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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.:  A6181113

PROTOCOL TITLE:  An Explorative Study of the Tolerability of SU-011248 in
Combination With Docetaxel and Trastuzumab as First-Line Treatment in Patients With 
Breast Cancer Over-Expressing HER-2

Study Centers: A total of 6 centers participated in this study (4 in Belgium and 2 in Italy).  

Study Initiation and Final Completion Dates:  11 December 2006 to 28 September 2011

This study was terminated prematurely.  

Phase of Development:  Phase 1b

Study Objectives:  

Primary Objective:  To assess the tolerability of the combination of sunitinib malate (also 
referred to as SU-011248, henceforth will be referred to as sunitinib; 37.5 mg once daily 
[Schedule 2/1]) with docetaxel (75 mg/m2 every 3 weeks) and trastuzumab (therapeutic dose) 
in subjects with advanced breast cancer (ABC) overexpressing human epidermal growth 
factor receptor-2 (HER-2).  

Secondary Objectives:  

 To assess preliminary antitumor activity of the combination;

 To determine trough plasma concentrations (Ctrough) of sunitinib and its active metabolite 
SU-012662, plasma concentrations of docetaxel and serum concentrations of 
trastuzumab.  

METHODS  
Study Design:  

This was an exploratory clinical study evaluating the tolerability and preliminary antitumor 
activity of sunitinib combined with docetaxel and trastuzumab in subjects with ABC.  
Eligible subjects had HER-2 overexpressing tumors (immunohistochemistry [IHC] 3+ or 
fluorescence in-situ hybridization [FISH]+) and had not received prior treatment for 
advanced disease.  They could have received adjuvant therapy with standard chemotherapy 
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with or without trastuzumab, provided that they had relapsed 6 months since last dose of 
trastuzumab.  Subjects who had received a taxane-based adjuvant therapy could have entered 
the study only if 12 months had elapsed since completion of their adjuvant chemotherapy.  

The proposed combination of docetaxel/trastuzumab/sunitinib was to be studied in terms of 
safety and preliminary antitumor activity in a total of 25 subjects.  Safety was analyzed with 
special attention to cardiac events.  If no >1 subject out of the 25 enrolled in this study 
required discontinuation of trastuzumab or sunitinib or both due to clinical symptoms of 
cardiac failure, then the combination was considered suitable for being tested in a Phase 3 
study in the same population.  

Study treatment continued until a subject experienced disease progression (PD) that was 
documented according to Response Evaluation Criteria in Solid Tumors (RECIST), had 
occurrence of unacceptable toxicity, or withdrew consent.  If the study treatment was 
discontinued for reasons other than PD, the subject was followed, and tumor assessments 
continued until PD, or until a new anticancer therapy was initiated, or until death, whichever 
occurred first.  

If docetaxel was discontinued for reasons other than PD, treatment with sunitinib and 
trastuzumab may have continued until PD occurred or until a new anticancer treatment was 
initiated.  In these cases, sunitinib was to be administered as a continuous regimen, with the 
provision of at least 1-week treatment rests inserted into the regimen as needed, or dose 
reductions, depending on individual tolerability.  In addition, subjects experiencing good 
tolerability to sunitinib could have escalated the dose to 50 mg.  

If PD occurred during treatment, docetaxel and sunitinib were to be discontinued and the 
Investigator was to select an alternative therapeutic option and discontinue trastuzumab.  

Subjects could have continued treatment beyond the time of RECIST-defined progression at 
the discretion of the Investigator if the subject was perceived to be experiencing clinical 
benefit.  

The schedule of activities is presented in Table 1.  

09
01

77
e1

85
ce

fd
57

\A
pp

ro
ve

d\
Ap

pr
ov

ed
 O

n:
 2

3-
O

ct
-2

01
4 

02
:2

0 



Pu
bl

ic
 D

isc
lo

su
re

 S
yn

op
sis

Pr
ot

oc
ol

 A
61

81
11

3 
–

16
 O

ct
ob

er
 2

01
4 

–
Fi

na
l

Te
m

pl
at

e 
ve

rs
io

n 
1.

1
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

Pa
ge

 3

Ta
bl

e
1.

Sc
he

du
le

 o
f A

ct
iv

iti
es

Pr
ot

oc
ol

 A
ct

iv
ity

Sc
re

en
St

ud
y 

Tr
ea

tm
en

ta
Po

st
 T

re
at

m
en

t

C
yc

le
 1

b
Su

bs
eq

ue
nt

 C
yc

le
s

En
d 

of
 T

x/
W

ith
dr

aw
al

d
28

-D
ay

 
Po

st
 

Tx
e

Fo
llo

w
-U

pf

2
1 

D
ay

s 
to

 D
os

in
g

D
ay

 1
c

D
ay

 2
(-2

/+
2)

D
ay

 8
(-2

/+
2)

D
ay

 1
5

(-2
/+

1)
D

ay
 1

D
ay

 2
(-2

/+
2)

D
ay

 8
(-2

/+
2)

Ba
se

lin
e 

do
cu

m
en

ta
tio

n
   

In
fo

rm
ed

 c
on

se
nt

g
X

   
M

ed
ic

al
/o

nc
ol

og
ic

al
 h

ist
or

yh
X

   
Ph

ys
ic

al
 e

xa
m

in
at

io
ni

X
X

X
X

(X
)

   
Ba

se
lin

e 
sig

ns
/sy

m
pt

om
s

X
 C

1
La

bo
ra

to
ry

 st
ud

ie
s

   
H

em
at

ol
og

yj
X

X
X

X
X

X
X

(X
)

   
Bl

oo
d 

ch
em

ist
ry

X
X

X
X

(X
)

   
Th

yr
oi

d 
fu

nc
tio

n 
te

sti
ng

 (T
SH

)k
X

   
Pr

eg
na

nc
y 

te
st 

(a
s a

pp
ro

pr
ia

te
)l

X
   

12
-le

ad
 E

CG
m

X
X

 C
3,

 th
en

 o
dd

 
# 

cy
cl

es
X

   
M

U
G

A
 o

r E
CH

O
n

X
X

X
St

ud
y 

re
gi

str
at

io
no

X
   

D
oc

et
ax

el
 in

fu
sio

n
X

X
   

Tr
as

tu
zu

m
ab

 in
fu

sio
np

X
(X

)
(X

)
X

(X
)

   
Su

ni
tin

ib
 c

ap
su

le
 d

os
in

gq
X


X


X
X


X


Tu
m

or
 a

ss
es

sm
en

ts
   

CT
 o

r M
RI

 sc
an

sr
X

X
 fr

om
 C

3 
(e

ve
ry

 6
w

ee
ks

)
X

X

O
th

er
 c

lin
ic

al
 a

ss
es

sm
en

ts
   

A
dv

er
se

 e
ve

nt
ss

X
X

X
X

X
X

X
X

X
X

   
St

ud
y 

dr
ug

 c
om

pl
ia

nc
et

X
 fr

om
 C

2
X

   
Co

nc
om

ita
nt

 m
ed

ic
at

io
ns

/tr
ea

tm
en

tsu
X

X
X

X
X

X
X

X
X

X
   

Po
st 

tre
at

m
en

t a
nt

i-c
an

ce
r t

he
ra

py
(X

)
X

Sp
ec

ia
l l

ab
or

at
or

y 
stu

di
es

   
Tr

ou
gh

 su
ni

tin
ib

 c
on

ce
nt

ra
tio

n 
(C

tro
ug

h)v
X

 C
1,

C2
, 

C4
,C

6
X

 C
2,

C4
,C

6

   
D

oc
et

ax
el

 p
la

sm
a 

le
ve

lsw
X

 C
1,

C2
,C

4,
C6

   
3-

W
ee

kl
y 

tra
stu

zu
m

ab
 p

la
sm

a 
le

ve
lsx

X
 C

1,
C2

,C
4,

C6
   

W
ee

kl
y 

tra
stu

zu
m

ab
 se

ru
m

 le
ve

lsx
X

 C
1,

C2
,C

4,
C6

X
 C

1,
C2

, 
C4

,C
6

090177e185cefd57\Approved\Approved On: 23-Oct-2014 02:20 



Pu
bl

ic
 D

isc
lo

su
re

 S
yn

op
sis

Pr
ot

oc
ol

 A
61

81
11

3 
–

16
 O

ct
ob

er
 2

01
4 

–
Fi

na
l

Te
m

pl
at

e 
ve

rs
io

n 
1.

