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PFIZER INC.

These results are supplied for informational purposes only.
Prescribing decisions should be made based on the approved package insert.

PROPRIETARY DRUG NAME®/GENERIC DRUG NAME: Sutent® / Sunitinib malate
PROTOCOL NO.: A6181099

PROTOCOL TITLE: A Randomized, Phase 3 Study of Sunitinib in Combination With
Capecitabine Compared With Capecitatine in Patients With Previously Treated Breast
Cancer

Study Centers: A total of 105 centers took part in the study and enrolled subjects; 25 in the

United States (US), 10 each in Germany and Italy, 8 in the United Kingdom (UK), 7 each in

France and Spain, 5 each in Belgium, Greece and Poland, 4 each in Canada and Ireland,

3 each in the Russian Federation, Austria and Denmark, 2 each in the Netherlands, the Czech
Republic and 1 each in Romania, and Norway.

Study Initiation and Final Completion Dates: 05 February 2007 to 20 June 2011
Phase of Development: Phase 3
Study Objectives:

Primary Objective:

e To demonstrate that the combination of sunitinib plus capecitabine was superior to
capecitabine monotherapy in prolonging the progression-free survival (PFS) for advanced
breast cancer (ABC) subjects.

Secondary Objectives:

e To compare measures of duration of tumor control and overall survival (OS).

e To compare the safety of sunitinib plus capecitabine versus (vs) capecitabine
monotherapy.

e To compare the patient reported outcomes (PRO) of health-related quality of life (QOL)
and disease-related symptoms.

e To assess measurement and valuation of health status.
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METHODS

Study Design: This was a multinational, multicenter, randomized (1:1), Phase 3 clinical trial
comparing the efficacy and safety of the combination capecitabine plus sunitinib with
capecitabine in ABC subjects. Subjects that had bone-only disease who were hormone
receptor-positive were required to have progressed on hormone-therapy to be eligible. In
addition, subjects having human epidermal growth factor 2 (HER2) positive disease were
eligible for the study only if they had previously received treatment with trastuzumab and,
where community standard of care, lapatinib in the adjuvant or advanced disease setting.
Treatment with lapatinib was not mandatory. Randomization was stratified according to the
number of metastatic organ systems (<2 vs >2 sites), receptor status (triple negative [HER2-
/estrogen receptor-/progesterone receptor-| vs all others), and number of prior chemotherapy
regimens (1 vs >1).

A scheduled safety analysis by the Data Monitoring Committee (DMC) occurred after
12 subjects in the sunitinib/capecitabine arm had received study treatment for at least
6 weeks. The DMC reviewed the data periodically throughout the study.

Treatment was administered in 3-week cycles, to 2 treatment Arms:
Arm A (sunitinib + capecitabine) and
Arm B (capecitabine alone).

In Arm A sunitinib was administered orally at the starting dose of 37.5 mg once daily in a
regimen of continuous daily dosing (CDD). Subjects experiencing dose-limiting toxicity
attributed to sunitinib were to have a 1-week treatment break inserted into the regimen as
needed. Capecitabine was administered at different starting doses in the 2 arms.

Subjects were continue on treatment on study until objective progressive disease (PD) was
documented according to Response Evaluation Criteria in Solid Tumors (RECIST)

version 1.0 or withdrawal from the study for other reasons. In Arm A, if either capecitabine
or sunitinib was discontinued for reasons other than PD, subjects were to continue to receive
the remaining agent until PD. Subjects discontinuing both agents before PD were followed
for tumor assessment until PD, or until the initiation of a subsequent anti-cancer therapy in
the absence of documented PD, or until death, whichever occurred first. In Arm B, if
capecitabine was discontinued for reasons other than PD, subjects were to be followed for
tumor assessment until PD or until the initiation of a subsequent anti-cancer therapy in the
absence of documented PD, or until death, whichever occurred first.

Crossover: At the time PD was documented according to RECIST, subjects in Arm B could
be eligible to crossover to single-agent sunitinib administered at the starting dose of 37.5 mg
daily on CDD regimen. Following radiological documentation of PD and initiation of
subsequent anticancer therapy, subjects were to remain under observation for survival with
bimonthly data collection for up to 3 years from first study treatment. Table 1 presents a
schedule of study events.

Template version 1.0 Page 2



¢ o3eq

0°1 uorsoa ojedwo ],

dn-moroJ [eATAING

SIUSWIEAI) PUEB SUONJBOIPIL JUBJIWOIUO))

;oouer dwod 3nip Apms

SITAWSSasse OYd

slisllalls

| =

SJUSAQD ISIAPY

SIUQUSSOSSE [BIIUI[D JOYIQ

(X)

(%)

(X)

ueos auog

(X)

(%)

(X)

LSurdewr rouwnJ,

SJUAWISSAsSe Town J,

X<

<X

Sursop ourqejroade)

T

<X

3uisop qrupung

Luonezruopuer Apmg

(X)

MEﬁwo:zmuoaoo\«,ﬁu NN

(X)

DO PeaI-ZI

(X)

(X)

SISATRULI()

(X)

(X)

189) Aoueugarg

(%)

(X)

(X)

(X)

3unsa) proify,

(X)

(X)

(X)

(X)

(X)

(X)

o
N— |

Jonenseo)

(%)

Ansmuoyo poorg

(%)

slislidislislisllelilallel

K3oj018WOH

SAIpN3S A10jeIOQRT

swoydwAs pue susIs ouraseq

(X)

llsllslls

X

SUOTJRUIWIEXI [BOISAYJ

X

K10)S1Y J130[00UO/[RIIPIN

X

JUSSUOD PAULIOJU]

UONBIUSWNOOP dul[aseq

dn-mogoq

oaﬁoaawovﬁﬁ
1504

sAe(q 8T

JEMBIPYIA
JALIEILIGLSRY |

Jo puy

I Leq

v1 Leq

L
Leq

1 Leq@

uonezimopuey

0}

Jonqg 8¢S AeQq

SI[ILD
juanbasqng

(1 94D

JUAUNBILL -)SOJ

.POLIdJ JUdUNBAI],

111U EERRIN

LER LY IERTIRE ¢

SJUIAT] JO S[NPAYIS [ I[qEL

[eUld — 10T Y2TBIN T1 — 6601819V 1000301
sisdoukg ainsoposi( o1 qnd

6€:0C ¥10Z-INr-GL :uQ panoiddy\paroiddy\eeziygsgle/ /1060



¥ 93ed 0’1 uorsioa dejdwa],

MU uUdYM 10 A103BI0QR] SUIdRWI 910D JO J03e313SAAU] [edIouLld oyl £q POWLILFUOD SeM FUIUIOG J8 9SBISIP du0q J1 A[uo painbal o1om (9ep uoneziwopuel Y}
wIoJJ S)oMm 7] KIOAD UL 7 YOI B Furiae)s) sjudwssasse juanbasqng -uoneziwopuer 0} Jord sy09m 9 ulyim JuruaIdg e parnbar sem ueds suog d
‘3uru0a10g 10§ 3dooxX9 ‘SABp /F SBM SJUOISSISSE JOWN) 0]

MOpUIM 9[qeMO[[e o], *(9suodsal JO UOBIUIWNOOP [BIIUI JOJJE SYOIM § ISBI[ 18 SY))) asuodsar ajo1dwios 10 (YJ) asuodsar [ened e wjuos o} pue (UONBIOLINIOP
onrewo)dwAs ‘39) pajoadsns sem () 9sBaSIp 9AISS21301d 10A0UAYM potLIoIod o10M SUERDS [RUONIPPY “(Suondniidjur juowieas) SUIMO[[0] POAR[OP JOU dIoMm
SIUQWISSOSSE “O1) 9[NPayds SuIsop Y} 0} SASUBYD JO SSO[PILZAI [NPAYIS JOOM-9-AIOAD U PIMO[[0] SIUSWISSISSE 9SAY) UOIIRZIWIOPURI WOLJ SYOIM 9 AIOAT 0
"paroadsns o1om SISE)SBIOW

ureiq J1 A[uo parmbar a1om sueos ureiq dn-moj[og K1Iqrse wauoo 0} JuruoaIdg je pauiojrad sem YN 10 1D urelq v (poyder3ojoyd orom suorsoy 9say})
9seasIp [B101}19dNS JO JUSWISSISSE [BOIUI[O puk SIAJod pue ‘UdWopqe I1sayod Yy Jo ueds (YA Sursewr oouruosal onjousew 1o (1)) Aydeisowo) poyndwo) u
"7 Ae(@ U0 pajIe)s sem 31 udy) ‘| AB(J UO PALIBIS JOU SBM JUdUIBIT) APNIS IS J] “pajsnipe oq p[nod suLe §1oq uo sasop 4 [-| skeq

uo Aep/ w/sw )OS duiqeirdades :g wiy ‘(- sAe( uo Aep/,w/Sw (0T dulqeiroaded pue Juruiow dyy ut A[rep d0Uo Jw '/ ¢ qIUIIUNS 1y WY w

"SYOIM {-¢ uIym pajeadal 9q pnoys WeISoIpIed0d/ VD NJA B U} ‘PIAIISO SEM JUIAD JRIPILD B J] "PABIIPUI A[[RIIUI[O SB pauLiofiad a1om

SJUQWISSISSE [RUONIPPY JUSWIIBAN APN)S OB JO PUD 9} 1B PUB Juoujeas) Apnis JuIAI90I d[IyMm (SI[040 §) sypuot-¢ K10A9 ‘| Ae( 7 9[0K) ‘Quijaseq 1y 1
‘471 Ae uo paimbar sem HHF 18adoI JOA0SSOID JO 9[0AD ISIIJ A} 0] :$192[QNS IDA0SSOI) JUSUNEAI APNIS OB JO UONBNUIIUOISIP

Jo awn 2y Je pue spuounsn(pe 9sop qruiIuns Jo3(qnsenul SULMO[[0] SYPIM 7 PUB PAJBIIPUI SB pauLIofiod a1om SO [BUONIPPY "UOHBULIJUOD 10J IS [BIIUIO
oY) Je JS130[01pIed B AQ PBII-II dIoM SDHDH ) UdY) (09swl ()()G<) poSuojord sem [eArojur o] ) UedwW Ay J[ "(Inoy [ F) payojewr awi) pue (Suruwrow ‘39) Aep o)

Jo own swes oy e pauwiojrod a1om sHOF ‘Tearoul (010) LO P10 UBDW J} SUIULIAP 0} Jrede sopnurw ¢ Jsed] Je SH)H Ped[-Z | dANNIOSUO d0IY ], ol
‘powzojrad 9q 03 sem sisAJeue urdjord surn aAneuenb dn-mojjog

‘ernuro)oid + 72 pAJedIpul S)NSaI J| “JUSWILAI) JO PUD A} JB PUB ‘pajedIpul A[[eIIul[o sk ‘| Ae( ¢ 9[0L) ‘aurjased je pawojtad yonsdip Aq sisA[eurin il
‘suone[n3al 1o sanLoyine [eoo] Aq paanbai se 3unso) Suruoordg-1s0d T

"SJUB[NSROONUE [BIO POALIOP-ULIBWNOD SUIAIOOAI §)09[qns 10J A[uo parmbay q

‘(o1e1 A10jRa1dsar ‘ojer ey [Jg] oanssard pooq ‘arjerodway) susis [ejiA pue

uSrom Apoq ‘smejs souewiojrad (HODH) dnoin £30100u() 2AneIadoo)) urelsey (A[uo JsIA SurudaIog 1) JYIIY ‘SwoIsAs Apoq Jolew Jo uoneurwexq ‘8
‘porrad Suruaarog Aep-gz Ay3 031 Joud 1nooo pinod pue anpadord o110ads Aprys Aue Juroiopun 03 Joud paureiqO ]

*dn-MO[[0J JUDAD ISIQAPE 10J AIBSSOI0U SB PAINbal SJUSWISSISSy )

‘(syuowssasse

Jown) J10J S)oaM 9 ‘SDH)H PuB WeIS0IPILO0Ydd/uds YO NIA 10J S)9M ¢) Apnis uo oM snoiadxd ay Sunmp poid[dwiod J1 panmbar jou S)uowISSassy P
‘JuauIea)

Jo 1ress oy 03 Jord SABp £ ulyiim pawioyiad uoaq pey S)uUSSSasse Furuaalog 9]qeidaooe J1 panmbar jou a1om uoneUIEX? [BIISAYd pue SaLI0JRIOqR ] )
"qIuIIUNS JO 91049 3s11J o} 10J payeadar a1om sampoooid

