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A
ranesp

(darbepoetin alfa)
For Injection
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A
r
n
e
s
p
"
 
i
s
 
a
n
 
e
r
y
h
r
o
p
o
i
e
s
i
s
 stim

ulating protein, closely related to eryhropoietin, that is
prouced in C

hinese ham
ster ovary (C

H
O

) cells by recom
binant D

N
A

 technology. A
ranesp

"
 
is a

165-am
ino acid protein that differs from

 r
e
c
o
m
b
i
n
a
n
t
 
h
u
m
a
n
 
e
r
y
r
o
p
o
i
e
t
i
n
 
i
n
 containing

1
0
 
5
 
N
-
l
i
n
k
e
d
 
o
l
i
g
o
s
a
c
c
a
r
i
d
e
 
c
h
a
i
n
s
,
 
w
h
e
r
e
a
s
 
r
e
c
o
m
b
i
n
a
n
t
 
h
u
m
a
n
 
e
r
y
r
o
p
o
i
e
t
i
n
 contains 3

11 
chains ' .

 
T
h
e
 
t
w
o
 additional N

-lycosylation sites result frm
 am

ino acid substitutons in the
12 

e
r
y
r
o
p
o
i
e
t
i
n
 
p
e
p
t
i
e
 
b
a
c
k
b
o
n
e
.
 
T
h
e
 additional carbohydrate chains increase the approxim

ate
13 m

olecular w
eight of the glycoprotein frm

 30, 000 to 37, 000 dallons. A
ranesp " is form

ulated as a
14 sterile, coloness, preservative-free protein solution for intrvenous (IV

) or subcutaneous (SC
)

15 adm
inistrtion.

16 Single-dose vials are available containing 25 , 40, 60
,
 
1
0
0
,
 
1
5
0
,
 
2
0
0
,
 
3
0
0
,
 
o
r
 
5
0
0
 
m
c
g
 
o
f

1
7
 
A
r
n
e
s
p

1
8
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S
i
n
g
l
e
-
d
o
s
e
 
p
r
e
f
i
l
l
e
d
 
s
y
r
i
n
g
e
s
 
a
r
e
 
a
v
a
i
l
a
b
l
e
 
c
o
n
t
a
i
n
i
n
g
 2
5
,
 
4
0
,
 
6
0
,
 
1
0
0
.
 
1
5
0 , 200, 300, or

19 500 m
cg of A

ranesp
.
 
T
o
 
r
e
d
u
c
e
 
t
h
e
 risk of accdental needlesticks to users, each prefilled

20 syrnge is equipped w
ith a needle guard that covers the needle during disposal.

21 
S

ingle-dose vials and prefilled syringes are available in tw
o form

ulations that contain excipients
22 

as follow
s:

23 
Polysorbate solution E

ach 1 m
L

 contains 0. 05 m
g polysorbate 80

, and is form
ulated at

24 
pH

 6.2 :t 0. 2 w
ith 2.12 m

g sodium
 phosphate m

onobasic m
onohydrate, 0. 66 m

g sodium

25 
phosphate dibasic anhydrous, and 8. 18 m

g sodium
 chloride in W

ater for Injecton, U
SP

26 
(to 1 m

L).

27 
A

lbum
in solution E

ach 1 m
L

 contains 2. 5 m
g album

in (hum
an), and is form

ulated at
" 28 

pH
 6.0 :t 0.3 w

ith 2. 2
3
 
m
g
 
s
o
d
i
u
m
 
p
h
o
s
p
h
a
t
e
 
m
o
n
o
b
a
s
i
c
 
m
o
n
o
h
y
d
r
a
t
e , 0.53 m

g sodium

29 
phosphate dibasic anhydrous, and 8. 18 m

g sodium
 chloride in W

ater for Injecton, U
SP

30 
(to 1 m

L).
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M
echanism

 of A
ction

A
rnesp " stim

ulates eryropoiesis by the sam
e m

echanism
 as endogenous eryhropoietin.

A
 prim

ary grow
t factor for eryhroid developm

ent, eryropoietin is produC
ed in the kidney and

released into the bloodstram
 in response to h

y
p
o
x
i
a
.
 
I
n
 
r
e
s
p
o
n
d
i
n
g
 
t
o
 
h
y
p
o
x
i
a , eryropoietin

interact w
i progenitor stem

 cells to incrase red blood cell (R
B

C
) prouction. P

roducton of
endogenous eryropoietin is im

paired in patients w
ith chronic renal failure (C

R
F), and

e
r
y
r
o
p
o
i
e
t
i
n
 
d
e
f
i
c
i
e
n
c
y
 
i
s
 the prim

ary cause of their anem
ia. I

n
c
r
a
s
e
d
 
h
e
m
oilobin levels are

not generally observed until 2 to 6 w
eeks afer initiating treatm

ent w
ith A

rnesp (see D
O

SA
G

E

A
N
D
 
A
D
M
I
N
I
S
T
R
A
T
I
O
N
:
 
D
o
s
e
 
A
d
j
u
s
t
m
e
n
t
)
.
 In patients w

ith cancer receiving concom
itant

chem
otherapy, the etiology of anem

ia is m
ultictrial.

Pharm
acokinetics

T
he pharm

acokinetics of A
rnesp " w

ere studied in patients w
ith C

R
F and cancer patients

receiving chem
otherapy.

C
l
e
a
n
 
v
e
r
s
i
o
n

A
M

G
E

N
 C

O
N

F
ID

E
N

T
IA

L
N
o
v
e
m
b
e
r
 
2
2

, 2004
subm

ited A
rnesp P

I v3. 1+
 P

ed P
K

 and suIV
ival

S
ubm

itted A
ranesp U

S
P

I

O
ver the therapeutic range of 0. 45 to" 4.5 m

cgg, pharm
acokinetic m

easures (C
m

ax, half- life

A
U

C
) w

ere linear w
ith respec to dose

, and no evidence of accm
ulation w

as observed beyond
an expected" 2- fold incrase in blood levels w

hen com
pared to the initial dose.

F
ollow

ing S
C

 adm
inistrtion, absorption is slow

 and rate lim
iting. T

he observed half-life in C
R

F
patients, w

hich reflected the rate of absorption, w
as 49 hours (range: 27 to 89 hours). F

ollow
ing

IV
 adm

inistration to these patients
, A

ranesp " serum
 concentrtion- tim

e profiles are biphasic
, w

ith

a distrbution half- life of approxim
ately 1. 4 hours and the m

ean term
inal half-life of 21 hours. P

ost
SC

 adm
inistrtion in C

R
F patients' peak concentrtions ocur at" 34 hours (range: 24 to 72

hours), w
hereas cancer patients ' peak concentrtions are at 90 hours (range: 71 to 123 hours).

W
hen adm

inistered by IV
 adm

inistration, the term
inal half- life of A

rnesp
" is approxim

ately 3-fold
l
o
n
g
e
r
 
t
h
a
n
 
E
p
o
e
t
i
n
 
a
l
f
.
 T

he bioavailability of A
rnesp " as m

easured in C
R

F
 patients afer S

C
adm

inistration is 37%
 (range: 30%

 to 50%
).

C
LIN

IC
A

L S
T

U
D

IE
S

T
hroughout this secon of the package insert, the A

rnesp " study num
bers assocated w

ith the
nephrology and cancer clinical program

s are designated w
ith the letters " N

" and "C
". repecvely.

C
hronic R

enal F
ailure P

atients

T
he saety and effectveness of A

rnesp " have been assessed in m
ultcenter studies. T

w
o

studies evaluated the safety and effcacy
" of A

rnesp " for the cocton of anem
ia in adult

patients w
ith C

R
F, and tw

o studies assessed the abilty of A
rnesp

"
 
t
o
 
m
a
i
n
t
a
i
n
 
h
e
m
o
g
l
o
b
i
n

concentrations in adult patients w
ith C

R
F w

ho h
a
d
 
b
e
e
n
 receiving other rem

binant
eryropoietins.

D
e N

ovo U
se of A

ranesp

In tw
o open- label studies, A

rnesp
"
 
o
r
 
E
p
o
e
t
i
n
 
a
l
f
a
 
w
e
r
e
 
a
d
m
i
n
i
s
t
e
r
e
d
 
f
o
r
 
t
h
e
 corron 

anem
ia in C

R
F patients w

ho had not been receving prior trtm
ent w

i
t
h
 
e
x
o
g
e
n
o
u
s

e
r
y
r
o
p
o
i
e
t
i
n
.
 
S
t
u
d
y
 
N
1
 
e
v
a
l
u
a
t
e
d
 C

R
F

 patients receiving dialysis; S
tudy N

2 evaluated patients
not requiring dialysis (predialysis patients). In both studies, the startng dose of A

rnesp " w
as

4
5
 
m
c
g
l
k
g
 
a
d
m
i
n
i
s
t
e
r
e
d
 
o
n
c
e
 
w
e
e
k
l
y
.
 
T
h
e
 
s
t
a
r
t
n
g
 
d
o
s
e
 
o
f
 
E
p
o
t
i
n
 
a
J
 
w
a
s
 
5
0
 
U
l
k
g
 3 tim

e
w

eekly in S
tudy N

1 and 50 U
lkg tw

ce w
eekly in Study N

2. W
h
e
n
 
n
e
c
r
y
,
 

dosage
adjustm

ents w
ere instituted to m

aintain hem
oglobin in the study target range of 11 to 13 gJdL

.

(N
ote: T

he recom
m

ended hem
oglobin target is low

er than the target rage of these stdies. S
ee

D
O
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R
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: G
eneral for rem

m
ended clinical h

e
m
o
g
l
o
b
i
n
 
t
a
r
g
e
l
)
 
T
h
e

prim
ary effcacy endpoint w

as the proporton of patients w
ho exprience at least a 1. 0 gJdL

increase in hem
oglobin concentrtion to a level of at least 11. 0 gJdL

 by 20 w
eeks (Study N

1) or
2
4
 
w
e
e
k
s
 
(
S
t
u
d
y
 
N
2
)
.
 
T
h
e
 
s
t
u
d
i
e
s
 
w
e
r
e
 
d
e
s
i
g
n
e
d
 
t
o
 
a
s
s
e
s
 
t
h
e
 safety" and effecveness 

A
rnesp " but not to support conclusions regarding com

parisons betw
een the tw

 proucts.

