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A
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 (alefa.epl)

D
E

SC
R

IPT
IO

N

A
M

E
V

IV
E

I:! (aleiacept) is an im
rnl.iosuppressilie dim

eric ftsicn protein that consists of the extracellu¡ar C
D

2~
binding porticn of the hum

an leukocyte function ant~gen-3 (L
E

A
,-3) linked to the Fe (hinge, C

~i2 and C
I~3

dom
ains) portion of hum

an IgG
1. P.lefacept is produced by recom

binam
 D

N
A

 technology in a C
hinese

i-:am
ster O

varf (G
H

O
) m

am
m

alian ce!1 expression system
. T

he m
olecular w

eight of aleiacept is 91.4 kìlodal-
tons.

A
i\1E

V
IV

E
~ is supplied as a sterile, w

hrte-!o-otf-w
hite, preser.¡aiiiie-free,lyophm

i:ed pow
der for parenteral

adm
inistration. A

fter reconst¡tut¡on w
ith 0.6 m

L
 of the supplied Sterile W

ater for Injection, U
SP, the solution

of ¡i.lli1E
V

lV
E

(i is clear, w
tth a pH

 of approxim
ately 6.9.

A
M

E
V

IV
E

,¡: is available in tw
o form

ulations. A
M

E
V

IV
E

$ for intram
uscular injection contains 15 m

g aleiacept
per 0.5 m

L
 of reconstituted soJut!on. A

M
E

V
IV

E
:l. fer intravenous injection contains 7.5 m

g alefacept per 0.5
m

L
 of reconstituted solution. ß01h form

ulations also contain 12.5 m
g sucrose, 5.0 m

g glycine, 3.6 m
g sodi-

um
 citrate dîhydrate, and 0.06' m

g citric acid m
::nohydrate per 0.5 m

L
.

C
LN

IC
A

L P
H

A
R

M
A

C
O

LO
G

Y

A
M

E
V

1V
E

e interferes w
ith lym

phocyte activation by specifically binding to the lym
phocyte antigen, C

02, and
inhibiting L

FA
-3/C

D
2 interaction. A

ctîvation ot T
 I~'m

phocytes invol'/ing the interaction betw
een L

FA
-3 on anti-

Q
en-presenting ceH

s and C
D

2 on T
 rym

phocytes plays a role in the pathophysioiogy of chronic plaque psori-
asis. T

he m
ajcrIT

j of T
 lym

phocyes in psoriatic lesions are of the m
em

ory effector phenotýpe charactenzed
011 the presence of the C

D
45R

O
 m

arker1, express a~ivat¡or: m
arkers (e.g., 0025, C

D
69) and release inflam

-
m

atory cyokínes, such as irrerferon y.

A
M

E
V

¡V
E

~ also causes a reduction in subsets of C
02-! T

 lym
phocytes (prim

arily C
D

45R
O

-!), presum
ably by

brîdging betw
een C

02 on target lym
phocyes and ìm

m
unogiobuH

n Fc receptors on cytotoxic r.elis, such as
natural km

er cells. T
reatm

ent w
ith A

M
E

.IV
E

'~ resuÎ' in a rcduc'Jon ¡n circulating total G
D

4+
 and C

D
St

T
 1ym

phocyte counts. C
02 is also expressed at low

 ¡eveis on the surface at natural killer ceH
s .and cert¡n bone

m
ar,O

i''¡ B
 lym

phocytes. T
herefore, the potential exísts ¡or A

M
E

viV
~to aftect ttie activat!on ar:d num

bers of
cells other than T

 lym
phocyes. In cii:¡ical stud!es of A

M
E

V
1V

E
I&

, m
lnor changes in the num

bers of .circulat-
ing cells other than T

 lym
phocyres have beer. observed.