1 994D ‘aurqejroades uo ([ SIDHY) sIown ] pIoS ul L)) uonenjeAr asuodsoy 1od uorssordoid pajuawnoop 193 qrupiuns 0) JI9A0SS0Id SUIMO[[o] q
‘SAep 7T sem

SHSIA IOU}O [[B J0] MOPUIM [qEMO][[E A "JUdWIBdI} duIqeloades Jo/pue qruiuns Jo Aep )sity oy) sem [ Ae(q ‘] 9[0AD SIIIIOIXO0} JO UOIN[OSAI O} MO[[E O} pIppe
o1om sporrad juounean-jjo uoym 3dooxa ‘3uof SAep [7 Sem 9[040 yorH "PIIBIIPUI SSIMIOYIO SSO[Un SuIsop 03 JoLd pawioy1od 9q 0 9IoM SJUOWISSISSE [V B

‘sow09ino paprodar-juoned = OYJ ‘uonismboe pajesSnNW = YO WeIS0IpIeo0nddd = DY
SUISOP dNUNUOD = <— FUISOP 1B)S = <—¥ JUdWSSIsse 10 anpadoid [euondo = ()

SJUIAT] JO S[NPAYIS [ I[qEL

[eUld — # 10T Y9IB]N CT — 6601819V [020301d
sisdoukg aansojosi(q o1 qnd

6€:0C ¥7102-INr-G1 :uQ paroiddy\paroiddy\eeziy86819. /1060



G a3eq 0’1 uorsioa dejdwa],

‘JuswILoI)
Aprys 3811y WOIJ S1BAK ¢ JO [JBdp [1UN SYIUOW 7 KI0AD ouoydo[o) BIA PIOS[[00 SeM SNJeIS [BAIAINS ‘(I JOYY "PoJmbar sem juowssasse aseasIp [0y e ‘Aderoy)
Jownj-njue Mau Jo uonmusur o3 Jord pajuswnoop useq jou pey (14 Jj1 “Aderoyy 1eoueo-nue juanbasqns € I0 (T4 [HUN JUSWSSISSE JOWN} SPNOUT 0} paInbax

QI0M YOIYM ‘SOOM § O} SHISIA JIUI[O JUONbIsqnNs 9onpal pinod (I4 Uey} Joyjo suoseal Joj duiqelrddded pue qruiiuns yjoq panuruodsIp oym s3afqng ‘A
“JUSWIIRQI) ISE] JoYJe SABp QT [1IUN JUSWILdI) APN)S JO 11e)s d} 0} Jorid SAep 7 WOIJ POPIOIAI QJOM SJUSWIEI} PUL SUONJEIIPIW JUBIIWLOIUO)) n
-oonoead [eoo] pamorjoy souerdwoos suiqeyroade)

"7 9[9KD) Jo Aep js11j 013 U0 FunIe)s AIIQRIUN0IO. SNIP 0] JIUID JY) 0 PAUINAI d1om s9[nsdeo pasnun Aue Surpn[our (s)91130q qruiIUNS Oy [, 9

urod awny 19y30 Aue J8 J0uU pue ‘A[UO0 IOA0SSOIO

JO [ 9194 Jo [ Ae( uo aireuuonsonb oy} 939[dwios 03 a19Mm 5309[qNS IOAOSSOI)) “10JJLAIIY) SYAIM 9 AIOAD PUE ‘€ 9[0KD) ‘| 9[0AD) UI pouLIofIod 2IoM SIUSUWISSISSY
"sjudWISSasse Aue 10 uisop Snip Apnys 03 Jotxd orurd ayp ur 309[qns ay3 Aq p3o[dwod a1om arreuuonsanb [euoisuswIp-g [0O0INT PUB S[NPOW JIJUBD }SBAI]

O10 DLY0d pue 0£D (OT0) 0£D 2areuuonsan() 9517 Jo LAnend) (D LYOH) 10oue)) JO JUSUIBAL], PUB [OIBISY dY) 10 uoneziuedi() ueadoinyg oy, s
*[000301d Q) UI PAQLIOSIP SB JUASUOD pauriojul papraoid 109[qns ayy awr) Ay} Woj poyodal pue palojruow

QIOM SJUIAD ISIOAPE SNOLIOS “I9JB[ SBM IdAYIIYM  ‘9[qEIS,, JO , OIUOIYD,, 9C O} POUIWLIOIIP 1M IO PIA[OSI SINIJIXO0) PAIB[oI-FnIp Apnis Io SNOLIdS [k [un

IO ‘UOIEISTUTWIPE JUSWIBaI} APNJS-Uo JSB o} Jo)je SABp |7 ISE9[ J& [UN JUdtieas} Apnys JO Aep ISIIJ oY} WOIJ SJUIAD ISIOAPE I0] PIMO[[0F dIom s13[qng 1
‘uo1ssa1301d pojudwnoop [un parnbar o1om SUBIS dUOQ JUAWIRAI} JSOJ "PoRTULIOd J0U Sem SAB[OP JUSUIEAI) 0} ULIOFUOD 0) AB[OP JUSWISSISSY

‘SABP LT Sem SJUSWISSISSE UBDS dUOq APNIS-U0 J0J MOPUIM J[qBMO[[B Y[, "9Jep UOIIBZIWOPUERI Y} WOLJ SYoM 7] AIOAd udyl pue ‘(8 L) 71 J29M ‘(T AeQQ)

0 YoM Je PAjo[dwod a1om suedS auoq Apnis-u() ‘paimnbor oxom sueds auoq Apnis-uo [[e ‘103e31soAu] [edIouLr oy} Aq POWLIJUOD SEM JBY) SUIUIIOS JB SISIISBIoW
ouoq pey AJuo jey) s3092[qns 10 ‘uonezrwopuer 03 J0d s)yoom 9 urgim SurusaIog je parmbar sem ueds ouog :9SeISIP A[U0-0u0q YIm S3103[qns 104 ‘b
‘ponruLiod Jou sem SAB[OP JUSWIELL) O} WLIOJUOD 0} AB[IP JUSWISSASSY "SABP /F SeM SJUOWSSISSE UBDS dUOQ APNIS-UO 0] MOPUIM J[qBMO[[E Y], "SOSBISBIdUW dU0q
pey oym sjuaned 10} osuodsar 9A1309(q0 JO UOTBWLILFUOD JO ST} 9y} Je paimnbar sem ueos ouoq v "10je3nsoau] [edrourid oyj £q paioadsns oseasIp ouoq onejsejowt

SJUIAT] JO S[NPAYIS [ I[qEL

[eUld — # 10T Y9IB]N CT — 6601819V [020301d
sisdoukg aansojosi(q o1 qnd

6€:0C ¥7102-INr-G1 :uQ paroiddy\paroiddy\eeziy86819. /1060



090177e18584f2aa\Approved\Approved On: 15-Jul-2014 20:39

Public Disclosure Synopsis
Protocol A6181099 — 12 March 2014 — Final

Number of Subjects (Planned and Analyzed): It was planned to enroll 430 subjects
(215 in each treatment arm) in the study. A total of 442 subjects (85 in France, 63 in US,
42 in Germany, 38 in Spain, 36 in the UK, 32 in Poland, 30 in Italy, 23 in Belgium, 19 in
Greece, 17 in Canada, 14 in the Russian Federation, 13 in Austria, 12 in Ireland, 6 in the
Czech Republic, 5 in Romania, 3 each in Denmark and the Netherlands, and 1 in Norway)
were randomized to treatment (221 subjects per treatment arm in intent-to-treat [ITT]
population).

Diagnosis and Main Criteria for Inclusion: Male and female subjects aged >18 years with
locally advanced or metastatic disease that could be measured. Subjects with bone-only
disease were also allowed to enter the study. Previous treatment with an anthracycline and a
taxane, in any setting and progression on first or second line regimen or adjuvant regimen if
disease free interval <12 months.

Exclusion Criteria: Subjects with a history of inflammatory carcinoma if there is no other
measurable disease, >2 chemotherapy agents in the advanced disease setting or with brain
metastases were excluded.

Study Treatment:

Self-administration of sunitinib capsules took place on an outpatient basis. Capsules were
taken once daily in the morning without regard to meals.

In Arm A, sunitinib was administered orally from Day 1 at the starting dose of 37.5 mg once
daily on a CDD schedule in 3-week cycles. Subjects who experienced dose-limiting toxicity
had at least a 1-week treatment rest inserted into the regimen as needed and could dose
reduce to 25 mg depending on individual tolerability. Intrasubject re-escalation of sunitinib
back to the previous dose level was permitted at the discretion of the Investigator and
considering the subject’s clinical status.

Capecitabine was administered orally twice daily within 30 minutes after the end of a meal,
on Days 1 to 14 of 3-week cycles. The total daily dose was split into equal morning and
evening doses, taken approximately 12 hours apart. Subjects were instructed to swallow the
tablets whole with a glass of water. The total capecitabine dose was calculated using body
surface area at the start of each cycle. The capecitabine dose could be reduced based on
tolerability.

In Arm A, capecitabine was administered orally at a starting dose of 2,000 mg/m*/day
(1000 mg/m” twice daily) from Days 1-14 every 3 weeks.

In Arm B, capecitabine was administered orally at a starting dose of 2,500 mg/m?/day
(1250 mg/m” twice daily) from Days 1-14 every 3 weeks.

Doses missed during a treatment cycle for any reason were not replaced.
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Efficacy and Safety Endpoints:

Primary Endpoint:

e PFS.

Secondary Endpoints:

e Overall response rate (ORR).
e Duration of response (DR).

e OS.

e Two- and 3-year survival.

e PRO changes in scores for health-related QOL and disease/treatment-related symptoms
as measured by the core questionnaire of the European Organization for Research and
Treatment of Cancer’s Quality of Life Questionnaire (EORTC QLQ-C30) and the
companion breast cancer module (QLQ-BR23), and the EuroQol Group’s EQ-5D
Self-Report Questionnaire (EQ-5D).

e Overall safety profile characterized by type, incidence, severity, timing, seriousness, and
relationship to study therapy of adverse events (AEs); laboratory abnormalities.

Safety Evaluations: The overall safety profile was characterized by type, incidence,
severity, timing, seriousness, and relationship to study therapy of AEs and laboratory
abnormalities.

Statistical Methods: Descriptive statistics and analyses were provided for subjects overall.
Baseline was defined as the last evaluation before the first dose of study medication.

ITT population: included all subjects who were randomized, with study drug assignment
designated according to initial randomization, regardless of whether subjects received study
drug or received a different drug from that to which they were randomized. The ITT
population was the primary population for evaluating all efficacy endpoints as well as subject
characteristics.

As-Treated (AT) population: consisted of all ITT subjects who received at least 1 dose of
study medication, with treatment assignments designated according to actual study treatment
received. This population was the primary population for evaluating treatment
administration/compliance and safety; it was also a secondary population for analyzing
efficacy.

PFS: defined as the time (in months) from randomization to objectively determined (ie, by
tumor imaging and as judged by RECIST) PD based on an independent core radiology
laboratory assessment or death from any cause.

Template version 1.0 Page 7
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PFS was summarized in the ITT population based on the independent radiology assessment
using Kaplan-Meier methods and the median event time (with 2-sided 95% confidence
interval [CI]) was provided. The hazard ratio and its 95% CI were estimated. A stratified
log-rank test (1-sided, a=0.025) based on randomization stratification factors was used to
compare PFS between the 2 treatment arms. An unstratified log-rank test (1-sided, a=0.025)
and Cox regression model was also used for PFS. In addition, the potential influences of
covariates and baseline stratification factors were evaluated.

The stratified log-rank test (1-sided, 0=0.025) was used to evaluate the primary efficacy
endpoint, PFS, in the AT population.

ORR: defined as the total proportion of subjects with measurable disease at baseline with
either confirmed complete response (CR) or partial response (PR) as characterized by
RECIST relative to all randomized subjects.

The number and percent of subjects who achieved objective response (CR or PR) were
summarized along with the corresponding exact 2-sided 95% CI calculated using a method
based on the F distribution. An unstratified Pearson y” test and a stratified Pearson y” test
using the baseline stratification factors was used to compare ORR between the 2 treatment
arms.

DR: defined as the time from the first documentation of objective tumor response
(subsequently confirmed) to the first documentation of objective tumor progression or death
due to any cause (only calculated for subjects with objective response).

