€l

#27411 REHFMICAVBRERRABROME
) B 1 .‘ ‘. e EfE R B
HERE 5 e FSESS RBIEORE - AR e 22 S VERRAT et G B © PR AR © " ST ERE S
W E O
s RCCBEHEFHME L LB
XL184-308 %348 VEGFR-TKI |2 L% - &&| (F24]) 60 mg i< FRHFIE : 331 7 2013428 A8 B 173 g% FFih
FrdhMb RREBICHE L, UsA (BEH) 10mg% 1H1 =~ AAB:32206 ~20164E10H2 (425 » 5.3.5.1-1
IEEH WA A 5T EfEO#YS GEAERE) =} =) CSR
FEH PR RCC &
A031203 2 EHRFEEOR O, AH (FEA) 60mg 2 1 A 1B AFIBE - 78 f w37 A 7R Bali
FuA Nt RERETHE RS BoEsS GER®RS) A =F =T 72 4 H~201741A (K [E) 5.3.5.1-2
FHEM #HTHRCCEH - R=F=7(h7E/NLH])S50mg 13 H CSR
FEH R 1A 1EEOES (6 @MY
A 7T 4R EE% 2 BFEA
E)
HAEARCCEEZxEL LLRR
Cabozantinib-2001 %5 2 4@ VEGFR-TKI (2 1% - F#| (A 60mgx 1 B 1E 35 2017 12 A 13 19 fEgk A
FEH B RICHEE L, ROy GEAEL) H~2018 4F 10 =E:) 5.3.5.2-1
HEE H A NEETT RCC & A 23 H CSR
#
AARANBEESABEE SR E LR
XL184-014 & 148 AR IR LT S R OB BR 2011 £ 3 B 28 2 fEak FHAm
IEEH IO TEERFEED - R (B 7EAE] (40, 60, 23 {1 H~201543H (A#) 5.3.5.4-1
2 T 4 RUVHAEAOMEITIE 80 mg) ULEEA (40, 60mg) ) #EAIO RP2D (0mg) B CSR
K g # 5. NiFEEAERTLAE FIHAIRBEAREERRE) 2EREL-ERE
T A B NSCLC Jk A3 1 # 26 {1

- ARAH (BEAR) 60mg Z 1 H 1 [A
T A&S GEA#RE)

CSR : ¥IG8E& &, NSCLC : FE/vRafififE, OS : £4AFEHE. RCC : BMAEmE, RP2D : F 2 AR CoOHEA R, VEGFR-TKI : MENEMRMEEFZEREF o> o3 —EREH
a BEREMHEECHERASNLESREORTICEFE R, ERTETRTOIRYF »Fo7EHEABEBELERE TRT L,

b XL184-014 RERTit, AEEEMOERE (23 fl) RUEER O RP2D (60 mg) #3#%5 L7-#ERE (26 )

OWERE 206) OEFH] ©2 o0HEANCEEET —F BT LI,
c MAIOWREOBTHEA ML OS QBN OT —FH v b4 7 HET (XL184-308 i) | BAOFEBREOBEHFA DS OS OFTOT —F > bA 7 BET (A031203 RE) . EHOH

BREORERGEA~CSROT—#H v M4 7 H

[ E#EE 0 R 60 mg 28— hOFEERE (6 ) KTUNSCLC LR aH— k

(Cabozantinib-2001 #B) | BAOWEBEDO AL V—=v 7BBEA P LREOWERE OREIFMA £ T (XL184-014 #Br) .
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F2741-2 BHEFEEHBRFSEMAV-HROBE

ABRE S

T —2 ¥ v b

e RET VA *F 5 BRI AE - A& ® (EEHELRVEERAEEESR)
AR E S E (H) e =y —
ERRCEN
XL184-001 FZ o HLFEER MTCBEOHSER HXESAFrIa2—1L 85 {51 20.ﬂ5|H . H
K E AREE e FEE  AEOEITHEOBMEE - A&A R R AN HGED 0.064~1.02mg/kg (ZA—
5B mRE 1~5) ZHE#HS L721#% 3 BREWE, T, 181
[ 5 BTG Li-t, 9 HRFERIE
CARA (R RV ADEAD 2.05~9.22mgkg (ZF— 6
~9) & 1 H 1S5 BFE#ES L%k, 9 BREIRSE
HEAHEGEARA V2 —
CAHD (R BAANDERAD 140mg (=A— b 10) XX
212mg (mA—h11) 18 1[EHEE
CHBH (B TEAED) 140mg (AFE— R 12 BTN99) X
1£200mg (ZA—1F13) 1 H 1 EES
XL184-008 FER2AHEEH — RCC, DTC CHBH (B TEAFD) 140mg 1R 1 EEE 40 {51 20lﬁilﬁ . H
K= = AW E a7 F L ($EA]) 4mg % Day 112 1 [E], Day 22
EEN 2 1 [ DE 2 [E
B 2 FEEAER
XL184-201 H7 o HakIEERE  GB AR EA (T EAAD Momg A1 HLEERS 222 1 20.£E|H l H
K E o CBEERWRCHE A% (H7ELE) 100mgZ 1 H I
m# 5
XL184-203 RDT # B CRPC. 5P HLHE, CAH (BT EAKD) 100mg 2 1B 1ERE (LT 526 f ) B3 Bl E
AKE, fh 4 » = NSCLC, HCC, i, FLk#licrZ8R %41 H 1REEE)
MBC. H¥ . GEI ¥,
SCLC, Wi
YR S OF CRPC @ CRPC, BFHLHE CAE (B TEAED) 100 XX 40mg & 1 B 1EEES 205 4 ) ES B [

E G N (VN
g
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£2741-2 BHERIRSHBHESEMCAVHABROME (KS)

ABRE S

T —2 ¥ v b

e RERT A FSES eBEORE - A& " (FEFRERUVEELRGEEFS)
BRI (o) - B T
XL184-205 Fr 7 LMEIEERE  GB N i) AR EE R 19 f] ) Ed Kl E
KE, HFH L UA R CAF (B FEAAD) 20mg & 1 B 1 EREA S
CAEl (A 7EVAD 60mg & 1 H 1 ELREH RS
CAFA (T EAH) 100mg A 1A 1 2 EEEE%,
FH (B 7EALA]) 40mgZ 1 B 1 [ELEAERS
CAHF ChTEAAED) 100mg & 1 B 1E 3AERES
A e PR 3
5 3 SR
XL184-301 Sy X MMET TR MTC S X AEIF2 AHIBE - i B3 Bl ER
KE, EU, {8 » = W _EEM CRFNBE AR BT EAAFD 140mgE 1 H RS 214 41,
bl R IR 7 EARE 1R EES 7T TR
109 i
XL184-306 Fv X MEZEEMR CRPC G X B NETENE. B3 Bl B
KE, fh3 »E AHlvs T F¥H b AR ARA (FEA) 60mg A 1 H 1 [E#RS RO M BEE: 57 4
1 +prednisone H#E by IERAREEIBEILICRE (BRK10
#A B [COMET-2] []) +#% O prednisone 77 AR % 1 B 2 E#& 5
B S bRV CAR (12mgm?) #3BIL
25 (K10 [B) +#% 0 prednisone (5mg) # 1 A
2R R UOERA T ZERE 1 H 1 RS
XL184-307 FryHFrE"HEE® CRPC T AEFHE2 ] AN zolﬁil A . H
#[E, EU, fth2 % AH| vs prednisone bt CARHIEE  AREl (BEAD 60mg 2 1 H 1 BIESHRED 681 1,
ek [COMET-1] prednisone 7' 7 R A& 1 B 2 A5 prednisone
- prednisone # : £ 1 prednisone (Smg) % 1 B 2 B 5 # : 342 f
+AH 7 EARE 1A 1 E#EE
XL184-309 Zo A4 ML EER HCC S X B2 ] AHIBE - 3 B3 Bl E
KE, EU, fh8 » E 7 Z & R LR CAFIEE  AFH BER) 60mg &z 1 H 1 [EIEL 509 {1,
B [CELESTIAL] TR ST ERE 1R EERE 75w REE
261 i
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£2741-2 BHERIRSHBHESEMCAVHABROME (KS)

T —2 ¥ v b

R e ; . .
i e RETHFA *F 5 BEBREOHE - H& " (HEFGERUOEELRHFERS)
PRSEiE (o) NP F—4 7 A7 B
XL184-401 Fo A ME_EEHR MITC TN AR 125 {31 ' B3 Bl R
A=A RZ VT fhgn B CARF (AT EAHF) 140mg RO T €A (BEF)) % 1
H1EEE

CHA (BEAD 60mg RUNT TR (0TS EAAD) E 1

H1[E#&S

CRPC : EBHEHFMERT ARG, DTC : LB BRRE., EU : BINES . GB : #REFMAIE, GEJ : B B4, HCC : FFHIMEE. MBC : B5# 28+ 3. MTC : FRIRBEREME . NSCLC :

e/ HARAREE . RCC : SHEMaME, RDT: 5> & Abig ik, SCLC : /R i

XL184-308 RERIZOWTIE, #£274.1-1 28R

2 WREMHEECEASNEERBOERICHEFR R, ERNTRTATOIRY L F=TEHB2 BHEEER CRT L,
b HFEMRITCIE, AFOREEZZ T EREOLENRE Lz,

c MR EH ~OBITHRET LEEAfERLE,

d XL184-401 REpDREMT -2 07— n v b4 7 AR 20 =] 5 P rocsa.
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274 BERMREH HKEERIZHAR
XL184

274112 2O AE
FHEE R T 5 4 3R ER (VSO RCC BF Zxtg & Lol (XL184-308 s 2 1Y A031203
AER) . BAARCC BE & %4 L L7=idBR (Cabozantinib-2001 7&5x) | A A A[EF S A BE
Rg L UimiBR (XL184-014 iER) 1 THW=ZEMOHli k4 LA FicR L7,

(1) BEER

AEBRERLLIIRBREN RS SNEHBEICELZ LD HFE LI VWER EOTE L
ThHY, LT L HIERERS UIBRBMNE OREBRAA LML OO ERTHO TR
R, DEVAHEEES LT, ERL RELZED) MESILZBICEZS, oS IT
F L2, NEERLZ2WEE (BEMICRES 2ol EORT 2 5T) | ERE
LIFRROZ ETH Y, YiZEEL (BRELET) LORREBEFROFEIIM DIV,

BEFZIE, FCBE L EERORFOEFIREOEBENREEND,

X1.184-308 iBE CTlx, AIERS L &G T ILIER 30 B E TOMMICBIA LA EESR %
I 4E L 7=, Cabozantinib-2001 75 CILREIEBE) O & & 5% 30 B £ TRIIHBREO 25N
PARRBALERE O VTR WA E COMMICHE LA EEREUUE L7, XL184-014 K
B CIERIERE NS HEPIERER 30 HE CTCOHMICRBE L-AEEELZNE L. - L,
WTFHORBTHIERE CUIRBRFIR) toRREEREASECEARVEELFERERIIO
W, BEEPIERE IR ER GNP B30 HA A THRBE LEFRICOVWTHIE L, F
72, XL184-308 7t/ K U} Cabozantinib-2001 &k Tld, AEHIM T O+ < TOIET L OFERIZ
DONWTIE LTz, AEFGOFMIL. BICERERSZICEALZAEFSL (TEAE) &L
T, IEREOPEIFE G055 R IERER 30 HE TUIRKEGHI0F ETICRHE LT
EEG LML,

A031203 B I KEE LS ABFZERT (NCD AR~ 2 77 4 (CTEP) EE DK
BB THDLZ D0, LRO—NREETEIRRLIIR LRI FEEZRAVWTHEERLLZIE
Lic, PRISHHAAEFEFRLE LN OREFR (T 7 =073/ T A7 =5 —EHIN,
TANRZEUEBET I N7 A7 o7 —8B8M, P ULe s 8imn, FE, OER QT IE
F. B9, miE, PEZ, AP EREGRD . FE - RIER IR TR SIE R & O/ MRERD)
BEEFRL, N—ATA UEEEREREOREY A 7L (6#M) L ICHEBEOF L VEE
FEAINE LT, ZRMEOFFT T, Zho0FAEFSEL NEREMEHFICRE L-AHEE
%t [solicited adverse events (AEs) ] | & LT, HEMNLRHREIZL--TIEL-ZOMMOFE
$%: (unsolicited AEs) & [IXFIL CHEF L7, Grade3 UL EOHEHEFSRILIT TR 52
L b U775, Grade 2 LLTF @ unsolicited AEs |2 2WTCiL, IFME L R EBEEITETE o0
EIRBREALER X IXIEBR O HERIC L 0 I S -E e 0 h5 e Ha & Lz, A031203 i
BRClE, ~— AT A L LREIZHT 72 IC Rl £ 4172 solicited AEs & L < [XEAEE B L7
solicited AEs, & Cycle 1 LAFEIZFE B L 7= unsolicited AEs % TEAE * E#f& L. FIZ@EIEE
M5B IEER 30 B £ TICRB L7- TEAE Z5Ff L 7=,

AEREGL, EELAEAMERESRERELEFAGEE (MedDRA) 5 17.0 il (X1.184-308
B, A031203 R, XL184-014 ##r) K& UE 21.0 it (Cabozantinib-2001 #%k) Z M Ta
HEEA Tz, 12, NCI A EEGHLEMEHRLE (CTCAE) % 3.0 it (XL184-014 3Bk) | 55 4.0
Rl (XL184-308 3B, A031203 3dBE) M OV 4.03 il (Cabozantinib-2001 i48R) # AW THE
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274 BERMREH HKEERIZHAR
XL184

FEHOHEEREZFMEL7-, £7-. IEBRETEM IR OHEEMNPEEFTR EEREL OB
B HE Lz, R274HTIE, FFICREORWED, TEAEX#HEFSEE L TRLE,

(2) Event to Monitor (ETM)

X1184-308 7Bk, A031203 3452, Cabozantinib-2001 X5k K O\ 4 HLAI#% 5588k (DF&fEHT
7 —4#) Tl&, LAF % Eventto Monitor (LA T, ETM) & LCE®L, sgHliL7z, WThd
MedDRA E##F (SMQ) , MedDRA H:AGFE (PT) OF —U— FRFEEOEFINIHEE L
EREEEAEO -EEHWC, FEIMIZEENAAERFRELFELL, FEIMIZED
MedDRA PT % % 2.7.4.8-8 (2= L 7=,

Event to Monitor (ETM) HEAEE AL, AL, BB (1T | IERER R OVE g, itk <> k (Grade 3
LLE) | EhRmARNEA < b, EBIRE ONRE S REAREO AR <2 b Al
HWESUHE, SmE, &R, FE - ZEBFANTAIEER (PPES) . EHIR.
Al B EMAESE@RE (RPLS) . Rl QTIEE., Atk BHiAa HikkR
HEREAL 5E °

a Cabozantinib-2001 3.5 A

(3) ERERRE
X1.184-308 if#, Cabozantinib-2001 5% & O XL184-014 i5R Tlx, LLTF % & felf K AT
B2 L7, BRERMRE X EICPRAESE CRIE LA, BE ELERES (FEEE0
TR L) 1, A FERMERERE TRE L7-, BABAEEIZ. CTCAE % 3.0 il (XL184-014 3
%) . 5 4.0 il (XL184-308 ) 2 UV 4.03 il (Cabozantinib-2001 7&5%) 4 U THEAM L,
BRARAEIICIE & 2 DR RAMBE I TAEFS L LTl L,

ERAEBE AT A AMESER

R Rt TNT I, ANV L VLT FEr A=A wSFITL U h ]
UAh, FRUDL, VRA—F TIF—F, TIT=ZUT I/ T AT =T
(ALT) \ TASNSEUBRTI ) b7 2725—F (AST) . TAHD U 7+ A7
7 #—¥ (ALP) | #EU/E

iR FRI R F Bk B Ohor i (A ek#, U oSk |~ e vy, /MEEL, ~~ B2
Vv bk

RiRA REHR, 27 L7 F =t (UPCR)

DR R i RE i A B IRR A (TSH) |, A e (FT4)

EOMOREERE T, FRBOREREEFRLE,

F7-. REBR/ 7 L T7F =2 (UPCR) OFAMIZIZLL T O R#ELE -,

UPCR Grade 1 : 0.15~1.0 mg/mg UL (17.0~113.1 mg/mmol LA )
Grade 2 : 1.0 #~3.5 mg/mg LT (113.1 #~395.9 mg/mmol 2L F)
Grade 3 : 3.5 mg/mg &8 (395.9 mg/mmol #A)

UPCR=RER. 7 V7 F=k

WTFHNORBRTHLA YV —=2 780 UPCR 2 1 mg/mg UL FO#HERE 2 BEtE L Lz,

A031203 ABRTlE, BREBEZTHANICEE L7120, TOMBILEET — 42 X— A i
L7ednoTd-, HEEPICRIRE & 70 2 P RL R OF solicited AEs |ZR# 0 2 B R M E BRI, AF
FHELLTHE L,
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274 BERMREH HKEERIZHAR
XL184

4) "MLy A 2y, LDEHRUVMOEREER

XL184-308 5%, Cabozantinib-2001 75k & OF XL184-014 R Tl /341 Z /41 > [iLE,
DiR4 %, FEUZE (X1184-308 745k & TF Cabozantinib-2001 iABR O A4) | i) | KEEOULE
B ARE L, §Eh L7z, OERMBAIIEN /L 12 3F50EMMEA 2 F2 6 L, QT [N O FEl
TlEF72 QT WE & L T Fridericia £ 4 H\\ 2, BRERAICHEE & 72 5 L EMEEDFEO Hil
7256 1E (Fridericia 512 L A 1E QT Mg (QTcF) >500 msec, ~S— A 7 A inb O
>60 msec 72 ) | GBANT 2 BIOBE & FEhi U 3 [BIOEEE TFFEM L7=, 231 Z WA 0 (K
EROLERMICEET ABRNICHEE 2 REZHERS L L CHE L

A031203 BRERTlX, A Z VA > (MEERCIRE) % & TS & & OV E R O 7l 2
EMIRIC SN L7223, ZOREIIEKT — 7 ~— 2|25k Lieh o7z, BRNICIHEE 78D
AT AL & OF solicited AEs (ZBHE T 2234 Z L1 o FRFTA R OVLERORZE L, AEES
ELTHE L,

274113 REHORH

g5 RCC B 2t 5 & L7-ikBh (XL184-308 A5k M (8 A031203 #5#%) . HAR A RCC £
HFAaxtg L Lol (Cabozantinib-2001 86#) M OVH AR ANEES A BFE Zxt5 & Lol

(XL184-014 #&BR) TlEWTiLh, 1RBRIEE 1 [BILL B G S - iBRE & 2 MERET O X 4
E L. BT aiTolc, BFBROLZ MRS HAONRITER 2.74.1-1 IR LT,

X1184-308 iR T, MEBSEAFHIR (PFS) OFEMATEE (F—&% U v bA7H ;20154
SH22H) . &4&7FHH (0S) DKM (F—4% 3y 47 H 12015412 A 31 A)
B OV OS O BINENTERE (F—4Hh v A7 H 20164510 A 2 B) O3 3 [, Z2ME0f@%
FhE L7z, AR2.74HTIE, FFICERHORWIRD | ZEMEOREMENT & LT, 0S OENFEHT
BFDOFERZ R LT,