1
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

Pa
ge

 4

Ta
bl

e
1.

Sc
he

du
le

 o
f A

ct
iv

iti
es

( )
 –

if 
ap

pl
ic

ab
le

.  
C 

= 
cy

cl
e;

 C
R 

= 
co

m
pl

et
e 

re
sp

on
se

; C
RF

 =
 c

as
e 

re
po

rt 
fo

rm
; C

tro
ug

h
= 

tro
ug

h 
pl

as
m

a 
co

nc
en

tra
tio

ns
; C

T 
= 

co
m

pu
te

d 
to

m
og

ra
ph

y;
 D

 =
 d

ay
; E

CH
O

 =
 e

ch
oc

ar
di

og
ra

m
; 

EC
G

=
el

ec
tro

ca
rd

io
gr

am
; E

CO
G

=
Ea

ste
rn

 C
oo

pe
ra

tiv
e 

O
nc

ol
og

y 
G

ro
up

; M
RI

=
m

ag
ne

tic
 re

so
na

nc
e 

im
ag

in
g;

 M
U

G
A

 =
 m

ul
tig

at
ed

 a
cq

ui
sit

io
n;

 P
D

 =
 d

ise
as

e 
pr

og
re

ss
io

n;
 

PR
=

pa
rti

al
 re

sp
on

se
; T

SH
 =

 th
yr

oi
d 

sti
m

ul
at

in
g 

ho
rm

on
e;

 T
x 

= 
tre

at
m

en
t. 

 
a.

Tr
ea

tm
en

t W
ith

 S
un

iti
ni

b/
D

oc
et

ax
el

: A
ll 

as
se

ss
m

en
ts 

pe
rfo

rm
ed

 p
rio

r t
o 

do
sin

g 
w

ith
 d

oc
et

ax
el

 o
r s

un
iti

ni
b 

un
le

ss
 o

th
er

w
ise

 in
di

ca
te

d.
  A

cc
ep

ta
bl

e 
tim

e 
w

in
do

w
s f

or
 

pe
rfo

rm
in

g 
ea

ch
 a

ss
es

sm
en

t d
es

cr
ib

ed
 in

 th
e 

co
lu

m
n 

he
ad

in
gs

.  
C

yc
le

 D
ur

at
io

n:
 E

ac
h 

cy
cl

e 
la

sts
 3

 w
ee

ks
, u

nl
es

s c
yc

le
 d

ur
at

io
n 

is 
pr

ol
on

ge
d 

du
e 

to
 to

xi
ci

tie
s. 

 A
 m

ax
im

um
 o

f 2
-w

ee
k 

de
la

y 
al

lo
w

ed
 fo

r d
oc

et
ax

el
, a

nd
 m

ax
im

um
 

ac
ce

pt
ab

le
 in

te
rv

al
 b

et
w

ee
n 

la
st 

an
d 

ne
xt

 su
ni

tin
ib

 a
dm

in
ist

ra
tio

ns
 d

ue
 to

 p
er

sis
te

nt
 to

xi
ci

ty
 a

ttr
ib

ut
ab

le
 to

 su
ni

tin
ib

 o
r d

el
ay

 in
 d

oc
et

ax
el

 a
dm

in
ist

ra
tio

n 
w

as
 3

w
ee

ks
.  

Lo
ng

er
 d

el
ay

s p
ro

m
pt

 d
isc

us
sio

n 
w

ith
 th

e 
Sp

on
so

r. 
 S

ub
je

ct
s d

isc
on

tin
ui

ng
 tr

ea
tm

en
t w

ith
 d

oc
et

ax
el

 a
nd

 c
on

tin
ui

ng
 to

 re
ce

iv
e 

su
ni

tin
ib

 a
nd

/o
r t

ra
stu

zu
m

ab
 m

ay
 h

av
e 

su
bs

eq
ue

nt
 c

lin
ic

 v
isi

ts 
ev

er
y 

6 
w

ee
ks

 (i
ns

te
ad

 o
f 3

 w
ee

ks
), 

w
hi

ch
 m

us
t i

nc
lu

de
 tu

m
or

 a
ss

es
sm

en
t, 

un
til

 P
D

.  
b.

C
yc

le
 1

: O
nl

y 
du

rin
g 

th
e 

fir
st 

cy
cl

e 
he

m
at

ol
og

y 
ch

ec
ke

d 
an

d 
re

po
rte

d 
in

 th
e 

CR
F 

ev
er

y 
w

ee
k 

as
 w

el
l a

s t
he

 a
dv

er
se

 e
ve

nt
s. 

 
c.

C
yc

le
 1

 D
ay

 1
:H

em
at

ol
og

y,
 b

lo
od

 c
he

m
ist

ry
, a

nd
 p

hy
sic

al
 e

xa
m

in
at

io
n 

no
t r

eq
ui

re
d 

if 
ac

ce
pt

ab
le

 sc
re

en
in

g 
as

se
ss

m
en

tp
er

fo
rm

ed
 w

ith
in

 3
 d

ay
s p

rio
r t

o 
th

e 
sta

rt 
of

 
tre

at
m

en
t w

ith
 tr

as
tu

zu
m

ab
 a

nd
 d

oc
et

ax
el

.  
d.

En
d 

of
 T

re
at

m
en

t/W
ith

dr
aw

al
:T

he
se

 a
ss

es
sm

en
ts 

ob
ta

in
ed

 if
 n

ot
 c

om
pl

et
ed

 d
ur

in
g 

th
e 

la
st 

w
ee

k 
on

stu
dy

 w
ith

 th
e 

fo
llo

w
in

g 
ex

ce
pt

io
ns

: d
ur

in
g 

th
e 

la
st 

6 
w

ee
ks

 o
n 

stu
dy

 fo
r 

ra
di

ol
og

ic
al

 tu
m

or
 a

ss
es

sm
en

ts;
 d

ur
in

g 
th

e 
la

st 
3 

w
ee

ks
 o

n 
stu

dy
 fo

r E
CG

; d
ur

in
g 

th
e 

la
st 

3 
w

ee
ks

 o
n 

stu
dy

 fo
r E

CH
O

 o
r M

U
G

A
 sc

an
.  

e.
28

-D
ay

 P
os

t T
re

at
m

en
t:

Su
bj

ec
ts 

w
ho

 d
isc

on
tin

ue
d 

stu
dy

 d
ru

gs
 e

va
lu

at
ed

 u
p 

to
 2

8 
da

ys
 a

fte
r l

as
t d

os
e 

of
 st

ud
y 

tre
at

m
en

t. 
 A

dv
er

se
 e

ve
nt

s f
ol

lo
w

ed
 u

p
un

til
 a

ll 
se

rio
us

 
or

 st
ud

y 
dr

ug
-re

la
te

d 
to

xi
ci

tie
s r

es
ol

ve
d 

or
 d

et
er

m
in

ed
 to

 b
e 

“c
hr

on
ic

” 
or

 “
sta

bl
e”

, w
hi

ch
ev

er
 la

te
r. 

 
f.