Pharm
acokinetics

In patients w
ith m

oderate to severe piaque psoriasis, follow
ing a 7.5 ing intravenous (lV

) adrr¡nìst;ation, the
m

ean volum
e of distribution of ale1acept w

as 94 m
U

kg, the m
ean clearance w

as 0,25 m
U

h/kg, and the m
ean

elim
inat10n halH

1e w
as approxim

ately 270 hou~s. Follow
ing an intram

uscular (1M
) injection, bioavaH

abilty
w

as 63%
,

T
he pharm

acokinetics of aleiacept in pediatric patients have not been studied. T
he effects of renal or hepatic

lm
paifm

ent on the pharm
acokinetics 01 alefacept have not been studied.

Pharm
acodynam

ìcs
A

t doses tested in clinical trials, A
M

E
V

jV
E

~ therapy resulted in a dose-dependent decrease ii: circi:lating total
lym

phG
-:ytes:2. T

his reduction predom
inantly affected the m

em
ory elfector subset of the G

D
4+

 and C
08+

T
 lym

phocyte com
partm

arits (C
D

4+
C

D
45R

O
+

 and C
D

B
.,C

D
45R

O
tJ, the predom

inant phenotype in psoriatic
¡esions. C

irculating naive T
 lym

phoC
'¡1C

 and natural kiler G
Æ

U
 C

O
U

fits appeared to be only m
¡n¡m

a1Jy suscepti-
ble to A

;\~E
V

IV
E

l¡~ treatm
ent, w

hile circ:.lating 8 iym
phocyte counts appeared not to be affected by A

M
E

V
IV

E
~

(see A
D

V
E

R
SE

 R
E

A
C

T
IO

N
S, E

lfe.' on L
ym

pho.yte C
ounls),

C
LN

IC
A

L S
T

U
D

IE
S

A
M

E
V

!V
E

~ w
as evaluated in hvo random

ized, double-blind, placebo-controlled studies in adults w
ith chronic

(:~.~ year) plaque psor¡asis and a m
inim

um
 body su;f¡,ce area involvem

ent of 10%
 w

ho w
ere candidates for or

had previously received system
ic therapy at phototherapy. E

ach course consisted or once-w
eekly adm

inis.
T

ratìon for '12 w
eeks (IV

 for study 1, 1M
 for Study 2) of placebo D

r A
M

E
V

IV
E

~. Patients could recerve çun~
G

om
itant row

 potency topical steroids. C
oncom

itant phototherapy O
i system

ic therapy w
as not allow

ed.

in Study 1, patints w
ere random

ized to receive one or tlN
O

 courses of A
M

E
V

IV
E

(¡ 7.5 m
g adm

inistered by IV
horus. T

he first and second courses in the T
W

O
-course cohort w

ere separaT
cd by at least a 12-w

eek post-dO
S-

ing im
en:al. A

 total of 553 patients w
ere random

¡z.ed into three cohort (T
able 1).

T
able 1. T

reatm
ent G

roup and N
um

ber of Patients D
oiied in Study 1

C
ourse 1 (N

o. of patients) 
C

ourse 2 (N
o. of patients) 

C
ohort 1

A
M

V
IV

E
'" (IB

3)
A

M
V

IV
E

'" (154)
C

ohort 2
A

M
V

lV
E

" (lB
4)

Placebo (142)

C
ohort 3 

Placebo (i86) 
A

M
V

IV
'" (153)-

-
ST

U
dy 2 provided a basis for com

parison of pm
ients treated ..Ú

th crther 10 m
g or 15 m

g A
M

E
V

IV
E

~ 1M
. O

ne
hundred seventy-three patients w

ere random
¡zed to reG

eive 10 m
g of A

M
E

V
!V

E
'f, ¡M

, 166 to receive 15 m
g of

Ä
f.r1E

V
IV

t? fM
, and 168 to receive placebo.

in Studies 1 a~d 2, 77%
 of patients had prev¡o¡;sly r&

celved system
ic therapy andior phototherapy for ¡.sori.

asis. O
f these, 23%

 and 19%
, ~espectively, had faH

ed to respond to at lea.~t one of thase previous therapies.

T
able 2 show

s the treatm
ent response in the first course of Study 1 and Study 2. R

esponse to t;eatm
ent in

both studies w
as deH

ned as the proportion 01 patients w
itti a reduction in score on the Psoriasis A

rea and
Se'Jerliy Index (PA

S!j3 of at least 75%
.. from

 baseline at t\llO
 w

eeks foH
ow

ing the 12w
w

eek treatm
ent period.