A031203 HBETIX, 2016 9 A 15 H (F—# Wy NATH) £TICRE LT —F &%)
SR RO A FhE L7z,

Cabozantinib-2001 %% TlE, 2018 510 A 23 A (F—#H > h4A7H) FTICNELET
— X R RICR MO RN A T LTz,

XL184-014 %, HEGIRFEN: (DLT) % #H4f L 72 H s #inE 0 NC & Kiff & (MTD)
Fo OV 2 HHERBR CooHElE & (RP2D) HEH OFLKEHMEH s bRk S iz, et ¢
I A R O PR E R ONEA O RP2D % 5 L 7= B E O 2 SO EMBNHE R 2R Lz,

E/o AERS O SEMAEN & LT, XL184-308 35 & U A031203 3RBR I F T, 51,
., AFER], {KE%|, Eastern Cooperative Oncology Group performance status (ECOG PS)
B, BIAEEEES] (A031203 EREZFR<) OMENT & Fhi L7,

Mo B 35 58RO OF S R Tk, MBS AR 5ER 11 B TARI A B L2 s AU IRE
3,017 il DL RMET — & 2GR LTz, DFEMEITICH WS8R RO S, RKAOHE, Z8
PEREHT T BB T —F h w b A7 B &£ 27412107 Lz, BEOZEETMTIE. A
OfFHFRIRHE, AFEES. AEA. B, EELRAEEFL, BEFILICE-T=FEFEEFLK
O'ETM DfENT#E SR 2R L7z,
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274 BERMREH HKEERIZHAR
XL184

2.7.41.2 ERTIRERR
27412185 DO RCCEEEZHFE LI-HAR
(1) XL184-308 :iEx

T AAMEENTZ 658 B0 D E, ARIOELE5% T2 331 IR =~<m ) AADOEE &5
T 72 322 {3l 2 e e AT ot 2 2] (Safety population) & L7z,

LEVEDORAEENE (F—2hy FA7H 12016410 A 2 H) TAAIFED 10.9% K K=
R AARED 2 5% EBRIEOE G Z{kEE L T IRBRER S ko 2B R T, #1T (PD)
KORRKRNEEThH -z, AFFRICLVIEREOR G EZ P L-HEREOFEITERART
13.0%, =<1l AAFET109% (XL184-308 il Integrated Summary of Safety Table 1.1 £
M) Thotz, HEMEOTRAEIAFHETI6E, =) AAHTI9OBETH-o7=, AR
B CIIAFI OGRS 60mg & L, 2 BEHEORE (40 K 20mg) #FH L, =<1
AAT10mg ZREHE L L, FETHERINT-HE - HEICESWTHEZITo 72, F
1 AEGEOFTIREIIAREE T43mg, =<2 ) AAHETImg THY, FARIHEOFIEIL
AFNIFET 71%., =<2 ) ARBET90% Tho7- (F£27413F8) |

AEFRZICLVBBRBEOHEZHE LK OFISIIARFFET 63.7%, =<l L AH
T248%ThH 0, FIEIOREE TCOHFE (FRiE) TEhETh 570 HET 625 HThH-T,
Flo, AEFELICLIVRREOHESL 2 BMEBE LI-#HREORSIL, AR T 245%, =
N AAFET19%THY, 2 BefEREE CoMM (FRiE) 22 1020 H X885
AToh-o7z (27481 KUE 27482 M) , AFEFRICLVIERELRFE L iRE O
B, AFIRET 74%, =0 U AAFET61%TH Y, FIEIOKEE TOMM (TRE) X
ZREN 420 HEWNS500 HCholz (£274835W) , 2L LT, AEHFRICLVIE
BRIED BT (HE UIRE) 21T lRE OF &1L, RAIBET80%., =<1 U LAARH
T63%Tholz (£274145H)

F 27413 AREBEOBZIRR (XL184-308 5E% : Safety population)

Cabozantinib Everolimus
N=331 N=322

Duration of exposure (weeks)®

Mean (SD) 48.86 (35.749) 29.74 (28.106)

Median (range) 36.29 (1.1 - 160.6) 19.07 (0.9 - 139.9)
Average daily dose (mg/day)®

Mean (SD) 43.25 (13.001) 8.32(1.917)

Median (range) 42.84 (13.2-69.3) 9.07(2.4-12.4)
Dose intensity (%)°

Mean (SD) 72.08 (21.669) 82.81(19.112)

Median (range) 71.40(22.0-115.5) 89.82 (23.9-100.1)

Abbreviation: SD=standard deviation.

a Duration of exposure=(date of decision to discontinue study treatment — date of first dose + 1)/7.

b Sum of doses received (mg)/duration of exposure (days).

¢ Cabozantinib arm: dose intensity=100*(average daily dose [mg/day]/assigned dose level [mg/day]). Everolimus arm: dose
intensity=100*(average daily dose [mg/day]/assigned dose level per investigator [mg/day]).

Source: XL184-308 3Bk  #IEH & H AT 2 Table 10
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274 BERMREH HKEERIZHAR
XL184

£2741-4 FEBRICEDBBREOHENE (BEXXIINKRE)
(XL184-308 iAE& : Safety population)

Cabozantinib Everolimus
N=331 N=322

Subjects with any dose modification due to adverse event, n (%) 266 (80) 204 (63)

Number of dose modifications due to adverse event

n 266 204

Mean (SD) 2.0 (0.75) 1.4 (0.53)

Median (range) 20(1-3) 1.0(1-3)
Median (range) time to first dose modification (days)® 41.0(2-532) 49.0 (5 - 878)
Median (range) time to second dose modification (days)® 61.0 (10 - 794) 64.0 (12 - 421)

Abbreviation: SD=standard deviation.

a Time to dose modification (reduction or interruption) is the arithmetic median among subjects with a dose modification (or with a
second dose modification) from first dose until first (or second) dose modification. For this summary, dosing records are excluded
where the dose level is higher than the most recent prior nonzero level.

Source: XL184-308 3Bk  #EIEH & H AT 2 Table 14

(2) A031203 HE&

T EMMEESNTZ ISTHIO S L AROERGE2Z T2 BHIRVCA=F =7 OF5%2%F7-
72 5 % Safety population & L7z,

T2y FA TR (201649 H 15 H) T, RAFED 13% K OA=F =T 3%0315
BRIEOE G ZfkRt L T, AEFRICIVIEREOR G AP I LIRS OFE& 3R A5
T21%, A=F =TT 2% Tho7- (27.6.13.2.1 THEMW) | B ODRE L, AFIRE
T65HH (HPH:02~287#H) | A=F =78 T314H (&H: :02~255%H) TH
D (EEFRICLAREHMME A =F =T HTHRESNZEET A 7V 2 L OREEH &
o) | ARIBETIIA=F =THORM 25 TH 7=, KRB TIEIAROREAEZ 60 mg &
L., 2BEfEEToRE (40 KU 20mg) #FAFLTZ, A=F=71350mg ZHEHAEL L, 2
BtfE £ ToofEia (37.5 LU 25 mg) AFFR Lic, FH 1 A5 &0 R LA AR T 50.3 mg,
A=F =TT 44 Tmg THY, AEBEOTREIT, WT O GH TS IEERERF
THE LTZRKARD 80% B Th o7 (£2741-58H)

AR CITEREOHRICET 27— 2 2B G A 7 LT ICRE LTz, HEREIC
B4 57 —ZIXRENTH- 7=, IBREOAREZRE LZHERE OFE IIAFEET 46%, =
=F=THT35% Tholz, £z, IRFREZRE L -#HRE OFIS I IAFHET 13%, A=F
=THETII% Th-oTo, RIEL LT, IBBREOHERHE (BESUIAKEE) 21T 2 RE O
EISIIAAET81%, A=T=THTI% ThoTz (£2741-6 BH)
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274 BBERMREMHE HKEERIZHAR
XL184

# 27415 ABRBREOBRZEIKR (A031203 iKE& : Safety population)

Cabozantinib Sunitinib
N=78 N=72

Duration of exposure (months)*

Mean (SD) 9.4(7.97) 5.7(5.44)

Median (range) 6.5(0.2,28.7) 3.1(0.2,25.5)
Average daily dose (mg/day)®

Mean (SD) 49.4(11.17) 43.7 (26.78)

Median (range) 50.3 (19.6, 61.5) 44.7 (1.7, 245.5%
Dose intensity (%)% 9

Mean (SD) 82.4 (18.62) 87.4 (53.56)

Median (range) 83.8 (32.6,102.6) 89.4 (3.4, 490.99

Abbreviations: qd=once daily; SD=standard deviation.

a Duration of exposure=(date of decision to discontinue study treatment — date of first dose + 1)/30.4375. For subjects still on study,
duration of exposure=(data cut-off date — date of first dose +1)/30.4375.

b Average daily dose=total doses received (mg)/sum of duration of exposure (days) for each cycle.

¢ Outliers likely arise from idiosyncrasies in data collection in the sunitinib arm. as dose data were collected by cycle: sunitinib was
administered qd for 4 weeks followed by a 2-week rest per cycle.

d Percent dose intensity of cabozantinib=100*(average daily dose mg/day)/(60 mg/day) and for sunitinib calculated as
100*(average daily dose mg/day)/(50 mg/day).

Source: A031203 B FIEHMEF Table 36

#2741-6 BBREOHERE (AEXIFIAZE) (A031203 i#HER : Safety population)

Cabozantinib Sunitinib
N=78 N=72
Subjects with any dose modification, n (%)* 63 (81) 55 (76)
Subjects with any dose reduction, n (%) 36 (46) 25 (35)
Subjects with any dose interruption, n (%) 57 (73) 51 (71)

a Dose modifications include reductions and interruptions.
Source: A031203 FRBR  FIEHEF Table 37

274122 BFRAARCC B2EFEXR & LB (Cabozantinib-2001 ;X E&)

AFN OG- 520 7= 35 il & Z 2T <t G2 4EH]  (Safety analysis set) & L7z,

T—H By hATERE (2018410 A 23 A) T, 35 4 24 5 (68.6%) MBAFI DKL %
MfE L T, #EHRIEOFERBMHEIZPD 5#]) Thol, AFFRICLVARAOERE %2 H
IEL7=#BEII 2P Th -7z (2761421 (1) HER] | FS5HEOFRETZ27 B TH-
Too AREBR TIIAFIOMMGAESL 60mg & L, 2 BEORE (40 X 20mg) 7% L7,
EE 1 HES RO P REX 26 mg THY, HEREEOPREIT4HB3% TH-72 (F2741-72
)

AERLCLVARORBELZHE L-HREEOEESIL85.7% TH Y, #HRIOREE TOH
M (PRfil) 1£305 A CThole, £, AFFRICIV AR OHEL 2 BREE U ogking
DEEE, 629%TH Y, 2 BPEEEE TOHM (ffif) X575 A TH -7 (F2.7.484
ZW) , AEERICIVAFERELZ#BHREOEISIX, 77.1% TH Y | FIEIOERIEE TO
IR (hofE) 12260 A Tholm (£2748-58M) , &KL LT, HEELICL Y AHD
HEMRE (HEUIRE) 21T HRFEOEEIL, 914% Tho- (#2.74183H)
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274 BBERMREMHE HKEERIZHAR
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#2.7.41-7 FFIDOBRZEIR (Cabozantinib-2001 & : Safety analysis set)

N=35

Duration of exposure to study drug (weeks)

Mean (SD) 26.13 (10.347)

Median (range) 27.00 (5.1, 43.0)
Average daily dose (mg)

Mean (SD) 30.60 (12.023)

Median (range) 26.02 (13.7, 60.0)
Dose intensity (%)

Mean (SD) 51.00 (20.038)

Median (range) 43.36 (22.9, 100.0)

Abbreviation: SD=standard deviation.
Source: Cabozantinib-2001 FREE R IEH 5 Table 12.a

F2741-8 FEBRIZEHAFFROAERANE (BEXIEIKE)
(Cabozantinib-2001 £ E& : Safety analysis set)

N=35

Subjects with any dose modification due to AE, n (%o) 32 (91.4)
Number of dose modification due to AE

n 35

Mean (SD) 2.5(2.01)

Median (range) 2.0 (0, 10)
Median (range) time to first dose modification due to AE (days) 25.0(2,87)
Median (range) time to second dose modification due to AE (days) 47.0 (21, 150)

Abbreviations: AE=adverse event; SD—=standard deviation.
Source: Cabozantinib-2001 3B R IEH 5 Table 12.d

274123 BRABELABEZNRE L= (XL184-014 HER)
ARBRICHEEEINT- 30026, 2FRARBOREES 25 17=, 43 13T % Safety
population & L7z,

(1) AEHBHOHEBRSE

F B 2R T 23 BB AR OG54, DLT il =52 T L7z, AEFRICLV A
Hlo¥e 5 A ik U= #5#E OEE1 13.0% Th o7 [2.7.6.152.1 (1) 1) HBH] |

BHEEE ORgEL 284 1 (FEFE : 4~156 ) Th-otz, 65%DHHRE T, FEHIMN
24 BHAERBZ Tz, ARBROAEmEH T, EHEL L (40, 60 T80 mg) 725 1 Bt
oA 2 & & L, BEASAIT2EBEBU EoMREEFFE L, 7L, &IEH
WL 20mg & L7z, RIEOHSHEREDOHRIFIL 673% Th o7, AEFSEICLAHZ
R L7 E OBIS11435% ThH V , MIRIOREE TOME (FRE) (X, 109 A TH-o
Too 7o, AFERICL VAR ERELZHBREORSIL82.6%ThH Y, WEIOKREETD
IR (hfE) 43 HThHo72 (27.61525HBH)

(2) $E%IMD RP2D (60 mg) %% 5 L1-HEBE
AL, IR (NSCLC) ik =ik — b TAA| 60 mg D52 51 7= 20 5] x O°
R O SEH] 60 mg 2R — b 6 HlDEF 26 il T - 7=,
AERRICLVARORG EZH I LI-HBREOH ST 154% TH 72 (2.7.6.15.2.1 (1) 2)
M), HEHEOR R 1678 (FBH : 6~54 ) T, #BRE D 57.7% CH 58I H
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KBEERIFEHASH

16 BEZ#B 2 T, AEHICEEN D NSCLC Lk =adm— F Tk, BtsAE60mg & L, 2
B £ CodE (40 20 mg) A FFA L7z, SEOH H&ERE O R REIL 53.4% Th -
7= (£2741958) |

BEFEZIZL VAR ZBE L-HHREDOE ST 808% Th- 7=, MEORE L O (F
Rfl) 1£570 HCThH -T2 (£2.748-6BH) , AFFRICL Y KA ZARFE L -gERE OFS
13100.0%TH v, WIEOEREE TOHIM (FRHE) 1£355 HTHoT (£2.748-7FH)

27419 FEIOBRZ|KR
(XL184-014 &% : %I RP2D (60 mg) #1&5 L 1-#E&&. Safety population]

Molecularly Defined NSCLC

Expansion All 60-mg Tablet Subjects®
N=20 N=26

Duration of exposure (weeks), n (%)

<3 0 0

>3 to <8 0 1(3.8)

>8 to <16 9 (45.0) 10 (38.5)

>16 to <24 6 (30.0) 6(23.1)

>24 5(25.0) 9 (34.6)

Mean (SD) 20.6 (12.40) 21.8(13.50)

Median (range) 16.3 (8, 51) 16.7 (6, 54)
Time from initial dose to last dose (weeks)

Mean (SD) 18.9 (12.88) 19.7 (13.66)

Median (range) 13.3 (4, 49) 13.8 (3, 50)
Relative dose intensity (%)

Mean (SD) 54.8 (16.67) 55.4 (15.43)

Median (range) 52.5 (30, 98) 53.4 (30, 98)

Abbreviations: NSCLC=non-small cell lung cancer: RP2D=recommended Phase 2 dose; SD=standard deviation.
Exposure (weeks)=[(Date of decision to discontinue study treatment - date of first dose of study treatment) + 1]/7.
a Includes all 6 subjects in the 60-mg tablet dose-escalation cohort and all 20 subjects in the NSCLC Expansion.
Source: XL184-014 3Bk  #AFEH 5 Table 28

27413 BBRREREADODAOHKHENFERVE OO R
27413185 DORCCEEEZHNRE LE-HER
(1) XL184-308 &k
N— AT A RO FER N AR FR) L O O B IEE O R 2 R 2.7.4.1-10 (IZ5R L7z,
BB C AN OFEEHERVRREICR 0 (XA DAL dr o 7o, 65 mlL 123 40%, BIELHK) 75% T
Bolz, K180%NEANTHY, KOG BN AR TR S (FFFTH
85%) . WTNDOFEEIETHH 95%05, 18BFER 5.8l ECOGPS 73 0 Xid 1 Th -7z,
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KBEERIFEHASH

£2741-10 R—RAS54 UEOETHLAOFKTENBEERTF OO

(XL184-308 i#E& : Safety population)

Cabozantinib Everolimus
Subject Characteristic N=331 N=322
Age (years)
Mean (SD) 61.6 (9.52) 61.3 (10.47)
Median 62.0 62.0
25th, 75th Percentiles 56.0, 68.0 55.0, 68.0
Min, Max 32, 86 31, 84
Age category (years), n (%)
<65 197 (60) 193 (60)
>65 134 (40) 129 (40)
65 to <75 107 (32) 93 (29)
75 to <85 26 (7.9) 36 (11)
>85 1(0.3) 0
Sex., n (%)
Male 254 (77) 237 (74)
Female 77 (23) 84 (26)
Missing 0 1(0.3)
Weight at baseline (kg)
N 331 321
Mean (SD) 81.17 (17.289) 79.19 (16.981)
Median 79.15 77.50
25th, 75th Percentiles 70.00, 90.90 67.85, 90.00
Min, Max 48.1,162.2 415, 1448
Weight group at baseline, n (%)
<60 kg 35(11) 31 (9.6)
>60 to <80 kg 137 (41) 148 (46)
>80 kg 159 (48) 142 (44)
Missing 0 1(0.3)
Region, n (%)
North America 119 (36) 118 (37)
Europe 167 (50) 151 (47)
Rest of World 45 (14) 53 (16)
Race, n (%)
Asian 21 (6.3) 25 (7.8)
Black/African-American 6(1.8) 3(0.9)
White 270 (82) 258 (80)
Other® 34 (10) 35(11)
Missing 0 1(0.3)
ECOG Baseline Status®, n (%)
0 165 (50) 152 (47)
1 151 (46) 148 (46)
2 6(1.8) 9(2.8)
Missing 9(2.7) 13 (4.0)

Abbreviations: ECOG=Eastern Cooperative Oncology Group: SD=standard deviation.

a Other races include American-Indian, Alaska Native, Native Hawaiian or Other Pacific Islander, not reported, and Other (including
subjects who marked more than one race category).

b ECOG performance status based on pre-dose on Week 1 Day | data. Note that the entry criterion was Karnofsky performance status
of =70% (equivalent to ECOG performance status of 0-1) prior to randomization.