Fo
llo

w
-U

p:
 S

ub
je

ct
s d

isc
on

tin
ui

ng
 st

ud
y 

dr
ug

s f
or

 re
as

on
s o

th
er

 th
an

 P
D

 m
ay

 h
av

e 
su

bs
eq

ue
nt

 c
lin

ic
 v

isi
ts 

ev
er

y 
6 

w
ee

ks
, w

hi
ch

 in
cl

ud
ed

 tu
m

or
 a

ss
es

sm
en

t, 
un

til
 P

D
 

or
 a

 su
bs

eq
ue

nt
 a

nt
i-c

an
ce

r t
he

ra
py

.  
A

 tu
m

or
 a

ss
es

sm
en

t m
an

da
to

ry
 b

ef
or

e 
in

iti
at

in
g 

a 
ne

w
 a

nt
i-t

um
or

 th
er

ap
y.

  
g.

In
fo

rm
ed

 C
on

se
nt

:O
bt

ai
ne

d 
pr

io
r t

o 
un

de
rg

oi
ng

 a
ny

 st
ud

y 
sp

ec
ifi

c 
pr

oc
ed

ur
e 

an
d 

oc
cu

rs
 p

rio
r t

o 
th

e 
21

-d
ay

 S
cr

ee
ni

ng
 P

er
io

d.
  

h.
M

ed
ic

al
/O

nc
ol

og
ic

 H
ist

or
y 

an
d 

D
em

og
ra

ph
ic

s:
In

cl
ud

ed
 in

fo
rm

at
io

n 
on

 p
rio

r a
nt

i-t
um

or
 re

gi
m

en
s (

do
se

 a
nd

 d
ur

at
io

n 
of

 a
dm

in
ist

ra
tio

n)
 a

nd
 re

la
ps

e 
da

te
.  

i.
Ph

ys
ic

al
 E

xa
m

in
at

io
n:

 E
xa

m
in

at
io

n 
of

 m
aj

or
 b

od
y 

sy
ste

m
s, 

EC
O

G
 p

er
fo

rm
an

ce
 st

at
us

, b
od

y 
w

ei
gh

t, 
he

ig
ht

 (a
t S

cr
ee

ni
ng

 V
isi

t o
nl

y)
, a

nd
 v

ita
l s

ig
ns

 (t
em

pe
ra

tu
re

, 
bl

oo
d 

pr
es

su
re

, h
ea

rt 
ra

te
, r

es
pi

ra
to

ry
 ra

te
). 

 
j.

H
em

at
ol

og
y:

 T
he

 n
ad

ir 
of

 h
em

at
ol

og
ic

 p
ar

am
et

er
s a

fte
r d

oc
et

ax
el

 a
dm

in
ist

ra
tio

n 
ca

pt
ur

ed
 a

nd
 re

po
rte

d 
in

 th
e 

CR
F.

  T
he

 w
in

do
w

 fo
r h

em
at

ol
og

y 
te

sti
ng

: -
2/

+2
da

ys
.  

k.
Th

yr
oi

d 
Fu

nc
tio

n 
Te

sti
ng

 (T
SH

): 
Co

m
pl

et
ed

 a
t S

cr
ee

ni
ng

 a
nd

 re
pe

at
ed

 d
ur

in
g 

th
e 

stu
dy

 if
 c

lin
ic

al
ly

 in
di

ca
te

d.
  

l.
Pr

eg
na

nc
y 

Te
st:

 T
he

 te
st 

pe
rfo

rm
ed

 a
t l

ea
st 

3 
da

ys
 b

ef
or

e 
stu

dy
 tr

ea
tm

en
t. 

 
m

.
12

-L
ea

d 
EC

G
:A

t B
as

el
in

e,
 o

n 
D

ay
 1

 C
yc

le
 3

 a
nd

 su
bs

eq
ue

nt
 o

dd
 c

yc
le

s, 
an

d 
at

 th
e 

En
d 

of
 T

re
at

m
en

t. 
 A

dd
iti

on
al

 E
CG

s p
er

fo
rm

ed
 a

s c
lin

ic
al

ly
 in

di
ca

te
d 

an
d 

pe
rfo

rm
ed

 2
 w

ee
ks

 fo
llo

w
in

g 
su

ni
tin

ib
 in

tra
su

bj
ec

t d
os

e 
ad

ju
stm

en
t. 

 T
hr

ee
 c

on
se

cu
tiv

e 
12

-le
ad

 E
CG

s p
er

fo
rm

ed
 a

pp
ro

xi
m

at
el

y 
2 

m
in

ut
es

 a
pa

rt 
to

 d
et

er
m

in
e 

th
e 

m
ea

n 
co

rre
ct

ed
 Q

T 
(Q

Tc
) i

nt
er

va
l. 

 T
he

 E
CG

s p
er

fo
rm

ed
 a

t t
he

 sa
m

e 
tim

e 
of

 d
ay

 (e
g,

 in
 th

e 
m

or
ni

ng
) a

nd
 ti

m
e 

m
at

ch
ed

 (
1

ho
ur

). 
 If

 th
e 

m
ea

n 
Q

Tc
 in

te
rv

al
 p

ro
lo

ng
ed

 
(>

50
0

m
se

c)
, t

he
n 

th
e 

EC
G

s r
e-

re
ad

 b
y 

a 
ca

rio
lo

gi
st 

at
 th

e 
sit

e 
fo

r c
on

fir
m

at
io

n.
  

n.
M

U
G

A
 o

r E
CH

O
: A

t B
as

el
in

e,
 o

n 
D

ay
 1

 o
f e

ac
h 

cy
cl

e,
 a

nd
 a

t t
he

 E
nd

 o
f T

re
at

m
en

t. 
 A

dd
iti

on
al

 a
ss

es
sm

en
ts 

pe
rfo

rm
ed

 a
s c

lin
ic

al
ly

 in
di

ca
te

d.
 A

cc
ep

ta
bl

e 
tim

e 
w

in
do

w
 fo

r 
pe

rfo
rm

in
g 

M
U

G
A

 o
r E

CH
O

 is
 

7 
da

ys
.  

o.
St

ud
y 

Re
gi

str
at

io
n:

Su
bj

ec
ts 

re
gi

ste
re

d 
w

ith
 th

e 
Sp

on
so

r p
rio

r t
o 

be
in

g 
co

ns
id

er
ed

 e
nr

ol
le

d 
on

 th
e 

stu
dy

.  

090177e185cefd57\Approved\Approved On: 23-Oct-2014 02:20 



Pu
bl

ic
 D

isc
lo

su
re

 S
yn

op
sis

Pr
ot

oc
ol

 A
61

81
11

3 
–

16
 O

ct
ob

er
 2

01
4 

–
Fi

na
l

Te
m

pl
at

e 
ve

rs
io

n 
1.

1
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

   
   

Pa
ge

 5

Ta
bl

e
1.

Sc
he

du
le

 o
f A

ct
iv

iti
es

p.
Tr

as
tu

zu
m

ab
 A

dm
in

ist
ra

tio
n:

Tw
o 

sc
he

du
le

s a
llo

w
ed

:  
W

ee
kl

y 
Sc

he
du

le
: L

oa
di

ng
 d

os
e 

of
 4

 m
g/

kg
 o

ve
r 9

0 
m

in
ut

es
 o

n 
D

ay
 1

 fo
llo

w
ed

 b
y 

w
ee

kl
y 

m
ai

nt
en

an
ce

 d
os

es
 o

f 2
 m

g/
kg

 a
s 3

0-
m

in
ut

e 
in

fu
sio

ns
 if

 th
e 

in
iti

al
 lo

ad
in

g 
do

se
 w

as
 w

el
l t

ol
er

at
ed

 o
n 

D
ay

s 1
, 8

, 1
5.