In Study N
1, the hem

oglobin target w
as achieved by 72%

 (95%
 C

I: 62%
, 81 %

) of the 90 patients
treated w

ith A
rnesp " and 84%

 (95%
 C

I: 66%
, 95%

) of the 31 patients treated w
ith E

potin aJ.
T

he m
ean Increase in hem

oglobin over the initial 4 w
eeks of A

rnesp " treatm
ent w

as 1. 10 gJdL
(95%

 C
I: 0. 82 gJdL, 1. 3

7
 
g
J
d
L
)
.

In S
tudy N

2, the prim
ary effcacy endpoint w

as achieved by 93%
 (95%

 C
I: 87%

, 97%
) of the

129 patients treated w
ith A

ranesp
"
 
a
n
d
 
9
2
%
 
(
9
5
%
 
C
I
:
 
7
8
%
,

98%
) of the 37 patients trate

w
ith E

poetln alfa. T
he m

ean increase in hem
oglobin frm

 baseline through the initial
4 w

eeks of A
ranesp " treatm

ent w
as 1. 38 gJdL

 (95%
 C

I: 1.21 g/dL
, 1. 55 g/dL

).

C
onversion F

rom
 O

ther R
ecom

binant E
ryropoietins

T
w

o studies (N
3 and N

4) w
ere conducted in adult patients w

ith C
R

F
 w

ho had ben receiving
o
t
h
e
r
 
r
e
c
o
m
b
i
n
a
n
t
 
e
r
y
r
o
p
o
i
e
t
i
n
s
 
a
n
d
 com

pared the abilties of A
rnesp

"
 
a
n
d
 

other
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e
l
)
r
o
p
o
i
e
t
i
n
s
 
t
o
 
m
a
i
n
t
a
i
n
 
h
e
m
o
g
l
o
b
i
n
 
c
o
n
c
e
n
t
r
a
t
i
o
n
s
 w

ithin a study target range of 9 to 13 g/dL.
(N

ote: T
he recom

m
ended hem

oglobin target is low
er than the target range of' these studies. See

D
O

S
A

G
E

 A
N

D
 A

D
M

IN
IS

T
R

A
T

IO
N

: G
eneral for recom

m
ended clinical hem

oglobin target.) C
R

F
patients w

ho had been receiving stable doses of other r
e
c
o
m
b
i
n
a
n
t
 
e
l
)
r
o
p
o
i
e
t
i
n
s
 
w
e
r
e

random
ized to A

ranesp
, or to continue w

ith their prior eryhropoietin at the previous dose and
s
c
h
e
d
u
l
e
.
 
F
o
r
 
p
a
t
i
e
n
t
s
 
r
a
n
d
o
m
i
z
e
d
 
t
o
 
A
r
a
n
e
s
p

, the initial w
eekly dose w

as determ
ined on the

basis of the previous total w
eekly dose of recom

binant eryropoietin. S
tudy N

3 w
as a double-

blind study conducted in N
ort A

m
erica

, in w
hich 169 hem

odialysis patients w
ere random

ized to
treatm

ent w
ith A

ranesp '" and 33B
 patients continued on E

poetin alfa. S
tudy N

4 w
as an open-

label study conducted in E
urope and A

ustrlia in w
hich 347 patients w

ere random
ized to

treatm
ent w

ith A
rnesp '" and 175patients w

ere random
ized to continue on E

poetin alfa or
E
p
o
e
t
i
n
 
b
e
t
a
.
 
O
f
 
t
h
e
 
3
4
7
 
p
a
t
i
e
n
t
s
 
r
a
n
d
o
m
i
z
e
d
 
t
o
 
A
r
a
n
e
s
p

,
 
9
2
%
 
w
e
r
e
 
r
e
i
v
i
n
g
 hem

odialysis
and B

%
 w

ere reciving peritoneal dialysis.

In Study N
3

, a m
edian w

eekly dose of 0. 5
3
 
m
c
g
i
g
 
A
r
a
n
e
s
p'" (25

,
 
7
5 th percnties: 0.30,

93 m
cgikg) w

as required to m
aintain hem

ow
obin in the study target range. In S

tudy N
4, a

m
edian w

eekly dose of 0. 41 m
cg A

ranesp (25
, 75 th percentiles: 0.

, 0. 65 m
cQ

g) w
as

required to m
aintain hem

oglobin in the study target range.

C
ancer Patients R

eceiving C
hem

otherapy

T
he safety and effectveness of A

ranesp '" in reducing the requirem
ent for R

B
C

 trnsfusions in
patients undergoing chem

otherapy
' w

as assessed in a random
ized, placebo-controlled, double-

blind, m
ultinational study (C

1). T
his study w

as conducted in anem
ic (H

gb S
 11 gIdL) patients w

ith
a
d
v
a
n
c
e
d
,
 
s
m
a
l
l
 
c
e
l
l
 
o
r
 
n
o
n
-
s
m
a
l
l
 
c
e
l
l
 
l
u
n
g
 
c
a
n
c
e
r , 'w

ho received a platinum
-containing

chem
otherapy regim

en. Patients w
ere random

ized to receive A
rnesp

'" 2.25 m
cgg (n =

 156j or
placebo (n =

 15B
) adm

inistered as a single w
eekly S

C
 injecton for up to 12 w

eeks. T
he dose

w
as escalated to 4.5 m

cgikglw
eek at w

eek six, in subjects w
ith an inadequate response to

treatm
ent, defined as less than 1 g/dL hem

oglobin increase. T
here w

ere 67 patients in the
A

rnesp
'" arm

 w
ho had their dose incrased from

 2. 25 to 4.5 m
cgikgleek, at any tim

e during the
treatm

ent period.

E
ffcacy w

as determ
ined by a reducton in the proporton of patients w

ho w
ere trnsfused over the

12 w
eek treatm

ent period. A
 signifcantly low

er proporton of patients in the A
rnesp

'" arm
, 26%

(95%
 C

I: 20%
, 33%

) required t
r
n
s
f
s
i
o
n
 
c
o
m
p
a
r
e
d
 
t
o
 
6
0
%
 (95%

 C
I: 52%

, 66%
) in the placebo

arm
 (K

aplan-M
eier estim

ate of proportion: p "0. 001 by C
ochran - M

antel - H
aenszel test). O

f the
67 patients w

ho recived a dose increase
, 2B

%
 had a 2 g/dL incrase in hem

oglobin over
baseline, generally ocrrng betw

een w
eeks B

 to 13. O
f the B

9 patients w
ho did not receive a

dose increse, 69%
 had a 2 gIdL increase in hem

oglobin over baseline, generally occrrng
betw

een w
eeks 6 to 13.

Studies w
ere conducted that evaluated doses of A

rnesp '" ranging frm
 0. 5 m

cgg to B
.O

 m
cgikg

adm
inistered w

eekly. D
ata from

 these studies indicate that there is a dose response relationship
w

ith respect to hem
oglobin response. T

he m
inim

ally effectve startng dose w
ith respect to

r
e
u
c
i
n
g
 
t
r
n
s
f
u
s
i
o
n
 
r
e
q
u
i
r
e
m
e
n
t
s
 
w
a
s
 
1
. 5 m

cgikglw
eek, w

ith a plateau observed at 4.
m

cggleek.
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A
rnesp

'" is indicated for the treatm
ent of anem

ia associated w
ith chronic renal failure, including

patients on dialysis and patients not on dialysis, and for the treatm
ent of anem

ia in patients w
ith

n
o
n
-
m
y
e
l
o
i
d
 
m
a
l
i
g
n
a
n
c
i
e
s
 
w
h
e
r
e
 
a
n
e
m
i
a
 
i
s
 
d
u
e
 
t
o
 
t
h
e
 effect of concom

itantly adm
inistered

chem
otherapy.
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n hypersensitvit to the active substance or any of the excipients
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C
ardiovascular E

vents, H
em

oglobin, and R
ate of R

ise of H
em

oglobin

A
rnesp '" and other eryhropoietic therapies m

ay incrase the risk of cardiovascular events,
including death. T

he higher risk of cardiovascular events m
ay be associated w

ith higher
hem

oglobin and/or higher rates of rise of hem
oglobin. T

he hem
oglobin level should be m

anaged
carefully to avoid exceeding a taget level of 12 gIdL.

In a clinical trial of E
poetin alfa (rH

uE
P

O
) treatm

ent in hem
odialysis patients w

ih cliniclly evident
cardiac disease, patients w

ere random
ized to a target hem

oglobin of either 14:1 1 gIdL
 or

10:1 1 gIdL
. H

igher m
ortlity (35%

 versus 29%
) w

as obsered in the 634 patients random
ized to

a target hem
oglobin of 14 g/dL than in the 631 patients assigned a target hem

oglobin of 10 g/dL.
T

he reason for the increased m
ortality observed in this study is unknow

n: how
ever, the incience

of nonfatal m
yocrdial infarcon, vascular accss throm

bosis, and other throm
botic events w

as
also higher in the group random

ized to a target hem
oglobin of 14 gIdL.

In patients treated w
ith A

rnesp '" or other recom
binant el)ropoietins in A

rnesp
'" clinical trals

increases in hem
oglobin greater than approxim

ately 1. 0 gIdL during any 2-w
eek period w

ere
assocated w

ith increased incidence of cardiac arrst. neurologic events (including seizure and
stroke), e

x
a
c
e
r
b
a
t
i
o
n
s
 
o
f
 
h
y
p
e
r
t
e
n
s
i
o
n

congestive heart 
f
a
i
l
u
r
e
,
 
v
a
s
c
u
l
a
r

t
h
r
o
m
b
o
s
i
s
/
s
c
h
e
m
i
a
l
n
f
a
r
c
t
i
o
n
,
 
a
c
u
t
e
 
m
y
o
c
r
d
i
a
l
 
i
n
f
a
r
c
t
o
n
,
 
a
n
d
 
n
u
i
d
 ovel1oad/edem

a. 
recom

m
ended that the dose of A

rnesp '" be decreased if the hem
oalobin increase exceeds

0 a/dL in anv 2-w
eek period. becuse of the assocation of excessive rate of rise of hem

oalobin
w

ith these events.

H
ypertension

Patients
' w

ith uncontrolled hypertension should not be trated w
ith A

rnesp
;
 
b
l
o
o
 
p
r
e
s
s
u
r
e

s
h
o
u
l
d
 
b
e
 
c
o
n
t
r
l
l
e
d
 
a
d
e
q
u
a
t
e
l
y
 
b
e
f
o
r
e
 
i
n
i
t
i
a
t
i
o
n
 of
 
t
h
e
r
p
y
.
 
