84
0.7-
0.6+
0.5+
0.4+
0.3
0.2+
0.1-
00

fA=(N)

258)

= CABOMETYX
Placebo

Probability of Progression-Free Survival

o

Mumber at risk:
CABOMETYX
Placeba

170
&3

< 7(CABINET)

0
0

Zo]4d pNET 3! epNET A<l 2kAtol]l tht ¢ <f o




o) ofe] A B FEAL olde] $UE ARE WS F APP Fo A4 T B8 doly
PNET(Z}RZHEIE: N=64; ¢ <F: N=31) 2 epNETGZIEZEIF: N=134; ¢ <k N=69) A<l A ok

o71#, FA9 WA @D, olF w7FE, ek =z Al 34 ARA(CABINED O A B8 7}1= At
epNET 5! pNET 7= F29 2 wjg=o] Sydxos 49 F 7jo 2% IFER v
= AW I, 8 F gle 54 == 59 HI7
Aot flefom ALY wiAE A4 A=
gl ZHRAE Yo R wAd F Aok 1A FEAE A} A BRC/F 218 FF wE
FRECIST) 1.1& AR&sted H7ksk ITT Fee] 738 AEEPFSollar, F4+9 w4 A
= O=3 2o

epNET: ¥ & AvtE2EE FAAGSA) 2 A TF BAGEH GUEHAA &L vs. HIFH Gl
#H|/71Eh)
- PNET: W& AvtEZEE FARAIGSSA) B o] FUE
T Hrte AF A5 AF T 1230t Ayo] dE wrhx] AASATH WA AEE09)2 2%
H7tH T A
epNET Z S E:
oo &3, 51.7%v odollon, T A% 66AAT e 2, 83.7%= Wlo|ATh
=3, 3h2k9] 39.9%E ECOG 43 58 ezl 02 W 59.1%= 3 538 Ae7t 1ot 9w
Zd EH= 7 &5 AF@B25%)01 L, I o2 #H(19.2%), 71EH17.2%), &H AR e H
A18%)ATE tFEE A<l 53.7%ANA Hl-71548 TFE 7FAL Ao, 325%N4 71548 F
Fe 7HAI A} BAY] 138%= 71w FHE & T /e M £ FY FES 25w
2=t 5

o

2 R B B S

4357} 9e A
AN G AEES e AN dwo] &

—
Ios)

o] 66%olA BEHUL 15FS A2 25.6%004 BEHAT hEE] A 69%= SSAS
AREBFA I 92.6% = ol el SSAE A& AT #AFY] 453%= olHol & 3 WMo A sE WSk
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18 11%95% CD 0.38(0.25, 0.58)
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60mg, 40mg, 20mgE AT Fo Fo, AZMELRCC) A 318HA AAQA 63HeZHEH 3=
A5E AR 7HRZIEIE S RRY PKEA oA, o] oFe] &% FHF whghrl(terminal half-life)= oF
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HC-7HEZEIH S &Y Fof & 48U3HY 373 &< FoA"H T WA ZY oF 81%7F 3453
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Table 1 Summary Table of Cabozantinib Plasma PK Concentrations by Nominal Visit for Subjects in the Cabozantinib Arm (Subjects
with Analysis Eligible Records?)
Cabozantinib Concentration (ng/mL)
C1D15 C2D1 C2D15 C€3D1
epNET  pNET All epNET pNET Al epNET  pNET Al epNET  pNET All
(N=55)  (N=31) (N=86) (N=82) (N=38) (N=120) [ (N=75) (N=35) (N=110) | (N=73) (N=35) (N=108)
Mean 1020 1100 1050 927 816 892 934 784 886 784 640 737
(SD) (569) (692) (613) (601) (520) (577) (544) (543) (546) (560) (439) (526)
CV% 56% 63% 59% 65% 64% 65% 58% 69% 62% 72% 69% 71%
V[Ilf?fn 907 926 917 749 746 749 856 631 802 719 553 620
Jvmj [0,3350] [362.3440] [0, 3440] [0,3600]  [0.1970] [0,3600] | [0.2390] [0,2570] [0.2570] | [0.3200] [0, 1800] [0, 3200]
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CABINET Trial Study Design