Source: XL184-308 SCS Table 1.2

BITREEIE (2EPU AR R O R EIRE) 2% 2741-11 12/ L7T=,
AR L = ) A AR THITBERIIERE CTH 7=, ARBTIX1 74 U EomENE
Hpa R R S SRR F o o v 2 —PRHEA|] (VEGFR-TKI) |2 L ARERAH T HBHE%

25



274 BBERMREMHE HKEERIZHAR
XL184

FAANTZ, BIREEE L THRE S72 VEGFR-TKI D ) L b E 127D E A =F =7 Th
N (FREFED 60%LLE) | IRNWTAY =T TR VT =T R R T T 2T ThoT,
AITEHE (Z2HMBAARE) & L THRE Sz VEGFR-TKI LA OSEAL, <A X<w7 | A
vHA—aA X A A =Tz R T ROT TV A~7 /MPDL3280A 72 & T
dbolo (XL184-308 kiR #eiEH & Table 18 Z2/)

£2741-11 FERE (2HRAAVERERUVBFREREE)
(XL184-308 i#E& : Safety population)

Cabozantinib Everolimus
N=331 N=322
n (%) n (%)
Prior systemic anticancer therapy 330° (>99) 321° (>99)
Prior radiation therapy 110 (33) 105 (33)
Number of prior systemic anticancer agents
1 205 (62) 179 (56)
2 80 (24) 92 (29)
>3 45 (14) 50 (16)

Abbreviations: CRF=case report form; CSR=clinical study report.
Further details of prior anticancer therapy are provided in XL.184-308 CSR, Section 11.2.3.

a In addition, Subject - in the cabozantinib arm received prior treatment with interleukin and sunitinib, both of which were
entered as local treatment on the CRF.

b In addition, Subject - in the everolimus arm received prior treatment with sunitinib, which was entered as local treatment
on the CRF.
Source: XL184-308 SCS Table 1.3

(2) A031203 &

N=2 T A RO NAREHFER R OO REEOFEE K 274112 1T LT,

R—R T A RO NOFEFRRMEL, E5EETHBRREETH -, FEo P JEi,
AAFET630m, A=TFT=THTHMOImTHY, WTNOREHE LK 45%0° 65 %L ETH
o7z, AAIFED 85% R A =F = TEHO NR%BBETH -7z, FIFEFITHY X5 BT
International Metastatic RCC Database Consortium (IMDC) U X 7 5H Tl WO EETYH
K 80% DU A Y K20% 3@ ) A7 ICGEEN BFEBOFETCIINTIOEEH LK 35%
MAR— 25 A VI HEBEE A LTV -, ECOG PS 1%, WAL D 58 & K4 OB E (1
88%) M ONIX1 THY, #12%032 Thoiz,

26



274 BBERMREMHE HKEERIZHAR
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£274112 R—=RAS54 VEHEOTHAOHAZMNEFEERVZOMOENE
(A031203 i4B& : Safety population)

Cabozantinib Sunitinib
Subject Characteristic N=78 N=T72
Age (years)
Mean (standard deviation) 62.1 (9.40) 63.8 (11.17)
Median (range) 63.0 (40, 82) 64.0 (31, 87)
Age Category (years), n (%)
<65 44 (56) 38 (53)
>65 34 (44) 34 (47)
65 to <75 27 (35) 21 (29)
75 to <85 7(9) 12 (17)
>85 0 1(1)
Sex, n (%)
Male 66 (85) 52 (72)
Female 12 (15) 20 (28)
Ethnicity, n (%)
Hispanic or Latino 0 1(1)
Not Hispanic or Latino 75 (96) 70 (97)
Not reported 3(4) 1(1)
Race, n (%)
White 69 (88) 69 (96)
Black or African American 3(4) 2(3)
Asian 2(3) 0
Other categories” 5(6) 1(1)
Randomization Stratification Factors per IWRS, n (%)
Bone metastases (yes) 28 (36) 24 (33)
Bone metastases (no) 50 (64) 48 (67)
IMDC criteria (intermediate, 1-2 risk factors) 64 (82) 57 (79)
IMDC criteria (poor, >3 risk factors) 14 (18) 15 (21)
ECOG performance status®, n (%)
0: (normal activity) 36 (46) 34 (47)
1: (symptoms, but ambulatory) 32 (41) 30 (42)
2: (in bed <50% of time, ambulatory and capable of self-care
but not work activities) 10 (13) 8 (11)
Weight, median (range) (kg) 89.45 (48.5, 127.8) 86.76 (12.4, 138.9)

Abbreviations: ECOG=Eastern Cooperative Oncology Group: IMDC=International Metastatic RCC Database Consortium;

IWRS=interactive web response system; KPS=Karnofsky Performance Status.

a “Other” comprises the American Indian or Alaska Native, Native Hawaiian or Other Pacific Islander, Not Reported, Unknown
categories. Subject - on the cabozantinib arm recorded multiple races: Asian and Native Hawaiian or Other Pacific
Islander.

b An ECOG performance status of 0 or 1 is equivalent to a KPS >80%:; An ECOG performance status of 2 is equivalent to a KPS
60%-70%. inclusive [1].

Source: A031203 B FIFHEE Table 14.1.4.2

AFIFED 18% K A =F = TRHED 21%|I TR BIEIEORRER H Y | &b Z 0o T2 U
HREERALITE CTdh - 72, AFRERTIiX, RCCITHRT A REHID AIBFRED 720 W BT 2 A A
Too AFIHETIE, 2HIPARERENH 2R E LB LT, A=F =780 1 #I2° TG

(BFEARE) | 2% Tz (A031203 B RFEHEE Table 14.1.7.2 )

274132 HBAANRCC EEZ®RELT-HEE (Cabozantinib-2001 ER)
R—R T A RO NOFEHFE MO EEEO A2 #£ 2.741-13 1TR- LT,
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FEHR O T RE L 63.0 5T, 65 UL B 45.7%., B 68.6% T - 7=, AFIEHHID ECOG
PSI 0 (743%) Xix 1 (25.7%) T&H V. ECOGPS 7 2 UL EOWEERF 1L\ e oo,

£274113 R—=R54 VEHOELAOHHENHFERVZOMOREME
(Cabozantinib-2001 §XE& : Safety analysis set)

Subject Characteristic N=33
Age (years)
Mean (SD) 62.6 (9.81)
Median 63.0
25th, 75th Percentiles 55.0,67.0
Min, Max 42,84
Age Category (years), n (%)
<65 19 (54.3)
>65 16 (45.7)
65 to <75 13 (37.1)
75 to <85 3 (8.6)
>85 0
Sex, n (%)
Male 24 (68.6)
Female 11 (31.4)
Weight at baseline (kg)
Mean (SD) 64.61 (15.673)
Median 62.20
25th, 75th Percentiles 53.30, 75.10
Min, Max 38.2,107.3
Weight group at baseline, n (%)
<60 kg 15 (42.9)
>60 to <80 kg 14 (40.0)
>80 kg 6(17.1)
ECOG PS at baseline, n (%)
0 26 (74.3)
1 9 (25.7)

Abbreviations: ECOG=Eastern Cooperative Oncology Group: PS=performance status; SD=standard deviation.
Source: Cabozantinib-2001 3B 55 H Table 15.1.2

AVERERE (BB P AR TRIEE L OO SRR IERE) 23R 2.74.1-14 IR LTz,

ARERTIX 1 74 LU O VEGFR-TKI IZ L A IREEAZ AT 2 BEFEEZMAANT, RiiRHE
ELTHRE S/ VEGFR-TKI X, A=F =7 (68.6%) . 77X F=7 (514%) KO/
R=7 (200%) Thotz, £72. #40%2H1 PD-1 HTEEE . B PD-L1/L2 HiiEEIC L S HilE
WENDHY | =R~ TICLDEREPK L -7- (31.4%) (Cabozantinib-2001 FRER  #1%
R E Table 11.e /) |
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£274.1-14 FERE (2HRASAVERERUVBFREREE)
(Cabozantinib-2001 §XE& : Safety analysis set)

N=35

Subject Characteristic n (%)
Prior radiation therapy 9(25.7)
Number of prior systemic anticancer agents

Mean (SD) 2.3(1.62)

Median 2.0

25th, 75th Percentiles 1.0,3.0

Min, Max 1,8

Abbreviation: SD=standard deviation.
Source: Cabozantinib-2001 3Bk K FE#5H Table 15.1.6

274133 BRABEHRAAEEZHRE LI-HER (XL184-014 ER)

(1) AEFBHOHKRE
N— AT A UREOFER N AR FR) L UM O EIEEOFMEL2 R 2.7.4.1-15 IR LT,
a2 E T, B (69.6%) BENh-T-, BIEOEHOFREIZ SO TH D,
KT H 65 Wi (78.3%) T o7, ECOGPS [0 (52.2%) it 1 (47.8%) TH Y, ECOG
PS 73 2 DEERE 1TV o T,
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#£274115 R—ASAUVHEOFTHAOHTENEERVZFOMOEYE
(XL184-014 Bk : AEWIEDOMHERE. Safety population)

Capsules
FBE Weight Tablets
(Malate Salt Weight)® FBE Weight
40 mg 60 mg 80 mg
(50 mg) (75 mg) (100 mg) 40 mg 60 mg Total
Demographic variable N=3 N=6 N=5 N=3 N=6 N=23
Sex., n (%)
Male 1(33.3) 3 (50.0) 3 (60.0) 3 (100.0) 6 (100.0) 16 (69.6)
Female 2 (66.7) 3(50.0) 2 (40.0) 0 0 7 (30.4)
Age (years)
Mean (SD) 60.7 50.0 544 65.0 553 55.7
(8.50) (11.44) (10.57) (7.00) (9.14) (10.22)
Median (range) 64.0 495 59.0 65.0 56.5 58.0
(51-67) (32-65) (43-64) (58-72) (41-65) (32-72)
<65, 1 (%) 2 (66.7) 5(83.3) 5 (100.0) 1(33.3) 5(83.3) 18 (78.3)
>65, n (%) 1(33.3) 1(16.7) 0 2 (66.7) 1(16.7) 52217
>65 to <75, n (%) 1(33.3) 1(16.7) 0 2 (66.7) 1(16.7) 5(21.7)
>75 to <85, n (%) 0 0 0 0 0 0
>85, n (%) 0 0 0 0 0 0
Race, n (%)
Asian 3 (100.0) 6 (100.0) 5 (100.0) 3 (100.0) 6 (100.0) 23 (100.0)
Weight (kg)
Mean (SD) 56.4 62.4 71.5 58.0 64.2 63.5
(8.11) (7.66) (17.27) (3.65) (7.47) (10.64)
Median (range) 57.6 64.0 65.0 56.8 62.9 62.9
(48-64) (48-70) (59-102) (55-62) (57-75) (48-102)
ECOG PS, n (%)°
0 Normal activity 1(33.3) 5(83.3) 3 (60.0) 0 3 (50.0) 12 (52.2)
1 Light work 2 (66.7) 1(16.7) 2 (40.0) 3 (100.0) 3 (50.0) 11 (47.8)
2 Self care 0 0 0 0 0 0

Abbreviations: ECOG PS=Eastern Cooperative Oncology Group performance status; FBE=freebase equivalent; SD=standard

deviation.

a Capsule dose strengths were expressed as the malate salt weight during the study: doses expressed as the malate salt weight are
provided in parentheses.

b ECOG PS: 0: Able to carry out all normal activity without restriction, 1: Restricted in physical/strenuous activity but able to do
light work, 2: Capable of all self care but unable to carry out any work, 3: Only limited self care, confined to bed/chair >50% of
waking hours, 4: Completely disabled. No self care. Totally confined to bed/chair. Inclusion criteria required subjects to have a
baseline ECOG PS of 0-2.

Source: XL184-014 388k A5 & Table 15

DAAFEIT NSCLC 78 39.1% Tl b & <, IRV CIH{LEREEE (17.4%) | EEE (13.0%)
T o7z, NSCLC O SHEITT X TRE Th o1, T3 TO#RE IC 25T AREREN
BV, 609%H 3 LY A LV EMADIBRAZIT T, Ei2, 522%cF vy dF—PE
Al (TKD (2 X DEEERH Y, 26.1%0501E% & L THIEHEEAZ ST Tz (2.7.6.15.2.2

(2) 1) HBM]] |

(2) $E¥ID RP2D (60 mg) %15 L1-#HESE
NR—R T A RO NOFEHFE MO EEEOFE A2 £ 2.74.1-16 IR LT-,
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BIROBEME L LHEOEGIIHETH -T2 (5 50.0%) . FEOTRIEIL63.0mTHY . 65
Ll B2y 423% CTh-7-, 85 bl EogER#F X e hvo 72, ECOGPS 1E0 (50.0%) Xif1
(50.0%) T&H Y. ECOGPS 72 O#EBRE 1T W o7-,

£2741-16 R—XAS54 VEOEGTAOMHZHFERVZOMMORFE
(XL184-014 iE& : %I RP2D (60 mg) #1&5 L 1-#E&&. Safety population]
Molecularly Defined NSCLC

Expansion All 60-mg Tablet Subjects®
Demographic variable N=20 N=26
Sex, n (%)
Male 7 (35.0) 13 (50.0)
Female 13 (65.0) 13 (50.0)
Age (years)
Mean (SD) 64.3 (8.61) 62.2 (9.37)
Median (range) 64.5 (46-77) 63.0 (41-77)
<65, n (%) 10 (50.0) 15 (57.7)
=65, n (%) 10 (50.0) 11 (42.3)
>65 to <75, n (%) 7 (35.0) 8 (30.8)
>75 to <85, n (%) 3(15.0) 3(11.5)
>85, n (%) 0 0
Race, n (%)
Asian 20 (100.0) 26 (100.0)
Weight (kg)
Mean (SD) 54.4 (11.09) 56.7 (11.06)
Median (range) 49.9 (40-74) 55.3 (40-75)
ECOG PS, n (%)°
0 Normal activity 10 (50.0) 13 (50.0)
1 Light work 10 (50.0) 13 (50.0)
2 Self care 0 0

Abbreviations: ECOG PS=Eastern Cooperative Oncology Group performance status; NSCLC=non-small cell lung cancer;

RP2D=recommended Phase 2 dose; SD=standard deviation.

a Includes all 6 subjects in the 60-mg tablet dose-escalation cohort and all 20 subjects in the NSCLC Expansion.

b ECOG PS: 0: Able to carry out all normal activity without restriction, 1: Restricted in physical/strenuous activity but able to do
light work. 2: Capable of all self care but unable to carry out any work, 3: Only limited self care, confined to bed/chair >50% of
waking hours, 4: Completely disabled. No self care. Totally confined to bed/chair. Inclusion criteria required subjects to have a
baseline ECOG PS of 0-2.

Source: XL184-014 3Bk  #IEH & F Table 16

DAFEIL, 1FEAEIRNSCLC (92.3%) Thoilz, T OO0 AFREITE R &k ORERERE ©
i -7z, NSCLC DM EIT T R TIECTH -7, TR TOWRE ICLE PN AMIRREDR H
D, 885%MN3 LY AL EBIDIREAZITTEY, 84.6%|Z TKIIZ X DIRERERH-7/-, £
7o, 34.6%D3AIEHE & L CHMIEEZ T Qs (27.6.1522 (2) 2) HBR]

274134 BNEREEHR (e T—4%)

WA AR 5 B O IT ICE T g5RE X, FicAa A (78.4%) KUEH (77.8%)
T, FHOHRREIL 640 ThoTz, HERIOGAIT, BEAE G HE/ITICE i K
AR DOZ 3, EICHME (RCC, TR (HCC) ) UL B ED 4 [EEEHIERT LR (CRPC) ]
DOHREEATHERESN O PAEZHRE LERBTHD 2 L BKBES TV,
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£ 274117 R—=R 54 UFEOAOFEHNEYE
(B EFRIREHBROG ST T — 4% . Safety population)

Subject Characteristics N=3017
Total number of subjects exposed, n (%) 3017 (100.0)
Sex., n (%)
Male 2348 (77.8)
Female 669 (22.2)
Age (years)
n 3017
Mean (SD) 62.8 (11.54)
Median 64.0
Range 20-91
Race, n (%)
American Indian or Alaska Native 2(0.D)
Asian 262 (8.7)
Black or African American 87 (2.9)
Multiple 4(0.1)
Native Hawaiian or other Pacific Islander 5(0.2)
Not reported 232 (7.7)
Other 59 (2.0)
White 2366 (78.4)

Abbreviation: SD=standard deviation.
Database dates: 001=|  ll oo 20 - 203RrDT 203NRE-JR 205

Source: ¥E/MHAIR 5B (BFEA#TT —4) Table DEMOG sa

2742 85EBER
27421 FEEROEN
AIETIE, SO RCC EBEE XS E L3R (X1L184-308 3R J U8 A031203 il5R) . H
AN RCC HBH 255 L L7~ (Cabozantinib-2001 38k) . AAANBEENALBEHF LS L L
7oiBR (XL184-014 3BR) KOS HAI R B (D7 — %) CTHOLLCAEFRD
AR R AR Lz,

XL184-308 R CRO OGN FAEFEOEN LK 2.74.2-1 1T R LT,

TR U AABO1FEREE, T TO#BREICEEEFR %I L7z, Grade 3 X1 Grade 4
DAEEEROBHIEEGIIAFBET 1%, =<2 ) ARBET 61% ThH 7278, Grade 4 KN
Grade 5 DA EFZOEHE G TV TN LM EHCRBE ChH- 7. EELRAEFEFZORE
BB IIAFIBET 49%, =X U LAZAFETA8% THY, MBS TREE TH 7=, RBRED
A& 5% 30 B LA 3HL L 7= Grade 5 OF EHLOREHE ST, AFEET 6.3% (21 ) |
TR Y AAETT1% 23#) THY, MESGHECREETH- -,
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£27421 FEEZRDEH (XL184-308 5#E& : Safety population)

Cabozantinib Everolimus
N=331 N=322
n (%) n (%)

AE 331 (100) 321 (99.7)
Related AE 322 (97) 203 (91)
Serious AE 162 (49) 154 (48)
Serious and related AE at any time 56 (17) 41 (13)
Worst AE, Grade 3 or 4 236 (71) 196 (61)
Worst related AE, Grade 3 or 4 203 (61) 135 (42)
Worst AE, Grade 4 27 (8.2) 28 (8.7)
Worst related AE, Grade 4 13 (3.9) 9(2.8)
Grade 5 AE at any time® 33(10) 30(9.3)

Grade 5 AE <30 days after last dose of study 21 (6.3) 23 (7.1)

treatment

Grade 5 AE >30 days after last dose of study 12 (3.6) 7(2.2)

treatment
Related Grade 5 AE at any time 1(0.3) 2 (0.6)
Deaths 199 (60) 227 (70)

Death <30 days after last dose of study treatment 21(6.3) 23 (7.1)

Death >30 days after last dose of study treatment 178 (54) 204 (63)

Abbreviation: AE=adverse event.

Subjects are counted only once in each category but may be counted in multiple categories.

Includes only events within the AE observation period defined as the time from first dose date until the earlier of 30 days after the
date of decision to discontinue study treatment, date of death, date of consent withdrawal, or the data cutoff date except where
indicated ‘at any time.’

a Grade 5 AEs were not necessarily reported for subject deaths due to progressive disease.