B
l
o
o
d
 
p
r
e
s
s
u
r
e
 
m
a
y
 rise during

treatm
ent of anem

ia w
ith A

ranesp '" or E
poetin alfa. In A

rnesp
'" clinical trals, approxim

atel 40%
of patients w

ith C
R

F required initiation or intensifcation of antihypertensive therapy during the
eal1y phase of tratm

ent w
hen the h

e
m
o
g
l
o
b
i
n
 
w
a
s
 
i
n
c
r
a
s
i
n
g
.
 
H
y
p
e
r
t
e
n
s
i
v
e
 
e
n
c
e
p
h
a
l
o
p
a
t
h
y

and. seizures have ben observed in patients w
ith C

R
F

 treated w
ith A

rnesp '" or E
poetin ala.

Special care should be taken to closelv m
onitor and contrl bloo preure in patients trated

w
ith A

rnesp
.
 
D
u
r
i
n
g
 A

res
therapy, patients should be advised. of the im

portnce of
com

pliance w
it antihyprtensive therapy and -dietary restrctons. If blood pressure is d

i
f
l
t
 
t
o

control by pharm
acologic or dietary m

easure, the dose of A
ranesp '" should be reuced or

w
ithheld (see D

O
S

A
G

E
 A

N
D

 A
D

M
IN

IS
T

R
T

IO
N

: D
ose A

djustm
ent). A

 clinically signifcant
decrease in"hem

oglobin m
ay not be observed for several w

eeks.

Seizures

Seizures have occurred in patients w
nh C

R
F partcipating in clinical trals of A

rnesp '" and
E

poetin alfa. D
uring the first severl m

onths of therapy, bloo pressure and the preS
ece of

prem
onitory neurologic sym

ptom
s should be m

onitored closely. W
hile the relationship betw

ee
seizures and the rate of rise of hem

oglobin is. uncertin, it is recom
m

ended that the dose of
A

rnesp
'" be decreased if the hem

oglobin increase exceeds 1. 0 gIdL in any 2-w
eek period.

T
hrom

botic E
vents and Increased M

ortlit
A

n increased incidence of throm
botic events has been observed in .ratients trated w

ith
el)ropoietic agents. In patients w

ith cancer w
ho r

e
i
v
e
d
 
A
r
n
e
s
p
 
,
 
p
u
l
m
o
n
a
r
y
 
e
m
b
o
l
i
,

C
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181
182

183
184
185
186
187
188
189
190
191

192

193
194
195
196
197
198
199
200
201
202
203

204

205
206
207
208
209
210

211

212

213
214
115

216

217
218
219
220
221
222
223
224

t
h
r
o
m
b
o
p
h
l
e
b
i
t
i
s
 
a
n
d
 
t
h
r
o
m
b
o
s
i
s
 
o
c
c
u
r
r
e
d
 
m
o
r
e
 
f
r
e
q
u
e
n
t
l
y
 
t
h
a
n
 
i
n
 placebo controls (see

A
D

V
E

R
S

E
 R

E
A

C
T

IO
N

S
: C

ancer 
P
a
t
i
e
n
t
s
 
R
e
c
e
i
v
n
g
 
C
h
e
m
o
t
h
e
r
a
p
y
,
 

T
a
b
l
e
 
4
)
.

I
n
 
a
 
r
a
n
d
o
m
i
z
e
d
 controlled study w

ith another eryropoietic product in 939 w
om

en w
ith

m
etastatic breast cancer receiving chem

otherapy. patients received either w
eekly E

poetin alia or
p
l
a
c
e
b
o
 
f
o
r
 
u
p
 
t
o
 
a
 
y
e
a
r
.
 
T
h
i
s
 
s
t
u
d
y
 
w
a
s
 
d
e
s
i
g
n
e
d
 
t
o
 
p
r
e
v
e
n
t
 
a
n
e
m
i
a
 
(
m
a
i
n
t
a
i
n
 
h
e
m
o
g
l
o
b
i
n

levels betw
een 12 and 14 gJdL

 or hct 36 to 42%
). T

reatm
ent w

ith E
poetin alia w

as associated
w

ith a higher rate of fatal throm
botic events (1. 1 %

 E
poetin alia versus 0. 2%

 placebo) in the first 4

m
onths of the study. M

ortality at one year, the prim
ary endpoint of the study. w

as higher for the
E

poetin alia group (76%
 E

poetin alfa versus 70%
 placebo, p =

 0. 012); (see P
R

E
C

A
U

T
IO

N
S

:

T
um

or G
row

th F
actor P

otential). U
ntil further inform

ation is available. the recom
m

ended target
hem

oglobin should not exced 12 gIdL in m
en or w

om
en.

Pure R
ed C

ell A
plasia

P
ure red cell aplasia (P

R
C

A
), in assocation w

ith neutralizing antibodies to native eryhropoietin
has been obselV

ed in patients treated w
ith recm

binant e
r
y
r
o
p
o
i
e
t
i
n
s
.
 
T
h
i
s
 
h
a
s
 
b
e
e
n
 
r
e
p
o
r
t
e
d

predom
inantly in patients w

ith C
R

F
. P

R
C

A
 has been reported in a lim

ited num
ber of subjects

exposed to other recom
binant eryropoietin products prior to exposure to A

ranesp
; therefore,

the contributon of A
rnesp " to the developm

ent of P
R

C
A

 is unclear. A
ny patient w

ith loss of
response to A

ranesp " should be evaluated for the etiology of loss of effect (see P
R

E
C

A
U

T
IO

N
S

:
G

eneral). A
rnesp

" should be discontinued in any patient w
ith evidence of PR

C
A

 and the
patient evaluated for the presence of binding and neutrlizing antibodies to A

rnesp
, native

eryropoietin, and any other recm
binant eryropoietin adm

inistered to the patient. A
m

gen m
ay

be contacted to assist in this evaluation. In patients w
ith P

R
C

A
 secndary to neutrlizing

antibodies to eryropoietin, A
ranesp " should not be adm

inistered.

A
lbum

in (H
um

an)

A
rnesp

" is supplied in tw
o form

ulations w
ith diferent excipients, one containing polysorbate 80

and another containing album
in (hum

an), a derivative of hum
an blood (see D

E
SC

R
IPT

IO
N

).

B
a
s
e
d
 
o
n
 
e
f
f
e
c
t
e
 
d
o
n
o
r
 
s
a
e
e
n
i
n
g
 
a
n
d
 
p
r
o
d
u
c
t
 
m
a
n
u
f
a
c
t
r
i
n
g
 processes, A

ranesp
"
 
f
o
r
m
u
l
a
t
e
d

w
ith album

in cam
es an extem

ely rem
ote risk for trnsm

ission of viral diseases. A
 theoretical risk

for trnsm
ission of C

reuteldt- Jakob disease (C
JD

) also is considered extm
ely r

e
m
o
t
e
.
 
N
o

cases of trnsm
ission of viral diseases or C

JD
 have ever been identifed for album

in.

PR
E

C
A

U
T

IO
N

S

G
eneral

T
he safety and effcacy of A

rnesp
"
 
t
h
e
r
a
p
y
 
h
a
v
e
 
n
o
t
 
b
e
e
n
 established in patients w

ith
underting hem

atologic diseases (e. g." hem
olytc anem

ia, sickle cel anem
ia, thalassem

ia,

porphyra).

lack or loss of R
esponse to A

ranesp

A
 lack of response or failure to m

aintain a hem
oglobin response w

ith A
rnesp " doses w

ithin the

recom
m

ended dosing range should prom
pt a search for causative factors. D

eficiencies of folic
acid or vitam

in B
'2 should be e

x
c
l
u
d
e
d
 
o
r
 
c
o
r
r
e
c
t
e
d
.
 
D
e
p
e
n
d
i
n
g
 
o
n
 
t
h
e
 clinical setting,

i
n
t
e
r
c
u
r
r
n
t
 
i
n
f
e
c
o
n
s
,
 
i
n
f
l
a
m
m
a
t
o
r
y
 
o
r
 
m
a
l
i
g
n
a
n
t
 
p
r
o
c
e
s
s
e
s
,
 
o
s
t
e
o
f
i
b
r
o
s
i
s
 cystica. occult blood

loss, hem
olysis, severe alum

inum
 toxicity, and bone m

arrow
 fibrosis m

ay com
prom

ise an

e
r
y
r
o
p
o
i
e
t
i
c
 
r
e
s
p
o
n
s
e
.
 
I
n
 
t
h
e
 
a
b
s
e
n
c
e
 of another etiology, the patient should be evaluated for

evidence of P
R

C
A

 and ser should be tested for the presence of antibody to recm
binant

eryropoietins.

C
l
e
a
n
 
v
e
r
s
i
o
n

A
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S
P
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225

226
227
228
229

230
231
232
233

234

235
236
237
238
239

240

241
242
243
244
245
246

247

248
249
250

251

252
253
254
255
256

257
258
259
260
261

262
263
264
265
266
267
268
269
270

H
em

atology

S
ufcient tim

e should be allow
ed to determ

ine a patienfs r
e
s
p
o
n
s
i
v
e
n
e
s
s
 
t
o
 
a
 
d
o
s
a
g
e
 
o
f

A
rnesp " before adjusting the

, dose. B
ecause of the tim

e required for eryropoiesis and the
R

B
C

 half- life. an IntelV
al of 2 to 6 w

eeks m
ay o

c
c
r
 
b
e
t
w
e
e
n
 
t
h
e
 
t
i
m
e
 
o
f
 
a
 
d
o
s
e
 

djustm
ent

(initiation. increase
, decrease. or discontinuation) and a signifcant change in hem

oglobin.

In order to prevent the hem
oglobin from

 exceeding the recom
m

ended target (12 gJdl) or rising
too rapidly (greater than 1, 0 g/dL in 2 w

eeks), the guidelines for dose and fruency of dose

adjustm
ents should be follow

ed (see W
A

R
N

IN
G

S
 and D

O
S

A
G

E
 A

N
D

 A
D

M
IN

IST
R

A
T

IO
N

:

D
ose A

djustm
ent).