Extra-pancreatic R

NET (epNET) 2:1
Pancreatic

NET (pNET) 2:1

Studx Endpoints
Primary per
cohort:

Progression-free
Cabozantinib [ESuM ::gn:iiv:l(PFS) by
i inde
S0mg dally independent

central review

Open-label + Secondary per
Placebo Cabozantinib cohort:
dail = * : Overall survival
: PD* — 60 mg daily - Ob]ectlve

response rate
= = o * Unblinding and crossover allowed after - Safety and
Key inclusion criteria: confirmation of PD by central radiology tolerability

= Well- to moderately differentiated NET, grades 1-3
- Disease progression by RECIST within 12 months prier to

review

randomization
+ Progression or intolerance of at least 1 prior FDA-approved systemic Stratification factors:
therapy, not including somatostatin analogs (SSA) + epNET: Concurrent SSA & Primary site
» Includes everolimus, sunitinib, or Lu-177 dotatate for pNET g‘;ﬁi‘;;x:;“mwn vs: non-midgut
» Includes everolimus for lung NET . "
» Includes everclimus or Lu-177 dotatate for GI-NET *. [PNET:Concurrant S3A°H; Prior sunftinit
+ Concurrent SSA allowed provided stable dose for 2 2 mo

O ANEHEA

- F8 A7+

- 184 o]

- YA EmE dolde & EaHAY 1 A= Eshd(grade 1-3) A% ) 2 AR AW
EH] FF 3=z}

- 3 7HA o]/Fe] FDARRH dd ARU(LvEZBY FAH A9, g NETS 4-¢ oH =27
2, FUEY =& ZHE "Lu ZeHEH 0| E, #H NETO| 7% duwZgf2, 9148 NET 79 o
2YF2 == FHE "Lu EEEHCE)S Fowe F Ao JAPHAYAY, BUH LR A3 A=
g 8% APl d= FA
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- A7 AR

<epNET>

- A" TSR FHEIIEE 66.041(28-8641) vs. #1°F 66.041(30-82A41), <44 1058 (51.7%), =<l 1707
(83.7%), ECOG 0~1 99.0%

CFFEA O E F9 68.5%FHEFEIY 63.4% vs. S 78.3%), BIAE FIEAol= FoF 18.2%(FFK
ZHEI'Y 19.4% vs. 9°F 15.9%), pNET 3.4%(Z}RZHEIY 3.0% vs. $JoF 4.3%)

*HTE WA 79

7 B3 QA F 2= 2A 325%CFFRAEIY 27.6% vs. 919F 42.0%), #H 19.2%(FFEZEIY
20.1% vs. $19F 17.4%). 71 9] 7|eF v AR &S T sidstes S o Ao F

2 ARRE G TolA U BkS(LeiAA g AARE 16% vs 9IF 2.9%)
ik

T
7HE e H(n=134) 9] 2Hn=69)
TRILRAA d2 AEE 63(47%) 28(41%)
1-Z%/=/71 et ‘l‘/\lﬂzl g i 67(50%) 38(55%)

- Grade 1 25.6%(Z} R ZEIY 27.6% vs. ¢k 21.7%), Grade 2 66.0%(FtRZEIY 64.2% vs. ek 70.0%)

- Well differentiated 88.2%(7}2.ZFEl'd 88.1% vs. 1<F 88.4%), Moderately differentiated 5.4%(7}=2.%k
Eld 4.5% vs. ¢k 7.2%)

-0l WAL B Sl T 2.0



- ol A Fzolg
- RE AW EYFAGIRIEY 72%, T 64%)¢F Lu ZEHOE RAGIERAEY 60%, 9ok
T 59%). FUEILYEIRZEY 3%, 9 ek 1.4%)
- AutE2EE §AA] B8 B 69.0%FFRZEY 68.7% vs. 919k 70.0%)
& 3A100%)7F Hol ol thrt 33El ool Hol RH9E A AJSFHEZIEd 58%,

ook 54%, pNET)

<pNET>
- A" TR ZHEZEE 59.5M1(29-794]) vs. 91k 64.041(39-79A41), 4 4078(42.1%), W< 797

(83.2%), ECOG 0~1 99.0%

- DNET 96.8%(ZFRAEI] 96.9% vs. 919F 96.8%), epNET 3.2%(7} R eI 3.1% vs. 91<F 3.2%)
*ITE QujA 3%