Source: XL184-308 4Bk #3545 M8 2 Table 14.3.1.3 (AE summary data), Table 14.3.2.5 (death summary data), Integrated
Summary of Safety Table 2.1.1

A031203 FRBR TERH LN A EFRZOEL (solicited AEs }2 O unsolicited AEs D& 5t) % #
2742212 LTz, b, BROMPUCIE, A=F =7 B L TARE CIREMR N E
Mol=Z t&#FEETHVLERHD

AEFRSORBEG ﬂiﬁl]ﬁi"@ 96%, A=F=TEHETI%THY, MKEHETHREETH
-7z, Grade 3 XL Grade 4 D HEFROBIE|SILARFITET 68%, A=T =T7HT65%Th
V., WG TCRIRE Th o7, Grade 4 DHEZLORTE| S ITAFEET 10%, A=F=7
HCT69% Chole, EERAFFRZORBAEIGIIAANFHET49% A=F =T HTSI%TH,
M GHECRBE Th 7o, MBRBEOREE 5% 30 ALIHNICHE L7 Grade 5 DFEHFHOD
BEEIEIAFIRET38% BF) . A=F=T7ET83% (6fl) Thot=, /=, ZHLH9
FlOIEDN ARBFED 1 IR OA=T =7 HO 2 fllIIEBREOREE 5% 30 HLUNOFETH
;LI BBERET— 42— A LTl Grade s DHEESR L L CEEINRhoT,
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£27422 HEBEZNDEH (A031203 :E : Safety population)

Cabozantinib Sunitinib
N=78 N=T72
n (%) n (%)
AE 75 (96) 71 (99)
Related AE 74 (95) 70 (97)
Worst AE, Grade 3/4 53 (68) 47 (65)
Worst related AE, Grade 3/4 47 (60) 45 (63)
Worst AE, Grade 4 8 (10)* 5(6.9)
Worst related AE, Grade 4 4(5.1)"° 3(4.2)
Grade 5 AE at any time 4(5.1) 9(13)
Grade 5 AE <30 days after last dose of study treatment® 3(3.8) 6(8.3)
Grade 5 AE >30 days after last dose of study treatment 1(1.3) 3(4.2)
Related Grade 5 AE at any time 2(2.6) 4(5.6)
Related Grade 5 AE <30 days after last dose of study treatment 2(2.6) 4(5.6)
Related Grade 5 AE >30 days after last dose of study treatment 0 0
SAE® 38 (49) 37(51)
Related SAE® 28 (36) 26 (36)
Deaths 38 (49) 43 (60)
Death <30 days after last dose of study treatment® 4(5.1) 8(11)
Death >30 days after last dose of study treatment 34 (44) 35 (49)

Abbreviations: AE=adverse event; MedDRA=Medical Dictionary for Regulatory Activities: SAE=serious adverse event.

A small fraction of the total AEs reported could not be coded in MedDRA at the time of the data cutoff, and limited information is

available on the nature of these events. Only ten of the events were Grade 3, and none had a severity of Grade 4 or 5. Since the

majority events were low grade. it is unlikely that these events would significantly impact the overall safety evaluation from the
study.

Subjects are counted only once in each category but may be counted in multiple categories.

Incidence of solicited and unsolicited AEs or SAEs. Unsolicited Grade 1 and 2 events not related to study treatment were not

collected. For incidence of specific solicited or unsolicited preferred terms see Table 40 (AEs) or Table 46 (SAEs) in A031203

CSR.

a Cabozantinib subject - experienced a related Grade 4 AE of jejunal perforation and subsequently died <30 days after
receiving the last dose of study treatment; the initially reported cause of death for this subject was tumor (ie. progressive disease).
However. follow-up reporting included in the safety narrative but not the clinical database indicates that the Investigator later
re-assessed the cause of death as jejunal perforation (Grade 5 AE related to study treatment). This subject is discussed in greater
detail in A031203 CSR, Section 12.3.4.2.7.

b Grade 5 AEs were not reported for 3 subjects (1 cabozantinib, 2 sunitinib) who died <30 days after the last dose of study
treatment (see A031203 CSR, Section 12.3.2.1).

¢ Grade 1 or 2 SAEs that did not entail hospitalization =24 h were not recorded in the clinical database.

Source: A031203 BB FFEHEE Table 39

Cabozantinib-2001 B TFRDO LN FEFROEN ALK 27423 (TR LTz,

AEN OB G 22 2T X COWBRF A E RSB L2, Grade 3, Grade 4 21 Grade 5
DOEEERT, T2 1861 (51.4%) | 56 (143%) KO 1H6 (2.9%) ([ZRERB L, KFH
DEREEGH% 30 ALLNOET T 16 2.9%) Thot-, EELAEFERITION (25.7%) I
FE LI,
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£27423 HEEZOEH (Cabozantinib-2001 5£E& : Safety analysis set)

N=35
n (%)
AE 35 (100.0)
Related AE 34 (97.1)
Serious AE 9(25.7)
Serious and related AE 3(8.6)
Worst AE, Grade 3 18 (51.4)
Worst related AE, Grade 3 20 (57.1)
Worst AE, Grade 4 5(14.3)
Worst related AE, Grade 4 2(5.7
Grade 5 AE 129
Related Grade 5 AE 0
Deaths 3(8.6)
Death <30 days after last dose of study treatment 129
Death >30 days after last dose of study treatment 2(5.7)

Abbreviation: AE=adverse event.
Source: Cabozantinib-2001 3488 #IH# %53 Table 15.3.1.1, Table 15.3.1.2.7, Table 15.3.1.4.1

XL184-014 B CTRRO LN AFFROEN A % 2.7.4.2-4 (AR OWERE) ”RU#%k
2.7.42-5 [$#E4]D RP2D (60 mg) Z &5 L7-glra] (TR LT,

AEEEHOWRE TlL, T XTOWRRE I CAEEEROAA L ORERBRRNPEETE R
WHERESPREA L, ERLATFERORAEGII2ET26.1% TH 72, Grade 3 it
Grade 4 DHEFEORBE ST 2K T 69.6% T 72, Grade s DHEFZENIHEH L -5k
Hlixehot,

F 27424 HEFROEH (XL184-014 HE - AEWHZHDMWERE . Safety population)

Capsules
FBE Weight Tablets
(Malate Salt Weight)® FBE Weight
40 mg 60 mg 80 mg
(50 mg) (75 mg) (100 mg) 40 mg 60 mg Total
N=3 N=6 N=5 N=3 N=6 N=23

Description n (%) n (%) n (%) n (%) n (%) n (%)
Adverse events 3(100.0) 6(100.0) 5(100.0)  3(100.0) 6(100.0) 23 (100.0)
Related adverse events 3(100.0) 6(100.0) 5(100.0) 3(100.0) 6(100.0) 23(100.0)
Serious adverse events 1(33.3) 1(16.7) 1(20.0) 0 3 (50.0) 6(26.1)
Related serious adverse events 0 1(16.7) 1(20.0) 0 2(33.3) 4(17.4)
Grade 3 or 4 events 2(66.7)  4(66.7) 3 (60.0) 2(66.7) 5(83.3) 16(69.6)
Related Grade 3 or 4 events 2(66.7) 4(66.7) 3 (60.0) 2(66.7) 4 (66.7) 15 (65.2)
Grade 5 events 0 0 0 0 0 0
Related Grade 5 events 0 0 0 0 0 0

Abbreviations: AE=adverse event; FBE=freebase equivalent.

a Capsule dose strengths were expressed as the malate salt weight during the study; doses expressed as the malate salt weight are
provided in parentheses.
Source: XL184-014 38k #RIEHEF Table 33

BEHID RP2D (60 mg) %5 LI ER#E Tk, T COWBRE ICHEEFS KL OARA L DK
REEPTECERVAFFEENEE L., EERAEFSZORIREEGIL. £ETIR%T
& o7z, Grade 3 X% Grade 4 DA EFROREIE| S II2(K T 88.5% T - 7. NSCLC Lk =
A—bD 1 (1/26 ] (3.8%) ] |2 Grade S DHEFRNFBHL /-,
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#£27425 HEEZROEH
[(XL184-014 iXE& : %I RP2D (60 mg) #1&5 L 1-#E&&. Safety population]

Molecularly Defined All 60-mg Tablet
NSCLC Expansion Subjects®
N=20 N=26

Description n (%) n (%)
Adverse events 20 (100.0) 26 (100.0)
Related adverse events 20 (100.0) 26 (100.0)
Serious adverse events 7(35.0) 10 (38.5)
Related serious adverse events 3(15.0) 5(19.2)
Grade 3 or 4 events 18 (90.0) 23 (88.5)
Related Grade 3 or 4 events 18 (90.0) 22 (84.6)
Grade 5 events 1(5.0) 1(3.8)
Related Grade 5 events 1(5.0) 1(3.8)

Abbreviations: AE=adverse event; NSCLC=non-small cell lung cancer; RP2D=recommended Phase 2 dose.
a Includes all 6 subjects in the 60-mg tablet dose-escalation cohort and all 20 subjects in the NSCLC Expansion.
Source: XL184-014 3% B IE#REF Table 34

274211 HBHMELCRONDEEER
(1) KBEMHLICKREohHZEEER
1) BYHDORCCEEFBZRMRE LI-HR
(1) XL184-308 it E&

AABET =<0 ) AAFEONWT NN TREATIED 10%L EOFEFRE K 2.74.2-6 (275
L, AEFESE2ERORHBSRIRABE CH-LbO0, REFL =<0 U ARAFETEEE
T T 7 A NITIE W LT,

AANFECHEEG S 20%LL EOFEHRZIT, TH (75%) . EH (60%) . Bl (53%) .
BAHOR (49%) | FE - BEBFRANTEAREBRERE (44%) . SME 37%) | &R OMEE
W (4 35%) . fEfE (29%) | BREEE (24%) . HRRIRBEREIR ME (23%) . Wk, A
MR O FREE (§ 22%) | 5008 & ORE R & (% 21%) | &l & OSSO RIE (& 20%)
THo7,

T ) AZRECREEIS N 20%L EOFEFRIT, JEY (48%) . HIL (40%) . B
WoE (36%) | MEEK (35%) ., FERMREER OVFH (% 30%) . BORUHEE (£29%) . O
N (25%) . KRIHMERIE (24%) . BEEORIE (23%) . #Ef# (20%) TH-o7,

Tl U A AR Ll L CAFIFE CRBREIG N 10%L EEho HEEESRIT, TH RA
BE75%, =<2 U ARARE30%, DAFEIE) | 2% (60%, 48%) . Ml (53%., 29%) . B#K
HOR (49%., 36%) . FE - BIERBRHTE A REBEE (44%, 5.9%) . @ME (37%. 8.1%) .
At (35%. 16%) . REHD (35%. 13%) . WRTERE (24%. 9.0%) . HUREEEEEICTIE

(23%. 0.9%) . FEEREE (22%, 53%) . TANTIX BT I FI 277 —BHNN

(18%., 6.8%) . 77 =73/ FF7 A7 =7 —BHIM (17%. 6.8%) MME~ 7% ¥
AISE (17%., 1.6%) ToHh -7z,

Grade 3 XX Grade 4 O FEELOBRE|SIIAFRET 711%, =X ) AZRET61%TH-
72, Grade 4 DHEHEHOREBENEIIAFIEET82%, =0 LAFE T 7% THY, mKkG
HCRBECTh-o7- (F2.742-1 28) . Grade 3 XiZ Grade 4 THEF|E A 5.0%LL ETH
STEAEFERIT, AR CIEEMDE (15%) . FH (13%) | 5B (11%) | FE - BEFER
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MEAREZIEERE (8.5%) RUEIML (6.6%) Tholz, =~ AARETHE, il (17%) |
WA (7.5%) ROEMEE (5.0%) Thotz, mu U AARE L e L CABIFE CRREEN
5.0%LA L@ > 72 Grade 3 XX Grade 4 D EFRIL, \ME CAFIRE15%, =<1 ) LR
BE3.7%., LLFREE) . FH (13%., 2.5%) ROVFE - RIERRATE A 2EGFEEE (8.5%., 0.9%)
THo7,

Grade 4 DA EFEZORUHE G ILME GHE CRBE CH-N . BOONT-AFFLOMEE
I WS o7, AFIEETERD L2 Grade 4 OF EFHE T, MEMAAE O R 5 IZBEET
HYDONEN ol RAEFED 2 FILL EIZHB LT Grade 4 OFFFGIL, (K~ 7w v Al
SE (RAIBE3.0%, =<2l AARE 0%, LLTHEIE) |\ £HEFREET (1.2%, 03%) . K
F1 U7 AMAE (0.6%, 0.6%) . KT FU 7 AMAE (0.6%, 03%) KOV S—EBM (0.6%,
0%) Th-olo, = ) LAZAFED 2 BILL FIZHHL L7- Grade 4 OF FEGIL, FERFEE (0%,
0.9%) . & MU ZVUEY RME (0%, 0.9%) . &B/V 7 AMLAE (0.3%, 09%) . K4V
7 LIEE (0.6%, 0.6%) | fiige (0%, 0.6%) . {ERME (0%, 0.6%) . BiAK (0%, 0.6%) K
OMIMEE (0%, 0.6%) T -7z (X1L184-308 ikBR  #AFE R &5 i 2 Table 14.3.1.3.3 &)

TRERER O 5% 30 HEANICHEBL L 72 Grade 5 O EFH132.742.12 (1) 1) HIZ
L,

(=}
N
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#£27426 IHWHERR (WThHOBRERTHRBEIEHN 10%LLLE)
(XL184-308 i#E& : Safety population)
Cabozantinib Everolimus
N=331 N=322
Grade Grade
Any 3/4 Any 3/4
Preferred Term SEAEh n (%) n (%) 0 (%) n (%)
Number of subjects with at least one AE 331 (100) 236 (71) 321 (99.7) 196 (61)
Diarthoea THI 249 (75) 44 (13) 95 (30) 8 (2.5)
Fatigue P 5 198 (60) 36 (11) 155(48) 24 (7.5)
Nausea Bl 175 (53) 16 (4.8) 94 (29) 1(0.3)
Decreased appetite =X e Bl 161 (49) 10 (3.0) 116 (36) 3(0.9)
Palmar-plantar T BIERFRAEAEIE 145 (44) 28 (8.5) 19 (5.9) 3(0.9)
erythrodysaesthesia i
syndrome
Hypertension R I 123 (37) 51 (15) 26 (8.1) 12 (3.7)
Vomiting Mg 1= 116 (35) 7(2.1) 50 (16) 3(0.9)
Weight decreased (GNEERG 115 (35) 10 (3.0) 43 (13) 0
Constipation {E 96 (29) 1(0.3) 66 (20) 1(0.3)
Dysgeusia RN 81 (24) 0 29 (9.0) 0
Hypothyroidism FRCR R B RE AR T 5 76 (23) 0 3(0.9) 1(0.3)
Cough AT 74 (22) 1(0.3) 112 (35) 3(0.9)
Stomatitis H A 73 (22) 8(2.4) 80 (25) 7(2.2)
Dysphonia FEEREE 72 (22) 3(0.9) 17 (5.3) 0
Back pain I 70 (21) 9(2.7) 49 (15) 7(2.2)
Dyspnoea I R [ e 70 (21) 11(3.3) 96 (30) 14 (4.3)
Anaemia Hif 67 (20) 22 (6.6) 130 (40) 55(17)
Mucosal inflammation KL D e SE 66 (20) 5(1.5) 74 (23) 11 (3.4)
Abdominal pain [li=ET] 64 (19) 13 (3.9) 36 (11) 5(1.6)
Asthenia HE ) HE 64 (19) 15 (4.5) 54 (17) 8(2.5)
Aspartate aminotransferase TANTX BT I/ b 61 (18) 5(1.5) 22 (6.8) 2 (0.6)
increased Z AT =7 — BN
Rash ¥95 57 (17) 2(0.6) 94 (29) 2(0.6)
Alanine aminotransferase TI=rTI TR 56 (17) 8(2.4) 22 (6.8) 1(0.3)
increased 7 =7 —EHEm
Hypomagnesaemia &~ 27 F o L MiE 56 (17) 16 (4.8) 5(1.6) 0
Pain in extremity )i 54 (16) 5(1.5) 33 (10) 1(0.3)
Proteinuria EHR 51(15) 10 (3.0) 32(9.9) 3(0.9)
Arthralgia P i 47 (14) 1(0.3) 51 (16) 4(1.2)
Muscle spasms AR A 47 (14) 0 17 (5.3) 0
Dizziness FEES E 45 (14) 1(0.3) 21 (6.5) 0
Headache BHYE 45 (14) 1(0.3) 43 (13) 1(0.3)
Dyspepsia HALA R 44 (13) 1(0.3) 17 (5.3) 0
Oedema peripheral FA P NE 43 (13) 0 76 (24) 6(1.9)
Hypokalaemia 72 ) 7 A sE 39 (12) 16 (4.8) 22 (6.8) 6(1.9)
Pyrexia g A 38(11) 2(0.6) 59 (18) 2 (0.6)
Dry skin B R A5 37 (11) 0 35 (11) 0
Hypophosphataemia XU > ER L fE 36 (11) 12 (3.6) 19 (5.9) 8(2.5)
Flatulence Hgt 34 (10) 0 7(2.2) 0
Abdominal pain upper F e 33 (10) 2(0.6) 8(2.5) 0
Insommia A HRAE 33 (10) 0 34 (11) 1(0.3)
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#27426 IHEEER (WThHhOBRSEHTHEREIESA 10%LLLE)
(XL184-308 5XB& : Safety population) (#F=)

Cabozantinib Everolimus
N=331 N=322
Grade Grade
Any 3/4 Any 3/4
Preferred Term SEAEh n (%) n (%) 0 (%) n (%)
Pruritus = 5 FEIE 28 (8.5) 0 49 (15) 1(03)
Blood creatinine increased mH 27 7= 21 (6.3) 1(0.3) 43 (13) 0
Hypertriglyceridaemia FRUZUED FAE 21 (6.3) 4(1.2) 42 (13) 10 (3.1)
Hyperglycaemia ki 19 (5.7) 3(0.9) 62 (19) 16 (5.0)
Epistaxis = TaaNiiil 15 (4.5) 0 46 (14) 0
Pneumonitis Hili gk % 0 0 34 (11) 6(1.9)

Abbreviations: AE=adverse event, MedDRA=Medical Dictionary for Regulatory Activities.

Denominators for percentages are N, the total number of subjects in each treatment arm.

At each level of summarization, a subject was counted once for the most severe event if the subject reported one or more events.
Includes only events within the AE observation period defined as the time from first dose date until the earlier of 30 days after date of
decision to discontinue study treatment, date of death, date of consent withdrawal, or the data cutoff date.

From the Exelixis dictionary based on MedDRA version 17.0.