A
llergic R

eactions

T
here have been rare reports of gotentially serious allergic rea

ons, including skin ras
and

urtcaria, associated w
ith A

r
n
e
s
p
.
 
S
y
m
p
t
o
m
s
 
h
a
v
e
 
r
e
c
u
r
r
 
W
I
t
h
 rechallenge, suggesting a

c
a
u
s
a
l
 
r
e
l
a
t
i
o
n
s
h
i
p
 
e
x
i
s
t
s
 
i
n
 
s
o
m
e
 
i
n
s
t
a
n
c
e
s
.
 

If a serious alleric or anaohvlactc r
e
c
t
o
n
 
o
c
c
r
s
,

A
rnesD

" should be im
m

ediatelv and oerm
anenU

v discntinued and aD
orooriate theraov should

be adm
inistered

P
atients W

ith C
R

F
 N

ot R
equiring D

ialysis

P
atients w

ith C
R

F
 not yet requiring dialysis m

ay require low
er m

aintenance doses of A
rnesp

than patients receiving dialysis. T
hough predialysis patients generaly recive les frue

m
onitoring of blood pressure and laboratory

. param
ete

than dial
e
n
t
s
,
 
p

IySIS

patients m
ay be m

ore responsive to the effects of A
rnesp ,

and reqU
ire JudIC

Ious m
om

tonng of

blood pressure and hem
oglobin. R

enal function and fluid and e
l
e
c
l
y
t
e
 
b
a
l
a
n
c
e
 
s
h
o
u
l
d
 also be

closely m
onnore.

D
ialysis M

anagem
ent

T
herapy w

ith A
rnesp " results in an i

n
c
r
s
e
 
i
n
 
R
B
C
s
 
a
n
d
 a decrase in plas

a vo
um

e, 
w

hi

could reduce dialysis effciency; patients w
ho are m

arginally dialyzed m
ay requIre adjustm

ents In
their dialysis prescrption.

T
um

or G
row

t Factor Potential

A
rnesp

"
 
i
s
 
a
 
g
r
o
w
t
 
f
a
c
t
o
r
 
t
h
a
t
 prim

arily stim
ulates R

B
C

 proucton. E
ryropoietin . reptors

a
r
e
 
a
l
s
o
 
f
o
u
n
d
 
o
n
 
t
h
e
 
s
u
r
f
a
c
e
 
o
f
 
n
o
r
m
a
l
,
 
n
o
n
-
h
e
m
a
t
o
p
o
i
e
t
i
c
 
t
i
s
s
u
e
s
 
a
n
d
 som

e m
ahgnant cell

lines and tum
or biopsy specm

ens. H
ow

ever, it is not know
n if these reptor are functional.

T
he possibilty that A

ranesp " can act as a grow
t factor for any t

u
m
o
r
 
t
y
e
,
 parlart m

yeloid

m
alignancies, has not been evaluated.

In a random
ized, pla

c
"
b
o
-
n
t
r
o
l
l
e
d
 
s
t
u
d
y
 
i
n
 
3
1
4
 
a
n
e
m
i
c
 
s
u
b
j
e
c
s
 
w
i
t
h
 advance lung cance

random
ized to either A

rnasp
"
 
o
r
 
p
l
a
c
e
b
o . statisticaly signifcant diferences in tim

e-to-

progression (T
) or overall sU

lV
ival (O

S
) w

ere not o
selV

ed; h?w
e

er, the stdy w
as not

d
e
s
i
g
n
e
d
 
t
o
 
d
e
t
e
c
t
 
o
r
 
e
x
c
l
u
d
e
 clinically m

eaningful , diference In eIther T
IP or O

S (se
C

L
IN

IC
A

L
 ST

U
D

IE
S).

T
w

o additional studies explored the effect on survval and/or disea proresion follow
ing

adm
inistrtions of tw

o other eryropoietic prouct (ie
. E

poetin alfa and E
poetin beta) w

i higher
hem

oglobin targets. T
he first study w

as a r
a
n
d
o
m
i
z
e
d
 
c
o
n
t
r
o
l
l
e
d
 

t
u
d
y
 
. in 939 w

om
en w

i

m
etastatic breast cancer receiving chem

otherapy w
here patients reved either w

ekly E
poetin

a
l
i
a
 
o
r
 
p
l
a
c
e
b
o
 
f
o
r
 
u
p
 
t
o
 
a
 
y
e
a
r
.
 
T
h
i
s
 
s
t
u
d
y
 
w
a
s
 
d
e
s
i
g
n
e
d
 
t
o
 
p
r
e
v

t anem
ia (m

aintain

h
a
m
o
g
l
o
b
i
n
 
l
a
v
e
l
s
 
b
e
t
w
e
e
n
 
1
2
 
a
n
d
 
1
4
 
g
J
d
L
 
o
r
 
h
c
t
 
3
6
 
t
o
 
4
2
%
)
.
 
M
o
r
t
l
i
t
y
 
a
t
 
1
2
 
m
o
n
t
h
s
 
w
a
s

s
i
g
n
i
f
c
a
n
U
y
 
h
i
g
h
e
r
 
i
n
 
t
h
e
 
E
p
o
e
t
i
n
 
a
l
f
 arm

 (see W
A

R
N

IN
G

S
: T

hrom
botic E

vents and
I
n
c
r
e
a
s
e
d
 
M
o
r
t
l
i
t
y
)
.
 
T
h
i
s
 
d
i
f
e
r
e
n
c
e
 
w
a
s
 
o
b
s
e
l
V
e
d
 prim

arily in the first 4 m
onths of the stu

w
ith m

ore deaths attbuted to breast cancer progression in the E
p
o
e
t
i
n
 
a
l
f
 
g
r
o
u
p
 
(
6
%
 
E
p
o
e
t
l
n
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271
272
273
274
275
276
277

278
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280
281
282

283

284
285
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289
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293
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298
299

300
301
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307

308

309

310
311
312
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314
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alia versus 3%
 placebo). D

ue to insufcient m
onitoring and data collection, reliable com

parisons
cannot be m

ade concerning the effec of E
poetin alfa on overall tim

e to disease progression,
progression-free survival, and overall survival. T

he second study w
as a random

ized contrlled
study in 351 head and neck cancer patients w

here E
poetin beta or placebo w

as adm
inistere to

achieve target hem
oglobins of 14 and 15 g/dL for w

om
en and m

en, respectively. Locregional
progression- free survval w

as signifcantly shorter (m
edian of 406 days E

poetin beta vs 745 days
placebo, p =

 0. 04) In patients receiving E
poetin beta.

T
here is insufcient inform

ation to establish w
hether use of E

poetin product, Including A
rnesp

have an adverse effec on tim
e to tum

or progression or progression- free survival.

T
hese studies perm

itted or required dosing to achieve a hem
oglobin level gre"ter than 12 g/dL.

U
ntil furter inform

ation is available, the recom
m

ended target hem
oglobin should not e

x
c
e
d
 
1
2

gIdL in m
en or w

om
en.

Laboratory T
ests

A
fter initiation of A

rnesp " therapy, the hem
oglobin should be determ

ined w
eekly until it has

stabilized and the m
a
i
n
t
e
n
a
n
c
e
 
d
o
s
e
 
h
a
s
 
b
e
e
n
 
e
s
t
a
b
l
i
s
h
e
d
 
(
s
e
e
 D
O
S
A
G
E
 
A
N
D

A
D

M
IN

IS
T

R
A

T
IO

N
). A

fter a dose adjustm
ent, the hem

oglobin should be determ
ined w

eekly for
at least 4 w

eeks , until it has been determ
ined that the hem

oglobin has stabilzed In response to
the dose change. T

he hem
oglobin should then be m

onitored at regular interals.

In order to ensure effectve eryropoiesis, Iron status should be evaluate for all patients before
and during treatm

ent , as the m
ajority of patients w

il eventually require supplem
ental iron therapy.

S
u
p
p
l
e
m
e
n
t
a
l
 
i
r
o
n
 
t
h
e
r
a
p
y
 
i
s
 rem

m
ended for all patients w

hose serum
 ferrtin is below

1
0
0
 
m
c
g
l
L
 
o
r
 
w
h
o
s
e
 
s
e
r
u
m
 
t
r
n
s
f
e
r
r
n
 saturation is below

 20%
.

Infonnation for P
atients 

Patients should be inform
ed of the possible side effect of A

rnesp " and be instrcted to report
them

 to the prescribing physician. Patients should be inform
ed of the signs and sym

ptom
s of

allergic drug reactons and be advised of appropriate actons. Patients should be counseled on
the im

portance of com
pliance w

ith their A
ranesp " treatm

ent, dietary and dialysis prescriptions,
and the im

portnce of judicious m
onitoring of blood pressure and h

e
m
o
g
l
o
b
i
n
 
c
o
n
c
e
n
t
r
t
i
o
n

should be stressed.

It is recom
m

ended that A
rnesp " should be adm

inistered by a healthcare professional. In those
rare cases w

here it is determ
ined that a patient can safely and effectvely adm

inister A
ranesp " at

hom
e , appropriate instructon on the proper use of A

rnesp " should be provided for patients and
their caregivers, including careful review

 of the accm
panying " Inform

ation for P
atients" insert.

P
atients and caregivers should also be cautioned against the reuse of needles, syringes, or drug

p
r
o
u
c
t
 
a
n
d
 
b
e
 thoroughly instructed in their proper disposal. A

 p
u
n
c
t
u
r
e
r
e
i
s
t
a
n
t
 
c
o
n
t
a
i
n
e
r
 
f
o
r

the disposal of used syrnges and needles should be m
ade available to the patient.

D
rug Interactions

N
o form

al drug interaction studies of A
ranesp

"
 
h
a
v
e
 
b
e
e
n
 
p
e
r
f
o
r
m
e
d
.

C
arcinogenesis, M

utagenesis, and Im
painnent of Fertilty

C
arcinogenicity: T

he carcinogenic potential of A
rnesp

"
 
h
a
s
 
n
o
t
 
b
e
e
n
 
e
v
a
l
u
a
t
e
d
 
i
n
 
l
o
n
g
- term

anim
al studies. A

rnesp " did not alter the proliferative response of non- hem
atological cells in

v
i
t
o
 
o
r
 
i
n
 
v
i
v
o
.
 
I
n
 
t
o
x
i
c
i
t
y
 studies of approxim

ately 6 m
onths duration in rats and dogs, no

tum
origenic or unexpeced m

itogenic responses w
ere observed in eny tissue t

y
e
.
 