- Well differentiated 93.7%(Z}FEZFEIY 92.2% vs. 1<k 96.8%), Moderately differentiated 4.2%(7} 12 %+
Bl 6.3% vs. $1¢F 0%)

- Grade 1 22.1%(FTREFEIG 21.9% vs. 91<F 22.6%), Grade 2 61.1%(F+EZEIF 60.9% vs. 21<F 61.3%)

colA AAQR B 34 Sk FHEFEY 3.0(0-8) vs. f1eF 2.0(1-7)

- ol A Fol: YIRE o Ze FAFLEZEY 80%, 9T 81%)9F Lu-177 EHO|E Fo(FlRzt
Bl 59%, 1ok 58%). FUEIHFHRZEE 27%, #1F 23%)

- ANtEZAEE FAN B 8T o] 54.7%FRFEY 54.7% vs. 91 ¢F 54.8%)

YRR 247 Aol HFHRZEIY 98%, 91k 94%)ol AL, Mol B MFE= 14, 270, 3T 2t
- AFB]E(27~38%).

@ FoUH

- A Bs 8 BV SA A AMA AEHoRE Fo, fokr e FERgo] A
st 7HR GBI Fo THs(E

- ZlRZE EE 9ok 60 mg qd20 mg 3%) 1577]1(28%) HH 0w AT Eo]

- ZHEZEY &% A o] dkgo mE Fo AA/LAN TE F IHF A -1 8FOoE Fo A,
ZdEgd §For FAY B ASHFE s &8HA &5, HAF ATET A5 Fo 7 SEH
Dose Level Cabozantinib/Placebo
0 (starting level) 60 mg once daily
31 40 mg once daily
—2 20 mg once daily

® F&EA
<epNET>
- 1z} H7}1H<S=@BIRC7F H7F3E PES)
TR AEI G TS 8.4870€(95% Cl 7.46~12.4570 <), ¥ k2 3.987H2(95% CI 3.02~5.687/1 &)= B
T BAASE Fo& AolE B YMHR=0.38(95% CI 0.25~0.58), p <0.0001)

. . ) stratified HR($) & #))
7HE2E H(n=13) #12Hn=69 (95% C), p-value
event median event medan
PFS(95% CI) PFES(95% CD 0.38(0.25,0.58)
. 8.48 , 3.98 p<00001
7163%) (7.46, 12.45) 40058 (3.02, 568)




- AN @ATE H7FeE PES ¢ 7R AEIE 2 8.3870-4(95% CI 5.98~11.07704), 9]ofx& 3.2571€(95% CI
2.99~5. 4272 T FoA8 zelE B U(HR=0.41(95% CI 0.28~0.60), p <0.0001)

* epNET *epNET

: BIRCZ} E7tst PFSO| 7HE2t0t0|of I AR oL prSe| FHE 00| M
(Cutoff date : 20231 8% 24%, 2Kt 203QH (Cutoff date : 20231 8 24 =Xt 203Q

Phaceba 96D 32529954

Caboramtinb DAY 84807461245 038(025,058) <00001
Placebo 90 398002569

A H -
g 2 %
! 1 H B
%» 04— i
w R s i * ‘ o
P o N . S - !
01— I = 1
wdl=== g£= % " 0 5 5
T - T y r T T T : y T ;
H ; ] ; - s " 3 * 7 " 5 M
Number ofsubjects at risk Progression Free Survival(ont) Cabora . . . . .
——— " s 3 o " s ; f . s
Puctbo o " ’ 5 Y ! ! ' o 0 o . o
Fucsbo o » s ' o . . 0 . 0 .
o S 0O &FH = FloB k) o, O L 0] F]
A", AF, AE, ol o, 2ATH F3 T stHEA ZF PFS /A RS FLsHAl vERE