  
Ev

er
y 

-3
-W

ee
k 

Sc
he

du
le

: L
oa

di
ng

 d
os

e 
of

 8
 m

g/
kg

 o
ve

r 9
0

m
in

ut
es

 o
n 

D
ay

 1
 fo

llo
w

ed
 b

y 
m

ai
nt

en
an

ce
 d

os
es

 o
f 6

 m
g/

kg
 a

s 9
0-

m
in

ut
e 

in
fu

sio
ns

.  
Th

e 
ad

m
in

ist
ra

tio
n 

of
 6

 m
g/

kg
 re

pe
at

ed
 o

n 
D

ay
 1

 e
ve

ry
 3

 w
ee

ks
.  

q.
Su

ni
tin

ib
A

dm
in

ist
ra

tio
n:

  S
un

iti
ni

b 
ad

m
in

ist
er

ed
 fr

om
 D

ay
 2

 to
 D

ay
 1

5 
(2

 w
ee

ks
) o

f e
ve

ry
 c

yc
le

 fo
llo

w
ed

 b
y 

1-
w

ee
k 

re
st.

  
r.

Tu
m

or
 Im

ag
in

g:
 C

T 
or

 M
RI

 sc
an

 o
f k

no
w

n 
ar

ea
s o

f d
ise

as
e 

pe
rfo

rm
ed

 a
t S

cr
ee

ni
ng

. 
D

ur
in

g 
stu

dy
, t

um
or

 im
ag

in
g 

stu
di

es
 fo

llo
w

 k
no

w
n 

ar
ea

s o
f d

ise
as

e,
 a

nd
 o

th
er

 a
re

as
 

w
he

ne
ve

r d
ise

as
e 

pr
og

re
ss

io
n 

su
sp

ec
te

d.
  T

um
or

 a
ss

es
sm

en
t r

ep
ea

te
d 

ev
er

y 
6 

w
ee

ks
 st

ar
tin

g 
fro

m
 th

e 
en

d 
of

 C
yc

le
 2

 (D
ay

 1
 C

yc
le

 3
). 

 In
 c

as
e 

of
 a

 P
R 

or
 C

R 
co

nf
irm

at
or

y 
tu

m
or

 a
ss

es
sm

en
t p

er
fo

rm
ed

 4
 w

ee
ks

 a
fte

r i
ni

tia
l d

oc
um

en
ta

tio
n 

of
 re

sp
on

se
.  

A
llo

w
ab

le
 w

in
do

w
 fo

r t
um

or
 im

ag
in

g 
stu

di
es

: +
/-7

da
ys

.  
s.

A
dv

er
se

 E
ve

nt
s:

Su
bj

ec
ts 

fo
llo

w
ed

 fo
r a

dv
er

se
 e

ve
nt

s f
ro

m
 th

e 
fir

st 
da

y 
of

 st
ud

y 
tre

at
m

en
t u

nt
il 

at
 le

as
t 2

8 
da

ys
 a

fte
r t

he
 la

st 
do

se
 o

f s
tu

dy
 tr

ea
tm

en
t, 

or
 u

nt
il 

al
l s

er
io

us
 o

r 
stu

dy
 d

ru
g-

re
la

te
d 

to
xi

ci
tie

s r
es

ol
ve

d 
or

 d
et

er
m

in
ed

 to
 b

e 
“c

hr
on

ic
” 

or
 “

sta
bl

e”
, w

hi
ch

ev
er

 la
te

r. 
 S

er
io

us
 a

dv
er

se
 e

ve
nt

s m
on

ito
re

d 
an

d 
re

po
rte

d 
fro

m
 th

e 
tim

e 
th

at
 th

e 
su

bj
ec

t p
ro

vi
de

s i
nf

or
m

ed
 c

on
se

nt
.  

t.
St

ud
y 

D
ru

g 
Co

m
pl

ia
nc

e:
 T

he
 su

ni
tin

ib
 b

ot
tle

(s
) i

nc
lu

di
ng

 a
ny

 u
nu

se
d 

ca
ps

ul
es

 re
tu

rn
ed

 to
 th

e 
cl

in
ic

 fo
r d

ru
g 

ac
co

un
ta

bi
lit

y.
  

u.
Co

nc
om

ita
nt

 M
ed

ic
at

io
ns

 a
nd

 T
re

at
m

en
ts:

 C
on

co
m

ita
nt

 m
ed

ic
at

io
ns

 a
nd

 tr
ea

tm
en

ts 
re

co
rd

ed
 fr

om
 2

8 
da

ys
 p

rio
r t

o 
th

e 
sta

rt 
of

 st
ud

y 
tre

at
m

en
t a

nd
 u

p 
to

 2
8 

da
ys

 p
os

t 
th

e 
la

st 
do

se
 o

f s
tu

dy
 tr

ea
tm

en
t. 

 
v.

Tr
ou

gh
 D

ru
g 

Co
nc

en
tra

tio
n 

(s
un

iti
ni

b 
an

d 
SU

01
26

62
) D

et
er

m
in

at
io

n:
 B

lo
od

 sa
m

pl
es

 (2
 m

L)
 c

ol
le

ct
ed

 b
ef

or
e 

do
sin

g 
du

rin
g 

Cy
cl

es
 1

 (D
15

), 
2 

(D
1,

 D
15

), 
4

(D
1,

 D
15

), 
6 

(D
1,

 D
15

). 
 

w
.

D
oc

et
ax

el
 P

la
sm

a 
Le

ve
ls:

 B
lo

od
 sa

m
pl

es
 (5

 m
L)

 c
ol

le
ct

ed
 a

t t
he

 e
nd

 o
f i

nf
us

io
n 

du
rin

g 
Cy

cl
es

 1
 (D

1)
, 2

 (D
1)

, 4
 (D

1)
, 6

 (D
1)

. 
x.

Tr
as

tu
zu

m
ab

 S
er

um
 L

ev
el

s: 
Bl

oo
d 

sa
m

pl
es

 (5
 m

L)
 c

ol
le

ct
ed

 b
ef

or
e 

do
sin

g 
as

 fo
llo

w
s:

W
ee

kl
y 

Tr
as

tu
zu

m
ab

: D
ur

in
g 

Cy
cl

es
 1

 (D
1,

 D
15

), 
2 

(D
1,

 D
15

), 
4 

(D
1,

 D
15

), 
6 

(D
1,

 D
15

); 
 

3-
W

ee
kl

y 
Tr

as
tu

zu
m

ab
: D

ur
in

g 
Cy

cl
es

 1
 (D

1)
, 2

 (D
1)

, 4
 (D

1)
, 6

 (D
1)

.  

090177e185cefd57\Approved\Approved On: 23-Oct-2014 02:20 



Public Disclosure Synopsis
Protocol A6181113 – 16 October 2014 – Final

Template version 1.1 Page 6

Number of Subjects (Planned and Analyzed):  There were 25 subjects planned for this 
study.  A total of 26 subjects (16 in Belgium and 10 in Italy) were assigned to study 
treatment and 25 subjects were treated and analyzed.  One subject was enrolled, but never 
received treatment.  

Diagnosis and Main Criteria for Inclusion:  

Subjects with breast cancer having evidence of unresectable, locally recurrent, or metastatic 
disease; with tumors over-expressing HER-2, and subjects who were a candidate for
treatment with docetaxel/trastuzumab were included in the study.  

Subjects with histology of inflammatory carcinoma and aspartate aminotransferase (AST) 
and/or alanine aminotransferase (ALT) >1.5 × upper limit of normal (ULN), concomitant 
with alkaline phosphatase >2.5 × ULN, were excluded from the study.  

Study Treatment:  

Subjects were registered sequentially as the study was a single-arm study.  

Treatment on study was administered in 3-week cycles.  Docetaxel was administered 
intravenously (IV) on Day 1 at a starting dose of 75 mg/m2 every 3 weeks.  Trastuzumab was 
administered IV weekly starting on Day 1 (loading dose of 4 mg/kg followed by a weekly 
dose of 2 mg/kg) or every 3 weeks starting on Day 1 (loading dose of 8 mg/kg followed by 
6 mg/kg every 3 weeks).  Sunitinib was administered orally starting from Day 2 to 15 every 
3 weeks (Schedule 2/1).  The starting dose of sunitinib was 37.5 mg daily.  