DR was calculated as ([the date response ended (ie. date of PD or death] — [first CR or PR
date that was subsequently confirmed + 1 day])/30.4. DR (in months) was only calculated
for the subgroup of subjects with a confirmed objective tumor response.

DR was summarized using Kaplan-Meier methods. DR was calculated for the subgroup of
subjects with objective disease response. The median event time and 2-sided 95% CI for the
median were provided.

OS: defined as the time from randomization to the first documentation of death due to any
cause (in months) was calculated as ([date of death — first randomization date + 1])/30.4. OS
was summarized using Kaplan-Meier methods. The median event time and 2-sided 95% CI
for the median were provided. A stratified log-rank test was used to compare OS between
the 2 treatment arms and the hazard ratio and its 95% CI was estimated. A supportive
analysis was performed using an unstratified test.

Survival Probability: The 2- or 3-year survival probabilities were defined as the probabilities
of survival 2 years or 3 years after the date of randomization, respectively, estimated using
the Kaplan-Meier method. The 2-sided 95% CI was calculated for the log (-log [2-year or
3-year survival probability]) using the normal approximation, which was then back-
transformed to give the CI for the 2-year or 3-year survival probability itself.
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RESULTS

Subject Disposition and Demography: A total of 442 subjects (221 subjects in treatment
arm) were randomized to treatment and comprised the ITT population. A total of 432
subjects (217 subjects in Arm A and 215 subjects in Arm B) comprised the AT population.
An overall summary of subject disposition is presented in Table 2 and a summary of subject
disposition at the end of the study is presented in Table 3.
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Table 3. Subject Populations and Disposition — After Crossover

Variable

Crossover From Capecitabine

Randomized/ ITT population (n)* 78
Received sunitinib and capecitabine 0
Received sunitinib only 78 (100.0)
Received capecitabine only 0

AT population” 78 (100.0)

Subjects who discontinued from the study 78 (100.0)

Primary reason for discontinuation of sunitinib (n [%])

Completed 0
Adverse event 8(10.3)
Subject died 6(7.7)
Objective progression or relapse 58 (74.4)
Global deterioration of health status 4(5.1)
Subject refused continued treatment for reason other than AE 1(1.3)
Other 1(1.3)

Primary reason for discontinuation from the study (n [%])

Subject died 10 (12.8)
Objective progression or relapse 63 (80.8)
Global deterioration of health status 1(1.3)
Other 4(5.1)

AE = adverse event; AT = as-treated; ITT = intent-to-treat; n = number of subject with specified criteria.
a. The ITT population includes all subjects who were randomized, with study drug assignment designated
according to initial randomization, regardless of whether subjects receive study drug or receive a different drug

from that to which they were randomized.

b. The AT population consists of all subjects who received at least 1 dose of study drug with treatment
assignments designated according to actual study treatment received.

Demographic and baseline characteristics are summarized by treatment arm for the ITT

population in Table 4.
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Table 4. Summary of Demographic and Baseline Characteristics (ITT Population)
Arm A Arm B
(Sunitinib + Capecitabine) (Capecitabine Alone)

Variable (N=221) (N=221)
Sex, n (%)

Male 3(1.4) 1 (0.5)

Female 218 (98.6) 220 (99.5)
Race, n (%)

White 207 (93.7) 208 (94.1)

Black 7(3.2) 4(1.8)

Asian 2(0.9) 2(0.9)

Other 5(2.3) 7(3.2)
Age (years)

Mean (standard deviation) 529 (11.11) 54.3 (10.06)

Median 52.0 54.0

Minimum, maximum 27.0,79.0 31.0,77.0

<65 182 (82.4) 185 (83.7)

>65 39 (17.6) 36 (16.3)
ECOG performance status, n (%)a

0 130 (58.8) 126 (57.0)

1 89 (40.3) 93 (42.1)

>2 2(0.9) 2(0.9)
Childbearing potential, n (%)

Yes 39 (17.6) 38 (17.2)

No 182 (82.4) 183 (82.8)

090177e18584f2aa\Approved\Approved On: 15-Jul-2014 20:39

ECOG = Eastern Cooperative Oncology Group; ITT = intent-to-treat; N = number of subjects in treatment
group; n = number of subject.

a. ECOG performance status scores were summarized with data collected on a date close to and prior or
equal to the first drug date for treated subjects and on the latest date for not treated subjects.

Efficacy Results:

In the primary analysis of PFS (independent radiology assessment, ITT population), the
median PFS was similar on the 2 treatment arms, being 5.5 months vs 5.9 months in Arm A
vs Arm B, respectively. One hundred and thirty-two subjects (59.7%) in Arm A vs

116 subjects (52.5%) in Arm B experienced objective tumor progression or died. The
median PFS was 5.5 (95% CI: 4.5 to 6.0 months) vs 5.9 months (95% CI: 5.4 to 7.6 months)
with a stratified hazard ratio of 1.2239 (95% CI: 0.9487 to 1.5789; 1-sided log rank test

p =0.9409). The results were similar in the supportive analyses, using the AT population
and in both analysis populations when using the investigators’ assessments of PFS and when
controlling for stratification factors and for other demographic and known risk factors, and in
sensitivity analyses using different definitions of progression (Table 5).

In the secondary analyses, the results for OS were similar to those for PFS. Median OS was

16.5 months vs 17.2 months in Arm A vs Arm B. The probability of survival at 1 year was
0.635 (95% CI: 0.567 to 0.696) vs 0.654 (95% CI: 0.585 to 0.715).

Twenty (20) subjects in each arm (48.8% and 55.6%, respectively) progressed and had
observations for DR. The median DR was 9.0 vs 8.8 months.

PFS, OS and DR in ITT and AT populations are summarized in Table 5.

Template version 1.0 Page 13
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Table 5. Summary of Time-To-Event Endpoints (ITT and AT Populations)

Number of Events

Arm A Arm B
(Sunitinib + (Capecitabine =~ Hazard 95% CI of
Variable Capecitabine) Alone) Ratio” Hazard Ratio® p-value®

Progression-Free Survival

Independent radiology assessment

ITT population, N 221 221 - - -

Events, n (%) 132 (59.7) 116 (52.5) a: 1.2239  0.9487 to 1.5789 0.9409
Median (weeks) 5.5 5.9 b: 1.2522  0.9753 to 1.6076 0.9681
95% CI 4.5t06.0 541t07.6 - - -

AT population, N 217 215 - - -

Events, n (%) 132 (60.8) 116 (54.0) a: 1.2239  0.9487 to 1.5789 0.9409
Median (months) 5.5 59 b: 1.2522  0.9753 to 1.6076 0.9618
95% CI 4.5t06.0 541t07.6

Investigators’ assessment

ITT population, N 221 221 - - -

Events, n (%) 160 (72.4) 152 (68.8) a: 1.1084  0.8817 to 1.3935 0.8120
Median (months) 5.4 5.5 b: 1.1300  0.9045to 1.4117 0.8599
95% CI 4.41t05.8 4.3106.8

Overall Survival

ITT population, N 221 221 - - -

Events, n (%) 169 (76.5) 158 (71.5) a: 1.0372  0.8322to0 1.2927 0.6275
Median (months) 16.5 17.2 b: 1.0439  0.8399 to 1.2974 0.6510
95% CI 14.5t0 19.6 15.5t019.3

Duration of Response

Independent radiology assessment

ITT population, N 221 221 - - -

Events, n (%) 20 (48.8) 20 (55.8) - - -
Median (months) 9.0 8.8 - - -
95% CI 5.7 t020.7 5.7t013.8 - - -

Investigators’ assessment

ITT population, N 221 221 - - -

Events, n (%) 46 (82.1) 26 (57.8) - - -
Median (months) 5.7 7.6 - - -
95% CI 4.3t06.9 6.51t09.9 - - -

090177e18584f2aa\Approved\Approved On: 15-Jul-2014 20:39

AT = as-treated; CI = confidence interval; ITT = intent-to-treat; N = number of subject; n = number of subject
with specified criteria.

a. Hazard ratios, Cls, and p values in row “a” are from a stratified log-rank test; those in row “b” are from
an unstratified log-rank test.

ORR is summarized for both analysis populations by the independent radiology assessment
and by Investigator assessment for the ITT population in Table 6. In the independent
radiology assessment in the ITT population, ORR was 18.6% (95% CI: 13.7 to 24.3) vs
16.3% (95% CI: 11.7 to 21.8); stratified odds ratio: 1.17 (95% CI: 0.69 to 1.97, exact
I-sided log-rank p-value = 0.3143) Arm A vs Arm B, respectively (treatment difference and
95% CI: 2.3 [-4.8 t0 9.3%]). One hundred twenty (54.3%) vs 132 subjects (59.7%) had
stable disease (SD).

Template version 1.0 Page 14
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Table 6. Summary of Analyses of Objective Response Rate (ITT)

Arm A Arm B
(Sunitinib + Capecitabine) (Capecitabine Alone)
Variable (N=221) (N=221)
Independent radiology assessment
Best overall response, n (%)"
CR 0(0.0) 0(0.0)
PR 41 (18.6) 36 (16.3)
SD 120 (54.3) 132 (59.7)
PD 37 (16.7) 33 (14.9)
Missing/not evaluable 23 (10.4) 20 (9.0)
Subjects with SD >26 weeks” 30 (13.6) 36 (16.3)
ORR, n (%) 41 (18.6) 36 (16.3)
95% exact CI of ORR (%) (13.7,24.3) (11.7,21.8)
Treatment difference and 95% exact CI (%)° 2.3(-4.8,9.3)
Stratified analysisd
Odds ratio® 1.17
(95% exact CI) (0.69 to 1.97)
Exact 1-sided p-value 0.3143
Investigators’ assessment
Best overall response, n (%)
CR 0(0.0) 2(0.9)
PR 56 (25.3) 43 (19.5)
SD 103 (46.6) 114 (51.6)
PD 37 (16.7) 42 (19.0)
Missing/not evaluable 25(11.3) 20 (9.0)
Subjects with SD >26 weeks 29 (13.1) 35(15.8)
ORR, n (%) 56 (25.3) 45 (20.4)
95% exact CI of ORR (19.7,31.6) (15.3,26.3)
Treatment difference and 95% exact CI (%) 5(-2.8,12.8)
Stratified analysis
Odds ratio 1.32
(95% exact CI) (0.83 t0 2.13)
Exact 1-sided p-value 0.1269

Any assessments after anticancer therapy (follow-up systemic therapy or concomitant radiation therapy/surgery)
was received and any assessments which had a 14-week gap with previous assessment was not used to derive
confirmed overall response.

CI = confidence interval; CR = complete response; ITT = intent-to-treat; N = number of subjects in treatment
group; n = number of subject; ORR = objective response rate; PD = progressive disease; PR = partial response;
SD = stable disease.

a. Percentage of subjects in the ITT population.

b. Exclude subjects with best overall response of PR or CR.

c. Difference was calculated as sunitinib + capecitabine — capecitabine; 95% CI was calculated based on
normal distribution.

d. Difference was calculated as sunitinib + capecitabine — capecitabine; 95% CI was calculated based on
normal distribution.

e. An odds ratio >1 was in favor of sunitinib + capecitabine; an odds ratio <1 was in favor of
capecitabine.

PROs assessments were not analyzed, because the study did not meet its primary endpoint.