O
ther treatm

ent responses inciuded the proportÎon of patients w
ho 2chieved a scoring of "alm

ost ciear~ or
~c¡ear" by Physician G

ioba! A
ssessm

ent (PG
A

) and the proportion of patients w
ith a reduction jn PA

Sl of at
least 50%

 from
 baseline tN

o w
eeks after the 12-w

eek treatm
ent perîod.

T
able 2. P

ercentage of Patients R
esponding to the F

irst C
ourse of T

reatm
ent in

Study i (the Intraenous Study) and Study 2 (the Intram
uscular Study) T

w
 W

eeks P_ost D
osig

Studyl
Stud:2

T
reannent

response:
Placebo

A
M

E
V

1V
E

lg
D

ifference
Placebo

A
M

E
V

IV
E

(U
D

ifference
(""duetonin

(N
=

I")
7.5m

gIV
(95%

 C
1)

(N
=

1")
15m

gIM
(95%

C
I)

disc!lcoctvily
(N

=
367)1

(N
=

1")
frobliclincJ

l75%
reduction

4%
14%

10~ (6, 15)
5%

21%
16'" (9,23)

PA
S1

.....m
.__m

m
_.m

;:50%
 reduction 

10%
38%

28~ (22, 35)
18%

42%
24~ (14, 33)

PA
S!

PO
A

 "alm
osl cleat'

4%
U

%
'.(3.12)

5%
14%

9§(3,15)
or "clear" 

IC
ohor5 i and 2 are com

bined.
.p values ..0.001
+

p vaue 0.004
§p vaue 0.006

in Study 2, the proportion of responders to the 10 m
g 1M

 dose w
as higher than placebo, but the difference

V
JaS not statisticaily significant.

~n both studies, onset of response to A
M

E
V

iV
E

~ T
reatm

ent (at leas! a 50%
 reduction of basel¡ne PA

SI) began
60 days after the strt of therapy.

W
ith one course of theräpy in Study 1 (IV

 route), the m
edia;: duration of response (defined as m

aintenance
of a 75%

 or greater reduction in P
A

S
I) 'w

as 3.5 m
onths fat' A

M
E

V
IV

E
:i-treated patients arr 1 m

onth for
placebo-treated patients. in Study 2 (lM

 route), the m
ed¡;m

 duration of response w
as approxim

ately 2 m
onths

for both A
M

E
V

lV
E

&
-treated patients and placebo-tre2ted patîents.

M
ost patients w

ho had respom
!ed to either M

r1E
V

¡V
~ or placebo :,lêintained a 50%

 or greëter reduction in
PA

S! through the 3.m
ont¡~ obser,¡a!¡on period.

A
m

ong responders in S
tudy 1 w

ho received M
lfE

V
iV

E
~

 7.5 m
g IV

 or in S
tud~

' 2 w
ho received A

M
E

V
IV

E
e

15 m
g 1M

 and w
ere foliow

ed off active treatm
ent before A

M
E

V
IV

E
~ retreatm

ent, a 50'%
 or greater reduction

in PA
S! w

as m
aintained for a m

edian of 7 m
onths.

Som
e patierrs achieved their m

axlm
a! response beyond 2 w

eek.s post-dosing. In Studies 1 and 2, an addi~
tiona! 11%

 (42/367) .and 7%
 (12/156) of patients treated w

ìth A
M

E
V

1V
E

9, respectively, achieved a ï5%
reduction from

 baseH
ne PA

S! score at one or m
ore visits after the first 2 w

eeks of the foliow
.up period.