Docetaxel and sunitinib doses could have been reduced based on tolerability in Cycles 2, 
(ie, docetaxel from 75 to 60 mg/m2 and sunitinib from 37.5 to 25 mg once daily).  In 
subsequent cycles, intrasubject re-escalation of both drugs back to the previous dose level 
was permitted at the discretion of the Investigator and considering the subject’s clinical 
status.  

Trastuzumab was administered at the indicated doses without dosage modification.  
Trastuzumab was interrupted only if predefined specific events occurred.  A minimum of 
6 subjects were to receive the trastuzumab weekly schedule and a minimum of 6 subjects 
were to receive the every 3 weeks schedule.  

Since docetaxel is myelotoxic, the use of hematopoietic growth factors was permitted.  

Drug interaction studies have not been performed with trastuzumab.  A specific 
pharmacokinetic (PK) interaction study was not conducted during this study.  However, a 
series of PK samplings were drawn in order to check the plasma levels of sunitinib and 
docetaxel, and the serum levels of trastuzumab at specific time points during the study.  
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Efficacy, Pharmacokinetic and Safety Endpoints:  

Primary Endpoint:

 Safety profile characterized by type, incidence, severity, timing, seriousness, and 
relatedness of adverse events (AEs), and laboratory abnormalities.  

Secondary Endpoints:

 Progression-free survival (PFS);

 Objective response rate (ORR);

 Duration of response (DR);

 Ctrough of sunitinib, its metabolite SU012662, and total drug (sunitinib + SU012662);

 Plasma levels of docetaxel and serum levels of trastuzumab.  

Safety Evaluations:  Safety evaluations included evaluation of AEs, clinical laboratory 
safety assessments, physical examinations, Eastern Cooperative Oncology Group (ECOG) 
performance status, vital signs, 12-lead electrocardiograms (ECGs), and echocardiogram 
(ECHO) or multigated acquisition scans (MUGA) to measure left ventricular ejection 
fraction (LVEF).  

Statistical Methods:  

Analysis sets:  

The intent-to-treat (ITT) population and safety analysis set included all subjects enrolled in 
the study who received at least 1 dose of study drug.  The ITT population was analyzed for 
PFS.  The per protocol population was analyzed for objective response and included all 
subjects who received at least 1 dose of sunitinib and had at least a tumor assessment 
postbaseline.  The PK analysis set included the ITT population of subjects who had 
completed sampling for PK profiles for sunitinib, docetaxel, and trastuzumab and had been 
documented to be compliant with the concomitant medications requirements.  

Efficacy:  

Due to the exploratory nature of the study, no imputations of missing data were done.  No 
confirmatory inferential analyses were planned.  The number and percent of subjects 
achieving objective response (complete response [CR] or partial response [PR]) were 
summarized along with the corresponding 95% exact confidence interval (CI), as well as the 
number and percent of subjects achieving clinical benefit response (CR, PR, or stable disease 
for at least 24 weeks).  PFS and duration of response were summarized using the 
Kaplan-Meier method.  Duration of response was calculated only for those subjects with an 
objective response (PR or CR).  09
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Pharmacokinetics:  

Summary descriptive statistics, figures, and listings of plasma concentrations by cycle and 
day were provided for sunitinib, SU-012662, total drug, trastuzumab, and docetaxel.  All 
concentrations which were below the limits of quantitation were set to 0 prior to computation 
of descriptive statistics.  For comparison purposes, the arithmetic mean values for Ctrough of 
sunitinib, SU-012662, and total drug when sunitinib was administered with docetaxel and 
trastuzumab were compared to the historical control values when sunitinib was administered 
alone.  The mean values for end-of-infusion docetaxel concentrations (ie, maximum plasma 
concentrations [Cmax]) when administered with trastuzumab and sunitinib were compared to 
end-of-infusion docetaxel concentration when docetaxel was administered alone.  The values 
for trough trastuzumab concentrations when administered with docetaxel and sunitinib were 
compared to historical control mean value when trastuzumab was administered alone.  

Safety:  

Safety data were evaluated using descriptive statistics.  

RESULTS
Subject Disposition and Demography:  

Disposition:

A summary of subject disposition is provided in Table 2.  

A total of 26 subjects were assigned to study treatment and 25 subjects were treated.  One 
subject was enrolled, but never received treatment.  

Table 2. Subject Disposition
Number of Subjects Sunitinib +

Docetaxel + 
Trastuzumab

Docetaxel + 
Trastuzumab

Total

Assigned to study treatment 25 1 26
Treated 24 1 25
Discontinued 24 1 25

Died 0 1 1
Related to study drug 

Adverse event 2 0 2
Not related to study drug

Objective progression or relapse 14 0 14
Other 7 0 7
Subject refused continued treatment 
for reason other than adverse event

1 0 1

Only discontinuations from the full study are summarized in this table.  
One subject was assigned to sunitinib + docetaxel + trastuzumab but she died before taking sunitinib.  

An overall summary of subject disposition is provided in Table 3.  
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Table 3. Overall Summary of Subject Disposition
Sunitinib + Docetaxel + Trastuzumab

Subjects enrolled 26
Intent-to-treat populationa, N 25
Maximum cycles started, n (%)
   1 3 (12.0)
   2 1 (4.0)
   3 1 (4.0)
   5 3 (12.0)
   6 1 (4.0)
   12 3 (12.0)
   13 2 (8.0)
   16 1 (4.0)
   17 1 (4.0)
   18 1 (4.0)
   20 2 (8.0)
   21 2 (8.0)
   27 2 (8.0)
   53 1 (4.0)
   64 1 (4.0)
N/n = number of subjects.  
a. This population included all subjects enrolled in the study who received at least 1 dose of study 

medication (sunitinib, docetaxel, or trastuzumab).  

Discontinuations:

A summary of discontinuations from sunitinib, docetaxel, and trastuzumab is provided in 
Table 4.  
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Table 4. Discontinuations From Sunitinib, Docetaxel, and Trastuzumab
Number of Subjects Sunitinib +

Docetaxel + 
Trastuzumab

Docetaxel + 
Trastuzumab

Total

Discontinued from sunitinib 24 NA 24
Related to study drug 

Adverse event 9 9
Not related to study drug

Global deterioration of health status 1 1
Objective progression or relapse 11 11
Othera 1 1
Subject refused continued treatment for 
reason other than adverse event

2 2

Discontinued from docetaxel 24 1 25
Related to study drug 

Adverse event 5 0 5
Not related to study drug

Adverse event 1 1 2
Global deterioration of health status 1 0 1
Objective progression or relapse 4 0 4
Otherb 12 0 12
Subject refused continued treatment for 
reason other than adverse event

1 0 1

Discontinued from trastuzumab 24 1 25
Related to study drug 

Adverse event 0 1 1
Not related to study drug

Adverse event 2 0 2
Global deterioration of health status 1 0 1
Objective progression or relapse 14 0 14
Otherc 4 0 4
Subject refused continued treatment for 
reason other than adverse event

3 0 3

NA = not applicable; PI = Principal Investigator.  
a. Other = subject rolled over to another study.  
b. Other = usual practice (9 subjects) and PI decision (3 subjects).  
c. Other = Sponsor’s decision (2 subjects), subject rolled over to another study, and PI wanted to 

combine trastuzumab with capecitabine.  

Demographic Characteristics:

A summary of demographic characteristics is provided in Table 5.  
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Table 5. Demographic Characteristics
Sunitinib +
Docetaxel + 

Trastuzumab
(N=24)

Docetaxel + 
Trastuzumab

(N=1)

Total
(N=25)

Gender, n
Female 24 1 25

Age (years)
18-44 4 0 4
45-64 12 1 13
≥65 8 0 8
Mean (SD) 57.0 (13.1) 59.0 (0.0) 57.0 (12.8)
Range 34-83 59-59 34-83

Race, n
White 23 1 24
Black 1 0 1

Weight (kg)
Mean (SD) 65.1 (14.8) 53.0 (0) 64.6 (14.7)
Range 43.6-101.5 53.0-53.0 43.6-101.5

Height (cm)
Mean (SD) 161.5 (6.7) 147.0 (0.0) 160.9 (7.1)
Range 149.0-172.0 147.0-147.0 147.0-172.0

n/N = number of subjects; SD = standard deviation.  