Source: XL184-308 3B HIEH L H4E1E 2 Table 15, Integrated Summary of Safety Table 2.1.1

@ A031203 B

Solicited AEs Jt NAFIEE L A =F = TEHOWT I THIEE D 10%LL_E O unsolicited
AEs 3 2.742-7 2R LT,

AHIFETRBE S8 20%LL_E O solicited AEs &% UF unsolicited AEs (3, Tl (73%) . @il
JE (67%) | 5% (64%) . TANRTXUET I ) b T2 A7 27 —BHM (60%) ., 77 =
YT M7 RT7 2T =B (55%) . BEGRGER (47%) | FE - RERFNER2E
ERE (42%) . WEREE (41%) . M/REGD (38%) m%% (37%) . &l (33%) .
LR OMKERED (4 32%) . THIERER (27%) . 7 LT =B (24%) . KV >
EEifE, HURMREREIR TRE R OuEr: (% 23%) , BEEO £, BEEERME~Y 7 R0
AISE (% 22%) . &I (21%) Tholz,

A =T = TRETIBEE )N 20%LL _E O solicited AEs K TF unsolicited AEs i, JE5 (68%) .
iR (61%) . FHT (54%) | &Il (46%) . mMLE (44%) . Fols (39%) . &
;ﬁ#ﬁﬁw&(ﬁamﬁﬁmy (% 35%) . FH - RIERFMEASEER 33%) . BEGRE
(32%) . TANT X BT I I“7/X7I7“'ﬁ%j}ﬂ (31%) . WERELFANEK (5%
29%)  TI7=VT 2 R AT 27— (28%) | IEM, FEEMED E OV RTIET R
U AME (% 22%) . 27 L7 F= I (21%) Tho7z,

A=F = TR L E L CARAIFECRHEEE D 10%LL EE - 72 solicited AEs 2 O
unsolicited AEs (X, 7 ANTXUEET I/ b T AT =27 —BEIN (KA 60%, A=F=
THEE31%, LLFREIE) , 77 =27 2/ b7 AT 27— BN (55%, 28%) | mifLE (67%.
44%) . FFREE (22%. 1.4%) . TH (73%. 54%) . FRIREEETIE (23%. 5.6%) .
BEREOR (47%., 32%) . (KERY (32%., 17%) . EE (18%. 2.8%) . SIBHREE % (15%,
2.8%) , WRREEE (41%, 29%) | FREHEE (19%, 8.3%) | K~ 7 % 7 AMAE (22%, 11%) |
HIETRR (27%., 17%) KOERE (12%. 1.4%) ”@%otu I EORBREIG OFENTE
IZ Grade | i3 Grade2 DEEDOFRREIGOBFENILA LD L EZ BN,
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Grade 3 it Grade 4 D FEH L OFEBEI G IIAFIRET 68%, A=F = TR T65% ThH o7z,
Grade 3 ¥ |3 Grade 4 THHEE D 5.0%LL ETH - 7= solicited AEs 2 1" unsolicited AEs |, A&
FIBETIIAmIMIE (28%) . FH (10%) | & MY 7 AMER K Y EEME (% 9.0%) |
FE - REXRFMERSEERERCERE (% 7.7%) , &S (64%) . 779=T73/ 7
VAT x TR, AR, RME, B, DRNEEKTERM (£ 51%) Tholz, A=
F=THTIE, GILE 21%) . EH (17%) . FHRE O/ MO (% 11%) | Kk
Vo LfiE (8.3%) €U EEMIE (6.9%) . AMNZ, MREEE, U BRERED K ORI
B (% 56%) Thote, A=F =T HL LI L CRAIBETERE G 5.0%L L& o7
Grade 3 X% Grade 4 @ solicited AEs 2 (} unsolicited AEs IX. mIMLE (KA 28%., A=T =
TRE21%, LLFREIE) . IR (7.7%, 0%) . 7T7=0T 3/ hT7 A7 27—, &
ROV (& 51%, 0%) Thotz, 2055, milE, EhEkOERSIZNTILS Grade 3
DHESETHY . Graded DFEZHT Doz, RAIFEIZRO 5472 Grade 3 X Grade 4 D7 7
=TT AT 2T —BHNMEOERED 9 b, Grade 4 DEZIT, T 1 IR
2B D Bz (A031203 iABR  AFEE T Table 14.3.1.5.6 ) . AFEETR O LT
4 15 (5.1%) OHRMOERIZ, | FHIAVEMEERE T mER OB, 1 FDE PR RnE, 1 F2
MEEANCB T 524 E, | FIRARBER ORI RRERHZGT0EAOFER LB 2 bnT,
TR D AP 5% 30 ALUIICEBL LT- Grade S DR EESOEIHE ST 274212 (1)
2) WIZR LT,
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% 2.7.4.2-7 Solicited AEs RUWT UM DEREHTHRREEMN
10% LA E @ unsolicited AEs (A031203 §5%& : Safety population)

Cabozantinib Sunitinib
N=78 N=72
Grade Grade
Any 3/4 Any 3/4

Preferred Term SEAEh n (%) n (%) n (%) n (%)

Number of subjects with at least one AE 75 (96) 53 (68) 71 (99) 47 (65)

Solicited AEs

Number of subjects with at least one solicited AE 75 (96) 38 (49) 68 (94) 41 (57)
Diarrhoea i 57 (73) 8 (10) 30(54) 8 (1D)
Hypertension e I 52 (67) 22 (28) 32(44) 152D
Fatigue 9 95 50(64)  5(6.4) 49 (68) 12(17)
Aspartate aminotransferase TANRTX BT )T 47 (60) 2(2.6) 22 (31) 2(2.8)
increased AT =7 —E R
Alanine aminotransferase TI=rTI) N TAT 43 (55) 4(5.1) 20 (28) 0
increased x 7 —B
Palmar-plantar FE- R ERFEE A SRR 33 (42) 6(7.7) 24(33) 3(4.2)
erythrodysaesthesia syndrome jii3
Platelet count decreased RN & =8 > 30 (38) 1(1.3) 44 (61) 8 (11)
Neutrophil count decreased I rh R B R 12 (13) 0 25(35) 342
Blood bilirubin increased e e UL 11 (14) 0 5(6.9) 1(1.4)
Electrocardiogram QT LEMQTIER 3(3.8) 0 5(6.9) 2(2.8)
prolonged
Pancreatitis g 5% 1(1.3) 0 1(1.4) 1014

Unsolicited AEs Reported in >10% of Subjects in Either Treatment Arm

Number of subjects with at least one unsolicited AE 70 (90) 42 (54) 65 (90) 38 (53)
Decreased appetite HEXT R B):S 37 (47) 4(5.1) 23(32) 1(1.4)
Dysgeusia RN 32 (41) 0 21 (29) 0
Stomatitis P 29(37)  4(5.1) 21(29)  4(5.6)
Anaemia # 1 26 (33) 1(1.3) 33(46) 2(2.8)
Nausea L 25(32)  2(2.6) 28(39) 3 (42)
Weight decreased (GNEERG 25 (32) 3(3.8) 12 (17) 0
Dyspepsia HALA R 21 (27) 0 12(17) 0
Blood creatinine increased mH 27 7= 19 (24) 2(2.6) 15(21) 2(2.8)
Hypophosphataemia &) BRI AE 18 (23) 7 (9.0) 12(17)  5(6.9
Hypothyroidism R R R RE R T 18 (23) 0 4(5.6) 0
Vomiting U - 18(23)  1(13) 16(22) 2(2.8)
Dizziness FEES E 17 (22) 1(1.3) 16 (22) 0
Dysphonia B b 17 (22) 1(1.3) 1(1.4) 0
Hypomagnesaemia o~ 7 %27 AMLFE 17 (22) 2(2.6) 8 (1) 0
Hyperglycaemia R I 16 (21) 0 11(15) 4(5.6)
Dry mouth 1PN iz 15 (19) 0 9(13) 0
Dry skin B R A5 15 (19) 0 6 (8.3) 0
Hypoalbuminaemia &7 7 3 o miE 15 (19) 0 12 (17) 0
Alopecia [T Etng 14 (18) 0 2(2.8) 0
Constipation ik 14 (18) 1(1.3) 11 (15) 0
Hypocalcaemia &0 27 AfiLRE 14 (18) 2(2.6) 11 (13) 0
Dyspnoea I ] 13 (17) 1(1.3) 14(19) 4 (5.6)
Dermatitis acneiform SR BN 5 12 (13) 0 2(2.8) 0
Hypokalaemia &4 U 7 A 12 (15) 1(1.3) 5(6.9) 0
Rash maculo-papular EIRNITR SN 12 (15) 0 9(13) 2(2.8)
Hyponatraemia €7 b U 7 AfiE 11(14) 7 (9.0) 16 (22) 6(8.3)
Abdominal pain [li=ET] 10 (13) 0 8 (11) 3(4.2)
Blood alkaline phosphatase mMeE7LHVEAT 72— 10 (13) 0 9(13) 1(1.4)

increased

N
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% 2.7.4.2-7 Solicited AEs RUWT A DHREHTRREEH
10%LL E D unsolicited AEs (A031203 8% : Safety population) (=)

Cabozantinib Sunitinib
N=78 N=72
Grade Grade
Any 3/4 Any 3/4
Preferred Term SEAEh n (%) n (%) n (%) n (%)
Lymphocyte count decreased U o SERER 10 (13) 1(1.3) 13(18)  4(5.6)
Pain R 10(13) 4(5.1) 4(5.6) 0
Cough AT 9(12) 0 5(6.9) 0
Dehydration i K 9(12) 3(3.8) 709.7) 1(1.4)
Embolism® FEARSE 9(12) 6(7.7) 1(1.4) 0
Headache BHYE 9(12) 1(1.3) 12(17) 1(1.4)
White blood cell count I i BR A 9(12) 0 25(35) 2(2.8)
decreased
Arthralgia A g 8 (10) 1(1.3) 5(6.9) 0
Back pain =R 8 (10) 3(3.8) 4 (5.6) 0
Epistaxis = TaaNiiil 8 (10) 0 3(4.2) 0
Hypotension 1B i J &= 8 (10) 4(5.1) 3(4.2) 1(1.4)
Insommia AHRSE 8 (10) 0 6(8.3) 0
Oral pain 1 EEA R 8 (10) 0 6(8.3) 0
Pain in extremity )i 8 (10) 2 (2.6) 7(9.7) 0
Peripheral sensory neuropathy KR = = —n F— 8 (10) 1(1.3) 4 (5.6) 0
Hyperkalaemia &) 7 A E 7 (9.0) 1(1.3) 8(11) 2(2.8)
Oedema peripheral A M E 6 (7.7) 0 10 (14) 0
Proteinuria EHR 5(6.4) 2(2.6) 10(14)  1(L.4)
Muscular weakness i E 3(3.8) 0 12(17)  1(1.4)

Abbreviations: AE=adverse event; CTCAE=Common Terminology Criteria for Adverse Events; MedDRA=Medical Dictionary for

Regulatory Activities: PPES=palmar-plantar erythrodysaesthesia syndrome.

Denominators for percentages are N, the total number of subjects in each treatment arm.

At each level of summarization, a subject was counted once for the most severe event if the subject reported one or more events.

A total of 25 subjects (32%) in the cabozantinib arm and 18 subjects (25%) in the sunitinib arm had reported verbatim terms that

were uncoded. Four uncoded Grade 3 events were reported for 4 subjects (5.1%) in the cabozantinib arm, and 6 were reported for 5

subjects (6.9%) in the sunitinib arm. There were no Grade 4 or 5 uncoded events. The Grade 3 events had the following verbatim-text

descriptions:

-cabozantinib arm: pulmonary embolism, acute renal failure, burn, and hypophosphatemia.

-sunitinib arm: difficulty swallowing, stomatitis. polycythemia. planned craniotomy surgery. scrotum rash, and herpes zoster.

Note that Grade 1 or 2 unsolicited AEs were only required to be collected if the Investigator considered them to be treatment related.

Note that there is no CTCAE Grade 1 category for pancreatitis or Grade 4 category for fatigue or PPES.

From the Exelixis dictionary based on MedDRA version 17.0.

a Events of embolism from the Exelixis cabozantinib global safety database included pulmonary embolism, deep vein thrombosis,
stroke, thrombosis of the axillary artery, or thrombosis of the left internal carotid artery; further information on these AEs is
provided in A031203 CSR, Sections 12.3.4.2.4 and 12.3.4.2.5. In addition to the subjects summarized under the PT embolism, two
additional cabozantinib subjects with pulmonary embolism were identified. One subject had an uncoded related Grade 3 AE
(nonserious) described in verbatim text as ‘pulmonary embolism” (subject -) One subject that did not have a venous or
mixed thrombotic AE in the clinical database had an event of pulmonary embolism (subject -) in an SAE report (assessed as
Grade 3 in the narrative).

Source: A031203 Bk RIGFHEE Table 40

2) BRAARCC E2F#Z#xR & L1-iE& (Cabozantinib-2001 5£E&)

FHBEIGD 10%L, EOFEFREAELK 27428 1T 0T,

SHHENG DY 20%LL EOFEREGE, FE - RERFNTEASIEERE (62.9%) . FHT(60.0%) |
mILE, BERECAAR (F40.0%) | WREREROHEIERT (F343%) | 7 AT
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XTI FT AT =T BN, BKEGE, EREECEERD (£257%) . T

=T R T AT 2T — BN, BREDIHEE (£ 200%) ThHhol,

Grade 3 LA F O FEELOBEME| ST 68.6% ThH-7-, 3FILL EIZ3I U7 Grade 3 UL ED
AEESRT, GIME 4 #., 11.4%) . F5 - EEFEFNEAR2EGERE., TR, E8E. i
RERRE . BAREGR, EH LU S—EH8EIN (%3 6], 8.6%) Th-o7z (2761425 (3) IHE

H] .

£27428 FUHEEFFEZR (REBNEH 10%LLE)

(Cabozantinib-2001

i 8% . Safety analysis set)

N=35
Grade
Any >3
Preferred Term EEARGE n (%) n (%)
Number of subjects with at least one AE 35 (100.0) 24 (68.6)
Palmar-plantar FE - RIEFERNTE R 2 22 (62.9) 3 (8.6)
erythrodysaesthesia SE B HE
syndrome
Diarrhoea T 21 (60.0) 3(8.6)
Hypertension e I = 14 (40.0) 4(11.4)
Proteinuria H AR 14 (40.0) 3(8.6)
Stomatitis H A4 14 (40.0) 0
Dysgeusia RN 12 (34.3) 0
Hepatic function abnormal [T i RE B3 12 (34.3) 3(8.6)
Aspartate aminotransferase TANTX BT I/ b 9(25.7) 1(2.9)
increased Z AT 27— B
Decreased appetite S0 S5 BIE] 9(25.7) 3(8.6)
Malaise & Ik 9(25.7) 0
Weight decreased (GNEERG 9(25.7) 1(2.9)
Alanine aminotransferase TI=rTI TR 7(20.0) 1(2.9)
increased 7 =7 —EHM
Constipation A it 7 (20.0) 0
Pyrexia g A 7 (20.0) 1(2.9)
Dysphonia B b 6(17.1) 0
Fatigue % 97 6(17.1) 3(8.6)
Nausea qE 6(17.1) 0
Vomiting Mg - 6(17.1) 0
Amylase increased T 7 —EmEm 5(14.3) 12.9)
Cancer pain I8 I 5(14.3) 0
Hair colour changes LA 5(14.3) 0
Hypothyroidism FRCR R B RE AR T 5 5(14.3) 0
Insomnia AHRAE 5(14.3) 0
Rash 595 5 (14.3) 0
Blood thyroid stimulating i H R R R R A 4(11.4) 0
hormone increased i
Nasopharyngitis F WA EA ¢ 4(11.4) 0

Abbreviations: AE=adverse event. MedDRA=Medical Dictionary for Regulatory Activities.
AEs were coded using MedDRA version 21.0.
Source: Cabozantinib-2001 3B  #FEHR & # Table 12.1

3) BRABRASABEZRRE LI-5E (XL184-014 FHER)
@ AEHEHNOBRE

BEOIEHE|E D 30% L EOFEFHEEZF£ 2742927 LT,
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2R TROE RO LNZAFFRIT, FE - RERAMEARZEGRER (100.0%) THY
RNTTT=T ) b T AT 2T —=BEMR T ANT XTI ) b TV AT 2T —
BHM (% 95.7%) Tholz, ZHbHOKEMIIIARF E ORRBEHENPEE TSRV EHHE S
iz,

Grade 3 L FOFEFHEORBE|GIXEAET696% TH-T2, BIETIFLLEICHEER L
Grade 3 A EOFEHER Ty - FAH IV T A7 27 —PHEM @H) | EMLERRY

NEREAE (£ 361 Thotz,
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£27429 FLHEEEZR (2HFORBFIEHA 30%LLE) (XL184-014 iE - AEMEHDHERE . Safety population) E N
Capsules g »
FBE Weight Tablets En
(Malate Salt Weight)® FBE Weight ;H-
40 mg 60 mg 80 mg %
(50 mg) (75 mg) (100 mg) 40 mg 60 mg Total Hb
N=3 N=6 N=5 N=3 N=6 N=23 e
Any AE AE>G3 Any AE AE>G3 Any AE AE>G3 Any AE AE>G3 Any AE AE>G3 Any AE AE>G3

Preferred Term HAGE n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Any AE 3(100.0) 2(66.7) 6(100.0) 4(66.7) 5(100.0) 3 (60.0) 3(100.0) 2(66.7) 6(100.0) 5(83.3) 23(100.0) 16(69.6)
Palmar-plantar FE - BERFHME  3(100.0) 0 6 (100.0) 0 5(100.0)  1(20.0) 3(100.0)  1(33.3)  6(100.0) 0 23(100.0)  2(8.7)
erythrodysaesthesia R AAE R
syndrome
Alanine TZ7=vTI/ b 3 (100.0) 0 5(83.3) 0 5 (100.0) 0 3 (100.0) 0 6 (100.0) 0 22 (95.7) 0
aminotransferase FUAT 2 T—F
increased HAhn
Aspartate T ANGXEEBRT 3 (100.0) 0 6 (100.0) 0 4 (80.0) 0 3(100.0) 0 6 (100.0) 0 22 (95.7) 0
aminotransferase /b7 ART 2
increased Z—EHm
Hypertension e £ 3 (100.0) 4 (66.7) 2(33.3) 4 (80.0) 1(20.0) 3(100.0) 0 6 (100.0) 0 20 (87.0) 3 (13.0)

Blood thyroid = B AR A AR 3 (100.0) 5(83.3) 0 3 (60.0) 0 3(100.0) 0 5(83.3) 0 19 (82.6) 0

stimulating hormone I o EEAN

increased

Diarrhoea TH 3(100.0) 0 5(83.3) 3 (60.0) 2 (66.7) 5(83.3) 18 (78.3) 0

Blood lactate o HP LB A K SR 1(33.3) 0 4 (66.7) 3 (60.0) 2(66.7) 6 (100.0) 16 (69.6) 0

dehydrogenase = pill|

increased

Leukopenia 1 if BRI A E 3 (100.0) 0 6 (100.0) 0 3 (60.0) 0 0 0 2(33.3) 0 14 (60.9) 0

Weight decreased EEAD 2(66.7) 0 3 (50.0) 0 2 (40.0) 0 2(66.7) 1(33.3) 4(66.7) 1(16.7) 13 (56.5) 2(8.7) 51

Dysphonia FEEE 2(66.7) 0 2(33.3) 0 3 (60.0) 0 2 (66.7) 0 3(50.0) 0 12 (52.2) 0 H

Protein urine present R EARBE 3 (100.0) 0 2(33.3) 0 2 (40.0) 0 2 (66.7) 0 3 (50.0) 0 12 (52.2) 0 A

Blood alkaline M T DY RA 2 (66.7) 0 3 (50.0) 0 2 (40.0) 1(20.0) 3 (100.0) 0 1(16.7) 0 11 (47.8) 1(4.3) B0

phosphatase increased 77 F—EHm H

Decreased appetite ARG 2(66.7) 0 2(33.3) 0 2 (40.0) 2(66.7)  1(33.3)  3(50.0) 0 11(47.8)  1(4.3) M