R
etreafm

enl
Patients 1n Study 1 w

ho had com
pleted the firST

 IV
 treatm

ent course w
ere ilH

g¡tle to receive a second treat~
m

ent course if their pSO
riasis w

as less than "clear" by PG
A

 and their G
D

4+
 T

 lym
phocyte count w

is above
the ~ow

er lim
it of norm

aL
. T

he level of response (decre2se in m
edian PA

SI score) over the tw
o courses of IV

treatm
ent is sÍlo'N

n in Figura 1. T
he m

edian reduction ¡n PA
SI score w

as greater in patients w
ho rece¡ved a

second course of A
M

E
V

IV
E

:2 treatm
ent (see C

ohort ¡) com
pared to patie!'s w

ho received placebo (see
C

ohort 2ì.
F

igure 1. M
edian P

A
S

. S
C

D
re O

ver T
im

e

-+
vi..¡....... (eol,, 11 - - ...._IP.c.bo (C

orl2) _.__P1ac..,... (C
oi.. J)
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,',',/,m
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2W
.ek
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1 m
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12W
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a~162D
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IN
D

IC
A

T
IO

N
S A

N
D

 U
SA

G
E

A
ri,lE

V
IV

E
t:~ is ¡nò¡cated for the treatm

ent of adult patients w
ith m

oderate to severe chronic plaque, psoriasis
w

ho are candidates for system
ic therapy or phototherapy.

C
O

N
T

R
A

!N
D

lC
A

T
IO

N
S

.A
.lJlE

V
IV

E
G

 should not be adm
inistered to patie:¡ts infected w

ith H
IV

. A
M

E
V

lV
E

~¡ reåuces C
D

4+
 T

 lym
phocyte

counts, \-vh¡ch m
ight acce~erate d¡sease progressiori or increase com

pH
cations of disease in these patiem

s
is"' W

A
R

N
IN

G
S. L

Y
M

PH
O

PE
N

IA
 and W

A
R

N
IN

G
S, Serious Infe.lionsj,

A
M

E
V

lV
E

~! should net be adm
inistered to patients w

ith K
now

n i~ype;sensitivH
y to A

M
E

V
IV

E
'~ or any 01 its

com
ponents.

W
A

R
N

IN
G

S

L
Y

M
PH

O
PE

N
IA

A
M

E
V

IV
E

~ IN
D

U
C

E
S D

O
SE

-D
E

PE
N

D
E

N
T

 R
E

D
U

C
T

IO
N

S IN
 C

IR
C

U
L

A
T

IN
G

 C
D

4+
 A

N
D

 C
08+

 T
 L

Y
M

PH
O

C
Y

T
E

C
O

U
N

T
S_

A
 C

O
U

R
SE

 O
F A

M
E

V
IV

E
~ T

H
E

R
A

PY
 SH

O
U

L
D

 N
D

T
 B

E
 IN

IT
IA

T
E

D
 IN

 PA
T

IE
N

T
S W

IT
H

 A
 C

D
4+

 T
 L

Y
M

PH
D

C
Y

T
E

C
O

U
N

T
 B

E
L

O
W

 N
O

R
M

A
L

. T
H

E
 C

04+
 T

 L
Y

M
PH

O
C

Y
T

E
 C

O
U

N
T

S O
F PA

T
IE

N
T

S R
E

C
E

IV
IN

G
 A

M
E

V
IV

E
~

SH
O

U
L

D
 B

E
 M

O
N

IT
O

R
E

D
 E

V
E

R
Y

 T
W

O
 W

E
E

K
S T

H
R

O
U

G
H

O
U

T
 T

H
E

 C
O

U
R

SE
 O

F T
H

E
 12-W

E
E

K
 D

O
SIN

G
 R

E
G

-
IM

E
N

. IF C
D

4+
 T

 L
Y

M
PH

D
C

Y
T

E
 C

O
U

N
T

S A
R

E
 B

E
L

D
W

 250 C
E

L
L

S!~L
. A

M
E

V
IV

E
~ D

O
SIN

G
 SH

O
U

L
D

 B
E

W
IT

H
H

E
L

D
 A

N
D

 W
E

E
K

L
Y

 M
O

N
IT

O
R

IN
G

 IN
ST

IU
T

E
D

. A
M

E
V

IV
E

~ SH
O

U
L

D
 B

E
 D

ISC
O

N
T

IN
U

E
D

 IF T
H

E
C

O
U

N
T

S R
E

M
A

IN
 B

E
L

O
W

 250 C
E

L
L

S!~L
 lor one m

onth (SE
E

 D
O

SA
G

E
 A

N
D

 A
D

M
IN

IST
R

A
T

IO
N

).