(2024.9.4 Data Cutoff) ®412 OS ¥4 A3}, 126712 OS Abzdo] BAYste], 7R ZEIYTFS] T% 0S
£ 2195704, flekrel S 0SSt 2247/0€ella, 9F Hl&HR)S 1.04095% CL 0.71, 1.52,
p=0.8443) A 5. A Al el fefollA FIRIAEIHO R wAF A s 28 (U1% ] A+

ol 1A B4 A1H(2023.8.24)00 4 2] S OS 4 Ael fARE 2HPLE BIS

- ORR
(BIRC7} #H7}3F ORR) 7FRZEIG T 5.2%PR 79, 95% CI 2.1~10.5%), 912k 0%(95% CI 0~5.2%)=
5.2%(95% CI 1.5~9.0%, p 0.0524)¢] ORR =}o]7} #&E 2. 7FEZEIG T2 PRS APE 7389 Al
Hol g Atoll A F-2F 9l g e w7 9] AlZE Fd g2 5.527] €(2.8~8.470 €)ool A&

- (N @A7F #7138 ORR) 7FRZEIG T 3.7%PR 59, 95% CI 1.2~8.5%), ¢k 1.4%(PR 19, 95% CI
0~7.8%)Z 2.3%(95% Cl -2.0~6.6%, p 0.3652)¢] ORR =}o]7} #ZEH YL 7FRZEIYTFS PRS 4d
g 5 AlFUSA A FRALEARE GEE7kA o] AZE FYEe 3.0271€(2.8~8.271 D)ol AL
Aokl 18 AP iAol A= 3.0971€(3.1~3.171 D)ol A&

* BIRCZ E7F2t ORR * AEA7E 71t ORR

Cabozantinib Placebo ‘Cabozantinib Placebo
(N=134) (N=69) (N=134) (N=69)
Subjects with measurable disease at baseline 133 (99%) 69 (100%) ‘Subjects with measurable disease at baseline 134 (100%) 69 (100%)
Subjects with only non-target lesion at baseline 1 (0-7%) 0 Subjects with baseline and at least one post-baseline sum of 109 (81%) 58 (84%)
Subjects with baseline and > 1 postbaseline sum of 111 (83%) 63 (91%) diameters
diameters Confirmed BOR®
Confirmed best overall response* Confirmed CR ° )
Confirmed CR o o Confirmed PR 5(3.7%) 1(1.4%)
Confirmed PR 7 (5.2%) ] SO 2 (61%) 27 (39%)
% 0%
sD 87 (65%) 37 (54%) = 2 (16%) L%
PD 15 (11%) 24 (35%) - -
Unable to evaluate 1(0.7%) 1(1.4%)
TUnable to evaluate 0 1(1.4%) —
Missing 24 (18%) 9 (13%)
Missing 25 (19%) 7 (10%)
No qualifying post-baseline assessments on or before PFS 24 (18%) 8 (12%)
No qualifying post-baseline assessments on or before 23 (17%) 6 (8.7°%) censoring or event date
PFS censoring or event date®
—— SD or non-CR/non-PD not meeting minimum criteria 0 1(L.4%)
SD or non-CR/non-PD not meeting minimum criteria 2 (1.5%) 1(1.4%) & 42 days) fodi vadotiization
(> 42 days) from randomization
4] \b. 05 5 {74 05
Confirmed ORR (CRAPR), 1 (04 Ere ) Confirmed ORR (CR+PR)", n (%) 5(3.7%) 1(1.4%)
59 %%, 8.5% %, 7.8%
95% CI (2.1%, 10.5%) (0.0%, 5.29%) Swdd (1.2%, Ri5%6), (0:0%, 7.8%)
Confirmed ORR treatment difference (95% CI)® 5.29% (1.5%, 9.0%) Confirmed ORR treatment difference (95% CI)' 2.3% (-2.0%, 6.6%)
p-value from stratified CMH test 60554 p-value from stratified CMH test 0.3652

- DOR(¥Fg 7]7b)
(BIRC7} ¥ 7}gF DOR) BIRC #H7}ollA &<2lH PRE AP 7IRZFIEIGT 7™ F 5
A8S AFPA I n=4) A3 S(n=1). BIRCY wWZE DOR ZYze KM FAHX=

o] o]F AH

26704l

o o



(95% CI 4.47~NEZN <), 37/0€, 6704 9 1270 FAbE vl&-2 2H7) 100.0%, 50.0% 2 25.0% %=

(A @A7F H71gk DOR) A @A B7kellAl glEl PR A @S 7tRE G 5% 2571 o] F A4
A& 435 A A w2 DOR Fake] KM =8 3= 10.7470 2 °1913195% CI 5.32~NE7} &),
ML, 671 #1271 FARE ¥l&2 7247 100.0%, 80.0% ¥ 20.0%% <. PRE @ ke 19