Safety Results: Treatment-emergent (non-serious) AEs (all causalities) experienced by >5%
of subjects are presented in Table 7.
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Table 7. Treatment-Emergent (Non-Serious) Adverse Events Experienced by 25% of

Subjects (All Causalities)

Number (%) of Subjects With Adverse Events by: Arm A Arm B
System Organ Class (Sunitinib + Capecitabine) (Capecitabine)
and MedDRA (v14.0) Preferred Term N=217 N=215
n (%) n (%)
With adverse events 214 (98.6) 208 (96.7)
Blood and lymphatic system disorders 147 (67.7) 66 (30.7)
Anaemia 53(24.4) 35(16.3)
Leukopenia 51 (23.5) 19 (8.8)
Neutropenia 104 (47.9) 39 (18.1)
Thrombocytopenia 102 (47.0) 14 (6.5)
Ear and labyrinth disorders 13 (6.0) 15 (7.0)
Vertigo 8 (3.7) 13 (6.0)
Endocrine disorders 22 (10.1) 2(0.9)
Hypothyroidism 22 (10.1) 2(0.9)
Eye disorders 48 (22.1) 42 (19.5)
Conjunctivitis 4(1.8) 16 (7.4)
Lacrimation increased 23 (10.6) 24 (11.2)
Gastrointestinal disorders 189 (87.1) 156 (72.6)
Abdominal pain 38 (17.5) 29 (13.5)
Abdominal pain upper 48 (22.1) 30 (14.0)
Constipation 41 (18.9) 42 (19.5)
Diarrhoea 121 (55.8) 95 (44.2)
Dry mouth 19 (8.8) 16 (7.4)
Dyspepsia 38 (17.5) 13 (6.0)
Dysphagia 13 (6.0) 1(0.5)
Flatulence 13 (6.0) 11 (5.1)
Gastrooesophageal reflux disease 12 (5.5) 5(2.3)
Gingivitis 11(5.1) 2(0.9)
Nausea 122 (56.2) 91 (42.3)
Oesophagitis 14 (6.5) 2(0.9)
Stomatitis 61 (28.1) 26 (12.1)
Vomiting 90 (41.5) 55 (25.6)
General disorders and administration site conditions 168 (77.4) 137 (63.7)
Asthenia 75 (34.6) 49 (22.8)
Chest pain 12 (5.5) 12 (5.6)
Fatigue 65 (30.0) 53 (24.7)
Mucosal inflammation 49 (22.6) 24 (11.2)
Oedema peripheral 16 (7.4) 19 (8.8)
Pain 11(5.1) 8(3.7)
Pyrexia 21(9.7) 15 (7.0)
Hepatobiliary disorders 28 (12.9) 17 (7.9)
Hyperbilirubinaemia 13 (6.0) 13 (6.0)
Jaundice 11(5.1) 0
Infections and infestations 71 (32.7) 77 (35.8)
Nasopharyngitis 16 (7.4) 10 (4.7)
Rhinitis 1(0.5) 13 (6.0)
Urinary tract infection 16 (7.4) 11(5.1)
Investigations 83 (38.2) 61 (28.4)
Alanine aminotransferase increased 11(5.1) 15 (7.0)
Aspartate aminotransferase increased 19 (8.8) 13 (6.0)
Blood alkaline phosphatase increased 12 (5.5) 8 (3.7)
Platelet count decreased 15 (6.9) 4(1.9)
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Table 7. Treatment-Emergent (Non-Serious) Adverse Events Experienced by 25% of
Subjects (All Causalities)

Number (%) of Subjects With Adverse Events by: Arm A Arm B
System Organ Class (Sunitinib + Capecitabine) (Capecitabine)
and MedDRA (v14.0) Preferred Term N=217 N=215
n (%) n (%)
Weight decreased 20 (9.2) 17 (7.9)
Metabolism and nutrition disorders 88 (40.6) 70 (32.6)
Decreased appetite 67 (30.9) 44 (20.5)
Hypokalaemia 11 (5.1) 8(3.7)
Musculoskeletal and connective tissue disorders 93 (42.9) 91 (42.3)
Arthralgia 24 (11.1) 25(11.6)
Back pain 25 (11.5) 23 (10.7)
Bone pain 13 (6.0) 12 (5.6)
Musculoskeletal pain 13 (6.0) 13 (6.0)
Myalgia 19 (8.8) 7(3.3)
Pain in extremity 25 (11.5) 33 (15.3)
Nervous system disorders 122 (56.2) 87 (40.5)
Dizziness 14 (6.5) 9(4.2)
Dysgeusia 58 (26.7) 18 (8.4)
Headache 57 (26.3) 32 (14.9)
Neuropathy peripheral 9@4.1) 13 (6.0)
Paraesthesia 15 (6.9) 16 (7.4)
Peripheral sensory neuropathy 16 (7.4) 6(2.8)
Psychiatric disorders 43 (19.8) 38 (17.7)
Anxiety 14 (6.5) 10 (4.7)
Insomnia 18 (8.3) 20 (9.3)
Respiratory, thoracic and mediastinal disorders 88 (40.6) 71 (33.0)
Cough 30 (13.8) 28 (13.0)
Dyspnoea 31(14.3) 26 (12.1)
Epistaxis 31 (14.3) 10 (4.7)
Skin and subcutaneous tissue disorders 148 (68.2) 151 (70.2)
Alopecia 16 (7.4) 12 (5.6)
Dry skin 14 (6.5) 16 (7.4)
Erythema 15 (6.9) 12 (5.6)
Nail disorder 14 (6.5) 19 (8.8)
Palmar-plantar erythrodysaesthesia syndrome 118 (54.4) 131 (60.9)
Rash 18 (8.3) 24 (11.2)
Skin fissures 3(1.4) 12 (5.6)
Vascular disorders 66 (30.4) 40 (18.6)
Hot flush 11(5.1) 6(2.8)
Hypertension 46 (21.2) 8(3.7)

Subjects were only counted once per treatment for each row.

Excluded events that occurred prior to dosing or after subjects crossed over from capecitabine to sunitinib.
MedDRA (v14.0) coding dictionary applied.

MedDRA = Medical Dictionary for Regulatory Activities; N = number of subjects in treatment group;

n = number of subject; v = version.

Template version 1.0 Page 17



Public Disclosure Synopsis
Protocol A6181099 — 12 March 2014 — Final

Treatment-related AEs experienced by >5% of subjects are presented in Table 8.

Table 8. Treatment-Related Adverse Events Experienced by 25% of Subjects (AT

Population)
Number (%) of Subjects with Adverse Events by: Arm A Arm B
and MedDRA (v14.0) Preferred Term (Sunitinib + (Capecitabine) Total
Capecitabine)

N=217 N=215 N=432

n (%) n (%) n (%)
Any treatment-related adverse events 215(99.1) 201 (93.5) 416 (96.3)
Palmar-plantar erythrodysaesthesia syndrome 118 (54.4) 133 (61.9) 251 (58.1)
Diarrhoea 118 (54.4) 92 (42.8) 210 (48.6)
Nausea 116 (53.5) 80 (37.2) 196 (45.4)
Neutropenia 104 (47.9) 38 (17.7) 142 (32.9)
Vomiting 80 (36.9) 47 (21.9) 127 (29.4)
Thrombocytopenia 102 (47.0) 13 (6.0) 115 (26.6)
Asthenia 72 (33.2) 42 (19.5) 114 (26.4)
Fatigue 59 (27.2) 49 (22.8) 108 (25.0)
Decreased appetite 59 (27.2) 36 (16.7) 95 (22.0)
Stomatitis 60 (27.6) 26 (12.1) 86 (19.9)
Anaemia 51(23.5) 29 (13.5) 80 (18.5)
Mucosal inflammation 50 (23.0) 24 (11.2) 74 (17.1)
Dysgeusia 56 (25.8) 17 (7.9) 73 (16.9)
Abdominal pain upper 43 (19.8) 28 (13.0) 71 (16.4)
Leukopenia 51(23.5) 18 (8.4) 69 (16.0)
Abdominal pain 26 (12.0) 21(9.8) 47 (10.9)
Constipation 24 (11.1) 23 (10.7) 47 (10.9)
Dyspepsia 33 (15.2) 13 (6.0) 46 (10.6)
Lacrimation increased 22 (10.1) 22 (10.2) 44 (10.2)
Hypertension 41 (18.9) 2(0.9) 43 (10.0)
Epistaxis 28 (12.9) 8(3.7) 36 (8.3)
Rash 15 (6.9) 20 (9.3) 35(8.1)
Dry mouth 19 (8.8) 15 (7.0) 34(7.9)
Headache 22 (10.1) 11(5.1) 33(7.6)
Nail disorder 14 (6.5) 18 (8.4) 32(7.4)
Pain in extremity 16 (7.4) 15 (7.0) 31(7.2)
Dry skin 13 (6.0) 16 (7.4) 29 (6.7)
Paraesthesia 15 (6.9) 13 (6.0) 28 (6.5)
Aspartate aminotransferase increased 16 (7.4) 10 (4.7) 26 (6.0)
Alopecia 14 (6.5) 11(5.1) 25(5.8)
Hyperbilirubinaemia 13 (6.0) 12 (5.6) 25 (5.8)
Weight decreased 14 (6.5) 10 (4.7) 24 (5.6)

090177e18584f2aa\Approved\Approved On: 15-Jul-2014 20:39

AE and SAE results are not separated out.

% = (n/N)*100

AE = adverse event; AT = as-treated; MedDRA = Medical Dictionary for Regulatory Activities; N = number of
subjects in treatment group; n = number of subject; SAE = serious adverse event; v = version.

Serious AEs (SAEs) (all causality) are presented in Table 9.
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Table 9. Serious Adverse Events - All Causality (AT Population)

Number (%) of Subjects with Adverse Events by: Arm A Arm B
System Organ Class and (Sunitinib + (Capecitabine) Total
MedDRA Preferred Term Capecitabine) N=215 N=432
N=217
n (%) n (%) n (%)
Any serious adverse events 85(39.2) 59 (27.4) 144 (33.3)
Blood and lymphatic system disorders 17 (7.8) 1(0.5) 18 (4.2)
Anaemia 7(3.2) 1(0.5) 8(1.9)
Bone marrow failure 1(0.5) 0(0.0) 1(0.2)
Leukopenia 2 (0.9) 0 (0.0) 2(0.5)
Neutropenia 3(1.4) 0(0.0) 3(0.7)
Pancytopenia 1(0.5) 0(0.0) 1(0.2)
Thrombocytopenia 7(3.2) 0 (0.0) 7 (1.6)
Cardiac disorders 3(1.4) 2(0.9) 5(1.2)
Cardiac failure acute 1(0.5) 0(0.0) 1(0.2)
Congestive cardiomyopathy 0(0.0) 1(0.5) 1(0.2)
Pericardial effusion 1(0.5) 0(0.0) 1(0.2)
Supraventricular tachycardia 0(0.0) 1(0.5) 1(0.2)
Ventricular extrasystoles 1(0.5) 0(0.0) 1(0.2)
Ear and labyrinth disorders 1(0.5) 0(0.0) 1(0.2)
Vertigo 1(0.5) 0(0.0) 1(0.2)
Endocrine disorders 2(0.9) 0(0.0) 2 (0.5)
Hypothyroidism 2(0.9) 0(0.0) 2 (0.5)
Gastrointestinal disorders 28 (12.9) 20(9.3) 48 (11.1)
Abdominal pain 2(0.9) 2(0.9) 4(0.9)
Abdominal pain upper 1(0.5) 0(0.0) 1(0.2)
Anal fissure 1(0.5) 0(0.0) 1(0.2)
Ascites 1(0.5) 2(0.9) 3(0.7)
Colitis 0(0.0) 1(0.5) 1(0.2)
Colonic obstruction 0(0.0) 1(0.5) 1(0.2)
Constipation 0(0.0) 2(0.9) 2 (0.5)
Diarrhoea 9(4.1) 13 (6.0) 22 (5.1)
Diverticular perforation 1(0.5) 0(0.0) 1(0.2)
Duodenal stenosis 0(0.0) 1(0.5) 1(0.2)
Dyspepsia 1(0.5) 0(0.0) 1(0.2)
Dysphagia 1(0.5) 1(0.5) 2(0.5)
Enteritis 1(0.5) 0 (0.0) 1(0.2)
Gastritis 2(0.9) 1(0.5) 3(0.7)
Gastrointestinal haemorrhage 1(0.5) 0(0.0) 1(0.2)
Intestinal obstruction 0(0.0) 1(0.5) 1(0.2)
Nausea 6(2.8) 1(0.5) 7 (1.6)
Pancreatitis haemorrhagic 1(0.5) 0(0.0) 1(0.2)
Peritonitis 1(0.5) 0(0.0) 1(0.2)
Small intestinal obstruction 1(0.5) 1(0.5) 2 (0.5)
Stomatitis 0(0.0) 1(0.5) 1(0.2)
Subileus 2(0.9) 1 (0.5) 3(0.7)
Upper gastrointestinal haemorrhage 1(0.5) 0 (0.0) 1(0.2)
Vomiting 11(5.1) 6 (2.8) 17 (3.9)
General disorders and administration site conditions 25 (11.5) 20(9.3) 45 (10.4)
Asthenia 6 (2.8) 0 (0.0) 6(1.4)
Chest pain 1(0.5) 2(0.9) 3(0.7)
Chills 0(0.0) 1(0.5) 1(0.2)
Death 1(0.5) 0(0.0) 1(0.2)
Disease progression 10 (4.6) 7 (3.3) 17 (3.9)
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Table 9. Serious Adverse Events - All Causality (AT Population)