M
alignancies

A
f..1E

V
rV

E
'ji m

ay increase the risk of m
alignancies. In the 24-w

eek period constiut¡ng the first course of place-
bo-ccntro!!ed studies, 13 m

alignancies w
ere diagnosed in 11 A

M
E

V
IV

E
ili.treated patients. T

he incidence of
IT

êl!gnancies w
as 1.3%

 (11/876) ¡or A
M

E
V

iV
E

~w
treated patients com

pared to 0.5%
 (2i413) in the piacebO

gm
tip (see A

D
V

E
R

SE
 R

E
A

C
T

IO
N

S, M
alignancies). !n preclinical studies, anim

als developed B
 ceU

 hyper-
plasia, and one anim

al developed a lym
phom

a (see PR
E

C
A

U
T

IO
N

S, C
arcinogenesis, M

utagenesis, and
Fertílty). A

M
E

V
IV

E
iE

 should not be adm
inistered to patients w

ith a history of system
ic m

allg:i2ncy. C
aution

should be exercised w
hen considering the use of A

r\llE
V

lV
E

~ in patients at li!gh ;isk for iraJ1gna¡~cy. if a pat!ent
develops ê m

alignancy, A
i\1E

V
1V

E
4~ should be discontinued.

S
erious Infections

A
M

f:ìJIV
E

e is an ¡m
m

unosuppressive agent and, the,efore, has t¡~e potential to increase the risk of infection
and reactivate latent. ctlronÎc iniections. A

fIi1E
V

¡V
E

lt should not be adm
inistered to patients w

ith a clinically
im

portant infecrion. C
aution shou~d be exetcisad w

hen considedng the use of A
lV

;E
V

IV
E

:l ¡n patients w
ith

chronic infections or a history of recurrent infection. Patients should be m
onitored for sfgns and sym

ptom
s

of infection during or after a course of A
M

E
V

IV
E

Ø
. N

ew
 infectio¡;s should be ciosely m

onitored. it a patíent
develops a serious inieL

"tion, A
M

E
V

¡V
E

r¡ should be discontinued (see A
D

V
E

R
SE

 R
E

A
C

T
IO

N
S, Infections). In

the 24-w
eek period consH

tuting the first cou;se of p!acebo-cont;o!led studies, serious infections (infections
requiring hospitaH

zation) w
ere observed at a rate 01 0.9%

 (818"15) in A
M

E
V

IV
E

$-treated patients and
0.2%

 (1/413) in the placebo group.

PR
E

C
A

U
T

IO
N

S

E
ffects on the Im

m
une System

Patients receiving other im
m

unosuppressive agent~ or phototheæ
.py should not receive concurrel1 therapy

w
ith A

M
E

V
¡V

E
~ because of the possibiH

ty of excessive im
m

unosuppression.

T
he safety and efficacy of V

2ccines, specifically live or live-attenuated vaccines, adm
inistered to patients being

treated W
IT

h A
r..1E

V
IV

E
ifl have not been studied. In a study of 46 patients w

îth chronic plaque psoriasis, the
aom

ty to m
ount im

m
unIT

Y
 to tetnus toxoid (recaH

 antigen) and an experim
ental neo~antigen w

as preserved
in those patients undergoing A

M
E

V
iV

E
~ therapy.

A
llergic R

eactions
H

ypersensitivity reactions (urticaria, angioedem
a) irverc assoc¡atr,(j W

IT
h T

he adm
inistratJcn o! A

M
E

V
IV

E
~.

an anaphylactic react¡on D
r othe; serious aJiargic reaction occurs, adm

jnìstratìor; 01 A
M

E
V

IV
E

(i should be dis~
continueâ im

m
ediateiy and appropriate therapy initiited.