Baseline Characteristics:

A summary of baseline characteristics is provided in Table 6.  
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Table 6. Baseline Characteristics
Sunitinib +
Docetaxel + 

Trastuzumab
(N=24)

Docetaxel + 
Trastuzumab

(N=1)

Total
(N=25)

Primary diagnosis 
   (MedDRA [v14.0] preferred term)

Breast cancer recurrent 1 0 1
Duration since first diagnosis (years)a

Mean 4.25 0 4.25
Range 4.25-4.25 0 4.25-4.25

Breast cancer metastatic 23 1 24
Duration since first diagnosis (years)a

Mean 4.13 0.02 3.96
Range 0.02-19.21 0.02-0.02 0.02-19.21

Estrogen receptor
   Negative 12 (50.0) 0 12 (48.0)
   Positive 12 (50.0) 1 (100.0) 13 (52.0)
Progesterone receptor
   Negative 16 (66.7) 0 16 (64.0)
   Positive 7 (29.2) 1 (100.0) 8 (32.0)
   Unknown 1 (4.2) 0 1 (4.0)
HER-2 FISH
   Not done 6 (25.0) 0 6 (24.0)
   Positive 18 (75.0) 1 (100.0) 19 (76.0)
HER-2 CISH
   Not done 21 (87.5) 1 (100.0) 22 (88.0)
   Positive 3 (12.5) 0 3 (12.0)
HER-2 IHC
   2+ 1 (4.2) 0 1 (4.0)
   3+ 20 (83.3) 1 (100.0) 21 (84.0)
   Not done 3 (12.5) 0 3 (12.0)
Overall HER-2b

   Positive 24 (100.0) 1 (100.0) 25 (100.0)
CISH = chromogenic in-situ hybridization; FISH = fluorescence in-situ hybridization; HER-2 = human 
epidermal growth factor receptor-2; IHC = immunohistochemistry; MedDRA = Medical Dictionary for 
Regulatory Activities; v = version.  
a. Duration (years) from first diagnosis to Day 1 of study.  
b. Overall HER-2 was defined as:  

Positive if HER-2 FISH/CISH = positive or (HER-2 FISH/CISH not negative and HER-2 IHC =3+);
Negative if HER-2 FISH/CISH = negative or (HER-2 FISH/CISH not positive and HER-2 IHC =0 or 1+).  

Efficacy and Pharmacokinetic Results:  

Efficacy Results:

Best Overall Response:

A summary of best overall derived tumor response for the per protocol population is 
provided in Table 7.  
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Table 7. Best Overall Derived Tumor Response (Per Protocol Population)
Sunitinib + Docetaxel + Trastuzumab

(N=22)
Subjects with baseline assessment, n 22
Subjects with measurable disease at Baseline, n 22
Best confirmed response, n (%)
   Complete response 0
   Partial response 16 (72.7)
   Stable disease 5 (22.7)
   Progressive disease 1 (4.5)
   Not evaluable 0
   Missing 0
Overall confirmed objective response rate (CR+PR), n (%) 16 (72.7)
   95% CI (%)a 49.8, 89.3
Clinical benefit rateb, n (%) 18 (81.8)
   95% CI (%)a 59.7, 94.8
Duration of stable disease, n
   <3 months 3
   ≥3 months and <6 months 0
   ≥6 months 2
The per protocol population was defined as subjects taking at least a dose of sunitinib and reporting at least a 
tumor assessment postbaseline.  Three subjects were excluded from the per protocol population.  
CI = confidence interval; CR = complete response; N/n = number of subjects; PR = partial response; 
SD = stable disease.  
a. Two-sided 95% CI from Exact Method based on the F distribution.  
b. Clinical Benefit Rate was defined as the percent of subjects with CR, PR, or SD ≥24 weeks.  

Results for the best overall investigator tumor response results were identical to the derived 
tumor response results.  

Progression-Free Survival:

A summary of PFS for the ITT population is provided in Table 8.  
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Table 8. Summary of Progression-Free Survivala Based on Derived Assessment  
(Intent-to-Treat Population)

Sunitinib + Docetaxel + Trastuzumab
(N=25)

Subjects with baseline assessment, n 25
Subjects with measurable disease at Baseline, n 25
Subject progression/death status, n (%)
   Subject did not progress or die due to any cause 8 (32.0)
   Subject did progress or die due to any cause 17 (68.0)
Progression-free survival time (weeks)b

   Quartile (95% CI)
   25% 36.3 (16.3, 58.4)
   50% (median) 58.4 (37.0, 66.1)
   75% 79.0 (58.9, 133.4)
CI = confidence interval; N/n = number of subjects; PFS = progression-free survival.  
a. PFS was defined as the time from the first dose of study treatment to the first documentation of objective 

tumor progression or to death due to any cause, whichever occurred first.  
b. PFS (weeks) = (first event date – first dose date +1)/7.  

Duration of Response:

A summary of duration of response for the ITT population is provided in Table 9.  

Table 9. Summary of Duration of Tumor Responsea Based on Derived Assessment  
(Intent-to-Treat Population)

Sunitinib + Docetaxel + Trastuzumab
(N=25)

Subjects with a response, n 16
Tumor response status, n (%)
   Subjects with response who had not progressed or died due to any 

cause
2 (12.5)

   Subjects with a response and subsequent progression or death due 
to any cause

14 (87.5)

Duration of tumor response (weeks)b

   Quartile (95% CI)
   25% 31.6 (13.3, 51.3)
   50% (median) 51.3 (32.0, 60.1)
   75% 67.3 (51.3, 130.4)
CI = confidence interval; CR = complete response; DR = duration of response; N/n = number of subjects; 
PR = partial response.  
a. Duration of response was defined as the time from start of first documentation of objective tumor 

response (CR or PR) to the first documentation of objective tumor progression or death due to any 
cause, whichever occurred first.  

b. DR (weeks) = (the end date for DR – first subsequent confirmed CR or PR +1)/7.  

Results for DR based on investigator assessment were identical.  
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Pharmacokinetic Results:  

Sunitinib, SU-012662, and Total Drug Pharmacokinetics:

A summary of observed and dose-corrected trough plasma concentrations for sunitinib, 
SU-012662, and total drug on Day 15 of Cycles 1, 2, 4, and 6 when sunitinib was 
administered with docetaxel and trastuzumab is presented in Table 10.  

Table 10. Summary of Observed and Dose-Corrected Trough Plasma Concentrations 
(Ctrough) of Sunitinib, SU-012662, and Total Drug on Day 15 of Cycles 1, 2, 4, 
and 6 Following Administration of Sunitinib in Combination With Docetaxel 
and Trastuzumab

Day Cycle Arithmetic Mean (%CV) [Median]
Observed Ctrough Dose-Correcteda Ctrough

n Sunitinib
(ng/mL)

SU-012662
(ng/mL)

Total 
Drug

(ng/mL)

n Sunitinib
(ng/mL)

SU-012662
(ng/mL)

Total 
Drug

(ng/mL)

15 1 19 40.2 (80) 
[39.4]

16.2 (75) 
[16.3]

56.3 (76) 
[52.9] 14 52.6 (54) 

[48.0]
20.9 (50) 

[22.0]
73.5 (49) 

[70.7]

2 16 37.3 (83) 
[30.4]

14.4 (79) 
[11.0]

51.7 (80) 
[40.9] 10 52.3 (57) 

[45.8]
18.6 (66) 

[15.6]
70.9 (57) 

[60.0]

4 16 43.2 (63) 
[39.2]

17.6 (63) 
[15.8]

60.8 (62) 
[55.3] 15 50.5 (53) 

[51.5]
20.4 (54) 

[21.5]
70.9 (51) 

[72.1]

6 13 28.5 (74) 
[34.0]

11.5 (84) 
[11.1]

40.0 (75) 
[44.6] 8 42.9 (64) 

[43.2]
18.4 (66) 

[14.9]
61.2 (62) 

[63.8]

Summary statistics were calculated by setting concentration values below the lower limit of quantification to 0.  
CV = coefficient of variation; Ctrough = trough plasma concentration; n = number of subjects with observations; 
total drug = sunitinib + SU-012662.  
a. For dose-correction, the reference dose was 37.5 mg.  Dose-corrected trough concentrations with 

10 consecutive days of dosing at the same dose were included.  