Number (%) of Subjects with Adverse Events by: Arm A Arm B
System Organ Class and (Sunitinib + (Capecitabine) Total
MedDRA Preferred Term Capecitabine) N=215 N=432
N=217
n (%) n (%) n (%)
Fatigue 2(0.9) 2(0.9) 4(0.9)
General physical health deterioration 3(1.4) 1(0.5) 4(0.9)
Malaise 1(0.5) 0(0.0) 1(0.2)
Mucosal inflammation 2(0.9) 1(0.5) 3(0.7)
Pain 0 (0.0) 1(0.5) 1(0.2)
Pyrexia 2(0.9) 6 (2.8) 8(1.9)
Ulcer 0(0.0) 1(0.5) 1(0.2)
Hepatobiliary disorders 4(1.8) 1(0.5) 5(1.2)
Cytolytic hepatitis 1 (0.5) 0(0.0) 1(0.2)
Hepatic failure 1(0.5) 0(0.0) 1(0.2)
Hepatic haemorrhage 1(0.5) 0(0.0) 1(0.2)
Hyperbilirubinaemia 1(0.5) 1(0.5) 2(0.5)
Jaundice 1(0.5) 0(0.0) 1(0.2)
Infections and infestations 8(3.7) 8(3.7) 16 (3.7)
Breast infection 1(0.5) 0(0.0) 1(0.2)
Cellulitis 1(0.5) 0(0.0) 1(0.2)
Erysipelas 1(0.5) 0(0.0) 1(0.2)
Gastroenteritis 0(0.0) 1(0.5) 1(0.2)
Infection 1(0.5) 0(0.0) 1(0.2)
Neutropenic sepsis 1 (0.5) 1(0.5) 2 (0.5)
Pneumonia 2(0.9) 1(0.5) 3(0.7)
Pyelonephritis 0(0.0) 1(0.5) 1(0.2)
Sepsis 0(0.0) 3(1.4) 3(0.7)
Tooth infection 1(0.5) 0(0.0) 1(0.2)
Urinary tract infection 0(0.0) 1(0.5) 1(0.2)
Injury, poisoning and procedural complications 2(0.9) 4(1.9) 6(1.4)
Fall 0(0.0) 1(0.5) 1(0.2)
Hip fracture 0(0.0) 1(0.5) 1(0.2)
Radiation skin injury 1(0.5) 0(0.0) 1(0.2)
Radius fracture 0(0.0) 1(0.5) 1(0.2)
Subdural haematoma 1(0.5) 0(0.0) 1(0.2)
Wrist fracture 0(0.0) 1(0.5) 1(0.2)
Investigations 2(0.9) 2(0.9) 4(0.9)
Ejection fraction decreased 1(0.5) 0(0.0) 1(0.2)
Electrocardiogram ST segment depression 1(0.5) 0(0.0) 1(0.2)
Haemoglobin decreased 0(0.0) 2(0.9) 2(0.5)
Metabolism and nutrition disorders 6 (2.8) 1(0.5) 7 (1.6)
Decreased appetite 1(0.5) 0(0.0) 1(0.2)
Dehydration 1(0.5) 1(0.5) 2(0.5)
Diabetes mellitus 1(0.5) 0(0.0) 1(0.2)
Hypercalcaemia 1(0.5) 0(0.0) 1(0.2)
Hypokalaemia 1(0.5) 1(0.5) 2 (0.5)
Hyponatraemia 1(0.5) 0(0.0) 1(0.2)
Musculoskeletal and connective tissue disorders 4(1.8) 4(1.9) 8(1.9)
Back pain 1(0.5) 0(0.0) 1(0.2)
Bone pain 1(0.5) 0(0.0) 1(0.2)
Muscular weakness 1(0.5) 0(0.0) 1(0.2)
Musculoskeletal chest pain 1(0.5) 0(0.0) 1(0.2)
Myalgia 1(0.5) 0(0.0) 1(0.2)
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Table 9. Serious Adverse Events - All Causality (AT Population)

Number (%) of Subjects with Adverse Events by: Arm A Arm B
System Organ Class and (Sunitinib + (Capecitabine) Total
MedDRA Preferred Term Capecitabine) N=215 N=432
N=217
n (%) n (%) n (%)
Osteolysis 0(0.0) 1(0.5) 1(0.2)
Pain in extremity 0(0.0) 1(0.5) 1(0.2)
Pathological fracture 0(0.0) 2(0.9) 2 (0.5)
Neoplasms benign, malignant and unspecified (incl cysts
and polyps) 2(0.9) 3(1.4) 5(1.2)
Breast cancer 2(0.9) 1(0.5) 3(0.7)
Lung neoplasm 0 (0.0) 1(0.5) 1(0.2)
Malignant pleural effusion 0 (0.0) 1(0.5) 1(0.2)
Nervous system disorders 5(2.3) 4(1.9) 9(2.1)
Cerebral haemorrhage 1(0.5) 0(0.0) 1(0.2)
Cerebrovascular accident 1(0.5) 1(0.5) 2 (0.5)
Convulsion 1(0.5) 0(0.0) 1(0.2)
Diabetic coma 0(0.0) 1(0.5) 1(0.2)
Facial paresis 1(0.5) 0(0.0) 1(0.2)
Hypoaesthesia 0(0.0) 1(0.5) 1(0.2)
Neuralgia 0 (0.0) 1(0.5) 1(0.2)
Paraplegia 1(0.5) 0(0.0) 1(0.2)
Psychiatric disorders 0 (0.0) 1(0.5) 1(0.2)
Psychotic disorder 0 (0.0) 1(0.5) 1(0.2)
Renal and urinary disorders 3(1.4) 2(0.9) 5(1.2)
Nephrolithiasis 0 (0.0) 1(0.5) 1(0.2)
Renal failure 1(0.5) 1(0.5) 2 (0.5)
Renal infarct 1(0.5) 0(0.0) 1(0.2)
Renal pain 1(0.5) 0(0.0) 1(0.2)
Reproductive system and breast disorders 1(0.5) 1(0.5) 2 (0.5)
Metrorrhagia 1(0.5) 1(0.5) 2 (0.5)
Respiratory, thoracic and mediastinal disorders 16 (7.4) 10 (4.7) 26 (6.0)
Cough 0(0.0) 1(0.5) 1(0.2)
Dyspnoea 4 (1.8) 3(1.4) 7 (1.6)
Haemoptysis 1(0.5) 2(0.9) 3(0.7)
Hydrothorax 2(0.9) 0 (0.0) 2(0.5)
Pleural effusion 1 (0.5) 3(1.4) 4(0.9)
Pneumonitis 0(0.0) 1(0.5) 1(0.2)
Pneumothorax 1(0.5) 1(0.5) 2 (0.5)
Pulmonary embolism 8(3.7) 2(0.9) 10 (2.3)
Skin and subcutaneous tissue disorders 0(0.0) 3(1.4) 3(0.7)
Palmar-plantar erythrodysaesthesia syndrome 0(0.0) 3(1.4) 3(0.7)
Surgical and medical procedures 1(0.5) 0(0.0) 1(0.2)
Ureteral catheterisation 1(0.5) 0(0.0) 1(0.2)
Uncoded 1(0.5) 0 (0.0) 1(0.2)
Haematemesis secondary to thrombcytopenia 1(0.5) 0(0.0) 1(0.2)
Vascular disorders 4(1.8) 2(0.9) 6(1.4)
Hypertension 2(0.9) 0(0.0) 2 (0.5)
[liac artery thrombosis 1(0.5) 0 (0.0) 1(0.2)
Thrombosis 1(0.5) 1(0.5) 2 (0.5)
Venous thrombosis 0(0.0) 1(0.5) 1(0.2)

% = (n/N)*100; AT = as-treated; MedDRA = Medical Dictionary for Regulatory Activities; N = number of

subjects in treatment group; n = number of subject.
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Table 10. Treatment-Related Serious Adverse Events (AT Population)
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Arm A Arm B
Number (%) of Subjects with Adverse Events (Sunitinib + Capecitabine) (Capecitabine Alone)
by: (N=217) (N=215)
MedDRA Preferred Term n (%) n (%)
Any treatment-related serious adverse events 57 (26.3) 32 (14.9)
Vomiting 11(5.1) 5(2.3)
Diarrhoea 9@4.1) 13 (6.0)
Anaemia 73.2) 1(0.5)
Thrombocytopenia 7(3.2) 0 (0.0)
Pulmonary embolism 7(3.2) 0(0.0)
Nausea 6(2.8) 1(0.5)
Asthenia 6 (2.8) 0(0.0)
Neutropenia 3(1.4) 0(0.0)
Fatigue 2(0.9) 2(0.9)
Gastritis 2(0.9) 1(0.5)
Mucosal inflammation 2(0.9) 1(0.5)
Leukopenia 2(0.9) 0(0.0)
Hypothyroidism 2(0.9) 0(0.0)
General physical health deterioration 2(0.9) 0(0.0)
Hypertension 2(0.9) 0(0.0)
Abdominal pain 1(0.5) 2(0.9)
Chest pain 1(0.5) 2(0.9)
Hyperbilirubinemia 1(0.5) 1(0.5)
Dehydration 1(0.5) 0(0.0)
Renal failure 1(0.5) 1(0.5)
Dyspnea 1(0.5) 1(0.5)
Pancytopenia 1(0.5) 0(0.0)
Cardiac failure acute 1(0.5) 0(0.0)
Ventricular extrasystoles 1(0.5) 0(0.0)
Vertigo 1(0.5) 0(0.0)
Abdominal pain upper 1(0.5) 0 (0.0)
Dyspepsia 1(0.5) 0(0.0)
Enteritis 1(0.5) 0(0.0)
Gastrointestinal hemorrhage 1(0.5) 0(0.0)
Haematemesis secondary to thrombocytopenia 1(0.5) 0(0.0)
Pancreatitis haemorrhagic 1(0.5) 0(0.0)
Upper gastrointestinal hemorrhage 1(0.5) 0(0.0)
Death 1(0.5) 0(0.0)
Malaise 1(0.5) 0(0.0)
Cytolytic hepatitis 1(0.5) 0(0.0)
Jaundice 1(0.5) 0 (0.0)
Breast infection 1(0.5) 0(0.0)
Cellulitis 1(0.5) 0 (0.0)
Tooth infection 1(0.5) 0(0.0)
Ejection fraction decreased 1(0.5) 0(0.0)
Electrocardiogram ST segment depression 1(0.5) 0(0.0)
Decreased appetite 1(0.5) 0(0.0)
Hypokalaemia 1(0.5) 0(0.0)
Muscular weakness 1(0.5) 0(0.0)
Myalgia 1(0.5) 0(0.0)
Cerebral hemorrhage 1(0.5) 0(0.0)
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Table 10. Treatment-Related Serious Adverse Events (AT Population)

Arm A Arm B

Number (%) of Subjects with Adverse Events (Sunitinib + Capecitabine) (Capecitabine Alone)
by: (N=217) (N=215)
MedDRA Preferred Term n (%) n (%)
Convulsion 1(0.5) 0(0.0)
Facial paresis 1(0.5) 0(0.0)
Renal infarct 1(0.5) 0(0.0)
Metrorrhagia 1(0.5) 0(0.0)
Iliac artery thrombosis 1(0.5) 0(0.0)
Thrombosis 1(0.5) 0(0.0)
Pyrexia 0 (0.0) 5(2.3)
Sepsis 0 (0.0) 3(1.4)
Palmar-plantar erythrodysasthesia syndrome 0(0.0) 3(1.4)
Haemoglobin decreased 0(0.0) 2(0.9)
Congestive cardiomyopathy 0(0.0) 1(0.5)
Ascites 0 (0.0) 1(0.5)
Colitis 0 (0.0) 1(0.5)
Colonic obstruction 0(0.0) 1(0.5)
Dysphagia 0(0.0) 1(0.5)
Intestinal obstruction 0(0.0) 1(0.5)
Small intestinal obstruction 0(0.0) 1(0.5)
Stomatitis 0(0.0) 1(0.5)
Subileus 0 (0.0) 1(0.5)
Ulcer 0 (0.0) 1(0.5)
Gastroenteritis 0(0.0) 1(0.5)
Neutropenic sepsis 0 (0.0) 1(0.5)
Pyelonephritis 0(0.0) 1(0.5)
Diabetic coma 0(0.0) 1(0.5)
Cough 0(0.0) 1(0.5)
Hemoptysis 0(0.0) 1(0.5)

090177e18584f2aa\Approved\Approved On: 15-Jul-2014 20:39

% = (n/N)*100; AT = as-treated; MedDRA = Medical Dictionary for Regulatory Activities; N = number of
subjects in treatment group; n = number of subject.