Dysgeusia WHRAEE 3 (100.0) 0 1(16.7) 0 3 (60.0) 0 2 (66.7) 0 2(33.3) 0 11(47.8) 0 iﬁ:
b
Pt
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£27429 IHHESE (LHROKRBIEN30%LLE) (XL184-014 &8 . AEIIEHOMERE . Safety population) (=)
Capsules
FBE Weight Tablets
(Malate Salt Weight)® FBE Weight
40 mg 60 mg 80 mg
(50 mg) (75 mg) (100 mg) 40 mg 60 mg Total
N=3 N=6 N=5 N=3 N=6 N=23
Any AE AE>G3 Any AE AE>G3 Any AE AE>G3 Any AE AE>G3 Any AE AE>G3 Any AE AE>G3
Preferred Term HAGE n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Lipase increased U R—E M 1(33.3) 1(33.3) 2 (33.3) 0 4 (80.0) 0 1(33.3) 1(33.3) 3(50.0) 0 11 (47.8) 2(8.7)
Malaise R 2 (66.7) 0 1(16.7) 0 3 (60.0) 0 2 (66.7) 0 3 (50.0) 0 11 (47.8) 0
Rash B 2 (66.7) 0 2(33.3) 0 2 (40.0) 0 1(33.3) 0 4(66.7) 0 11 (47.8) 0
Stomatitis A% 2 (66.7) 0 2 (33.3) 0 2 (40.0) 0 1(33.3) 0 4 (66.7) 1(16.7) 11 (47.8) 1 (4.3)
Blood urine present BR o i B 3(100.0) 0 2 (33.3) 0 2 (40.0) 0 1(33.3) 0 2(33.3) 0 10 (43.5) 0
Gamma-glutamyltrans y—=ZNE I 1(33.3)  1(33.3)  3(50.0) 0 1(20.0) 0 2(66.7) 1(33.3)  3(50.0) 2(33.3) 10(43.5) 4(17.4)
ferase increased AT T—F
#n

Hypoalbuminaemia &7 7 3 o miE 1(33.3) 0 3 (50.0) 0 2(40.0)  1(20.0) 2 (66.7) 0 2(33.3) 0 10 (43.5)  1(4.3)
Hypocalcaemia BBy AfE 1(33.3) 0 4 (66.7) 0 3 (60.0) 0 0 0 2(33.3) 0 10 (43.5) 0
Neutropenia P ER P 1(33.3) 1(33.3) 6(100.0) 1(16.7) 2 (40.0) 0 0 0 1(16.7) 0 10 (43.5) 2(8.7)
Thrombocytopenia /S HR D iE 0 0 3 (50.0) 0 3(60.0) 0 1(33.3) 0 2(33.3) 0 9 (39.1) 0
Dry skin il A 2(66.7) 0 2 (33.3) 0 3(60.0) 0 0 0 1(16.7) 0 8 (34.8) 0
Hypoproteinaemia g =ik 2 (66.7) 0 2(33.3) 0 1(20.0) 0 0 0 3 (50.0) 0 8 (34.8) 0
Lymphopenia U v 23R RE 1(33.3) 0 2 (33.3) 0 2 (40.0) 1(20.0) 1(33.3) 1(33.3) 2333 1(16.7) 8 (34.8) 3(13.0)
Constipation {EF 1(33.3) 0 1(16.7) 0 1(20.0) 0 2 (66.7) 0 2 (33.3) 0 7 (30.4) 0
Headache GIER) 2 (66.7) 0 3 (50.0) 0 0 0 1(33.3) 0 1(16.7) 0 7 (30.4) 0
Hyperglycaemia e I Al 0 0 3 (50.0) 0 3 (60.0) 0 0 0 1(16.7) 0 7(30.4) 0

Abbreviations: AE=adverse event; CTCAE=Common Terminology Criteria for Adverse Events; FBE=freebase equivalent; MedDR A=Medical Dictionary for Regulatory Activities.

In this table, the most common AEs are sorted in descending order of incidence AE of any grade by preferred term in the total group.

Subjects reporting more than one AE are counted once in each category.
Adverse events are coded using MedDRA version 17.0 and graded by CTCAE version 3.

a Capsule dose strengths were expressed as the malate salt weight during the study; doses expressed as the malate salt weight are provided in parentheses.

Source: XL184-014 B & IEH 53 Table 39

¥8LIX
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@ &I RP2D (60 mg) %15 L1-#ERE

EIEDOREBEIEG D 30% L EOFEFR LK 2.742-10 (2R LT,

ERTRLEBOONTZFEERE, 772073/ MU A7 2 7—EBHMETT A
WRIXUEET I T A7 27 —BHM (% 923%) THYH, ROTFRE - REEFRDT
FRIEFERE (84.6%) Tholz, ZHHIETATAHAAF L ORBEREBRNTE TE 20 Ll
i,

Grade 3 UL O R EFLRORBE ST 2L T885% Th-o72, BIRTIFILLEICHEI L
Grade 3 LA EOREHGIIEME (6 6 . FHERWAE SH) . y-ZAVFINET AT
> 7 —BEME O EE (F4B) | BRD ) TAME, TF=0T I/ P UARAT 2T —
M, F5 - BEBROTERSEEEE, €Y CBMmiE, €7 8 v AMAERTY 7 BKRE
WIE (%361 Thoto (XL184-014 ikEE  FAFEH A E Table 143.1.10 /) |
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274210 ELHEEZR (2AROREFZEMN 30%LUL)

(XL184-014 iE& : %I RP2D (60 mg) #1&5 L 1-#E&&. Safety population]
Molecularly Defined NSCLC

Expansion All 60-mg Tablet Subjects®
N=20 N=26
Any AE AE>G3 Any AE AE>G3
Preferred Term HAGE n (%) n (%) n (%) n (%)
Any AE 20 (100.0) 18 (90.0) 26 (100.0) 23 (88.5)
Alanine aminotransferase TI7=vTI/) TR 18 (90.0) 3 (15.0) 24(92.3) 3(11.5)
increased 7 7 —EHm
Aspartate aminotransferase TANRGX T I b 18 (90.0) 1(5.0) 24 (92.3) 1(3.8)
increased T AT 7 —EHEI
Palmar-plantar FE - BERBFHAEREE 16 (80.0) 3 (15.0) 22 (84.6) 3(11.5)
erythrodysaesthesia syndrome R
Hypertension e I 13 (65.0) 6(30.0) 19 (73.1) 6(23.1)
Diarrhoea THI 12 (60.0) 1(5.0) 17 (65.4) 1(3.8)
Blood thyroid stimulating 1 A F R BRI AR L 9 (45.0) 0 14 (53.8) 0
hormone increased HEn
Decreased appetite BAREGR 11 (55.0) 1(5.0) 14 (53.8) 1(3.8)
Proteinuria EHR 13 (65.0) 1(5.0) 13 (50.0) 1(3.8)
Stomatitis SIS 9 (45.0) 0 13 (50.0) 1(3.8)
Blood lactate dehydrogenase o oL B A SR ERE SR HE N 6 (30.0) 0 12 (46.2) 0
increased
Gamma-glutamyltransferase y—FNEINFT A 9 (45.0) 2 (10.0) 12 (46.2) 4(15.4)
increased 7 7 —EHm
Neutropenia 1T BRI 11 (55.0) 5(25.0) 12 (46.2) 5(19.2)
Platelet count decreased WAy e ) R 9 (45.0) 0 12 (46.2) 0
Weight decreased A E 8 (40.0) 0 12 (46.2) 1(3.8)
Blood alkaline phosphatase mP7ABVERAT 7 H 10 (50.0) 0 11 (42.3) 0
increased —EHEM
Hypoalbuminacmia E7 7 2 o E 9 (45.0) 0 11 (42.3) 0
Hypocalcaemia {&H s b ifE 9 (45.0) 0 11 (42.3) 0
Hypophosphataemia &Y B e 8 (40.0) 3(15.0) 10 (38.5) 3(11.5)
Hypothyroidism HUR RS R IE T E 10 (50.0) 0 10 (38.5) 0
Dysgeusia PR B 7 (35.0) 0 9 (34.6) 0
Haemoglobin decreased ~F S a e 7(35.0) 0 9(34.6) 0
Lipase increased U s—-EHEhn 6(30.0) 2(10.0) 9 (34.6) 2(7.7)
Nausea B 8 (40.0) 1(5.0) 9 (34.6) 1(3.8)
Thrombocytopenia I AR A E 7 (35.0) 1(5.0) 9 (34.6) 1(3.8)
Constipation {EH 6 (30.0) 0 8(30.8) 0
Hyponatraemia &F b U v AmEE 7(35.0) 2(10.0) 8 (30.8) 3(11.5)
Leukopenia A 1 Bk iE 6 (30.0) 0 8 (30.8) 0
Rash 32 4(20.0) 1(5.0) 8 (30.8) 1(3.8)
White blood cell count decreased  H Ifl BR ¥ s> 8 (40.0) 1(5.0) 8 (30.8) 1(3.8)

Abbreviations: AE=adverse event; CTCAE=Common Terminology Criteria for Adverse Events; MedDRA=Medical Dictionary for

Regulatory Activities; NSCLC=non-small cell lung cancer: RP2D=recommended Phase 2 dose.
In this table, the most common AEs are sorted in descending order of incidence of AE of any grade by preferred term in All 60-mg

Tablet Subjects group.

Subjects reporting more than one AE are counted once in each category.
Adverse events are coded using MedDRA version 17.0 and graded by CTCAE version 3.
a Includes all 6 subjects in the 60-mg tablet dose-escalation cohort and all 20 subjects in the NSCLC Expansion.
Source: XL184-014 X8 ¥ fE# & F Table 40
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4) BOHERESRR (&8 HFT—42)

FHEIG D 10%LL EORFEFSEEK2742-11 1ZR 0L,

FEIENIE M 20%LL EOFEELIT, TR (602%) . JE9 (574%) . BHEGE (52.1%) .
ol (49.0%) | FH - RIERFETE A SEGERE (37.6%) | IEM: (33.6%) , (KEFED (32.7%) |
{EFL (29.8%) . EILE (29.2%) . R EE (24.0%) | FEFAEE (23.8%) & OETE (23.2%)
Thol, ZTNHDOREIDIIARA L OREBEFEPTETE 20 Ll &z,

Grade 3 UL EOREFRORIEIE1L 82.8% Th - 7=, BILEIE )Y 5.0%LL 0D Grade 3 LI L
OFEFERSIIT, K (143%) . @SME (13.9%) . FH (10.7%) . BE - BRI
BIEMERE (9.4%) . AL (7.5%) . EHRE (7.0%) KOEEHE (5.6%) ThHh-o7z,
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£2742-11 ELGHEFBR (RREEH 10%LLE)
(B ERIREHBROG ST T —4 : Safety population)
N=3017
All Causality Related®

Any AE AE>G3 Any AE AE>G3
Preferred Term HAGE n (%) n (%) n (%) n (%)
Subjects Reporting at Least One Adverse Event 3009 (99.7) 2498 (82.8) 2902 (96.2) 1913 (63.4)
Diarrhoea TH 1817 (60.2) 322 (10.7) 1596 (52.9) 293 (9.7)
Fatigue i 1733 (57.4) 432 (14.3) 1513 (50.1) 361 (12.0)
Decreased appetite AR 1573 (52.1) 170 (5.6) 1297 (43.0) 132 (4.4)
Nausea i 1478 (49.0) 132 (44) 1204 (39.9) 98 (3.2)
Palmar-plantar FE - REBFAOEASERE 1134 (37.6) 284 (9.4) 1117 (37.0) 282 (9.3)
erythrodysaesthesia syndrome &
Vomiting M i 1015 (33.6) 101 (3.3) 719 (23.8) 64 (2.1)
Weight decreased HEREL 988 (32.7) 108 (3.6) 764 (25.3) 85 (2.8)
Constipation (2 900 (29.8) 34 (1.1) 388 (12.9) 13 (0.4)
Hypertension e If 880 (29.2) 418 (13.9) 759 (25.2) 365 (12.1)
Dysgeusia RRERE 723 (24.0) 4(0.1) 688 (22.8) 4(0.1)
Dysphonia BEEE 718 (23.8) 9(0.3) 604 (20.0) 7(0.2)
Asthenia 4 1 RE 700 (23.2) 210 (7.0) 537 (17.8) 153 (5.1)
Aspartate aminotransferase TARTX BT T 596 (19.8) 132 (4.4) 483 (16.0) 85 (2.8)
increased VAT =7 —E M
Dyspnoea IR [ e 574 (19.0) 95(3.1) 204 (6.8) 24 (0.8)
Abdominal pain =] 568 (18.8) 110 (3.6) 282 (9.3) 27(0.9)
Stomatitis APk 558 (18.5) 55(1.8) 526 (17.4) 53(1.8)
Mucosal inflammation FEIE D JRSE 549 (18.2) 56 (1.9) 522 (17.3) 54 (1.8)
Anaemia H il 544 (18.0) 227 (7.5) 236 (7.8) 76 (2.5)
Alanine aminotransferase TIZ=TI/)MFRT 511 (16.9) 102 (3.4) 432 (14.3) 78 (2.6)
increased = 7 —E#hn
Back pain HEE 510 (16.9) 97 (3.2) 59 (2.0) 6(0.2)
Headache Ep) 493 (16.3) 31 (1.0) 183 (6.1) 3(0.1)
Pain in extremity IU P 9 477 (15.8) 56 (1.9) 200 (6.6) 16 (0.5)
Rash ®5 454 (15.0) 17 (0.6) 371 (12.3) 15 (0.5)
Cough R 443 (14.7) 8 (0.3) 97 (3.2) 1(0.0)
Oedema peripheral YR E 416 (13.8) 20 (0.7) 114 (3.8) 4(0.1)
Hypothyroidism R IR SRS T E 413 (13.7) 8 (0.3) 343 (11.4) 4(0.1)
Dizziness FEIMED E W 368 (12.2) 14 (0.5) 185 (6.1) 3(0.1)
Dyspepsia HERR 363 (12.0) 4(0.1) 264 (8.8) 4(0.1)
Hypokalaemia AV v A E 361 (12.0) 109 (3.6) 161 (5.3) 50 (1.7)
Arthralgia B8 Hi 345 (11.4) 31 (1.0) 88 (2.9) 4(0.1)
Pyrexia FEE 329 (10.9) 15 (0.5) 59 (2.0) 2(0.1)
Dry mouth O PN B 319 (10.6) 0 261 (8.7) 0
Hypomagnesaemia &= 7 %7 AfUE 313 (10.4) 37(1.2) 205 (6.8) 28 (0.9)
Urinary tract infection 7330800 309 (10.2) 39 (1.3) 31 (1.0) 3(0.1)
Insomnia AHELAE 306 (10.1) 1 (0.0) 90 (3.0) 0
Dry skin 4 304 (10.1) 0 255 (8.5) 0
Muscle spasms i ¥ 303 (10.0) 2(0.1) 171 (5.7) 1(0.0)

Abbreviations: AE=adverse event; MedDRA=Medical Dictionary for Regulatory Activities.

Database dates: 001- | 003- 201-J R 20:ro - 2o~ 2o

s01- I oc- I 507

o3 soo- M +o -

Note: The denominator for percentages is the number of treated subjects. Subjects may experience more than one adverse event per

preferred term, but are counted only once per applicable row and column. MedDRA version 17.0 used for coding.

Includes only events within the AE observation period, defined as the time from first dose until the earlier of: 30 days after date of

decision to permanently discontinue study treatment, Date of death, Date lost to follow up, or Data cutoff date.

a Related AEs include those that are 'Possibly' or 'Probably' related.

Source: ¥ESMHIAIR S5 REBR (IR ARHTT — %) Table AESUMI ib_sa_pt
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(2) KBEML<CRohSEIER
1) BHORCC EEEZRF L LI-HAR

(D XL184-308 HE&

ARBET =1 ) AZBFEOWT N THRIET S 10%LL EOTERRE & OF RERSGE
TERVWAEFEFREREE 2742-12 TR LT,

AREITE TIBEEIE A 20%LL EOEBRIE L R BEEEATETEAVHESFSIL. TH
(70%) | &9 (53%) . Tl (45%) . FH - BERBFHTE R LEGER (43%) . BREGR
(40%) . &IMLE (33%) . KEBD (27%) . R (24%) | WRIERE (23%) . FUARIRE
R TIE (21%) ROOWZ%E (20%) Th-oT-,

Tm ) AR THEREGD 20% EORBRE LS ORREBEENSEE T RWVAFEFRIL,
5 (37%) . Hif (29%) . BERBGER OOWNS% (& 24%) | %% (23%) . KEORIE
(22%) . TH (21%) Th-oiz,

Tm U A AREE K U CARIRE CRIES 2 10%LL L&D - 12 iRBEE & o R EBER AT
ETERVEFEGIL, TR (RARE 70%, =<1 U AAEE21%, LLFREIE) | E5 (53%,
37%) | Bl (45%, 18%) . Fi -« BIERRATE N EIEERH (43%., 4.3%) . BEHE (40%.
24%) . EME (33%, 34%) . KEBD (27%. 81%) . & (24%, 62%) . B
(23%, 8.1%) . HURBEREIE FE (21%., 03%) . EFEEE (18%., 0.9%) . 7 AT F
VERT 2 b T AT 2T =B (17%, 59%) . TI7=rT /) b T AT 2T —EH
m (16%. 5.6%) LOME~ 27 %> 07 AMAE (12%, 0%) THo7z,

Grade 3 XX Grade 4 OIRERIE L OR FREEN S E TEX R WA EFERLOFEIRE S IIAFEET
61%, =11 AARET 42% T - 72, Grade 3 X (Z Grade 4 THRHAEIE D 5.0%LL ETH- T
HET, AFBETHEESME (15%) . TH (12%) . EFH (9.7%) ROTFE - RIERRMT
REREFERE (8.5%) Thotz, =m J AREETIE, il (11%) ThoTo.