< 559714 & o] A=

SRS SRR BN vSH A%/ A

5 g dwnge ZsEgon 7
Qurnely fxast ABHololH RE AW YuRoAe) FEAL Hlar)s oo, o

Aoz A4 23el Jad 235 Hi=
- Y SHAAME AA A {FAR AAE BESAS A tiH FHEZIEE TolA o A
Baud Mg EstA BRad o FWHS(AST/ALT 571 ¥=2, AAL 1d8gt 9), 3-457 °]3&(d]

{pNET>
- 12 H7PA<FBIRCF 718 PFS): 7FRZEIYF2 13.83709(95% CI 8.87~16.9571¥), 9] oF2 4.47
MNEO5% CI 3.02~5.7571 )& 3+ 97 zo]& HUHR=0.23(95% CI 0.12~0.42), p <0.000D)
- NP7} H7HEE PFS: 7R ZEIG S 10.9770€(95% Cl 8.41~13.8670€), 1ok 3.0671€(95% CI
2.86~5.9171 )& #7F 594 xo]E H<(HR=0.2995% CI 0.16~0.52), p <0.0001)
A, AF, A4, o)d 8¥, =t §3 T HUEA A7 PFS A F4E 5YsA YErd

* BIRCZ} H7tst PFSQ| ZHE2t00|0f M * N|[QX7F "HIEst prse| ZHE2totojof M
(Cutoff date : 2023 8¥ 249, Xt 95) (Cutoff date : 20231 8% 24¢, 2Kt 95)

'
rrrrrrr h Placebo




- 22 B S

- 0S

(2024.9.4 Data Cutoff) 42 OS &4 A=, 46719 OS Abrdo] A3t OS2 7h&e-njolo] FA |
F%e FIRZEI G ol A 40.0870 €, f1efwtolA 3L117 el e, $1F HIE(HR)S 1.11(0.59, 2.09,
p=00.74171)RA <. =4 AlFo| St A 7IRFE GO R WAFAT S 14%H(A5%)0] A

- ORR

(BIRC7} H7}3F ORR) 7R AEIYT 18.8%(PR 129, 95% CI 10.1~30.5%), 1k 0%(95% ClI 0~11.2%)=
18.8%(95% CI 9.2~28.3%, p 0.0115<] ORR zto]7} #HH AL, 7R FE G PRS AAS 129 9
A @A A T2 g RE 9hg7EA o] AT T a2 5.7871€(2.8~8.771 €)=

(N@A7F 7k ORR) 7FRAEIY T 7.8%PR 53, 95% Cl 2.6~17.3%), 9ok 0%(95% Cl 0~11.2%)%
7.8%(95% CI 1.2~14.4%, p 0.1218)2] ORR Ato]7} #ZAEHAS. 7IEZJEI G PRE A 552 A

DA A T2 A 8 wES7kA o] AE T4k 54570 2(3.0~6.270 €)ool =

z BIrS + NERF I
BIRC7t E7tet ORR AlFA7E E7ket ORR
Cabozantinib Placebo ‘Cabozantinib Placebo
(N=64) (N=31) (N=64) N=31)
Subjects with measurable disease at baseline 64 (100%) 31 (100%) Subjects with measurable disease at baseline 64 (100%) 31 (100%)
= 3 ; Subjects with only non-target t baseli 0 0
Subjects with baseline and at least one post-baseline sum of 56 (88%) 29 (94%) SISEAS L QN oY IEEL P oR AL pase e
diameters sSubjects with no disease at baseline [ 0
Confirmed best overall response* S}xbj_ccts with bascline and at least one post-bascline sum 54 (84%) 29 (94%)
o
Confirmed CR 0 0 Confirmed BOR
Confirmed PR 12 (19%) 0 Confirmed CR. 0 0
SD 39 (61%) 17 (55%) Confirmed PR 5(7.8%) 0
PD 5(7.8%) 12 (39%) SD 45 (70%) 13 (42%)
Unable to evaluate 0 0 PD 6 (9.4%) 16 (52%)
Missing 3 (13%) 2(6:5%) Unable to evaluate 0 o
No qualifying post-baseline assessments on or before PFS 8(13%) 2(6.5%) Missing B35 24639
censoring or event date® No qualifying post-baseline assessments on or before 8 (13%) 2 (6.5%)
= PFS censoring or event date
Confirmed ORR (CR+PR)S, n (%) 12 (19%) 0.0 (0.0%)
Confirmed ORR (CR+PR)®, n (%) 5(7.8%) 0.0 (0.0%)
59, %, 30.5% .0%, 11.2%
Dol (10-1%, 30-3%) (0.0% 11.2%) 95% CI (2.6%, 17.3%) (0.0%, 11.2%)
e 5 @ . %
Confirmed ORR treatment difference (95% CI) 18.8% (9.2%, 28.3%) Confirmed ORR treatment difference (95% CIF 7.8% (1.2%, 14.4%)
p-value from stratified CMH test 0.0115 p-valuc from stratificd CMH test 0.1218