AEs that led to permanent discontinuation of study drug are summarized in Table 11.
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Table 11. Adverse Events Leading to Discontinuation of Study Drug (Sunitinib or
Capecitabine; AT Population)

090177e18584f2aa\Approved\Approved On: 15-Jul-2014 20:39

MedDRA Preferred Term Arm A Arm B
(Sunitinib + Capecitabine) (Capecitabine Alone)
N=217 N=215
Sunitinib Capecitabine Capecitabine

n (%) n (%) n (%)

Any adverse events led to discontinuation 85(39.2) 89 (41.0) 36 (16.7)
Neutropenia 9@4.1) 17 (7.8) 0(0.0)
Palmar-plantar erythrodysaesthesia syndrome 8(3.7) 8(3.7) 6(2.8)
Thrombocytopenia 7(3.2) 8(3.7) 0(0.0)
Asthenia 6(2.8) 5(2.3) 0(0.0)
Fatigue 5(2.3) 5(2.3) 1(0.5)
Pulmonary embolism 4(1.8) 1(0.5) 0(0.0)
Vomiting 4(1.8) 5(2.3) 0(0.0)
Disease progression 4(1.8) 3(1.4) 3(1.4)
Nausea 3(1.4) 2(0.9) 2(0.9)
Anaemia 2(0.9) 4(1.8) 0(0.0)
Dyspnoea 2(0.9) 3(1.4) 1 (0.5)
Diarrhoea 2(0.9) 2(0.9) 3(1.4)
Pleural effusion 0.0 0 (0.0) 2(0.9)
Back pain 2(0.9) 1(0.5) 0(0.0)
Hydrothorax 2(0.9) 1(0.5) 0 (0.0)
Stomatitis 2(0.9) 1(0.5) 1(0.5)
Abdominal pain 1(0.5) 1(0.5) 0(0.0)
Abdominal pain upper 1(0.5) 2(0.9) 0(0.0)
Anal inflammation 1(0.5) 1(0.5) 0(0.0)
Blood alkaline phosphate increased 1(0.5) 1(0.5) 0(0.0)
Cardiac failure acute 1(0.5) 1(0.5) 0(0.0)
Chest pain 1(0.5) 1(0.5) 2(0.9)
Cytolytic hepatitis 1 (0.5) 1(0.5) 0(0.0)
Dehydration 1(0.5) 1(0.5) 0(0.0)
Diplopia 1(0.5) 1(0.5) 0(0.0)
Dysgeusia 1 (0.5) 1(0.5) 0 (0.0)
Dyspepsia 1(0.5) 1(0.5) 0(0.0)
Epistaxis 1(0.5) 1(0.5) 0(0.0)
General physical health deterioration 1(0.5) 1(0.5) 1(0.5)
Haematoma 1(0.5) 1(0.5) 0(0.0)
Headache 1(0.5) 1(0.5) 0(0.0)
Hyperbilirubinaemia 1(0.5) 1(0.5) 0(0.0)
Hypertension 1(0.5) 0 (0.0) 0(0.0)
Iliac artery thrombosis 1(0.5) 1(0.5) 0 (0.0)
Infection 1(0.5) 1(0.5) 0(0.0)
Lung infection 1(0.5) 1(0.5) 0(0.0)
Lymphadenopathy 1(0.5) 1(0.5) 0(0.0)
Pancreatitis haemorrhagic 1(0.5) 1(0.5) 0(0.0)
Paraplegia 1(0.5) 1(0.5) 0(0.0)
Pericardial effusion 1(0.5) 1(0.5) 1(0.5)
Peritonitis 1(0.5) 1(0.5) 0 (0.0)
Skin infection 1(0.5) 1(0.5) 0(0.0)
Superior vena cava syndrome 1(0.5) 1(0.5) 0(0.0)
Conjunctival haemorrhage 1(0.5) 0(0.0) 0(0.0)
Constipation 1(0.5) 0(0.0) 0(0.0)
Decreased appetite 1(0.5) 0(0.0) 0(0.0)
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Table 11. Adverse Events Leading to Discontinuation of Study Drug (Sunitinib or
Capecitabine; AT Population)

MedDRA Preferred Term Arm A Arm B
(Sunitinib + Capecitabine) (Capecitabine Alone)
N=217 N=215
Sunitinib Capecitabine Capecitabine

n (%) n (%) n (%)

Electrocardiogram QT prolonged 1(0.5) 0(0.0) 0(0.0)
Gait disturbance 1(0.5) 0 (0.0) 0(0.0)
Gastrointestinal haemorrhage 1(0.5) 0 (0.0) 0 (0.0)
Hypokinesia 1(0.5) 0 (0.0) 0(0.0)
Jaundice 1(0.5) 0(0.0) 0(0.0)
Left ventricular dysfunction 1(0.5) 0(0.0) 0(0.0)
Malaise 1(0.5) 0(0.0) 0(0.0)
Metrorrhagia 1(0.5) 0(0.0) 0(0.0)
Mucosal inflammation 1(0.5) 0(0.0) 0(0.0)
Renal infarct 1(0.5) 0(0.0) 0(0.0)
Subcutaneous nodule 1(0.5) 0 (0.0) 0(0.0)
Thrombosis 1(0.5) 0(0.0) 0(0.0)
Yellow skin 1(0.5) 0 (0.0) 0(0.0)
Leukopenia 0 (0.0) 2(0.9) 0(0.0)
Ascites 0(0.0) 1(0.5) 0(0.0)
Breast cancer 0 (0.0) 1(0.5) 1(0.5)
Burning sensation 0(0.0) 1(0.5) 0(0.0)
Electrocardiogram ST segment depression 1(0.5) 1(0.5) 0(0.0)
Platelet count decreased 0(0.0) 1(0.5) 2(0.9)
Skin exfoliation 0(0.0) 1(0.5) 0(0.0)
Upper gastrointestinal haemorrhage 0(0.0) 1(0.5) 0(0.0)
White blood cell count decreased 0(0.0) 1(0.5) 0 (0.0)
Bronchitis 0 (0.0) 0(0.0) 1(0.5)
Diabetic coma 0 (0.0) 0 (0.0) 1(0.5)
Duodenal stenosis 0 (0.0) 0 (0.0) 1(0.5)
Herpes zoster 0 (0.0) 0 (0.0) 1(0.5)
Intestinal obstruction 0(0.0) 0 (0.0) 1(0.5)
Neuropathy peripheral 0(0.0) 0(0.0) 1(0.5)
Neutropenic sepsis 0(0.0) 0(0.0) 1(0.5)
Nodule 0(0.0) 0(0.0) 1(0.5)
Oedema 0(0.0) 0 (0.0) 1(0.5)
Venous thrombosis 0(0.0) 0(0.0) 1(0.5)
Sixth nerve paralysis 0 (0.0) 0(0.0) 1(0.5)

% = (n/N)*100; AT = as-treated; MedDRA = Medical Dictionary for Regulatory Activities; N = number of

subjects in treatment group; n = number of subject.

AEs that led to interruption or reduction of sunitinib are summarized in Table 12.
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Table 12. Adverse Events That Led to a Delay or Change” in Sunitinib Dose (AT

Population)
Number (%) of Subjects with Adverse Events by: Arm A Arm B Total
System Organ Class (Sunitinib +  (Capecitabine (N=432)
and MedDRA Preferred Term Capecitabine) Alone|)
(N=217) (N=215)
n (%) n (%) n (%)
164
Any adverse events that led to a delay or change in sunitinib 164 (75.6) 0 (38.0)
Blood and lymphatic system disorders 88 (40.6) 0 88 (20.4)
Anaemia 14 (6.5) 0 14 (3.2)
Haemorrhagic diathesis 1(0.5) 0 1(0.2)
Leukopenia 9(4.1) 0 9(2.1)
Lymphopenia 3(1.4) 0 3(0.7)
Neutropenia 52 (24.0) 0 52 (12.0)
Pancytopenia 1(0.5) 0 1(0.2)
Thrombocytopenia 43 (19.8) 0 43 (10.0)
Cardiac disorders 3(1.4) 0 3(0.7)
Left ventricular dysfunction 1(0.5) 0 1(0.2)
Palpitations 1(0.5) 0 1(0.2)
Ventricular extrasystoles 1(0.5) 0 1(0.2)
Ear and labyrinth disorders 1(0.5) 0 1(0.2)
Vertigo 1(0.5) 0 1(0.2)
Endocrine disorders 1(0.5) 0 1(0.2)
Hypothyroidism 1(0.5) 0 1(0.2)
Gastrointestinal disorders 66 (30.4) 0 66 (15.3)
Abdominal pain 5(2.3) 0 5(1.2)
Abdominal pain upper 5(2.3) 0 5(1.2)
Constipation 1(0.5) 0 1(0.2)
Diarrhoea 29 (13.4) 0 29 (6.7)
Dyspepsia 1(0.5) 0 1(0.2)
Dysphagia 3(1.4) 0 3(0.7)
Enteritis 1(0.5) 0 1(0.2)
Gastritis 1(0.5) 0 1(0.2)
Gingival bleeding 2(0.9) 0 2(0.5)
Gingivitis 2(0.9) 0 2 (0.5)
Haematemesis 1(0.5) 0 1(0.2)
Haematochezia 1(0.5) 0 1(0.2)
Mouth ulceration 1(0.5) 0 1(0.2)
Nausea 17 (7.8) 0 17 (3.9)
Oesophagitis 3(1.4) 0 3(0.7)
Oral pain 2(0.9) 0 2(0.5)
Rectal haemorrhage 1(0.5) 0 1(0.2)
Stomatitis 6(2.8) 0 6(1.4)
Upper gastrointestinal haemorrhage 1(0.5) 0 1(0.2)
Vomiting 27 (12.4) 0 27 (6.3)
General disorders and administration site conditions 50 (23.0) 0 50 (11.6)
Asthenia 25 (11.5) 0 25(5.8)
Axillary pain 1(0.5) 0 1(0.2)
Fatigue 16 (7.4) 0 16 (3.7)
General physical health deterioration 3(1.4) 0 3(0.7)
Malaise 1(0.5) 0 1(0.2)
Mucosal inflammation 9@4.1) 0 92.1)
Pyrexia 5(2.3) 0 5(1.2)
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Table 12. Adverse Events That Led to a Delay or Change” in Sunitinib Dose (AT