H
epatic lnjury

In post-m
arketing experience there have been reports of H

ver injur~i, inC
luding asym

ptom
aric transam

inase
elel,'ation, fatt infiltration of the liver, hepatitis, decom

pensation of cirrhosis w
ith liver faH

ure, 2nd acute liver
failure. T

w
o cases of H

ver failure w
ere reported W

IT
h concom

itant alcohol use (see A
D

V
E

R
SE

 R
E

A
C

T
IO

N
S,

H
epalic Injury). In the 24-w

eek peïiod coiist~tutíng the Ú
st course of placebo.corrtrolled sti:dies,

1.7%
 (15/876) of A

M
E

V
IV

E
i:l-treated patie~~ts arid 1.2%

 (5/413) of the placebO
 group experienced A

L
T

 and/or
A

ST
 ele'Jc;tions of at IfJast 3 tim

es thfJ uppilr lim
it ut norm

aL
. ~V

hH
e T

hfJ exact relatlonsh¡p of these occurrencas
w

ith the use of A
M

E
V

lV
E

æ
l has ¡¡ot been established, patients w

¡th signs cr sym
ptom

s 01 Jiver injury shouid
he fully e'Jaluated. A

r\l1E
V

fV
E

~ should be discontinued in patients w
ho develop significant clinical signs of i¡ver

injury.

Inform
ation for P

atients
P

atients should be inform
ed of the need for regular m

onitor!ng of w
hIT

e blood cell (lym
phocyte) counts

during therdpy and that A
M

E
V

IV
E

,¡ m
ust be adm

inistered under the supervision of a physkian. P
atients

st¡O
uld also be inform

ed that A
M

E
V

IV
E

iã reduces lym
phocyte counts, lN

hich could increase U
ieír chances of

developing an infection or a m
alignancy. Patients shou!d be advised to inform

 their physician prom
ptly if they

develop any signs of an infection or m
alignancy w

hile undergoing a course of treatm
ent w

ith A
M

E
V

JV
F~.

F
em

ale patjents shouid also be advtsed to nottfy their physicians ¡¡ they becom
e pregnant w

hile taking
A

M
E

V
IV

E
~ (or w

ithin 8 w
eeks of disconttnuing A

M
E

V
IV

E
iW

) and be advised of the ex~stence of and encour.
aged to enroll in the Ptegnaricy R

egistry. C
all1-866.A

M
E

V
l"lE

 (1-866-263-8483) to enroll into the R
eg¡stry

i
B
e
e
 
P
R
E
C
A
U
T
I
O
N
S
,
 
P
r
e
g
n
a
n
c
y
j
,
 
'

Patients should be advised that serious liver ¡njuri has been reported in patients rec~iving A
M

E
V

¡V
E

~. Patients
shO

t:!d be advised to report to their physician persistent nausea. a:¡orexìa, fatigue, vom
iting, abdom

inal pain,
jaundice, easy bruising, dark urine or pale steols.

laboratory T
ests

T
he C

D
4+

 T
 iym

phocyte counts should be m
onitored ever/ tw

o w
eeks during the 12.w

€ék A
M

E
:V

IV
E

$ dosing
period and t:sed to gtiide dosing. ?atierits should have norm

ai C
D

4+
 T

 iym
phocyte counts prior to an in¡tial or

a subsequent course of treatm
ent w

ith A
M

E
V

IV
E

$. If C
D

4+
 T

 lym
phocyte cou:;s are below

2.50 cells!¡Ü
., A

M
E

V
IV

E
.: dosing should be w

ithheld and w
eekly m

onitoring ìns-¡ituted. A
M

E
V

iV
F&

- should be
discontinued if C

04+
 T

 lym
phoc¡..te counts rem

ain below
 250 cells/¡.L

 for one m
onth.



D
rug Interactions

N
o form

al inteíaction studies have been perform
ed.

C
arcinogenesis, M

utagenesis, am
i Fertilty

In a chronic tO
yjcip¡ stud:.¡, cynom

olgus m
onkeì'S w

ere dosed w
eekly fO

i 52 w
eeks w

ith intravenous alefacept
at 1 m

glkg/dose or 20 m
g/kgidose. O

ne anim
al in the high dose group developed a B

-ceU
 lym

phom
a thæ

. Ilias
detected after 28 w

eeks of dosing. A
ddltion1:1 anim

als in both dose groups developed B
-cell hyperplasia of the

spleen and lym
ph nodes. O

ne-year post-treatm
ent there w

as no evidence 01 alefacept-related lym
phom

a or
8-celi hyperplasia in any of the rem

aining treated m
onkeys.