Grade 5 DIEERIE L DERERPEE CTERWAEFEESRIL, AR TREC QH) | ==
ULAETT AL F)L AR K ORI (% 1) Th-o72 (274212 (1) 1) EHS
e)

-]
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£274212 BBRELOERBEBENAEETELVEGHREER
(WFhhDOREFHTRIBEESH 10%LLE)  (XL184-308 §£E% : Safety population)
Cabozantinib Everolimus
N=331 N=322
Grade Grade
Any 3/4 Any 3/4
Preferred Term N n (%) n (%) n (%) n (%)
Number of subjects with at least one related AE 322 (97) 203 (61) 293 (91) 135 (42)
Diarrhoea T 231 (70) 39 (12) 68 (21) 6(1.9)
Fatigue 5 174 (53) 32(9.7) 118 (37) 14 (4.3)
Nausea ol 149 (45) 11(3.3) 59 (18) 1(0.3)
Palmar-plantar FE - REREFME AR 142 (43) 28 (8.5) 14 (4.3) 2 (0.6)
erythrodysaesthesia AT RE
syndrome
Decreased appetite FAREGR 134 (40) 8(2.4) 78 (24) 1(0.3)
Hypertension 1 I 109 (33) 49 (15) 11 (3.4) 7(2.2)
Weight decreased AR 90 (27) 8(2.4) 26 (8.1) 0
Vomiting N[g, H- 79 (24) 3(0.9) 20 (6.2) 0
Dysgeusia R R 76 (23) 0 26 (8.1) 0
Hypothyroidism RO I e T E 68 (21) 0 1(0.3) 1(0.3)
Stomatitis H A 67 (20) 7(2.1) 77 (24) 7(2.2)
Mucosal inflammation KENBL D 9% i 63 (19) 4(1.2) 71 (22) 11 (3.4)
Dysphonia I 58 (18) 3(0.9) 3(0.9) 0
Aspartate T AN X BT I 55 (17) 3(0.9) 19 (5.9) 1(0.3)
aminotransferase NI AT T —H
increased i
Asthenia ) hE 53 (16) 8 (2.4) 36 (11) 2(0.6)
Alanine FI=LrT I NT 52 (16) 6 (1.8) 18 (5.6) 1(0.3)
aminotransferase A7 =7 —EHE
increased
Proteinuria HE R 44 (13) 9(2.7) 25 (7.8) 2 (0.6)
Rash Eit 42 (13) 0 74 (23) 2 (0.6)
Hypomagnesaemia (&~ &7 % 2w A MdE 40 (12) 11(3.3) 0 0
Anaemia i 39 (12) 10 (3.0) 92 (29) 35 (11)
Dyspepsia HIEAE 37 (11) 1(0.3) 9(2.8) 0
Muscle spasms 5 EEAE 33 (10) 0 7(2.2) 0
Dyspnoea -l ] 25 (7.6) 1(0.3) 48 (15) 1(1.2)
Pruritus % 9 FERE 23(6.9) 0 41 (13) 1(0.3)
Cough Nz Wik 17 (5.1) 0 59 (18) 1(0.3)
Oedema peripheral HKIYHEEIE 15 (4.5) 0 44 (14) 5(1.6)
Hyperglycaemia 1 L 11 (3.3) 1(0.3) 52 (16) 11 (3.4)
Hypertriglyceridaemia m R UEY FiE 10 (3.0) 1(0.3) 37(1D) 9(2.8)
Pneumonitis Hili it £ 0 0 33 (10) 6(1.9)

Abbreviations: AE=adverse event, MedDRA=Medical Dictionary for Regulatory Activities.

Denominators for percentages are N, the total number of subjects in each treatment arm.

At each level of summarization, a subject was counted once for the most severe event if the subject reported one or more events.
Includes only events within the AE observation period defined as the time from first dose date until the earlier of 30 days after date of
decision to discontinue study treatment, date of death, date of consent withdrawal, or the data cutoff date.

From the Exelixis dictionary based on MedDRA version 17.0.

Source: XL184-308 3Bk #IEH L #HAHiH 2 Table 14.3.1.3.6

2 A031203 &

BB EMFEEICRE LR E L ORBEEENEE TXRWEEES (solicited related
AEs) RUAFIFEUIA=F =T EHOWT N TREEE D 10%LL EOIRTREE L O R FREL%R
NHETERNZFOMOAEEESE (unsolicited related AEs) % 3 2.7.4.2-13 |ZR L7,
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AFNEE CTIEE S A 20%LL O solicited related AEs & UF unsolicited related AEs (., i

(72%) JEF (62%) . T ANT X UEET I/ b7 A7 27— BN (60%) | & ifiLE (56%) |
TI=rT I T AT =T =P (54%) | BAGEGE (45%) . FE - RERFME
RESEFERE (42%) . WRRERT (41%) | /MREBD RO AR (% 37%) . BORTHE
EED (%31%) . &Il (29%) . HERBREOME Y CERIMAE (45 23%) . BORIRBEEE(IR T
iE (22%) | M7 L7 F =8N, BEEE RO~ 72T AME (4 21%) Tholz,

A= F = TEECRBEBES N 20%LL 1D solicited related AEs 2 UF unsolicited related AEs %,
HIr (67%) | M/REELD (58%) . Tl (49%) . &l (44%) . EifE (38%) . HE.i

(36%) . AFHRERECE D K O MERED (5% 35%) . P& RIERFRNR A SEREE (32%) |
BHEGE (31%) . MERFERVPONE (£29%) , TARTX BT I /) T A7 2T
—EBHMEORT 7=0T7 7 b7 A7 7 —BHM (& 25%) |, IEH: (21%) Th-o7-,

A=F =T REL I U CARFITECREEIS Y 10%LL E& Do 72 solicited related AEs Jz U
unsolicited related AEs |X, 7 AT X BT I /) b T A7 27— (KFN# 60%., A
=F=THE25%, LLFREIIE) . 79=7 3/ FT7 27 =7 —BH (54%, 25%) . &
ME (56%. 38%) . FAMEE (21%. 1.4%) . THl (72%. 49%) . FE5 « REFERMTR
PIEMERE (42%. 32%) . HORIREEREIRTE (22%. 5.6%) . EBRHOE (45%. 31%) . (KE
W (31%, 17%) . BEE (17%., 2.8%) . SEHRAER (15%, 2.8%) . IRRERE (41%,
29%) . FEJERLME (19%., 8.3%) MOME~ 7 % w7 AMIE (21%. 11%) ThHolz,

Grade 3 XX Grade 4 OIEERHE L ORREZRAGECE L WAEEROBHE S IIARANFET
60%, A=F =TEET 63% T o7-, Grade3 X|¥ Grade 4 THILEE Y 5.0%LL L Th - 7=
solicited related AEs 2 UF unsolicited related AEs i%, AAIETIEIEME (22%) . FTHRILZ UL
VERMUE (4% 9.0%) . FE - BIERFMTERNBEEE (7.7%) . FBRIE (64%) | EH, &
BREGRR OO R (& 51%) Tholz, A=F=7ETIE, @ifE (18%) | ¥ (17%) .
/R ER A (11%) . T (83%) | 18U EEMAE (6.9%) . ARNRRUHET b U w7 A
JE (% 5.6%) Tdh-o7- (A031203 #ABR  #IEHE F Table 143.1.6.2 )

Grade 5 DIEERFE L OFR RPERIEE TE QWA FFSIL, A CHULE R VEEB A2

(B 14) . A=F=7HTHME. MEEE, ERERVOFERAE (& 146) THO, W
THOEREOREEER 30 HUWNICBRERE L (274212 (1) 2) HBH] |
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# 2.7.4.2-13 Solicited related AEs RUWT IO DHREHTHRREEN 10% LU LD
unsolicited related AEs (A031203 §5& : Safety population)

Cabozantinib Sunitinib
N=78 N=72
Grade Grade

Any 3/4 Any 3/4

Preferred Term SEAEh n (%) n (%) 0 (%) n (%)

Number of subjects with at least one related AE 74 (95) 47 (60) 70 (97) 45 (63)

Solicited Related AEs

Number of subjects with at least one solicited related AE 73 (94) 32 (41) 68 (94) 38 (53)
Diarrhoea i 56 (72) 7(9.0) 35(49)  6(8.3)
Fatigue T 48(62)  4(5.1) 48(67) 12(17)
Aspartate aminotransferase TANRGX BT I )T 47 (60) 1(1.3) 18(25) 2(2.8)
increased AT =7 —E R
Hypertension e I 44 (56) 17 (22) 27 (38)  13(18)
Alanine aminotransferase TI=rTI) N TAT 42 (54) 3(3.8) 18 (25) 0
increased x 7 —B
Palmar-plantar FE- R ERFEEASRERE 33 (42) 6(7.7) 23(32) 3(4.2)
erythrodysaesthesia syndrome jii3
Platelet count decreased RN & =8 > 29 (37) 1(1.3) 42 (58) 8 (11)
Neutrophil count decreased I rh R B R 12 (15) 0 25(35) 342
Blood bilirubin increased mHE UL e HEn 11(14) 0 4(5.6) 0
Electrocardiogram QT LEMQTIER 2(2.6) 0 5(6.9) 2(2.8)
prolonged
Pancreatitis 273 1(1.3) 0 0 0

Unsolicited Related AEs (Reported in >10% of Subjects in Either Treatment Arm)

Number of subjects with at least one unsolicited related AE 69 (88) 33 (42) 62 (86) 30 (42)
Decreased appetite HEXT R B):S 35 (45) 4(5.1) 22(31) 1(1.4)
Dysgeusia RN 32 (41) 0 21 (29) 0
Stomatitis P 20(37)  4(5.1) 21(29)  4(5.6)
Nausea L 24(31)  2(2.6) 26(36) 2(2.8)
Weight decreased (GNEERG 24 (31) 3(3.8) 12(17) 0
Anaemia i 23 (29) 0 3244)  1(1.4)
Dyspepsia HALA R 18 (23) 0 12 (17) 0
Hypophosphataemia &) BRI AE 18 (23) 7 (9.0) 12(17)  5(6.9)
Hypothyroidism FRCR R B RE AR T 5 17 (22) 0 4(5.6) 0
Blood creatinine increased mH 2 L7 F =8N 16 (21) 1(1.3) 14(19)  2(2.8)
Dysphonia FEEREE 16 (21) 1(1.3) 1(1.4) 0
Hypomagnesaemia o~ 7 %27 AMLFE 16 (21) 1(1.3) 8(11) 0
Dry mouth 1PN iz 15 (19) 0 8 (11) 0
Dry skin B R A5 15 (19) 0 6 (8.3) 0
Vomiting AT 15(19)  1(L.3) 1521) 1(1.4)
Constipation {E 14 (18) 1(1.3) 9 (13) 0
Dizziness FEES E 14 (18) 0 12(17) 0
Alopecia [T Etng 13 (17) 0 2(2.8) 0
Hypoalbuminaemia &7 7 3 o miE 13 (17) 0 12(17) 0
Hypocalcaemia &0 27 AfiLRE 13(17) 2(2.6) 10 (14) 0
Dermatitis acneiform SR BN 5 12 (15) 0 2(2.8) 0
Dyspnoea I ] 12 (15) 1(1.3) 8 (11) 1(1.4)
Hypokalaemia &4 U 7 A 12 (15) 1(1.3) 4(5.6) 0
Rash maculo-papular e NITR 2 N4 2 11 (14) 0 9(13) 2(2.8)
Blood alkaline phosphatase mETALHTRAT 7 & — 10 (13) 0 8 (11) 0
increased B
Lymphocyte count decreased U o SERER 10 (13) 0 13(18) 3(4.2)
Headache BHIE 9(12) 0 11(15)  1(1.4)
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# 2.7.4.2-13 Solicited related AEs RUWT I DR SFE THRREEHN 10%LUELED
unsolicited related AEs (A031203 it8% : Safety population) (=)

Cabozantinib Sunitinib
N=78 N=72
Grade Grade
Any 3/4 Any 3/4
Preferred Term SEAEh n (%) n (%) 0 (%) n (%)

White blood cell count I i BR A 9(12) 0 25(35) 2(2.8)
decreased
Abdominal pain (21 8 (10) 0 5(69) 2(2.8)
Dehydration A 8(10)  3(3.8) 707 1(14)
Hyperglycaemia ki 8 (10) 0 8 (11) 2(2.8)
Insomnia AHRAE 8 (10) 0 6(8.3) 0
Peripheral sensory neuropathy KR = = —n F— 8 (10) 1(1.3) 3(4.2) 0
Hyponatraemia €7 b U 7 AfiE 6(7.7) 2 (2.6) 13(18)  4(5.6)
Oedema peripheral A M E 5(6.4) 0 9 (13) 0
Proteinuria EHR 5(6.4) 2 (2.6) 9(13) 1(1.4)
Muscular weakness i E 3(3.8) 0 10 (14) 0

Abbreviations: AE=adverse event; CTCAE=Common Terminology Criteria for Adverse Events; PPES=palmar-plantar
erythrodysaesthesia syndrome.

Denominators for percentages are N, the total number of subjects in each treatment arm.

At each level of summarization, a subject was counted once for the most severe event if the subject reported one or more events.
Note that there is no CTCAE Grade 1 category for pancreatitis or Grade 4 category for fatigue or PPES.

From the Exelixis dictionary based on MedDRA version 17.0.

Source: A031203 B IRIEHEF Table 41

2) BAARCC E2F%xR & L-HE (Cabozantinib-2001 FXE&)

FEHE S 10%LL EOARF & OFR EEENGETERWEEEL4#£ 274214 1R LT,

FEEIE D 20% L EORK L DRBEEENPTECELVWAFFESIL., FE - REBRFRARE
RAEREFERE (62.9%) . FH (543%) . mMERCERR (4 40.0%) . FFEERT ROO
N2 (% 34.3%) . BRERE (314%) . TARIFXUET I/ P70 A7 27 —EBHEMEDV
BERBEGR (£525.7%) . 77=v7 I/ b7 A7 =27 —EBEM (200%) Th-ot,

Grade 3 DL EOFAF L O RBERP T ECERVWEERESZORBRE ST 629% Th-7-, 3
BILL IR B U7z Grade 3 UL EOAAFI L ORREBEENEETELRWAFESRIT, AiiLE (4
fil, 11.4%) | FE - BERRNTERRMEGEE, TH, E0REOITHRERE (£ 3 . 8.6%)
Thoi,
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#£2742-14 ARBRIBEETELVELEESR (RRBNEHMN 10%LLE)
(Cabozantinib-2001 §XE& : Safety analysis set)

N=35
Grade
Any >3

Preferred Term SEAEh n (%) n (%)
Number of subjects with at least one related AE 34 (97.1) 22 (62.9)

Palmar-plantar FE - RERESFMT AL 22 (62.9) 3 (8.6)

erythrodysaesthesia SE B HE

syndrome

Diarrhoea i 19 (54.3) 3(8.6)

Hypertension e I = 14 (40.0) 4(11.4)

Proteinuria H AR 14 (40.0) 3(8.6)

Hepatic function abnormal Frikne fw 12 (34.3) 3(8.6)

Stomatitis B S 12 (34.3) 0

Dysgeusia U 11 (31.4) 0

Aspartate aminotransferase TANRTX BT I/ b 9(25.7) 1(2.9)

increased Z AT =7 — BN

Decreased appetite S0 S5 BIE] 9(25.7) 2(5.7)

Alanine aminotransferase TIZ=T IS RTA 7 (20.0) 1(2.9)

increased 7 =7 —EHEm

Dysphonia B b 6(17.1) 0

Malaise & U 6(17.1) 0

Hair colour changes EEEE 5(14.3) 0

Hypothyroidism R R R RE R T 5(14.3) 0

Blood thyroid stimulating i H R R R R A 4(11.4) 0

hormone increased Hm

Nausea qE 4(11.4) 0

Rash 595 4(11.4) 0

Vomiting g it 4(11.4) 0

Abbreviations: AE=adverse event, MedDRA=Medical Dictionary for Regulatory Activities.

AEs were coded using MedDRA version 21.0.
Source: Cabozantinib-2001 35  #45# 5 F Table 12.g

3) BRABEENABEEZTRE LI-FER (XL184-014 FHER)

D AEFHEY0HERSE
EROBEENEG N 30%LL EOAEF EORBEGRPGETERVAEEREZFK 2742-15 (2

=~ L7,

2ETRELZADONZAREA L OREEAFEATETERVEEFERIT, TE - BEFRER
HMBERRIEEFERE (100.0%) THY, RWTTF7=0T I/ FT A7 27— (95.7%)
BT ARG XL BT I NI A7 27 —EH#N (91.3%) THoT-.

Grade 3L EOARAF L OEREBEBNRRE CERVAEFZORBEEGIT KT 2% TH-
Too R T 2 FILL EICHE IR L7z Grade 3 UL EOERAF| L O BEBEUEN T E T RVWHEESRIT,
Y- INEINNT AT 27— BRMNEOEIE (%360 . U oSERBAME, FE - RK
AR DIEGERE, VS —B8IN, fFREREUDE, Y CERMAE & OMEF b U U AMAE (%

24) Thot (2761525 (3) 1) HEH) |
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274215 FHEOEBERATECEHVILEEER (LHEORBRIEH 30%LLE) RN
(XL184-014 E& : FEF Y OMWERE . Safety population) 'S %
Capsules ;-H.
FBE Weight Tablets =
(Malate Salt Weight)® FBE Weight Wt
40 mg 60 mg 80 mg k>
(50 mg) (75 mg) (100 mg) 40 mg 60 mg Total ﬁ
N=3 N=6 N=5 N=3 N=6 N=23

Any AE AE=G3 Any AE AE>G3 Any AE AE>G3 Any AE  AE>G3 Any AE  AE>G3 Any AE AE>G3

Preferred Term HEAGE n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Any treatment-related AE 3(100.0)  2(66.7)  6(100.0) 4(66.7)  5(100.0) 3 (60.0) 3(100.0)  2(66.7)  6(100.0) 4(66.7) 23(100.0) 15(65.2)
Palmar-plantar FE - BEFEFME 3 (100.0) 0 6 (100.0) 0 5(100.0)  1(20.0) 3(100.0) 1(33.3)  6(100.0) 0 23 (100.0) 2 (8.7)
erythrodysaesthesia A AAE R
syndrome
Alanine TI7=vT 3/ F 3 (100.0) 0 5(83.3) 0 5 (100.0) 0 3 (100.0) 0 6 (100.0) 0 22 (95.7) 0
aminotransferase FAT = T—F
increased i
Aspartate T ANT X BT 2 (66.7) 0 6 (100.0) 0 4 (80.0) 0 3 (100.0) 0 6 (100.0) 0 21 (91.3) 0
aminotransferase /b AT
increased 7 —EHm
Hypertension & I E 3 (100.0) 0 4(66.7)  2(33.3)  4(80.0) 1(20.0) 3 (100.0) 0 6 (100.0) 0 20 (87.0) 3 (13.0)

Blood thyroid i, Fv R bR R AR 3 (100.0) 0 5(83.3) 0 3 (60.0) 0 3 (100.0) 0 5(83.3) 0 19 (82.6) 0

stimulating hormone L HEN

increased

Diarrhoea THT 3(100.0) 0 5(83.3) 0 3 (60.0) 0 2 (66.7) 0 4(66.7) 0 17 (73.9) 0

Blood lactate i o FL R A K S B 1(33.3) 0 4(66.7) 0 3 (60.0) 0 2 (66.7) 0 5(83.3) 0 15 (65.2) 0

dehydrogenase el

increased

Leukopenia [ i, B A GE 3 (100.0) 0 6 (100.0) 0 3 (60.0) 0 0 0 2(33.3) 0 14 (60.9) 0 B

Dysphonia R E 2 (66.7) 0 2(33.3) 0 3 (60.0) 0 2 (66.7) 0 3(50.0) 0 12 (52.2) 0 EEI

Protein urine present R EBEE 3 (100.0) 0 2(33.3) 0 2 (40.0) 0 2 (66.7) 0 3(50.0) 0 12 (52.2) 0 i‘}g

Decreased appetite BAEUEIR 2 (66.7) 0 2(33.3) 0 2 (40.0) 0 2 (66.7) 1(33.3) 3(50.0) 0 11 (47.8) 1(4.3) ||:|_|

Dysgeusia TR R 3(100.0) 0 1(16.7) 0 3 (60.0) 0 2 (66.7) 0 2(33.3) 0 11 (47.8) 0 e

Rash #5 2(66.7) 0 2(33.3) 0 2 (40.0) 0 1 (33.3) 0 4(66.7) 0 11 (47.8) 0 ki3

Stomatitis 0% 2 (66.7) 0 2(33.3) 0 2 (40.0) 0 1(33.3) 0 4(66.7) 1(16.7) 11 (47.8) 1(4.3) He
Hi
B
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£274215 XKEECEORARBEENBETETLHVWELASTER (2ADORRENEH 30%LLE)