Population)
Number (%) of Subjects with Adverse Events by: Arm A Arm B Total
System Organ Class (Sunitinib +  (Capecitabine (N=432)
and MedDRA Preferred Term Capecitabine) Alone|)
(N=217) (N=215)
n (%) n (%) n (%)
Hepatobiliary disorders 52.3) 0 5(1.2)
Hepatic function abnormal 1(0.5) 0 1(0.2)
Hyperbilirubinaemia 3(1.4) 0 3(0.7)
Jaundice 2(0.9) 0 2(0.5)
Infections and infestations 15 (6.9) 0 15 (3.5)
Breast infection 1(0.5) 0 1(0.2)
Bronchitis 1(0.5) 0 1(0.2)
Cellulitis 2 (0.9) 0 2 (0.5)
Escherichia urinary tract infection 1(0.5) 0 1(0.2)
Influenza 2(0.9) 0 2 (0.5)
Laryngitis 1(0.5) 0 1(0.2)
Nasopharyngitis 1(0.5) 0 1(0.2)
Oesophageal candidiasis 1(0.5) 0 1(0.2)
Osteomyelitis 1 (0.5) 0 1(0.2)
Rectal abscess 1(0.5) 0 1(0.2)
Subcutaneous abscess 1 (0.5) 0 1(0.2)
Tooth abscess 2(0.9) 0 2(0.5)
Urinary tract infection 1(0.5) 0 1(0.2)
Injury, poisoning and procedural complications 2(0.9) 0 2(0.5)
Overdose 2(0.9) 0 2(0.5)
Investigations 19 (8.8) 0 19 (4.4)
Aspartate aminotransferase increased 1(0.5) 0 1(0.2)
Blood bilirubin increased 2(0.9) 0 2(0.5)
Blood thyroid stimulating hormone increased 1(0.5) 0 1(0.2)
Ejection fraction decreased 1(0.5) 0 1(0.2)
Electrocardiogram QT prolonged 1(0.5) 0 1(0.2)
Haemoglobin 1(0.5) 0 1(0.2)
Neutrophil count decreased 4 (1.8) 0 4(0.9)
Platelet count decreased 9(4.1) 0 9(2.1)
Transaminases increased 1(0.5) 0 1(0.2)
Weight decreased 1(0.5) 0 1(0.2)
White blood cell count decreased 2(0.9) 0 2(0.5)
Metabolism and nutrition disorders 5(2.3) 0 5(1.2)
Decreased appetite 1(0.5) 0 1(0.2)
Dehydration 1(0.5) 0 1(0.2)
Hypercalcaemia 1(0.5) 0 1(0.2)
Hypertriglyceridaemia 1(0.5) 0 1(0.2)
Hyperuricaemia 1(0.5) 0 1(0.2)
Musculoskeletal and connective tissue disorders 10 (4.6) 0 10 (2.3)
Arthralgia 1(0.5) 0 1(0.2)
Back pain 1(0.5) 0 1(0.2)
Bone pain 2(0.9) 0 2(0.5)
Muscular weakness 1(0.5) 0 1(0.2)
Musculoskeletal chest pain 2(0.9) 0 2(0.5)
Musculoskeletal pain 2(0.9) 0 2(0.5)
Myalgia 3(L.4) 0 3(0.7)
Pain in extremity 1(0.5) 0 1(0.2)
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Population)
Number (%) of Subjects with Adverse Events by: Arm A Arm B Total
System Organ Class (Sunitinib +  (Capecitabine (N=432)
and MedDRA Preferred Term Capecitabine) Alone|)
(N=217) (N=215)
n (%) n (%) n (%)
Neoplasms benign, malignant and unspecified (incl cysts and 0
polyps) 2(0.9) 2 (0.5)
Breast cancer 1(0.5) 0 1(0.2)
Malignant pleural effusion 1(0.5) 0 1(0.2)
Nervous system disorders 9@4.1) 0 9(2.1
Convulsion 1(0.5) 0 1(0.2)
Dizziness 1(0.5) 0 1(0.2)
Dysaesthesia 1(0.5) 0 1(0.2)
Dysgeusia 1(0.5) 0 1(0.2)
Facial paresis 1(0.5) 0 1(0.2)
Headache 3(1.4) 0 3(0.7)
Paraesthesia 2(0.9) 0 2 (0.5)
Psychiatric disorders 2(0.9) 0 2(0.5)
Confusional state 1(0.5) 0 1(0.2)
Insomnia 1(0.5) 0 1(0.2)
Renal and urinary disorders 2(0.9 0 2(0.5)
Proteinuria 1(0.5) 0 1(0.2)
Renal failure 1(0.5) 0 1(0.2)
Reproductive system and breast disorders 2(0.9) 0 2(0.5)
Metrorrhagia 1(0.5) 0 1(0.2)
Vaginal haemorrhage 1(0.5) 0 1(0.2)
Respiratory, thoracic and mediastinal disorders 10 (4.6) 0 10 (2.3)
Dyspnoea 1(0.5) 0 1(0.2)
Dyspnoea exertional 1(0.5) 0 1(0.2)
Epistaxis 2(0.9) 0 2 (0.5)
Haemoptysis 1(0.5) 0 1(0.2)
Hydrothorax 1(0.5) 0 1(0.2)
Lung infiltration 1(0.5) 0 1(0.2)
Pleural effusion 1(0.5) 0 1(0.2)
Pulmonary embolism 2(0.9) 0 2(0.5)
Rhinorrhoea 1(0.5) 0 1(0.2)
Skin and subcutaneous tissue disorders 31 (14.3) 0 31(7.2)
Erythema 1(0.5) 0 1(0.2)
Palmar-plantar erythrodysaesthesia syndrome 27 (12.4) 0 27 (6.3)
Purpura 1(0.5) 0 1(0.2)
Rash 2(0.9) 0 2 (0.5)
Rash generalised 1(0.5) 0 1(0.2)
Skin exfoliation 1(0.5) 0 1(0.2)
Surgical and medical procedures 1(0.5) 0 1(0.2)
Tooth extraction 1(0.5) 0 1(0.2)
Uncoded 1(0.5) 0 1(0.2)
Haematemesis secondary to thrombcytopenia 1(0.5) 0 1(0.2)
Vascular disorders 8(3.7) 0 8 (1.9)
Hypertension 73.2) 0 7 (1.6)
Orthostatic hypotension 1(0.5) 0 1(0.2)
Trousseau's syndrome 1(0.5) 0 1(0.2)

Template version 1.0 Page 28



090177e18584f2aa\Approved\Approved On: 15-Jul-2014 20:39

Public Disclosure Synopsis
Protocol A6181099 — 12 March 2014 — Final

Table 12. Adverse Events That Led to a Delay or Change” in Sunitinib Dose (AT

Population)
Number (%) of Subjects with Adverse Events by: Arm A Arm B Total
System Organ Class (Sunitinib +  (Capecitabine (N=432)
and MedDRA Preferred Term Capecitabine) Alone|)
(N=217) (N=215)
n (%) n (%) n (%)

% = (n/N)*100; AT = as-treated; MedDRA = Medical Dictionary for Regulatory Activities; N = number of
subjects in treatment group; n = number of subject.

a. Delay or change include actions of study treatment dose stopped temporarily or reduced. Actions of
dose stopped temorarily or reduced come from the adverse event case report form (CRF) page.

AEs that led to interruption or reduction of capecitabine are summarized in Table 13.
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Table 13. Adverse Events That Led to a Delay or Change” in Capecitabine Dose (AT

Population)
Number (%) of Subjects with Adverse Events by: Arm A Arm B Total
System Organ Class and (Sunitinib + (Capecitabine N=432
MedDRA Preferred Term Capecitabine) Alone)
N=217 N=215
n (%) n (%) n (%)
Any adverse events that led to a delay or change in
capecitabine 181 (83.4) 144 (67.0) 325 (75.2)
Blood and lymphatic system disorders 112 (51.6) 29 (13.5) 141 (32.6)
Anaemia 16 (7.4) 6(2.8) 22 (5.1)
Haematotoxicity 2 (0.9) 0(0.0) 2 (0.5)
Haemorrhagic diathesis 1(0.5) 0(0.0) 1(0.2)
Leukocytosis 1(0.5) 0(0.0) 1(0.2)
Leukopenia 16 (7.4) 2(0.9) 18 (4.2)
Lymphopenia 2(0.9) 0(0.0) 2(0.5)
Neutropenia 78 (35.9) 24 (11.2) 102 (23.6)
Pancytopenia 1(0.5) 0(0.0) 1(0.2)
Thrombocytopenia 51(23.5) 2(0.9) 53 (12.3)
Cardiac disorders 1(0.5) 3(1.4) 4(0.9)
Atrial fibrillation 0(0.0) 1(0.5) 1(0.2)
Congestive cardiomyopathy 0(0.0) 1(0.5) 1(0.2)
Supraventricular tachycardia 0(0.0) 1(0.5) 1(0.2)
Ventricular extrasystoles 1(0.5) 0(0.0) 1(0.2)
Ear and labyrinth disorders 1(0.5) 2(0.9) 3(0.7)
Tinnitus 0(0.0) 1(0.5) 1(0.2)
Vertigo 1(0.5) 1(0.5) 2 (0.5)
Endocrine disorders 1(0.5) 0(0.0) 1(0.2)
Hypothyroidism 1(0.5) 0 (0.0) 1(0.2)
Eye disorders 2(0.9) 1(0.5) 3(0.7)
Conjunctivitis 1(0.5) 1(0.5) 2 (0.5)
Eye irritation 1(0.5) 0(0.0) 1(0.2)
Eye pain 1(0.5) 0(0.0) 1(0.2)
Gastrointestinal disorders 89 (41.0) 49 (22.8) 138 (31.9)
Abdominal pain 4(1.8) 3(1.4) 7 (1.6)
Abdominal pain upper 4(1.8) 2(0.9) 6(1.4)
Anal inflammation 2(0.9) 0(0.0) 2(0.5)
Colonic obstruction 0(0.0) 1(0.5) 1(0.2)
Constipation 1(0.5) 1(0.5) 2(0.5)
Diarrhoea 38 (17.5) 32 (14.9) 70 (16.2)
Dyspepsia 2(0.9) 0(0.0) 2(0.5)
Dysphagia 2(0.9 0(0.0) 2(0.5)
Enteritis 1(0.5) 0 (0.0) 1(0.2)
Gastritis 0 (0.0) 1(0.5) 1(0.2)
Gastrointestinal haemorrhage 1(0.5) 0(0.0) 1(0.2)
Gingival bleeding 1(0.5) 0(0.0) 1(0.2)
Gingival oedema 1(0.5) 0(0.0) 1(0.2)
Gingivitis 2(0.9) 0(0.0) 2 (0.5)
Haematemesis 1(0.5) 0(0.0) 1(0.2)
Haemorrhoids 0(0.0) 1(0.5) 1(0.2)
Ileitis 0(0.0) 1(0.5) 1(0.2)
Nausea 23 (10.6) 12 (5.6) 35(8.1)
Oedema mouth 1(0.5) 0(0.0) 1(0.2)
Oesophagitis 3(1.4) 1(0.5) 4(0.9
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Table 13. Adverse Events That Led to a Delay or Change” in Capecitabine Dose (AT

Population)
Number (%) of Subjects with Adverse Events by: Arm A Arm B Total
System Organ Class and (Sunitinib + (Capecitabine N=432
MedDRA Preferred Term Capecitabine) Alone)
N=217 N=215
n (%) n (%) n (%)
Oral pain 2(0.9) 0(0.0) 2 (0.5)
Rectal haemorrhage 1(0.5) 2(0.9) 3(0.7)
Stomatitis 94.1) 4(1.9) 13 (3.0)
Subileus 0(0.0) 1(0.5) 1(0.2)
Tongue ulceration 1(0.5) 0(0.0) 1(0.2)
Vomiting 35(16.1) 14 (6.5) 49 (11.3)
General disorders and administration site conditions 49 (22.6) 25(11.6) 74 (17.1)
Asthenia 19 (8.8) 4(1.9) 23 (5.3)
Axillary pain 1(0.5) 0(0.0) 1(0.2)
Chest pain 0(0.0) 2 (0.9) 2 (0.5)
Fatigue 15 (6.9) 4(1.9) 19 (4.4)
Gait disturbance 1(0.5) 0(0.0) 1(0.2)
General physical health deterioration 3(1.4) 2(0.9 5(1.2)
Influenza like illness 0(0.0) 3(1.4) 3(0.7)
Malaise 1(0.5) 0(0.0) 1(0.2)
Mucosal inflammation 11(5.1) 3(1.4) 14 (3.2)
Oedema 1(0.5) 1(0.5) 2 (0.5)
Pain 0 (0.0) 1(0.5) 1(0.2)
Pyrexia 5(2.3) 8(3.7) 13 (3.0)
Hepatobiliary disorders 7(3.2) 5(2.3) 12 (2.8)
Hepatic function abnormal 1(0.5) 0(0.0) 1(0.2)
Hyperbilirubinaemia 6 (2.8) 5(2.3) 11(2.5)
Jaundice 1(0.5) 0(0.0) 1(0.2)
Infections and infestations 14 (6.5) 13 (6.0) 27 (6.3)
Breast infection 1(0.5) 0(0.0) 1(0.2)
Bronchitis 0(0.0) 2(0.9) 2 (0.5)
Cellulitis 2(0.9) 0(0.0) 2 (0.5)
Cystitis 0(0.0) 2(0.9) 2 (0.5)
Device related infection 1(0.5) 0(0.0) 1(0.2)
Gastroenteritis 0(0.0) 1(0.5) 1(0.2)
Gastroenteritis viral 0(0.0) 3(1.4) 3(0.7)
Influenza 2(0.9) 0(0.0) 2 (0.5)
Laryngitis 1(0.5) 0(0.0) 1(0.2)
Nasopharyngitis 2(0.9) 1(0.5) 3(0.7)
Onychomycosis 0 (0.0) 1(0.5) 1(0.2)
Oral infection 0(0.0) 1(0.5) 1(0.2)
Osteomyelitis 1(0.5) 0 (0.0) 1(0.2)
Paronychia 0 (0.0) 1 (0.5) 1(0.2)
Rectal abscess 1 (0.5) 0 (0.0) 1(0.2)
Sepsis 0(0.0) 2 (0.9) 2 (0.5)
Subcutaneous abscess 1(0.5) 0(0.0) 1(0.2)
Tooth abscess 1(0.5) 0(0.0) 1(0.2)
Urinary tract infection 1(0.5) 0(0.0) 1(0.2)
Viral infection 0(0.0) 2(0.9) 2 (0.5)
Viral upper respiratory tract infection 0(0.0) 1(0.5) 1(0.2)
Injury, poisoning and procedural complications 2(0.9) 2(0.9) 4(0.9)
Fall 0 (0.0) 1(0.5) 1(0.2)
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Table 13. Adverse Events That Led to a Delay or Change” in Capecitabine Dose (AT