U
s
i
n
g
 
a
 
p
a
n
e
l

of hum
an tissues, the in vitro tissue binding profile of A

rnesp " w
as identical to E

poetin ali.
N

either m
olecule bound to hum

an tissues other than those e
x
p
r
e
s
s
i
n
g
 
t
h
e
 
e
r
y
r
o
p
o
i
e
t
i
n

receptor.

C
l
e
a
n
 
v
e
r
s
i
o
n

A
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319
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337
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340
341

342

343
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347

348
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M
utagenicity: A

rnesp " w
as negative in the in vit bacterial and C

H
O

 cell assays to detect
m

utagenicity and in the In vivo m
ouse m

icrnucleus assay to detect clastogenicity.

I
m
p
a
l
n
n
e
n
t
 
o
f
 
F
e
r
t
i
l
t
y
:
 
W
h
e
n
 
a
d
m
i
n
i
s
t
e
r
e
d
 
i
n
t
r
v
e
n
o
u
s
l
y
 to m

ale and fem
ale rats prior to and

during m
ating, reproductive perform

ance, fertlity, and sperm
 assessm

ent param
eters w

ere not
affected at any doses evaluated (up to 10 m

cggldose , adm
inistered 3 tim

e w
ekly). 

increase' in post im
plantation fetal loss w

as seen a
t
 
d
o
s
e
s
 
e
q
u
a
l
 
t
o
 
o
r
 
g
r
e
t
e
r
 
t
h
n

5 m
cglkgldose, adm

inistered 3 tim
es w

eekly.

P
regnancy C

ategory C

W
h
e
n
 
A
r
n
e
s
p " w

as adm
inistered intrvenously to rats and rabbits during gestation, no evidence

o
f
 
a
 
d
i
r
e
c
t
 
e
m
b
r
y
o
t
o
x
i
c
,
 
f
e
t
o
t
o
x
i
c
,
 or teratogenic outcom

e w
as observed at doses up to

20 m
cg/kg/day. T

he only adverse effect observed w
as a slight reducton in fetal w

eight , w
hich

occurred at doses causing exaggerated pharm
acological effects in the dam

s (1 m
c
g
g
l
d
a
y
 
a
n
d

higher). N
o deleterious effecls on uterine im

plantation w
ere seen in either s

p
e
e
s
.
 
N
o

signifcant placental trnsfer of A
rnesp " w

as observed in rats. A
n incrse in post im

plantation
fetal loss w

as observed in studies assessing fertlity (see P
R

E
C

A
U

T
IO

N
S

: C
arcinogenesis

M
utagenesis , and Im

painnent of F
e
r
t
l
i
t
:
 
I
m
p
a
i
n
n
e
n
t
 
o
f
 
F
e
r
t
l
i
t
y
)
.

Intrvenous injecton of A
rnesp " to fem

ale rats every other day frm
 day 6 of g

e
s
t
a
o
n
 
t
h
r
o
u
g
h

day 23 of lacttion at doses of 2. 5 m
cglkg/dose and higher resulted in offpring (F1 generation)

w
ith decresed body w

eights, w
hich correlated w

ith a low
 incidence of deaths

, as w
ell as delayed

eye opening and delayed preputlal separation. N
o adverse e

f
f
e
c
 
w
e
r
e
 
s
e
e
n
 
i
n
 the F2 offpring.

T
here are no adequate and w

ell-cntrolled studies in pregnant w
om

en. A
rnesp " should be used

during pregnancy only if the potential benefit j
u
s
t
i
e
s
 
t
h
e
 
p
o
t
e
n
t
i
a
l
 

risk to the fetus.

N
ursing M

others

It is not know
n w

hether A
rnesp " is excreted in hum

an m
ilk. B

ecuse m
any drugs are excrted

in hum
an m

ilk, caution should be exercised w
hen A

rnesp " is adm
inistere to a nursing w

om
an.

Pediatric U
se

T
he safety and effcacy of A

rnesp
"
 
I
n
 
p
e
d
i
a
t
r
c
 patients have not been established.

P
h
a
r
m
a
c
o
k
i
n
e
t
i
c
 
d
a
t
a
,
 
o
b
t
a
i
n
e
d
 
i
n
 
1
4
 
s
u
b
j
e
c
t
,
 
s
u
g
g
e
s
t
 
t
h
a
t
 
t
h
e
 
p
h
a
r
m
a
c
o
k
i
n
e
t
i
c
s
 
i
n
 
c
h
i
l
d
r
e
n

b
e
t
w
e
e
n
 
t
h
e
 
a
g
e
s
 
o
f
 
5
 
a
n
d
 
1
8
 
y
e
a
r
s
 
w
i
t
h
 
n
o
n
h
e
m
a
t
o
l
o
g
i
c
 
m
a
l
i
g
n
a
n
c
i
e
s
 
w
e
r
e
 sim

ilar to those
seen in adults w

ith nonhem
atologic m

alignancies.

G
eriatrc U

se

O
f the 1598 C

R
F

 patients in clinical studies of A
rnesp

, 42%
 w

ere age 65 and over , w
hile

15%
 w

ere 75 and over. O
f the 873 cancer patients in clinical studies r

e
c
e
n
g
 
A
r
n
e
s
p
"
 
a
n
d

concom
itant chem

otherapy, 45%
 w

ere age 65 and over , w
hile 14%

 w
ere 75 and over. N

o overal
diferences in safety or effcacy w

ere observed betw
een older and younger patients.

A
D
V
E
R
S
E
 
R
E
A
C
T
I
O
N
S

G
eneral

B
ecause clinical trals are conducted under w

idely varyng conditions, adverse reacton rates
observed in the clinical trals of A

rnesp " cannot be dire com
pared to rates in the clinica trals

of other drugs and m
ay not reflect the rates observed in practce.
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T
able 

1. A
dverse E

vents O
ccurring in ;, 5%

 of C
R

F
 P

atients
P
a
t
i
e
n
t
s
 
T
r
e
t
e
d

A
rnesD

" (n =
 1598\

W
ith

C
hronic R

enal F
ailure P

atients

In all studies, the m
ost trequently reported serious adverse reactons w

ith A
rnesp

"
 
w
e
r
e

vascular a
c
c
s
 
t
h
r
o
m
b
o
s
I
s

, congestive heart failure, sepsis, and cardiac a
r
r
y
t
m
i
a
.
 
T
h
e
 
m
o
s
t

com
m

only reported adverse reactons w
ere infection, hypertension, hypotension, m

yalgia,
h
e
a
d
a
c
h
e
,
 
a
n
d
 
d
i
a
r
r
e
a

, (see W
A

R
N

IN
G

S
: C

ardiovascular E
vents, H

em
oglobin, and R

ate 
R
i
s
e
 
o
f
 
H
e
m
o
g
l
o
b
i
n
,
 
a
n
d
 
H
y
p
e
r
t
e
n
s
i
o
n
)
.
 
T
h
e
 
m
o
s
t
 frequently reported adverse reactions

resulting in clinical intervention (e. g., discontinuation of A
rnesp

, adjustm
ent in dosage, or the

need for concom
itant m

edication to treat an adverse reacton sym
ptom

) w
ere hypotension,

hypertension, fever, m
yalgia, nausea, and chest pain.

T
he data described below

 reflect exposure to A
rnesp " in 1598 C

R
F patients, includin2675

exposed for at least 6 m
onths

, of w
hom

 185 w
ere exposed for greater than 1 year. A

r
n
e
s
p
 
w
a
s

evaluated in actve-contrlled (n =
 823) and uncontrolled studies (n =

 775).

T
he rates of adverse events and association w

ith A
rnesp " are best assessed in the results from

studies in w
hich A

ranesp " w
as used to s

t
i
m
u
l
a
t
e
 
e
r
y
r
o
p
o
i
e
s
i
s
 
i
n
 
p
a
t
i
e
n
t
s
 
a
n
e
m
i
c
 
a
t
 
s
t
u
d
y

baseline (n =
 348), and

, in partcular , the subset of these patients in random
i

ed controlled trials

(n =
 276). B

ecuse there w
ere no substanti\(e diferences in the rates of a

d
v
e
r
s
 
r
e
a
c
t
o
n
s

betw
een these subpopulations , or betw

een these subpopulations and the entire population of
patients treated w

it A
rnesp

, data from
 all 1598 patients w

ere pooled.

T
h
e
 
p
o
p
u
l
a
t
i
o
n
 
e
n
c
o
m
p
a
s
s
e
d
 
a
n
 
a
g
e
 
r
a
n
g
e
 
f
r
o
m
 
1
8
 
t
o
 
9
1
 
y
e
a
r
.
 
F
i
f
t
-
s
e
v
e
n
 
p
e
r
c
e
n
t
 
o
f
 
t
h
e

patients w
ere m

ale. T
he percentages of C

aucasian, B
lack, A

sian, and H
ispanic patients w

ere
83%

,
11%

,
3%

, and 1%
, respectvely. T

he m
edian w

eekly dose of A
rnesp " w

as 0. 45 m
cgg

(25
, 75 "' percntiles: 0. 29,

66 m
cg/g).

Som
e of the adverse events reported are tyically a

s
s
o
c
i
a
t
e
d
 
w
i
t
h
 
C
R
F
,
 
o
r
 
r
e
c
o
g
n
i

c
o
m
p
l
i
c
a
t
i
o
n
s
 
o
f
 
d
i
a
l
y
s
i
s , and m

ay not necessarily be attbutable to A
rnesp

"
 
t
h
e
r
a
p
y
.
 
N
o

im
portant diferences in advers event r

a
t
e
s
 
b
e
t
w
e
e
n
 
t
r
a
t
m
e
n
t
 
g
r
o
u
p
s
 
w
e
r
e
 
o
b
s
e
r
v
e
d
 
i
n

controlled studies in W
hich patients received A

ranesp " or other recom
binant eryhropoietins.