- DOR(¥HS- 7]7H)

(BRC7} #7}gk DOR) BIRC H7FellA &l® PRES H @3 7HHZLE
8s AAYUA N5 AEFn=D. BRCol @& DOR F4#el KM
(95% CI 5.78~NE7N€), 370 €, 671

ol
=

FAA = 11207 L)AL

1270 FAbe vl&2 2H2E 100.0%, 88.9% X 32.4% A+

(N@A7F B7FgE DOR) Al@AF 7oAl glel PRE AAS 71EZEET 58 F 49o] o] AW

PE A5 A@A ] @& DOR Sk KM F44
2zt 100.0%, 80.0%, 60.0%

3N, 6714,

1271¢ %

18704 Ak W&

=i}
=

16.5971 € 2] 1 31(95% CI 5.55~NE7H-4),
30.0% %A=




@ A
- ol dAEelA AQdE THEAEE kA ZEubdst AL U% Aoz HA AE,
SAE, 2355 AE ¥A W= fof tiv] 7HEAEY FoAA A #EH
epNET pNET epNET+pNET
oo | PR [ | REER [, | Evde v
N=132 N-o7 N=63 Nl N-15 N-227

AE 1320000 | 671000 | 63100) | 31000 | 195(100) | 227(100)
Related AE 130098) | 56(84) 62(98) 2684) | 192098) | 224(99)
SAE 58(44) 27(40) 29(46) 7(23) 87(45) | 102(45)
Related SAE 38(29) 142D 2337) 26.5) 613D 65(29)
3/4% 3 AE 89(67) 26(39) 46(73) 1445 | 13569) | 156(69)
Related G3/4 AE 78(59) 18(27) 41(65) 7(23) 1196D | 13359
55 AE 96.8) 5(7.5) 0 0 9(4.6) 10(4.4)
Related G5 AE 4(3.0) 1(1.5) 0 0 42.1) 5(2.2)

- V4 &3 AE(=20%)

(epNET) 7}HZE|G T4 ¢ 7R}
=271 4 A3 5 A

(pPNET) 7FRZFEI oA fofr it dAN =) &2

=13

- A W

il

A

°of& ¥ AE(=20%)

- (epNET, epNET) 7}EZHEIG oA ekt HANIErF ¥ AEE AST
A8 1E
- 3/4%F AECA%)
- (epNET) 7FEZEIGFolA fobrr SN Er}L & AEE 1dsh 9=
- (pPNET) 7}RZLEIG oA kRt #ARNEYL =2 AE= 18¢, 9=

4 27 o4 FFFPPE FED)

A epNET 23 E % 858(FFRAAE YT 58
T 219, Slok 8]

- (epNET) Al@A7E Al erst #dd Aoz 33 555
Y X852 wx A3 YekFo AduaA 195,
A, Gl 2d R FAE 2 19, Slekzel A Ay 19y

Al

R

T} H& AEE I E, AST &7}, AAL

%, Sk 27%) 2 pNET 3 E

QF, ALT

AE= Y&, AST &7k ALT 37k AAF 31 1 gst

=7k IZ, ALT 571,

% 298 (FLEZE]