Population)
Number (%) of Subjects with Adverse Events by: Arm A Arm B Total
System Organ Class and (Sunitinib + (Capecitabine N=432
MedDRA Preferred Term Capecitabine) Alone)
N=217 N=215
n (%) n (%) n (%)
Lip injury 1(0.5) 0(0.0) 1(0.2)
Overdose 1(0.5) 0(0.0) 1(0.2)
Radius fracture 0(0.0) 1(0.5) 1(0.2)
Investigations 21 (9.7) 94.2) 30(6.9)
Alanine aminotransferase increased 2(0.9) 1(0.5) 3(0.7)
Aspartate aminotransferase increased 3(1.4) 2(0.9) 5(1.2)
Blood alkaline phosphatase increased 2(0.9) 1(0.5) 3(0.7)
Blood bilirubin increased 1(0.5) 0(0.0) 1(0.2)
Blood lactate dehydrogenase increased 1(0.5) 0(0.0) 1(0.2)
Blood thyroid stimulating hormone increased 0(0.0) 1(0.5) 1(0.2)
Ejection fraction decreased 0(0.0) 2(0.9) 2(0.5)
Haemoglobin 1(0.5) 0(0.0) 1(0.2)
Haemoglobin decreased 1(0.5) 2(0.9) 3(0.7)
Heart rate increased 0 (0.0) 1(0.5) 1(0.2)
Hepatic enzyme increased 1(0.5) 0(0.0) 1(0.2)
Neutrophil count decreased 4(1.8) 1(0.5) 5(1.2)
Platelet count decreased 9(4.1) 1(0.5) 10 (2.3)
Transaminases increased 1(0.5) 1(0.5) 2(0.5)
Weight decreased 1(0.5) 1(0.5) 2(0.5)
White blood cell count decreased 3(1.4) 0(0.0) 3(0.7)
Metabolism and nutrition disorders 8(3.7) 6(2.8) 14 (3.2)
Decreased appetite 4(1.8) 0(0.0) 4(0.9)
Dehydration 0(0.0) 4(1.9) 4(0.9)
Hypercalcaemia 1(0.5) 0(0.0) 1(0.2)
Hyperglycaemia 1(0.5) 0(0.0) 1(0.2)
Hypertriglyceridaemia 1(0.5) 0(0.0) 1(0.2)
Hyperuricaemia 1(0.5) 0(0.0) 1(0.2)
Hypocalcaemia 0(0.0) 1(0.5) 1(0.2)
Hypokalaemia 0(0.0) 2(0.9) 2(0.5)
Hyponatraemia 0(0.0) 1(0.5) 1(0.2)
Musculoskeletal and connective tissue disorders 13 (6.0) 9(4.2) 22 (5.1)
Arthralgia 1(0.5) 1(0.5) 2(0.5)
Back pain 1(0.5) 1(0.5) 2 (0.5)
Bone pain 3(1.4) 0(0.0) 3(0.7)
Hypercreatinaemia 0(0.0) 1(0.5) 1(0.2)
Musculoskeletal chest pain 1(0.5) 0(0.0) 1(0.2)
Musculoskeletal pain 2(0.9 0(0.0) 2(0.5)
Myalgia 3(1.4) 0 (0.0) 3(0.7)
Osteolysis 0 (0.0) 1 (0.5) 1(0.2)
Pain in extremity 2(0.9) 5(2.3) 7 (1.6)
Pathological fracture 0(0.0) 1(0.5) 1(0.2)
Neoplasms benign, malignant and unspecified (incl cysts
and polyps) 1(0.5) 1(0.5) 2(0.5)
Breast cancer 1(0.5) 0(0.0) 1(0.2)
Lung neoplasm 0(0.0) 1(0.5) 1(0.2)
Nervous system disorders 8(3.7) 4(1.9) 12 (2.8)
Cerebrovascular accident 0(0.0) 1(0.5) 1(0.2)
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Table 13. Adverse Events That Led to a Delay or Change” in Capecitabine Dose (AT

Population)
Number (%) of Subjects with Adverse Events by: Arm A Arm B Total
System Organ Class and (Sunitinib + (Capecitabine N=432
MedDRA Preferred Term Capecitabine) Alone)
N=217 N=215
n (%) n (%) n (%)
Convulsion 1(0.5) 0 (0.0) 1(0.2)
Dizziness 0(0.0) 1(0.5) 1(0.2)
Dysaesthesia 2(0.9 0(0.0) 2(0.5)
Dysgeusia 1(0.5) 0(0.0) 1(0.2)
Facial paresis 1(0.5) 0(0.0) 1(0.2)
Headache 1(0.5) 1(0.5) 2(0.5)
Neuropathy peripheral 0(0.0) 2(0.9) 2(0.5)
Paraesthesia 2(0.9) 0(0.0) 2(0.5)
Polyneuropathy 1(0.5) 0(0.0) 1(0.2)
Psychiatric disorders 1(0.5) 2(0.9) 3(0.7)
Insomnia 1(0.5) 0(0.0) 1(0.2)
Mental status changes 0(0.0) 1(0.5) 1(0.2)
Psychotic disorder 0 (0.0) 1(0.5) 1(0.2)
Renal and urinary disorders 2(0.9) 2(0.9) 4(0.9)
Hydronephrosis 0(0.0) 1(0.5) 1(0.2)
Proteinuria 1(0.5) 0(0.0) 1(0.2)
Renal failure 1(0.5) 1(0.5) 2(0.5)
Reproductive system and breast disorders 0(0.0) 1(0.5) 1(0.2)
Metrorrhagia 0(0.0) 1(0.5) 1(0.2)
Respiratory, thoracic and mediastinal disorders 8(3.7) 94.2) 17 (3.9)
Cough 0(0.0) 4(1.9) 4(0.9)
Dyspnoea 0(0.0) 1(0.5) 1(0.2)
Dyspnoea exertional 1(0.5) 0 (0.0) 1(0.2)
Epistaxis 1(0.5) 0(0.0) 1(0.2)
Haemoptysis 0 (0.0) 1(0.5) 1(0.2)
Hydrothorax 1(0.5) 1(0.5) 2 (0.5)
Lung infiltration 1(0.5) 0(0.0) 1(0.2)
Pneumonitis 0(0.0) 1(0.5) 1(0.2)
Pulmonary embolism 4(1.8) 3(1.4) 7 (1.6)
Skin and subcutaneous tissue disorders 57 (26.3) 84 (39.1) 141 (32.6)
Dry skin 0(0.0) 1(0.5) 1(0.2)
Erythema 1(0.5) 3(1.4) 4(0.9)
Nail disorder 0(0.0) 1(0.5) 1(0.2)
Onycholysis 0 (0.0) 1(0.5) 1(0.2)
Palmar-plantar erythrodysaesthesia syndrome 55(25.3) 77 (35.8) 132 (30.6)
Purpura 1(0.5) 0 (0.0) 1(0.2)
Rash 0 (0.0) 5(2.3) 5(1.2)
Rash erythematous 0(0.0) 1 (0.5) 1(0.2)
Skin fissures 0(0.0) 1(0.5) 1(0.2)
Skin reaction 0(0.0) 1(0.5) 1(0.2)
Skin toxicity 0(0.0) 1(0.5) 1(0.2)
Surgical and medical procedures 0(0.0) 1(0.5) 1(0.2)
Breast reconstruction 0(0.0) 1(0.5) 1(0.2)
Uncoded 1(0.5) 0(0.0) 1(0.2)
Haematemesis secondary to thrombcytopenia 1(0.5) 0(0.0) 1(0.2)
Vascular disorders 8(3.7) 2(0.9) 10 (2.3)
Deep vein thrombosis 0 (0.0) 1(0.5) 1(0.2)
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Table 13. Adverse Events That Led to a Delay or Change” in Capecitabine Dose (AT

Population)

Number (%) of Subjects with Adverse Events by: Arm A Arm B Total
System Organ Class and (Sunitinib + (Capecitabine N=432

MedDRA Preferred Term Capecitabine) Alone)

N=217 N=215
n (%) n (%) n (%)
Hypertension 4(1.8) 0(0.0) 4(0.9)
Orthostatic hypotension 1(0.5) 0(0.0) 1(0.2)
Phlebitis 0(0.0) 1(0.5) 1(0.2)
Thrombosis 2(0.9) 0(0.0) 2 (0.5)
Trousseau's syndrome 1(0.5) 0 (0.0) 1(0.2)

090177e18584f2aa\Approved\Approved On: 15-Jul-2014 20:39

% = (n/N)*100; AT = as-treated; MedDRA = Medical Dictionary for Regulatory Activities; N = number of
subjects in treatment group; n = number of subject.

a. Delay or Change include actions of study treatment dose stopped temporarily or reduced. Actions of
dose stopped temorarily or reduced come from the adverse event case report form (CRF) page.

Deaths: A summary of all deaths is presented in Table 14.
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Table 14. Summary of All Deaths by Treatment (ITT Population)

Variable Capecitabine Alone
Sunitinib + No
Capecitabine Crossover Crossover
N=221 N=143 N=78
n (%) n (%) n (%)
Subjects who died 169 (76.5) 93 (65.0) 65 (83.3)
Subjects who died on-study” 15 (6.8) 9(6.3) 13 (16.7)
Disease under study 12 (5.4) 7 (4.9) 10 (12.8)
Disease under study, carcinomatosis 1(0.5) 0 (0.0) 0(0.0)
Disease under study, hemorrhage - GI 0(0.0) 0 (0.0) 1(1.3)
Disease under study, sepsis and disease
progression 0(0.0) 1(0.7) 0 (0.0)
Disease under study, unknown 1(0.5) 0(0.0) 0 (0.0)
Enteritis 0(0.0) 1(0.7) 0(0.0)
Study treatment, hemorrhagic shock 0 (0.0) 0 (0.0) 1(1.3)
Study treatment, liver failure 0(0.0) 0 (0.0) 1(1.3)
Unknown, massive cerebral vascular accident 1 (0.5) 0(0.0) 0(0.0)
(both hemispheres) after surgery
Subjects who died during follow-up 152 (68.8) 84 (58.7) 52 (66.7)
Cardiac arrest 1(0.5) 0(0.0) 0(0.0)
Cardiomiopathy 0(0.0) 1(0.7) 0(0.0)
Disease under study 136 (61.5) 77 (53.8) 50 (64.1)
Hepatic insufficiency 1(0.5) 0(0.0) 0(0.0)
Multiple metastases, polyorganic insufficiency 1(0.5) 0(0.0) 0(0.0)
Organic failure by PD 1(0.5) 0(0.0) 0(0.0)
Pneumonia 1(0.5) 0(0.0) 0(0.0)
Progressive deterioration of the subject status, 0 (0.0) 1(0.7) 0(0.0)
disease under study
PD 1 (0.5) 0 (0.0) 0 (0.0)
Pulmonary embolism 1(0.5) 0(0.0) 0(0.0)
Sepsis 1(0.5) 0(0.0) 0(0.0)
Study treatment, heart failure 0(0.0) 0(0.0) 1(0.3)
Study treatment, pulmonary embolism 1(0.5) 0(0.0) 0(0.0)
Suicide 0 (0.0) 1(0.7) 0(0.0)
Unknown 7(3.2) 4(2.8) 1(1.3)
GI = gastrointestinal; ITT = intent-to-treat; PD = progressive disease.
a. Deaths that occurred after the first study treatment dose date, but within 28 days after the last study

treatment dose date.
b.

CONCLUSIONS:

Deaths that occurred more than 28 days after the last study treatment dose date.

Sunitinib + capecitabine was not more effective than capecitabine alone in subjects with

ABC, with a median PFS of 5.5 vs 5.9 months.

The other efficacy endpoints OS, DR, and ORR were not improved with

sunitinib + capecitabine as compared with capecitabine alone.

The overall frequency of AEs, including SAEs, was higher on sunitinib + capecitabine
than on capecitabine alone. However, the AEs and safety profiles of
sunitinib + capecitabine were consistent with those reported for both agents alone.
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