(XL184-014 &X8% : AEHBHIDHERE . Safety population) (#EZ)
Capsules
FBE Weight Tablets
(Malate Salt Weight)” FBE Weight
40 mg 60 mg 80 mg
(50 mg) (75 mg) (100 mg) 40 mg 60 mg Total
N=3 N=6 N=5 N=3 N=6 N=23
Any AE AE=G3 Any AE AE>G3 Any AE AE>G3 Any AE  AE>G3 Any AE  AE>G3 Any AE AE>G3
Preferred Term HEAGE n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Weight decreased RE R 2 (66.7) 0 3(50.0) 0 2 (40.0) 0 2(66.7)  1(33.3)  2(33.3) 0 11(47.8) 1(4.3)
Blood urine present R o i j 3 (100.0) 0 2 (33.3) 0 2(40.0) 0 1(33.3) 0 2(33.3) 0 10 (43.5) 0
Lipase increased U —E88im 1(33.3) 1(33.3) 2(33.3) 0 3 (60.0) 0 1(33.3) 1(33.3) 3(50.0) 0 10 (43.5) 2 (8.7
Malaise N 2 (66.7) 0 1(16.7) 0 3 (60.0) 0 2 (66.7) 0 2(33.3) 0 10 (43.5) 0
Neutropenia I PR A 1(33.3) 1(33.3)  6(100.0) 1(16.7) 2 (40.0) 0 0 0 1(16.7) 0 10 (43.5) 2(8.7)
Gamma-glutamyltrans y—ZNnE I 1(33.3) 1(33.3) 3(50.0) 0 1(20.0) 0 2 (66.7) 1(33.3) 2(33.3) 1(16.7) 9(39.1) 3 (13.0)
ferase increased FUAT 2 T—F
H#m

Hypocalcaemia EH v A E 1(33.3) 0 3 (50.0) 0 3(60.0) 0 0 0 2(33.3) 0 9(39.1) 0
Thrombocytopenia i /N B fiE 0 0 3(50.0) 0 3(60.0) 0 1(33.3) 0 2(33.3) 0 9(39.1) 0
Dry skin B R ELAR 2 (66.7) 0 2 (33.3) 0 3 (60.0) 0 0 0 1(16.7) 0 8 (34.8) 0
Hypoproteinaemia &% A i AE 2 (66.7) 0 2(33.3) 0 1 (20.0) 0 0 0 3(50.0) 0 8 (34.8) 0
Blood alkaline me7/rh kA 1(33.3) 0 2(33.3) 0 1 (20.0) 0 3 (100.0) 0 0 0 7(30.4) 0
phosphatase increased 77 X —EHEm
Hyperglycaemia T I pE 0 0 3 (50.0) 0 3(60.0) 0 0 0 1(16.7) 0 7 (30.4) 0
Hypoalbuminaemia BT AT 2w mE 1(33.3) 0 1(16.7) 0 2 (40.0) 0 1(33.3) 0 2(33.3) 0 7(30.4) 0
Lymphopenia U BRI E 1(33.3) 0 2(33.3) 0 2 (40.0) 1(20.0) 0 0 2 (33.3) 1(16.7) 7 (30.4) 2(8.7)

Abbreviations: AE=adverse event; CTCAE=Common Terminology Criteria for Adverse Events; FBE=freebase equivalent; MedDRA=Medical Dictionary for Regulatory Activities.

In this table, the most common AEs are sorted in descending order of incidence of AE of any grade by preferred term in the Total group.

Subjects reporting more than one AE are counted once in each category.

Adverse events are coded using MedDRA version 17.0 and graded by CTCAE version 3.

a Capsule dose strengths were expressed as the malate salt weight during the study; doses expressed as the malate salt weight are provided in parentheses.

Source: XL184-014 3B #AFEH S5 E Table 41
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274 BERMREH HKEERIZHAR
XL184

@ &I RP2D (60 mg) %15 L1-#ERE

EEOFBEIE D 30%L, EORF L OREBEBEITETETRVAFFELE 2.742-16 (2
=~ L7z,
EERETHRLELBOONTZFEERL, 772073/ b I AT7 27 —EBREMEOT A
WRTBUBT I/ T A7 27 —EBHM (% 923%) THH ., RWTFE - RIERBFRTE
REIEWGERE (84.6%) ThHolz,

Grade 3L EOAF L ORFEBEBENEE CERWAEFEESZOREIE S IIL2AETR4.6%TH-
72 2L EICRE L7z Grade 3 DL EOERAF L ORBEBEBRATE TCERVEERESRT. SILE
(6 ) . FHERANE G#H) . 7I7=2T7 37 T AT 2T —BHEN, FE - REER
HEARREERE, y- JAZ NN T A7 27 —E#, &) Y o AfGE, U o Bk
TERCMEAD Y 7 AfiE (%361 | KD CEEMEROT 27 —E#I (F26]) Thoiz
(2.7.6.152.5 (3) 2) HHZM]) , Grade S ODARA| L ORBEENTE CTE L VWEEFRIL, W
WAa (16) Thotz (274212 (3) 2) HEBHE] |
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XL184

%£2742-16 ARMEEINABETCTHVEILEEER (2FEORIREEH 30%LLE)

[(XL184-014 iXE& : %I RP2D (60 mg) #1&5 L 1-#E&&. Safety population]
Molecularly Defined NSCLC

Expansion All 60-mg Tablet Subjects®
N=20 N=26
Any AE AE>G3 Any AE AE>G3
Preferred Term HAGE n (%) n (%) n (%) n (%)
Any treatment-related AE 20 (100.0) 18 (90.0) 26 (100.0) 22 (84.6)
Alanine aminotransferase TI7=vTI/) TR 18 (90.0) 3 (15.0) 24(92.3) 3(11.5)
increased 7 7 —EHm
Aspartate aminotransferase TANRGX T I b 18 (90.0) 1(5.0) 24 (92.3) 1(3.8)
increased T AT 7 —EHEI
Palmar-plantar FE - BERBFHAEREE 16 (80.0) 3 (15.0) 22 (84.6) 3(11.5)
erythrodysaesthesia syndrome R
Hypertension e I 13 (65.0) 6(30.0) 19 (73.1) 6(23.1)
Diarrhoea THI 11 (55.0) 1(5.0) 15(57.7) 1(3.8)
Blood thyroid stimulating 1 A F R BRI AR L 9 (45.0) 0 14 (53.8) 0
hormone increased HEn
Decreased appetite BAREGR 11 (55.0) 1(5.0) 14 (53.8) 1(3.8)
Proteinuria EHR 13 (65.0) 1(5.0) 13 (50.0) 1(3.8)
Stomatitis SIS 9 (45.0) 0 13 (50.0) 1(3.8)
Neutropenia I P BRI E 11 (55.0) 5(25.0) 12 (46.2) 5(19.2)
Platelet count decreased MR Eog 9 (45.0) 0 12 (46.2) 0
Blood lactate dehydrogenase o oL B A SR ERE SR HE N 6 (30.0) 0 11 (42.3) 0
increased
Hypocalcaemia {&H s b ifE 9 (45.0) 0 11 (42.3) 0
Gamma-glutamyltransferase y—FNEINFT A 8 (40.0) 2 (10.0) 10 (38.5) 3(11.5)
increased 7 7 —EHm
Hypoalbuminaemia &7 7 2 v MmiE 8 (40.0) 0 10 (38.5) 0
Hypothyroidism HUR RS R IE T E 10 (50.0) 0 10 (38.5) 0
Weight decreased A E 8 (40.0) 0 10 (38.3) 0
Blood alkaline phosphatase mP7ABVERAT 7 H 9 (45.0) 0 9 (34.6) 0
increased —EHEM
Dysgeusia SRR 7 (35.0) 0 9 (34.6) 0
Hypophosphataemia &Y B8 iE 7 (35.0) 2(10.0) 9 (34.6) 2(7.7)
Lipase increased U —FHEhn 6(30.0) 1(5.0) 9(34.6) 1(3.8)
Nausea B 8 (40.0) 1(5.0) 9 (34.6) 1(3.8)
Thrombocytopenia M./ JN AR A A 7 (35.0) 1(5.0) 9 (34.6) 1(3.8)
Leukopenia A 1 Bk iE 6 (30.0) 0 8 (30.8) 0
Rash 32 4(20.0) 1(5.0) 8 (30.8) 1(3.8)
White blood cell count decreased  H Ifl BR ¥ s> 8 (40.0) 1(5.0) 8 (30.8) 1(3.8)

Abbreviations: AE=adverse event; CTCAE=Common Terminology Criteria for Adverse Events; MedDRA=Medical Dictionary for
Regulatory Activities; NSCLC=non-small cell lung cancer: RP2D=recommended Phase 2 dose.

Subjects reporting more than one AE are counted once in each category.

In this table, the most common AEs are sorted in descending order of incidence of AE of any grade by preferred term in the All
60-mg Tablet Subjects group.

Adverse events are coded using MedDRA version 17.0 and graded by CTCAE version 3.

a Includes all 6 subjects in the 60-mg tablet dose-escalation cohort and all 20 subjects in the NSCLC Expansion.

Source: XL184-014 3Bk #IEHEE Table 42

4) BOHERILRSRER (&8 HFT—%)

FEHEIG D 30%LL ORI L ORRBEBRATETERVWAERSIL. TH (52.9%) .
5 (50.1%) . BHEEGE (43.0%) | B0 (39.9%) L OVFE - EIERERHE A 2IEFEEE (37.0%)
Thotz (F2742-11 8]) |
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274 BERMREH HKEERIZHAR
XL184

Grade 3 DL FOJRBRIE L OR BEENGE TEXRWHEEELORRE ST 63.4% TH o7,
Grade 3 UL E CREE|IEN 5.0%LL ETHo7-FRIT, sME (12.1%) . I (12.0%) . T

H(9.7%) . B - REBFMTEARDIEFEE (93%) RUOMENE (5.1%) Thor- (#£2.74.2-11
;;Sﬁl\a\) o

274212 %1

(1) BHDRCC EFEZRERE L-HER
1) XL184-308 :E&

LEVEOREENE (F—2 0y b4 7H 120165810 A 2 H) £TICHRESET R
VIR A2 F 2.742-17 2R LTz,

Safety population TlL7ZZ M O AT £ TIZ 426 FIOL T AEWE SiL7- [(AFIEET 199
il (60%) KO~ NARET 227 il (70%) ) . IBBEOREE S 30 HUNOIET X
AFEET 21 6] (6.3%) . =<2 AAFET 236 (7.1%) THH ., ERERITHEROETT
Hotz, HEOEITLANOHEMBIC LD, AFEETIOH (2.7%) R= N ) AARET
12 1] (3.7%) T - 7=, IRBRIEO B & 5% 30 B 0% A LR O BT XA FIFE T 178 41 (54%) |
T Y AAFET 204 5] (63%) Tholo, HRDIZEALEITHBOEITTCH- T,

£ 274217 RHTERUIEE (XL184-308 5#5% : Safety population)

Cabozantinib Everolimus

N=331 N=322

n (%) n (%)

Alive 132 (40) 95 (30)
Expired 199 (60) 227 (70)
Deaths <30 days after last dose of study treatment 21(6.3) 23(7.1)
Progression of disease under study 12 (3.6) 11 (3.4)
Other 9(2.7) 12 (3.7)
Deaths >30 days after last dose of study treatment 178 (54) 204 (63)
Progression of disease under study 149 (45) 184 (57)
Other 29 (8.8) 20(6.2)

Source: XL184-308 3B #FEH 5EHE 2 Table 16

TR DO R AP 514 30 BLUNOELE RBOEITE2ERLS) O—EA2£2742-18|2, TD
i DOFET D —F A XL184-308 ki #RFEH S FHME 2 Lisitng 16.2.7.1 (2R L7,

BB DR G54 30 HELNDIEL @ 5 6 ARAI & ORZEEIFRHGE TE R2VIET DM
276 fE 1 (1) HIZ, ZOMOELTOFME XL184-308 iklr  ffiMEHE 1433HK
DefEsRiEEME 2 1433 IR L7,
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XL184

$£274218 BBREORKERESHI0OBLUAOET FEOETER)
(XL184-308 i#E& : Safety population)

Treatment Subject No. Sex/Age/ Date of first Grade 5 AE Date of death Relation to
group Race dose/last dose (PT/HEEATE (Days after first study drug
dose®, Days

after last dose®)

Cabozantinib - M/6I/ 20./I/l/ Pleural infection/ 20./'/' Not related

White oy 1 | R (441, 8)

] wdf 2N Death/ 200l Related
White 2R T (94. 1)

- M/Sl ZOlIlII/ General physical health 20./l/. Not related
White 20./" deterioration/ (8.5)

EHREREET

] % | 20 Deatly/ 20l Not related
White oy | ] | L (106, 0)

- M/?I 20./l/./ Pneumonia/ 20././. Not related
White ey | || Jiti 2 (2. 1)

- M/Sl 20./l/./ Post procedural ZOI/I/. Not related
White 20./'1. haemorrhage/ (52,12)

B E 2 H ifn.

- F/GI 20./'/./ Death/ 20./" Not related
White 20 - (496, 0)

- M/?I 20./'/./ Cardiac failure/ 20./'/' Not related
White 20 i LR (4. 1)

- M/SI 20./'/./ Urosepsis/ 20./'/' Not related
White oy f ] | FR B RUfLE (239, 13)

Everolimus - M/SI/ 20./'/./ Respiratory failure/ 20././. Not related

Asian oy | ] | REIR T £ (127, 18)

- F/GI 20./././ Aspergillus infection/ ZOI/I/. Related
White oy f ] | T AR A Y (70. 14)

- M/SI 20./l/./ General physical health ZOI/I/. Not related
Other 20./'/' deterioration/ (62,11)

EHEBREET

- F/?I 20./././ Circulatory collapse/ 20./l/. Not related
White 2l TR 4.5)

- M/6I 20./././ Hydrothorax/ 20./l/. Not related
White oy 1 | Rk AE (39.3)

- M/Sl 20./././ Gastrointestinal 20./l/. Not related
White 20./'/' perforation/ (44, 12)

HILEZ L

- M/6l 20./I/l/ Hydrothorax/ 20./'/' Not related
White 20l g A g (218.27)

- M/6I/ 20./././ Pneumonia aspiration/ 20././. Not related
White 2ol RELUEIE i 2 (318.23)

- M/?I 20./././ Pneumonia aspiration/ 20././' Not related
White 2R REBEYE i J (87.30)

- M/6I 20./././ Pneumonia/ 20././' Not related
White 20l Biti ¢ (113, 1)
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£274218 AREONRKRFREEXIOBLAOEL (FEOETERL)
(XL184-308 5tE& : Safety population) (#t&)

Treatment Subject No. Sex/Age/ Date of first Grade 5 AE Date of death Relation to
group Race dose/last dose (PT/HEEATE (Days after first study drug
dose®, Days

after last dose®)

Everolimus - M/4I/ ZO./I/l/ Multi-organ failure/ 20./'/' Not related

White oy ] | SWBTL (81.3)
- M/Sl ZO./l/l/ Pneumonia aspiration/ 20"/' Related
White 2R A i 5% (63.29)

Abbreviations: AE=adverse event; F=Female; M=Male; MedDR A=Medical Dictionary for Regulatory Activities; PT=preferred
term.

From the Exelixis dictionary based on MedDRA version 17.0.

a Days after first dose=Date of death - Date of first dose + 1.

b Days after last dose=Date of death - Date of last dose.

Source: X1.184-308 FRE: R IEH EEH® 2 Listing 16.2.4.1, Listing 16.2.7.1, Listing 16.2.7.3

IR E O A& e 5% 30 ALLNOSE L 1X, 2T Grade 5 @ﬁ”ﬂ“—“%%&& LTwEShT, 1B
B O B B 57 30 H LANICHE B L 72 Grade 5 O EHE S (B OHEITE2 &) #%2.742-19
s L7z,

TR O R A G1% 30 BLUUNICHREL LT Grade s DEEELHD S 6, WL ORERET
2HLA EICHE S FRIE, ARBETET Gf)) . =< ) AABETHEmEMEAL (3 #)
FUOMASE Q#]) Thol, ZOMOESRIT, WTHHOREHET 1 FSUISFEREHTI
BT HO>DORBETH o7z,

BB L DR REBARATE TE AW EHE 72 Grade 5 DR EFEIL, RABETET (1
i) . =Xm U LARFETT AL )L ARG OFREMERT 28 (45 1 7)) Th o7z [2.7.6.12.2.5

(4) M) , IBBREILEMIC LV REBRE L OR BN GE S 72 TIZ OV TRERIKIEH
F ORI L7223, AR OF =222 EOBREIIRRD Ll hoTz,
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%£274219 AKRBREOSEFSH®I0BLAICEBEL - Grade 5 DEETER
(XL184-308 i#E& : Safety population)

Cabozantinib Everolimus
N=331 N=322
Preferred Term JLAEE n (%) 0 (%)
Number of subjects with Grade 5 adverse event 21 (6.3) 23 (7.1)
Renal cell carcinoma® R i e A 11 (3.3) 11 (3.4)
Death T 3(0.9) 0
Cardiac failure I N 1(0.3) 0
General physical health BRI T 1(0.3) 1(0.3)
deterioration
Pleural infection g 6 e 1(0.3) 0
Pneumonia Jili ¢ 1(0.3) 1(0.3)
Post procedural haemorrhage AL 5 H i 1(0.3) 0
Respiratory failure A A< 1(0.3) 1(0.3)
Urosepsis R A Wi 1 1(0.3) 0
Aspergillus infection T AL A G 0 1(0.3)
Circulatory collapse 17F B 1 0 1(0.3)
Gastrointestinal perforation HILE 2L 0 1(0.3)
Hydrothorax fifg 7 5 0 2(0.6)
Multi-organ failure % g T2 0 1(0.3)
Pneumonia aspiration R it 7% 0 3(0.9)

Abbreviation: MedDRA=Medical Dictionary for Regulatory Activities.

Denominators for percentages are N, the total number of subjects in each treatment group.

Sorted by descending frequency in the cabozantinib arm.

From the Exelixis dictionary based on MedDRA version 17.0.

a Includes the preferred terms renal cell carcinoma, metastatic renal cell carcinoma. and renal cancer.
Source: XL184-308 3ER  #FEFR L 4l 2 Table 17

2) A031203 Bk

T2y NATEE (2016 9 A 15 ) £ TIoHE S C R UBER £ % 2.7.4.2-20
s L7z,

Safety population ClI7 — & 71 v b A 7l E£ TIZ 81 FlOFET 238 S hviz [AAI#E 38
(49%) . A=F =T 43 il (60%) ] . BB ORI G-1% 30 H LINOETIE, RAIT
Tafl (5%) . A=F=TETH (11%) Tholz, ZD 55, ERPNFBOETTH -
oW I G L b 1A CThoTo, ek, RABEO L AL, BRT —#S— A L JH{%
DETIC L AT E@mEnich, BH, ZHFLCILIETICER SN, BREORKE
Peh54% 30 AOBA LSO L, AFIEET 34 6] (44%) . A=F=7BET 356 (49%) T
HY ., RLENoTEERIL, BFRGEEE LRBOEITTH- T,
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