T
he !lata in T

able 1 reflec those adverse events occurrng in at least 5%
 of patients trated w

ith
A

rnesp

E
vent

A
PPL

IC
A

T
IO

N
 SIT

E
Injecton- site Pain

B
O

D
Y

 A
S A

 W
H

O
L

E
Peripheral E

dem
a

Fatigue
Fever
D

eath '
C

hest Pain, U
nspecied

F
luid O

verload
A

ccss Infecton
Influenza- like S

ym
ptom

s
A
c
c
s
s
 
H
e
m
o
r
r
a
g
e

A
shenia

C
A

R
D

IO
V

A
SC

U
L

A
R

H
ypertension

H
ypotension

C
ardiac A

r
y
t
m
i
a
s
/
C
a
r
d
i
a
c
 
A
r
e
s
t

A
ngina P

ectoris/C
ardiac C

hest P
ain

T
hrom

bosis V
ascular A

ccss
C

ongestive H
eart F

ailure
C

N
SIPN

SH
eadache

D
izziness

G
A

ST
R

O
IN

T
E

ST
IN

A
D

iarrea
V

om
iting

N
ausea

A
bom

inal Pain
C

onstipation
M

U
SC

U
L

O
- SK

E
L

E
T

A
L

M
yalgia

A
rtralgia

L
i
m
b
 
P
a
i
n

B
ack Pain

11%

23%
22%
10%

16%

16%
15%
14%
12%

21%
11%
10%

(C
ontinued)

C
l
e
a
n
 
v
e
r
s
i
o
n

A
M

G
E

N
 C

O
N

F
ID

E
N

T
IA

L

N
ovem

ber 22, 2004
subm

ited A
rnesp P

I v3. 1+
 P

ed P
K

 and survrval
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T
abl e 1. A

dverse E
vents O

ccurring in ;, 5%
 of C

R
F

 P
atients (C

ontinued)

P
a
t
i
e
n
t
s
 
T
r
e
a
t
e
d
 
W
i
t
h

In =
 1598)

A
rnesp

E
vent

R
E

S
IS

T
A

N
C

E
 M

E
C

H
A

N
IS

M
Infecton

27%

R
E

SPIR
A

T
O

R
Y

U
pper R

espiratO
lY

 Infecton
D

yspnea
C

ough
B

ronchitis

14%
12%
10%

 .

S
K

IN
 A

N
D

 A
P

P
E

N
D

A
G

E
S

Prurirus 
Infecton includes sepsis, bacterem

ia, pneum
onia, peritonitis, and abscess.

386
T

he incidence rates for other clinically signifcant events are show
n in T

able 2.

T
able 2. P

ercent Incidence of O
ther C

linically S
ignificant E

vents In C
R

F
 Patients

E
vent

A
cute M

yocardial Infarcton
Seizure
Stroke
T

ransient Ischem
ic A

ttck

Patients
(n =

 1598)
T

reated
W

ith
A

rnesp

387

388
389
390
391
392

393

394
395
396
397
398
399
400
401
402

403
404
405
406

T
hrom

botic E
vents

V
ascular access throm

bosis in hem
odialysis patients occurred in clinical trals at an annualized

rate of 0. 22 events per patient year of A
rnesp

"
 
t
h
e
r
a
p
y
.
 
R
a
t
e
s
 
o
f
 throm

botic events (e. g.,

v
a
s
c
u
l
a
r
 
a
c
c
s
s
 
t
h
r
o
m
b
o
s
i
s
,
 
v
e
n
o
u
s
 throm

bosis, and pulm
onary em

boli) w
ith A

rnesp
therapy w

ere sim
ilar to those observed w

ith other recom
binant e

r
y
r
o
p
o
i
e
t
i
n
s
 
i
n
 
t
h
e
s
e
 
t
r
i
a
l
s
;
 

the
m

edian duration of exposure w
as 12 w

eeks.

C
ancer Patients R

eceiving C
hem

otherapy

T
he data descrbed below

 reftect the exposure to A
ranesp " in 873 cancer patients. A

rnesp '" w
as

evaluated in seven studies that w
ere actve-contrlled and/or placebontrlled studies of up to 6

m
onths duration. T

he A
rnesp

treated patient dem
ographics w

ere as follow
s: m

edian age of 63
years (range of 20 to 91 years); 40%

 m
ale; 88%

 C
aucasian

, 5%
 H

ispanic , 4%
 B

lack, and 3%
A
s
i
a
n
.
 
O
v
e
r
 
9
0
%
 
o
f
 patients had loclly advance or m

etastatic cancer , w
ith the rem

ainder
h
a
v
i
n
g
 
e
a
r
l
 
s
t
a
g
e
 
d
i
s
e
a
s
e
.
 Patients w

ith solid rum
ors (e. g., lung, breast, colon, ovarian

cancers), and Iym
phoproliferative m

alignancies (e. g., lym
phom

a, m
ultiple m

yelom
a) w

ere
enrolled in the clinical studies. A

ll of the 873 A
rnesp

" -treated subject also recived
concom

itant cyclic chem
otherapy.

T
he m

ost frequently reported serious advers events i
n
c
l
u
d
e
d
 
d
e
a
t
h
 
(
1
0
%
)
,
 
f
e
v
e
r
 
(
4
%
)
,

pneum
onia (3%

). dehydration (3%
), vom

iting (2%
), and dyspnea (2%

). T
he m

ost com
m

only
reported advers events w

ere fatigue , edem
a, nausea

, vom
iting, diarrea, fever and dyspnea

(see T
able 3). E

xcept for those events listed in T
ables 3 and 4, the incidence of adverse events
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407
408
409
410
411
412
413

414

415

in clinical studies occurred at a sim
ilar rate com

pared w
ith patients w

ho recived ptacebo and
w

ere generally consistent w
ith the underlying disease and its trtm

ent w
i chem

otherapy. T
he

m
ost frequently reported reasons for discontinuation of A

rnesp " w
ere progressive disease,

death; discontinuation of the chem
otherapy, asthenia

, dyspnea , pneum
onia, and gastrintestinal

hem
orrage. N

o im
portnt d

i
f
e
r
e
n
c
e
s
 
I
n
 
a
d
v
e
r
s
 
e
v
e
n
t
 
r
a
t
e
s
 
b
e
t
w
e
e
n
 
t
r
e
a
b
n
e
n
t
 
g
r
o
u
p
s
 
w
e
r
e

observed in controlled studies in w
hich patients recived A

rnesp '" or other. recom
binant

eryropoietins.

T
able 3. A

dverse E
vents O

ccurring In ;, 5%
 of P

atients R
eceiving C

hem
otherapy

E
vent

A
rnesp

Placebo
In =

 8i3)
C

n =
 221)

B
O

D
Y

 A
S

 A
 W

H
O

LE
Fatigue

33%
30%

E
dem

a
21%

10%
Fever

19%
16%

C
N

SIPN
S

D
izziness

14%
H

eadache
12%

G
A

ST
R

O
IN

T
E

ST
IN

A
L

D
iarrea

22%
12%

C
onstipation

18%
17%

M
E

T
A

B
O

L
IC

/N
U

T
R

IT
IO

N
D

ehydration

M
U

SC
U

L
O

- SK
E

L
E

T
A

L
13%

A
rhralgia

M
yalgia

S
K

IN
 A

N
D

 A
P

P
E

N
D

A
G

E
S

R
ash

C
l
e
a
n
 
v
e
r
s
i
o
n

A
M

G
E

N
 C

O
N

F
ID

E
N

T
IA

L

N
ovem

ber 22, 200
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rnesp P
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S
ubm

illed A
ranesp U

S
P

I

T
a
b
l
e
 
4
.
 
I
n
c
i
d
e
n
c
e
 
o
f
 
O
t
h
e
r
 C

linically Significant A
dverse E

vents in Patients R
eceiving

C
hem

otherapy

E
vent

I A
rnesp

Placebo
n =

 873)
(n =

 221)

H
ypertension

Seizures/C
onvulsions

T
hrom

botic E
vents

Pulm
onary, E

m
bolism

T
hrom

bosis

S
eizure/C

onvulsions include the preferred term
s: C

onvulsions, C
onvulsions

G
r
a
n
d
 
M
a
l

, and C
onvulsions Local.

T
hrom

bosis includes: T
hrom

bophlebitis, T
h
r
o
m
b
o
p
h
l
e
b
i
t
i
s
 
D
e
e
p
,

T
h
r
o
m
b
o
s
i
s
 
V
e
n
o
u
s
,
 
T
h
r
o
m
b
o
s
i
s
 
V
e
n
o
u
s
 
D
e
e
p
,
 
T
h
r
o
m
b
o
e
m
b
o
l
i
s
m
,
 
a
n
d

T
hrom

bosis.

416

417
418
419
420
421

422

423
424
425
426
427
428
429
430

T
hrom

botic and C
ardiovascular E

vents

O
verall, the incidence of throm

botic events w
as 6. 2%

 for A
rnesp " and 4. 1 %

 for placebo.
H

ow
ever, the follow

ing events w
ere reported m

ore frquently in A
rnesp

treated patients than in
placebo controls: pulm

onary em
bolism

,
 
t
h
r
o
m
b
o
e
m
b
o
l
i
s
m
,
 
t
h
r
o
m
b
o
s
i
s
,
 
a
n
d
 
t
h
r
o
m
b
o
p
h
l
e
b
i
t
i
s

(deep and/or superfcial). In additon, edem
a of any type w

as m
ore frequently reported in

A
rnesp

treated (21%
) patients than In patients w

ho r
e
c
i
v
e
d
 
p
l
a
c
e
b
o
 
(
1
0
%
)
.

Im
m

unogenicity

A
s w

ith all therapeutic proteins
, there is a potential for im

m
unogenicitY

. T
he incidence of antibody

d
e
v
e
l
o
p
m
e
n
t
 
i
n
 patients receiving A

rnesp
"
 
h
a
s
 not been a

d
e
q
u
a
t
e
l
y
 
d
e
t
e
r
m
i
n
e
d
.

R
a
d
i
o
i
m
m
u
n
o
p
r
e
c
i
p
i
t
a
t
i
o
n
 
a
s
s
a
y
s
 
w
e
r
e
 
p
e
r
f
o
r
m
e
d
 
o
n
 
s
e
r
a
 
f
r
o
m
 1534 C

R
F and 833 cancer

patients trated w
ith A

rnesp " in clinical studies. H
igh- tier antibodies w

ere not detected in
patients w

ith C
R

F
, but assay sensitivity m

ay be inadequate to reliably detect low
er titers.