AEE= 7HRZMEIE T 49G.0%) 2 7Rz
5%l A EA 5 FHRIEI DTN AAA,
14

- (DNET) 555 AEE A3 ANENdA7E i+
- SAE
- (epNET) 7FREZEIE T 2 QoA BARET =2 AEE 18%, 55, AA 2 FE
- (PNET) 7FEZE T 9 oA TANEY 52 AEE 7 E, AHdF, Adaxs: 2 79, &%
= &
- & #d SAE
- (epNET) 7HEZEI G 2 Y FFolA TN ET =& AEE n8Y
- (PNET) 7FRZIEIGF D YofrolA AN Er} 5 A TE



A=,

- AA AE

(epNET) IR ZEIET 64% vs. 1<k 40
(PNET) ZFEZEID T 67% vs. 91T 48%

- 3l4s+ AE

(epNET) 7FRZEIH T 27% vs. 1< 6.0%
(PNET) 7FRZEId T 25% vs. 9ok 13%

- AA AE

(epNET) 7}RZHEId 3.8% vs. Sloka 1.5%
(PNET) 7}2ZEId 7 19% vs. SloF 3.2%

- 3l4s+ AE

(epNET) 7}RZHEId 3.0% vs. SIoka 1.5%
(PNET) 7FREld 7 11% vs. S0kt 0%

- ZA AE

(epNET) 7}RZHEI T 9.1% vs. 91F 7.5%
(PNET) 7H2EIZ 6.3% vs. 912k 3.2%

- 3/45H AE

(epNET) 7}HZHEIdT 5.3% vs. 91eFT 7.5%
(NET) 7FRAE Y 4.8% vs. 91k 0%

6.5.3. H1& 4 9444 & (Non-pivotal studies) (412F5t &)

. AP S

6.5.4. 71EFY A & (Supportive studies) (A1 oFst o %)

o« AIAG Qe

655. 17} o149 AFAA & A2EH BIA (W )

o« NI Qe

65.6. NBZ A thdt EIA(CID 53.6) (At a2

h=4
¢« NPT S

657. &4 Ao i 2o & 2E

e old Az F WY o]

2 pREAY $0 4

=
(NET) AZWER % @A ez 7MRIAEFS T &

0.23(95% CI 0.12, 0.42), p <0.0001]

Z E3le(grade 1-3) A& <(epNET) 2 A+
Hrrek FAL A, olewErHE,
HoF thzx, 34 AIE< CABINET AlEolA 7hRAEIG ] X5ad= 9o T thHl oA A=
PFSZ U4Z= 3 slepNET 22l 4 -$ HR 0.38(95% CI 0.25, 0.58), p <0.0001, pNET ##}¢] - HR



65.8. StAA Ao Uig 8 4 A&

6.6.

6.7.

A DGANFCABINED A &l Aat= o] ddsclA & ‘i%l 7}E7<PE1‘EH “é =z
A3t dA sl om MutH oz HdA| AE, SAE, =3

A=A BEHAE. epNET 84 tido = 7tRIEd & —Eroﬁ}"i% UH ek v 7}%} %5& AE
(=20%)= =, AST &7 A, 8¢, ALT %7} 4 g4 5
20%)2 AST Z7F, 9 &, ALT 37k A4 9 3¥8to|d=. pNET &=
stle W floF ol 7P &7 AR(=20%)= -IJE AST %7}, ALT 27}, 4 /\} ELTASS o5 KR A 3
&3 ADR(=220%)2 I =2, ALT Z7F AST S7F AA & nd8do|dls. AU o ddtsoez 118
QF, AWl o T3 HAAMAHA AMg 9 QT 9F PUEHHSHES R

Folmol A FAEC] o Zs7bE AR FoAAR T ANk Fo| FHo= Y 14130]