Docetaxel Pharmacokinetics:

Docetaxel end-of-infusion concentration (ie, Cmax) on Day 1 of Cycle 1 for 1 subject was 
identified as an outlier (ie, Cmax was greater than mean +2 × standard deviation); therefore, 
the descriptive statistics for docetaxel on Day 1 of Cycle 1 were reported with and without 
the outlier subject.  
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A summary of observed and dose-corrected Cmax plasma concentrations for docetaxel on 
Day 1 of Cycles 1, 2, 4, and 6 when docetaxel was administered with sunitinib and 
trastuzumab are presented in Table 11.  

Table 11. Summary of Observed and Dose-Corrected End-of-Infusion Plasma 
Concentrations of Docetaxel on Day 1 of Cycles 1, 2, 4, and 6 Following 
Administration of Docetaxel in Combination With Sunitinib and 
Trastuzumab

Day Cycle Arithmetic Mean (%CV) [Median]
Observed Cmax Dose-Correcteda Cmax

n Docetaxel
(ng/mL)

n Docetaxel
(ng/mL)

1 1 23 1117 (104) [668]b 23 1117 (104) [668]
2 19 1389 (91) [1060] 19 1459 (88) [1140]
4 16 1317 (83) [1164] 16 1483 (86) [1301]
6 15 1670 (97) [1810] 15 1771 (93) [1810]

CV = coefficient of variation; Cmax = maximum plasma concentration which in this study was represented by the 
end-of-infusion concentration; n = number of observations; N = number of subjects.  
a. For dose-correction, the reference dose was the starting total dose for each subject at 75 mg/m2.  
b. Excluding the extreme outlier subject on Day 1 of Cycle 1 since the concentration value (ie, 66500 ng/mL) 

for this subject was significantly greater than the mean plus 2 times standard deviations and was 
inconsistent with the values at other visits for the same subject.  The descriptive statistics (mean (%CV) 
[median]) when including the outlier value were 3841 ng/mL (349) [769 ng/mL] on Day 1 of Cycle 1.  

Trastuzumab Pharmacokinetics:

The observed trastuzumab Ctrough values at all visits were below (84 samples out of a total of 
88 samples) or very close (3 samples out a total of 88 samples) to the lower limit of 
quantification for all subjects for which PK samples were collected, with the exception of 
only 1 sample with concentration value of 76.8 on Day 1 of Cycle 6.  The observed levels 
(<20 g/mL) were lower than the observed and simulated historical trough mean values for 
trastuzumab on both weekly and every 3 weeks schedules (ie, ~60-70 g/mL) (Table 12).  
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Table 12. Summary of Trastuzumab Trough Plasma Concentrations by Time
Day Cycle Sunitinib + Docetaxel + Trastuzumab

n Arithmetic Mean (%CV) [Median]
1 1 23 0.00 [0.00]

2 20 0.00 [0.00]
4 17 0.00 [0.00]
6 16 4.80 (400.00) [0.00]

15 1 4 0.00 [0.00]
2 5 8.68 (136.93) [0.00]
4 2 0.00 [0.00]
6 1 21.00 [21.00]

Summary statistics were calculated by setting concentration values below the lower limit of quantification to 0.  
CV = coefficient of variation; n = number of subjects with observations.  

Safety Results:  

Treatment-Emergent Adverse Events - All Causality and Treatment-Related:

Table 13 provides the incidence of all causality and treatment-related treatment-emergent 
AEs by system organ class and preferred term in >5% subjects in the 
sunitinib + docetaxel + trastuzumab group.  There were no AEs reported in >5% subjects in 
the docetaxel + trastuzumab group.  
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Table 13. Treatment-Emergent Non-Serious Adverse Events by System Organ Class 
and Preferred Term (All Causalities and Treatment-Related) in >5 % of 
Subjects

Number (%) of Subjects With Adverse Events by:
System Organ Class
   and Preferred Term

Sunitinib + Docetaxel + Trastuzumab

n (%) n1 n2
Number (%) of subjects:
   Evaluable for adverse events 24 - -
   With adverse events 23 (95.8) - -
Blood and lymphatic system disorders 18 (75.0) 134 134
   Anaemia 6 (25.0) 29 29
   Febrile neutropenia 2 (8.3) 2 2
   Leukopenia 6 (25.0) 18 18
   Neutropenia 14 (58.3) 81 81
   Thrombocytopenia 4 (16.7) 4 4
Eye disorders 7 (29.2) 8 7
   Conjunctivitis 5 (20.8) 6 5
   Lacrimation increased 2 (8.3) 2 2
Gastrointestinal disorders 20 (83.3) 94 83
   Abdominal pain 4 (16.7) 5 4
   Abdominal pain upper 7 (29.2) 10 9
   Constipation 4 (16.7) 4 3
   Diarrhoea 15 (62.5) 29 25
   Dyspepsia 2 (8.3) 2 2
   Haemorrhoids 3 (12.5) 3 2
   Nausea 11 (45.8) 18 17
   Stomatitis 7 (29.2) 16 16
   Vomiting 7 (29.2) 7 5
General disorders and administration site conditions 20 (83.3) 70 56
   Asthenia 4 (16.7) 6 4
   Fatigue 15 (62.5) 36 33
   Mucosal inflammation 4 (16.7) 4 4
   Oedema 2 (8.3) 2 2
   Oedema peripheral 6 (25.0) 7 5
   Pyrexia 13 (54.2) 15 8
Immune system disorders 5 (20.8) 10 7
   Drug hypersensitivity 3 (12.5) 8 6
   Hypersensitivity 2 (8.3) 2 1
Infections and infestations 7 (29.2) 11 0
   Bronchitis 2 (8.3) 2 0
   Cystitis 2 (8.3) 2 0
   Gastroenteritis viral 2 (8.3) 3 0
   Pharyngitis 2 (8.3) 2 0
   Sinusitis 2 (8.3) 2 0
Investigations 2 (8.3) 2 1
   Weight decreased 2 (8.3) 2 1
Metabolism and nutrition disorders 6 (25.0) 13 10
   Decreased appetite 6 (25.0) 13 10
Musculoskeletal and connective tissue disorders 13 (54.2) 34 26
   Arthralgia 5 (20.8) 6 6
   Back pain 6 (25.0) 6 2
   Bone pain 3 (12.5) 4 1
   Myalgia 8 (33.3) 18 1709
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Table 13. Treatment-Emergent Non-Serious Adverse Events by System Organ Class 
and Preferred Term (All Causalities and Treatment-Related) in >5 % of 
Subjects

Number (%) of Subjects With Adverse Events by:
System Organ Class
   and Preferred Term

Sunitinib + Docetaxel + Trastuzumab

n (%) n1 n2
Nervous system disorders 12 (50.0) 20 14
   Dizziness 2 (8.3) 2 0
   Dysgeusia 4 (16.7) 5 5
   Headache 4 (16.7) 4 1
   Paraesthesia 3 (12.5) 3 2
  Peripheral sensory neuropathy 4 (16.7) 6 6