A
ntibodies w

ere deteced by r
a
d
i
o
i
m
m
u
n
o
p
r
e
c
i
p
i
t
a
t
i
o
n
 
i
n
 
s
e
r
a
 frm

 three cancer patients;
n
e
u
t
r
l
i
z
i
n
g
 
a
c
t
v
i
t
,
 
p
o
s
s
i
b
l
y
 related to antibodies, w

as detected in one of these three patients.
T

here w
as no evidence of PR

C
A

 in that patient (see W
A

R
N

IN
G

S: Pure R
ed C

ell A
plasia).

T
he incidence of antibody form

ation is highly dependent on the sensitivity and specicity of the
assay. A

dditionally, the observed incidence of antibody positivit in an assay m
ay be influenced

by several factors including sam
ple handling, tim

ing of sam
ple collecon, concom

itant
m

edications
,
 
a
n
d
 
u
n
d
e
r
l
i
n
g
 
d
i
s
e
a
s
e
.
 
F
o
r
 
t
h
e
s
e
 
r
e
a
s
o
n
s
,
 
c
o
m
p
a
r
i
s
o
n
 
o
f
 
t
h
e
 
i
n
c
i
d
e
n
c
e
 
o
f

antibodies to A
rnesp

, w
ith the incidence of antibodies to other products m

ay be m
isleading.

431
432
433
434
435
436
437

O
V

E
R

D
O

SA
G

E
T

he m
axim

um
 am

ount of A
rnesp " that can be safely adm

inistered in single or m
ultiple doses

has not been determ
ined. D

oses over 3. 0 m
cglkg/eek for up to 28 w

eeks have been
adm

inistered to C
R

F
 patients. D

oses up to 8. 0 m
cgg every w

eek and 15. 0
 
m
c
g
/
k
g
 
e
v
e
r
y
 
3

w
eeks have been adm

inistered to cancer patients for up to 12- 16 w
eeks. E

xcessive rise and
rate of rise in hem

oglobin concentrtion, how
ever, have been associated w

ith adverse events
(see W

A
R

N
IN

G
S

 and D
O

S
A

G
E

 A
N

D
 A

D
M

IN
IS

T
R

A
T

IO
N

: D
ose A

djusbnent). In the event of
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S
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S
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438
439

440

441

442
443
444
445
446

447
448
449

450

451
452
453
454
455
456

457
458
459
460
461

462
463

464

465

466
467
468
469
470
471
472

473

474
475
476
477
478
479
480

polycythem
ia, A

rnesp '" should be tem
porarily w

ithheld (see D
O

S
A

G
E

 A
N

D
 A

D
M

IN
IS

T
R

A
T

IO
N

:
D

ose A
djustm

ent). If clinically indicated, phlebotom
y m

ay be perform
ed.

D
O

S
A

G
E

 A
N

D
 A

D
M

IN
IS

T
R

A
T

IO
N

G
eneral

IM
PO

R
T

A
N

T
: A

ranesp
"
 
d
o
s
i
n
g
 
r
e
g
i
m
e
n
s
 
a
r
e
 different for each of the indications

described In this section of the package Insert D
ue to the longer serum

 half- life
A

ranesp " should be adm
inistered less freuently than E

poetin alfa (for exam
ple, w

here
E
p
o
e
t
i
n
 
a
l
f
 
i
s
 
a
d
m
i
n
i
s
t
e
r
e
d
 
t
h
r
e
 
t
i
m
e
s
 
a
 
w
e
e
k , A

ranesp " should be adm
inistere w

eekly).
A

ranesp " should be adm
inistered under the supervision of a healtcare professional.

A
rnesp

"
 
i
s
 
s
u
p
p
l
i
e
d
 
i
n
 
e
i
t
h
e
r
 vials or in prefilled syrnges w

ith U
ltrS

afe
"
 
N
e
e
l
e
 
G
u
a
r
d
s
.

F
ollow

ing adm
inistrtion of A

ranesp " from
 the prefilled syringe , the U

ltrS
afe

"
 
N
e
e
d
l
e
 
G
u
a
r
d

should be actvated to prevent accdental neele sticks.

C
hronic R

enal F
ailure P

atients

A
rnesp

"
 
i
s
 
a
d
m
i
n
i
s
t
e
r
e
d
 
e
i
t
h
e
r
 IV

 or SC
 as a single w

eekly injecton. T
he dose should be

started and slow
ly adjusted as descbed below

 based on hem
oglobin levels. If a patient fails to

r
e
s
p
o
n
d
 
o
r
 
m
a
i
n
t
a
i
n
 
a
 
r
e
s
p
o
n
s
e , other etiologies should be considere and evaluated (see

P
R

E
C

A
U

T
IO

N
S

: G
eneral and Laboratory T

ests). W
h
e
n
 
A
r
n
e
s
p" therapy is initiated or

adjusted, the hem
oglobin should be follow

ed w
eekl until stabilzed and m

onitore at least
m
o
n
t
h
l
y
 
t
h
e
r
e
a
f
e
r
.

For patients w
ho respond to A

ranesp
"
 
w
i
t
h
 
a
 
r
a
p
i
d
 
i
n
c
r
e
a
s
e
 
i
n
 
h
e
m
o
g
l
o
b
i
n
 
(
e
. g., m

ore than
0 g/dL in any 2-w

eek period), the dose of A
rnesp " should be reduce (see D

O
S

A
G

E
 A

N
D

A
D

M
IN

IS
T

R
A

T
IO

N
: D

ose A
djustm

ent) because of the association of excesive rate of rise of
hem

oglobin w
ith adverse events (see W

A
R

N
IN

G
S

: C
ardiovascular E

vents , H
em

oglobin, and
R

ate of R
ise of H

em
oglobin).

T
he dose should be adjusted for each patient to achieve and m

aintain a target hem
oglobin level

not to exceed 12 g/dL.

Starting D
ose

C
orrection of A

nem
ia

T
he recom

m
ended starting dose of A

rnesp " for the corrction of anem
ia in C

R
F patients is

0.45 m
cgJg body w

eight , adm
inistered as a single IV

 or SC
 injecton once w

ekly. B
ecuse of

individual variability, doses should be titrted to not exceed a target h
e
m
o
g
l
o
b
i
n
 
c
o
n
c
e
n
t
r
t
i
o
n
 
o
f

12 g/dL (see D
O

S
A

G
E

 A
N

D
 A

D
M

IN
IS

T
R

A
T

IO
N

: D
ose A

djusbnent). For m
any patients , the

a
p
p
r
o
p
r
i
a
t
e
 
m
a
i
n
t
e
n
a
n
c
e
 
d
o
s
e
 
w
i
l
l
 
b
e
 
l
o
w
e
r
 
t
h
a
n
 
t
h
i
s
 
s
t
a
r
t
n
g
 
d
o
s
e
.
 Preialysis patients, in

particular, m
ay require low

er m
aintenance doses. A

lso, som
e patients have ben trated

succssfully w
ith a S

C
 dose of A

rnesp
"
 
a
d
m
i
n
i
s
t
e
r
d
 
o
n
c
e
 
e
v
e
r
y
 
2
 
w
e
e
k
s
.

C
onversion From

 E
poetin alf to A

ranesp

T
he starting w

eekly dose of A
rnesp

"
 
'should be estim

ated on the basis of the w
eekly E

poetin
alfa dose at t/e tim

e of substitution (see T
able 5). B

ecuse of individual variabilty, doses should
then be titrted to m

aintain the target hem
oglobin. D

ue to the longer serum
 half- life, A

rnesp
should be adm

inistered less frquenU
y than E

poetin alfa. A
rnesp " should be adm

inistere once
a w

eek if a patient w
as receiving E

poetin alfa 2 to 3 tim
es w

eekly. A
resp

"
 
s
h
o
u
l
d
 
b
e

adm
inistered once every 2 w

eeks if a patient w
as receiving E

poetin ala o
n
c
 
p
e
r
 
w
e
e
.
 
T
h
e

route of adm
inistrtion (IV

 or SC
) should be m

aintained.

C
l
e
a
n
 
v
e
r
s
i
o
n

A
M

G
E

N
 C

O
N

F
ID

E
N

T
IA

L
N
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r
n
e
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P
I
 
v
3
. 1+

 P
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T
able 5. E

stim
ated A

ranesp " S
tarting D

oses (m
cglw

eek)
B
a
s
e
d
 
o
n
 
P
r
e
v
i
o
u
s
 
E
p
o
e
t
i
n
 
a
l
f
 
D
o
s
e
 
(
U
n
i
t
s
l
w
e
e
k
)

P
r
e
v
i
o
u
s
 
W
e
e
k
l
y

(U
nitslw

eek)

" 2, 500

500 to 4
999

000 to 10,999

11,000 to 17 , 999

18,000 to 33, 999

34, 000 to 89,999

2: 90,000

E
poetin

D
ose

W
eekly A

ranesp " D
ose (m

cg/eek)

12.

alfa

100

200

481

482
483

484
485
486
487
488
489

490
491
492
493

494

495
496
497

498

499
500

501
502
503
504
505
506
507

508

509
510

D
ose A

djustm
ent

T
he dose should be adjusted "for each patient to achieve and m

aintain a target hem
oglobin not to

exceed 12 g/dL.

Incrases in dose should not be m
ade m

ore frequently than once a m
onth. If the hem

oglobin is
increasing and approaching 12 g/dL

, the dose should be reduced by approxim
ately 25%

. If the
h
e
m
o
g
l
o
b
i
n
 
c
o
n
t
i
n
u
e
s
 
t
o
 
i
n
c
r
a
s
e
,
 
d
o
s
e
s
 
s
h
o
u
l
d
 
b
e
 tem

porarily w
iheld until the hem

oglobin
begins to decrase, at w

hich point therapy should be reinitiated at a dose approxim
ately 25%

below
 the previous dose. If the hem

oglobin increases by m
ore than 1. 0 gldL

 in a ' 2-w
eek period,

the dose should be decrase by approxim
ately 25%

.

If the incrase in hem
oglobin is less than 1. 0 g/dL over 4 w

eeks and iron stores are adequate
(
s
e
e
 
P
R
E
C
A
U
T
I
O
N
S
:
 Laboratory T

ests), the dose of A
rnesp

"
 
m
a
y
 
b
e
 increase

by approxim
ately 25%

 of the previous dose. F
u
r
t
e
r
 
i
n
c
r
e
a
s
e
s
 
m
a
y
 
b
e
 
m
a
d
e
 
a
t
 
4
-
w
e
e
k
 intervals

until the specified hem
oglobin is obtained.