£gso} 9g

o
=

659. 4 4-9184 FIHCID 256) (ekat s
3l

JAcs

JVnAE

A e

3ol g AAze A
LVEA2EE FAAE A LSt o™ = A BVt =4 94
e oA 1x2 Bid AR AANENFTUHEepNED 2 A AAWEHFHENED i g
PIAE ARZA Fa2 AP T HolAY AAWEM FF A ot 3 1x4(A021602,
CABINET) A& A&39 <
(FEA) AvfESEE FAAE AL /1A o) Hal N8 & FAWPF/HEAEs =5 2
ol H3g 71zl FAe] diste] o] <k A Z|UENEDL] o o,
(PNED)2] HAE s 43848 =5 Ao AAUERIZ gl o
=N
Th YA =5 ol NET AtolA f1¢k div] 7lREde e X8 &3E PFS 7|4
S B3 9423898, epNET #29] A9 HR 0.38(95% CI 0.25, 0.58), p <0.0001, pNET %z}o] 7
HR 0.23(95% CI 0.12, 0.42), p <0.0001]8}% o™, A, AF, A4, o|xd 8, 2Asd F3 &
o3k SRl FLEA A FAE BHY 9IS 9 TS BIE £33 epNET-S At
o7 FAHA ZhREIdo] 9oF thel $-=3% PFS /HAS B 9 EE &9 PFS £
A= HRe| 1v|wto & JEhY, PFS 8 243 d#A4dS Bys
22 749l OS= pNET % epNET =F tix7 tiv] AgolA #od o]l Bz =] ekgk
on, 3t B4 AFHElE A LZ 2023.8.24) E o|F Hulo]EH (HolHALZ 2024.94) A=7}
AzHdom F A7 25 FASHA OSel ek #eF dinl 7tRzE g Wt ol HolA ¢

2
=
1)
fo
oL
o
i
flo
)
o
X0

o

o}o.
(843 & DA FAA ﬂ"d% A= ol Y-Sl 1 Je 7HEZEG ) A =9 d
dAsk e © AE, SAE, 23“% g s E flof iv] 7HRZEY Fol Al H



7. =2 AISE &oll 2ot =

e A=

8. T FAM Z2te| H|WAE I ol AEFS

« 7187k FBHEAFDIT ST vuE AR

i
o

H



[ 2] f3iAd &2 AY 89

[ F5 718
ol PAl 58] ok(F) &7hd
E] A~ XA] ]| ol -
APz ;ﬁ:ﬂ] HeA 20, 40, 604 *ﬁ“;:?,i?j v7.0 (2026.01.14.)
 FtEvgag20de 19 o oF 14(8320mg) & FFRIEY
(S)-EAHE 2534mg (FFEZLEIH o2 A 20 2] 1 H)
am g gy | TEHESA0NTD ¢ ol o 13 (1664mg) T SPRAEY
(S)-H4HA 50.69mg (FFEFEIG o2 A 4082 1)
- ZHRWE 2A60 Bl 19 ¢ o] oF 1%H(249.6mg) F 7HEAE
(S)-Z1td 76.03mg (FHEEH 02 A 60 e 1)
1) AAAEL A=
(1) olxel VEGF(Vascular endothelial growth factor) 3*2% 8
0% AE We Ao Y AW AFAMZY BANAY ©E
2y
(2) A& A-AZG gAY 12t A B2A UEFHFHY
R
2) A ZSE] A5 o] A HOE X8 B2 Ho| &
A Ee] A&
E5-ET ) BEgAge A=
oo VEGF 889 X85 w2 Fo] JdAY, N5 T AW
o] XA, YAY 2= QHRAD sl HdstA AU =
A% =4 A s HolA I ADTC) SHAfol A
o w=ay
4) 07 WEN FFY A=
AntE22EE fAAIE ALEA o Ao AAAWE we A
of glE WAl BilEE Fh APH =& dolye] nER 23
H A AAWERZFTEEpNET) 2 AF AANWEBFTY
(pNET)




Qs @8 ZA L

SFE ZHAAY

171 &

1

K 10
0 o=
KO =
H L
op Kl
o ~ K o
A i ol .
1} pis ol
ixH xR ol
o ° I K U0
o0 T
bo o .
= i oo ™
M H Mu ﬂ/u K
il % ilE
O_l 0 N
o o o ol
o 5 Wrﬂ =)
X = —
by = ° 32
- U
[ J ) | I.._A| _2
w0 J[
g 8
—EI _w#ll A_._._ I[e}
vz o0 1o
e o 0
Tl iy = X o
Ho & No . No T N il Hid
T K & ;#u mo ok e L o Lo
I S~ A - T Ol
W e R o W o | = To M o | B o
Ro e ® @R Y oA o o an| 9 T
FaF BN Zo N | ma| N =
e o o 0 o o _ o o e o o o [39) I . e

= -

=~

al

o| A}

—
—

)