A
¡I anim

als in the study w
ere pasrtive for an endem

ic prim
ate gam

m
alierpes virus also know

n as lym
-

phocryptovlp..:s (L
G

V
). L

atent L
eV

 infection is gener21!Y
 ai:ym

ptom
atic, but can lead to B

-cell lym
phom

as
w
h
e
n
 
a
n
i
m
a
l
s
 
a
r
e
 
i
m
m
u
n
e
 
s
u
p
p
r
e
s
s
e
d
.
 
.

In a separate study. baboG
ns given 3 doses of ale¡acept at 1 rng!kg every 8 w

eeks w
ere found to have cen~

¡roblast proliferat¡or: in B
-cel! dependent areas in the germ

ir;al centers of the spieen foljow
ing a 116-day

w
ashout period.

T
he r01e of A

M
E

V
IV

E
iI in the developm

ent of the lym
plioid m

alignancy and the hyperplasia observed in non.
hum

an prim
ates and the relevance to hum

ans is unkncw
n. im

m
unodetíc¡encY

~ë.ssociated lym
phocyte disor-

ders (pl¿;sm
acytic hyperplasia, poiym

orphic p;otiferation, and B
.ce!J lym

phom
as) occur in p¡:.tients w

ho have
congenital or acquired im

m
unodeficiencies incruding those resulting from

 im
m

unosuppressive therapy.

N
o form

al carcinogenicity or fertilty studies w
ere conducted.

M
utagenicity studies w

ere conducted in vitrc and in ¡"¡va; no evidence of m
utagenicity w

as obser\oed.

P'egnancy (C
ategory B

)
W

om
en of chi!dbearing potential m

ake up a considerab!e segm
ent of the patient population affected by pso~

rlasis. Since the effect of A
M

E
V

iV
E

~ on pregnancy ana fetal developm
ent, including im

m
une syste;rl devel.

oprnent. is not know
n, health care providers are encouraged to em

oli patients currently taking A
M

E
V

IV
E

~ w
ho

becom
e pregnant into ihe B

iogen Idec Pregnancy R
egistry by callingl-866-A

M
E

V
!V

E
 (1 ~866-263~8483J

R
eproductive toxicology studíes ha'.¡e been perform

ed in cynom
olgus m

onkeys at doses up to 5 m
g/kgJw

eek
(about 62 tim

es the hum
an dose based on body v.-eight) and have revealed no evidence of im

paired ferr51t~1 or
harm

 to the fetus due to A
M

¡:V
¡V

E
~. ~Jo aborm

acient or teratogenic effects w
ere observed in cynom

olgus
rnonkeys 10(¡ow

ing intravenous bolus injections of M
iilE

V
¡V

E
e adm

inistered w
eekly during the period of

organogenes¡s to gestation. A
M

E
V

liiE
:H

 underlJient trans-pJacentar passage and pm
duced Ü

i utem
 exposure

in the developing m
onkeys. In utero, serum

 levels of exposure in these m
onkeys w

ere 23%
 of m

aternal serum
ievels. N

o ev¡dence of fetal toxicity includ¡ng adverse effects en im
m

une system
 developm

ent w
as observed

in any of these anim
als.

A
nim

al reprodl.iction studies, how
ever, are not ;:Iw

ays predictive of hum
an response arid there are no adequate

and w
eH

-controH
ed studies in pregnant w

om
en. B

ecause the risk to the developm
ent of ttiefetal ¡,nm

une sys.
:em

 and postnatal im
m

une function in hum
ans is L

1nknolJm
, A

l1E
V

IV
E

~ should be used during pregnancy only
if ciearly needed. If pregnancy occw

"s w
hile taking A

M
E

V
iV

E
tl., com

iriued use of tl)e drug should be assessed.