M
aintenance D

ose

A
rnesp

" dosage should be adjusted to m
aintain a target hem

oglobin not to exceed 12 g/dL. If
the hem

oglobin exceeds 12 gldL, the dose m
ay be adjusted as descrbed above. D

oses m
ust be

individualized to ensure that hem
oglobin is m

aintained at an appropriate level for each patient.

C
ancer Patients R

eceivng C
hem

otherapy
T

he recom
m

ended startng dose for A
ranesp

"
 
i
s
 
2
.25 m

cglkg adm
inistered as a w

eekly S
C

injecton.

T
he dose should be adjusted for each patient to achieve and m

aintain a target hem
oglobin. If

there is less than a 1. 0 g/dL increase. in hem
oglobin afer 6 w

eeks of therapy, the dose of
A

rnesp
" should be increased up to 4. 5

 
m
c
g
l
k
g
.
 
I
f
 
h
e
m
o
g
l
o
b
i
n
 
i
n
c
r
a
s
e
s
 
b
y
 
m
o
r
e
 
t
h
a
n
 
1
. 0 g/dL

in a 2-w
eek period or if the hem

oglobin exceds 12 g/dL, the dose should be reduce by
approxim

ately 25%
. If the hem

oglobin exceeds 13 g/dL
, doses should be tem

porarily w
ithheld

until the hem
oglobin falls to 12 g/dL. A

t this pO
int, therapy should be reinitiated at a dose

approxim
ately 25%

 below
 the previous dose.

P
reparation and A

dm
inistration of A

ranesp

D
o not shake A

rnesp " or leave vials or syrnges exposed to bright light. A
fter rem

oving the vials
o
r
 
p
r
e
l
l
e
d
 
s
y
r
i
n
g
e
s
 
f
r
o
m
 
t
h
e
 cartons, keep them

 covered to protect frm
 room

 light unti
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511
512
513

514
515
516

517

518

519
520
521

522
523
524
525
526
527

528
529

530
531
532
533
534
535
536
537

adm
inistration. V

igorous shaking or exposure to light m
ay denature A

rnesp " causing it to
becom

e biologically inactve. A
lw

ays store vials or prefilled syrnges of A
rnesp " in their carton

until use.

P
arenteral drug products should be inspected visually for partculate m

atter and discoloration
prior to adm

inistration. D
o not use any vials or prefilled syringes exhibiting partculate m

atter or
discoloration.

D
o not dilute A

rnesp

D
o not adm

inister A
rnesp " in conjuncton w

ith other drug solutions.

A
rnesp

" is packaged in single-ose vials and prefilled syrnges and contains no preservatie.
D
i
s
c
a
r
d
 
a
n
y
 
u
n
u
s
e
d
 
p
o
r
t
o
n
.
 

D
o not D

ool unused D
ortons from

 the vials or D
refilled

svrinQ
es. D

o not use the vial or D
refilled svrinQ

e m
ore than one tim

e.

F
ollow

ing adm
inistration of A

m
nesp " frm

 the prefilled syringe, acvate the U
lbaS

afe " N
eele

G
uard. Place your hands behind the needle, grasp the guard w

ith one hand, and slide the guard
forw

rd until the needle is c
o
m
p
l
e
t
e
l
y
 
c
o
v
e
r
e
 
a
n
d
 
t
h
e
 
g
u
a
r
d
 
c
l
i
c
k
s
 
i
n
t
o
 
p
l
a
c
e
.
 N

O
T

E
: If an

audible click is not heard, the needle guard m
ay not be c

o
m
p
l
e
t
e
l
y
 
a
c
t
v
a
t
e
.
 T

he prefilled

syringe should be disposed of by placing the entire prefilled syringe w
ith guard actted into an

approved punct
r
e
p
r
o
o
f
 
c
o
n
t
a
i
n
e
r
.

S
ee the accm

panying " Infonnation for P
atients" leaflet for com

plete instrctons on the

preparation and adm
inistrtion of A

ranesp " for patients.

H
O

W
 S

U
P

P
LIE

D

A
rnesp " is available in single-dose vials in tw

o solutions , an album
in solution and a polysorbate

solution. T
he w

ords " A
lbum

in F
re

" appear on the polysorbate container labels and the package
m

ain panels as w
ell as other panels as space pennils. A

rnesp " album
in solutn is also

available in single-ose prefilled syringes supplied w
ith a 27 gauge, * inch neele. T

o reuce
the risk of accidental needlesticks to users, each prefilled syrnge is equipped w

ith an U
ltrSafe

N
eedle G

uard that covers the needle during disposal. A
rnesp " is available in the follow

ng
packages:

C
lean version

A
M

G
E

N
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O
N

F
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E
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T
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L

N
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1 V
ial/Pack,

4 Packs/C
ase

S
ingle-cose V

ial , Polysorbate Solution

4 V
ials/P

ack, 4 P
acks/C

ase

538

200 m
cg/1 m

L
(
N
D
C
 
5
5
5
1
3
-
0
6
0
1
)

300 m
cg/1 m

L
(N

D
C

 55513-110-01)

500 m
cg1 m

L
(
N
D
C
 
5
5
5
1
3
-
0
8
-
0
1
)

200 m
cg/1 m

L
(N

D
C

 55513-006-04)

300 m
cg/1 m

L
(N

D
C

 55513-110-04)

539
S

ingle-cose V
ial, A

lbum
in S

olution

1 V
ial/Pack,

4 P
acks/C

ase
4 V

ials/P
ack, 4 P

acks/C
ase

200 m
cg1 m

L
(N

D
C

 55513-014-1)

300 m
cg/1 m

L
(N

D
C

 55513-015-01)

500 m
cg/1 m

L
(
N
D
C
 
5
5
5
1
3
-
0
1
6
-
1
)

540

C
lean version

A
M

G
E

N
 C

O
N

F
ID

E
N

T
IA

L

200 m
cg1 m

L
(
N
D
C
 
5
5
5
1
3
-
0
1
4
-
)

300 m
cg/1 m

L
(N

D
C

 55513- 015-)

4 V
ials/P

ack, 10 P
acks/C

ase

25 m
cg/1 m

L
(N

D
C

 55513-002- 04)

40 m
cg1 m

L
(
N
D
C
 
5
5
5
1
3
-
0
3
-
0
4
)

60 m
cg/1 m

L
(
N
D
C
 
5
5
5
1
3
-
0
0
4
0
4
)

100 m
cg1 m

L
(N

D
C

 55513-005-04)

150 m
cgO

. 75 m
L

(
N
D
C
 
5
5
5
1
3
-
0
5
3
-
)

4 V
ials/Pack

, 10 P
acks/C

ase

25 m
cg/1 m

L
(
N
D
C
 
5
5
5
1
3
-
0
1
0
-
)

40 m
cg/1 m

L
(N

D
C

 55513-011- 04)

60 m
cg/1 m

L
(
N
D
C
 
5
5
5
1
3
-
0
1
2
-
0
)

100 m
cg/1 m

L
(
N
D
C
 
5
5
5
1
3
-
1
3
-
)

150 m
cgO

. 75 m
L

(
N
D
C
 
5
5
5
1
3
-
0
5
4
)

N
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S
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1 Syringe/Pack,
4 Packs/C

ase

S
ingle-cose P

refilled S
yringe (S

ingleJect
) W

ith a 27 gauge, Y
. inch N

e
e
l
e
 
W
i
t
h
 
a
n

U
ltraSafe

N
e
e
d
l
e
 
G
u
a
r
d
,
 
P
o
l
y
s
o
r
b
a
t
e
 
S
o
l
u
t
i
o
n

541
542

200 m
cgO

.4 m
L

(N
D

C
 55513- 028- 01)

3
0
0
 
m
c
g
/
0
. 6 m

L
(N

D
C

 55513- 111-01)

500 m
cg1 m

L
(N

D
C

 55513- 032-01)

4 S
yringes/P

ack,
4 P

acks/C
ase

200 m
cg/O

.4 m
L

(N
D

C
 55513-028- 04)

3
0
0
 
m
c
g
/
0
. 6 m

L
(
N
D
C
 
5
5
5
1
3
-
1
1
1
-
0
)

4 S
yringeS

/P
ack,

10 P
acks/C

ase

2
5
 
m
c
g
/
0
. 42 m

L
(
N
D
C
 
5
5
5
1
3
-
5
7
-
0
)

40 m
cgO

. 4 m
L

(
N
D
C
 
5
5
5
1
3
-
2
1
-
0
)

60 m
cgO

. 3 m
L

(
N
D
C
 
5
5
5
1
3
-
2
3
0
4
)

100 m
cgO

. 5 m
L

(N
D

C
 5551

25)
150 m

cgO
. 3 m

L
(
N
D
C
 
5
5
5
1
3
-
2
7
-
0
)

543
544

Single-cose Prefilled Syringe (SingleJect
)
 
W
i
t
 
a
 
2
7
 
g
a
u
g
e
,
 
Y
.
 inch N

eele W
it an

U
ltraSafe

N
eedle G

uard, A
lbum

in Solution
4 S

yringes/P
ack,

10 P
acks/C

ase
1 Syringe/Pack,
4 Packs/C

ase

200 m
cgO

. 4 m
L

(
N
D
C
 
5
5
5
1
3
-
0
4
0
1
)

3
0
0
 
m
c
g
/
0
. 6 m

L
(
N
D
C
 
5
5
5
1
3
-
4
6
-
0
1
)

500 m
cg1 m

L
(
N
D
C
 
5
5
5
1
3
-
0
4
-
0
1
)

545

546

547
548
549

550
551
552

4 SyringeslPack,
4 P

acks/C
ase

200 m
cgO

. 4 m
L

(N
D

C
 55513-)

3
0
0
 
m
c
g
/
0
. 6 m

L
(N

D
C

 55513-04)

25 m
cgO

. 42 m
L

(N
D

C
 55513-58)

40 m
cgO

. 4 m
L

(
N
D
C
 
5
5
5
1
3
-
3
7
-
0
)

60 m
cgO

. 3 m
L

(N
D

C
 55513-39)

100 m
cgO

. 5 m
L

(
N
D
C
 
5
5
5
1
3
-
4
1
-
0
)

150 m
cgO

. 3 m
L

(N
D

C
 55513-04)

Storage

S
tore at 2

to aoc (36
to 46

F
), D

o not freeze or shake. P
rotect from
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