Respiratory, thoracic and mediastinal disorders 15 (62.5) 41 16
    Cough 7 (29.2) 10 0
   Dyspnoea 4 (16.7) 7 4
   Epistaxis 9 (37.5) 15 12
   Oropharyngeal pain 5 (20.8) 9 0
Skin and subcutaneous tissue disorders 10 (41.7) 29 21
   Acne 2 (8.3) 2 1
   Alopecia 6 (25.0) 7 7
   Dermatitis 2 (8.3) 2 0
   Hair colour changes 2 (8.3) 2 2
   Palmar-plantar erythrodysaesthesia syndrome 6 (25.0) 6 6
   Rash 5 (20.8) 8 3
   Skin discolouration 2 (8.3) 2 2
Vascular disorders 8 (33.3) 12 9
   Hypertension 6 (25.0) 10 7
   Phlebitis 2 (8.3) 2 2
Except for ’n1’ and ‘n2’ subjects only counted once per treatment for each row.  
n: The number of subjects in this reporting group affected by any occurrence of this adverse event, all 
causalities.
n1: The number of occurrences of treatment-emergent all causalities adverse events.  
n2: The number of occurrences of treatment-emergent causally related to treatment adverse events, 
treatment-related.  
Includes data up to 9999 days after last dose of study drug.  
Percentages of gender specific events calculated using the corresponding gender count as denominator.  
MedDRA (version 14.0) coding dictionary applied.  
MedDRA = Medical Dictionary for Regulatory Activities. 

Serious Adverse Events:

Table 14 provides the incidence of all causality and treatment-related treatment-emergent 
SAEs by system organ class and preferred term in any treatment group.  
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Table 14. Treatment-Emergent Serious Adverse Events by System Organ Class and 
Preferred Term (All Causalities and Treatment-Related)

Number (%) of Subjects With Adverse Events 
by:
System Organ Class
   and Preferred Term

Sunitinib + Docetaxel + 
Trastuzumab

Docetaxel + 
Trastuzumab

n (%) n1 n2 n (%) n1 n2

Number (%) of subjects:
   Evaluable for adverse events 24 - - 1 - -
   With adverse events 10 (41.7) - - 1 (100.0) - -
Blood and lymphatic system disorders 7 (29.2) 8 8 0 0 0
   Febrile neutropenia 4 (16.7) 5 5 0 0 0
   Neutropenia 3 (12.5) 3 3 0 0 0
Gastrointestinal disorders 4 (16.7) 5 5 0 0 0
   Diarrhoea 1 (4.2) 1 1 0 0 0
   Intestinal perforation 1 (4.2) 1 1 0 0 0
   Rectal haemorrhage 1 (4.2) 1 1 0 0 0
   Stomatitis 1 (4.2) 1 1 0 0 0
   Vomiting 1 (4.2) 1 1 0 0 0
General disorders and administration site conditions 1 (4.2) 1 1 1 (100.0) 1 1
   Fatigue 1 (4.2) 1 1 0 0 0
   Multi-organ failure 0 0 0 1 (100.0) 1 1
Infections and infestations 3 (12.5) 4 4 0 0 0
   Erysipelas 1 (4.2) 1 1 0 0 0
   Pseudomembranous colitis 1 (4.2) 1 1 0 0 0
   Sepsis 1 (4.2) 1 1 0 0 0
   Viral infection 1 (4.2) 1 1 0 0 0
Musculoskeletal and connective tissue disorders 1 (4.2) 1 0 0 0 0
   Pathological fracture 1 (4.2) 1 0 0 0 0
Nervous system disorders 1 (4.2) 1 1 0 0 0
   Syncope 1 (4.2) 1 1 0 0 0
Psychiatric disorders 1 (4.2) 1 0 0 0 0
   Anxiety 1 (4.2) 1 0 0 0 0
Respiratory, thoracic and mediastinal disorders 1 (4.2) 1 0 1 (100.0) 1 1
   Acute respiratory distress syndrome 0 0 0 1 (100.0) 1 1
   Lung disorder 1 (4.2) 1 0 0 0 0
Except for ’n1’ and ‘n2’, subjects only counted once per treatment for each row.  
n: The number of subjects in this reporting group affected by any occurrence of this adverse event, all 
causalities.  
n1: The number of occurrences of treatment emergent all causalities adverse events.  
n2: The number of occurrences of treatment-emergent causally related to treatment adverse events, 
treatment-related.  
Includes data up to 9999 days after last dose of study drug.  
Percentages of gender specific events calculated using the corresponding gender count as denominator.  
MedDRA (version 14.0) coding dictionary applied.  
MedDRA = Medical Dictionary for Regulatory Activities.  

Permanent Discontinuations of Study Drugs Due to Adverse Events:

A listing of permanent discontinuations due to AEs is provided in Table 15.  

The most common reasons for permanent discontinuation of study drug were fatigue and 
neutropenia (2 subjects each).  09
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Deaths:

One (4.0%) subject died during the study, while on treatment.  

One subject, a 59-year-old white female, received trastuzumab and docetaxel (subject did not 
receive sunitinib).  She developed Grade 4 acute respiratory distress syndrome on Day 2 of 
Cycle 1.  The subject developed multi-organ failure on Day 16 of Cycle 1 and died on 
Day 22.  

Laboratory Evaluations:

The most frequently reported hematology laboratory abnormalities were decrease of absolute 
neutrophils and decrease of white blood cells (100% each).  A common terminology criteria 
for adverse events (CTCAE) Grade 4 decrease of absolute neutrophils was reported in 79.2% 
of the subjects and a CTCAE Grade 4 decrease of white blood cells was reported in 44.0% of 
the subjects.

The median neutrophil nadir was 365/mm3 and ranged from 10 to 3400/mm3.  The median 
number of days to neutrophil nadir was 8.5 days (range, 7 to 23 days).  

The most frequently reported chemistry laboratory abnormalities were hyperglycemia 
(81.8%), elevated AST (62.5%), creatine kinase (60.0%), and elevated ALT (54.2%).  

Vital Signs:

There were no clinically relevant changes in vital signs.  

Electrocardiogram:

The maximum on-study corrected measure of the time between the start of the Q wave and 
the end of the T wave (QT interval) (Fridericia’s formula [QTcF]) was Grade 1 in 1 (5.3%) 
subject.  No subject had a CTCAE of Grade 2 or more.

ECOG Performance Status:

The maximum on-study ECOG performance status score was 1 in 16 (64.0%) subjects, 2 in 
3 (12.0%) subjects, and 3 in 3 (12.0%) subjects.  The maximum on-study ECOG 
performance status score was not evaluable in 1 (4.0%) subject.  

Left Ventricular Ejection Fraction:

Two subjects had a LVEF lower than the lower limit of normal.  

CONCLUSIONS:  

 The combination of sunitinib (37.5 mg once daily [Schedule 2/1]) with docetaxel 
(75 mg/m2 every 3 weeks) and trastuzumab (therapeutic dose) had an acceptable toxicity 
profile in subjects with ABC overexpressing HER-2;
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 The combination of sunitinib (37.5 mg once daily [Schedule 2/1]) with docetaxel 
(75 mg/m2 every 3 weeks) and trastuzumab (therapeutic dose) showed preliminary 
antitumor activity with a best overall ORR of 72.7% (16 of 22 subjects had PR) and a 
median PFS of 58.4 (95% CI, 37.0, 66.1) weeks;

 There were no clinically relevant changes in the PK of sunitinib or docetaxel when they 
were both administered together with trastuzumab as a triple combination in comparison 
to when each was administered alone.  Although the plasma exposures to trastuzumab 
when administered with sunitinib and docetaxel appeared to be considerably lower than 
historical control plasma exposure values, the true cause of this lower exposure could not 
be ascertained.  Future studies will need to be conducted to confirm this finding and 
identify the cause of potentially lower trastuzumab exposures when co-administered with 
sunitinib and/or docetaxel.  
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