N
ursing M

olhers
It is not know

n w
hether A

M
E

V
iV

E
~ is excreted in tm

¡:1ali m
ilk. B

ecause m
any dri.gs are excreted in hum

an
m

ilk. and because there exists the potential for serious adverse reactions in nursing infants from
 A

M
E

V
iV

E
I~,

a decision Should be m
ade w

hether to discontinue n:.rsing w
hile taking the drug or to discontinue !he use of

the drug, taking into acco;.:t tl;e im
portance of the drug to the m

other.

G
eriatric U

se
01 the 1869 patiem

s w
ho received A

M
E

V
IV

E
~ in clinical trrals, a total of 129 patients V

'.iere ~ 65 years of age
and 16 patients w

ere ~ '15 years of age. N
o differerices in safety or effcacy w

ere observed bet',veen olde; and
younger patients, but there w

ere not sufficient data to exclude im
portnt diferences. B

ecause the incidence
of infections and certain m

aH
gnancies is higher in the elderly population, in generaL

 caution should be used
in treatng the elde;ly.

P
edialric U

se
T

he safety and eficacy of A
M

E
V

iV
E

(" in pediatric patients have not been studied. A
M

E
V

iV
E

:&
 is nO

! indicated
for pediatric patients.

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

T
he m

ost serio:.s adverse reactions w
ere:

L
ym

phopenia (see W
A

R
N

IN
G

S)
M

alignancies (see W
A

R
N

IN
G

S)
Serious Infections requ¡r!ng llospitaH

zation (see W
A

R
N

IN
G

S)
H

ype;sensitiiiity R
eactror:s (see PR

E
C

A
U

T
IO

N
S, A

llergic R
eactions)

C
om

m
only observed adverse events seen in the first course oi p!acabo-controlled clinica¡ trials W

IT
h at ¡east a

2%
 higher ¡ncidence in the A

M
E

V
IV

E
~-trea!ed patient" ~om

pared to placebo.treated patients w
ere; pharyngf-

ris, dizzrness: increased cough, r:ausea, prurltus, m
yalgia, chills, inieC

T
ion sr.e pain, injection site ¡nfiam

m
a~

ton, and accidentai injury, T
he only adverse event that occurred at .a 5%

 or higher incidence am
ong

A
M

E
V

IV
E

i!.tr£ated patier:ts com
pared to piacebo~trea!ed patients w

as chils (1 %
 placebo Its. 6%

 A
M

E
V

iV
E

~'),
w

hich occurred predom
inam

ly w
ith intravenous adm

inistration.

T
he adverse reactions w

hich m
ost com

m
onl.. resulted in clinical intervention w

ere cardiovascular events
¡neluding coronary artery disorder in ",1 %

 of påtients and m
yocardial infarct in 0(1%

 of patients. T
hese events

w
ere not observed in any of the 413 placebo.treated patients. T

he total num
ber of patients hos;;itaH

ied for
cardiovascular events in the A

M
E

V
IV

E
t~~tre.ated group w

as 1.2%
 (1 U

876). .

T
he m

ost com
m

on evem
s resulting in discontinuation of treatm

ent w
ith A

M
E

V
IV

E
(" w

ere C
D

4+
 T

 iym
phcH

.:yte
ieveis below

 250 ceilsJ"L
 (see W

A
R

N
IN

G
S, and A

D
V

E
R

SE
 R

E
A

C
T

IO
N

S. E
llect on L

ym
phocyte C

ounts),
neadaclie (0.2%

), anè nausea (0.2%
).

B
ecause clinical trials are conducted under w

idely var-/ing conditions, adverse event rates observed in the
clinical ¡,jals or a drug cannot tie d¡rectly com

pareå to rates in the clinical t:ials of another drug and m
ay not

reflect the rates observed in practice. T
he adverse reaction info,m

ation does, how
ever, provide a basis for

¡dentifying ¡he adverse events T
hat appear to be related to drug use and a basis tor app;oxim

atíng rates.

T
he data described below

 reflect exposure to A
M

E
V

IV
E

:t in a total 011869 psoriasis patients, of w
hom

1315 (70'''0) received 1 to 2: courses of therapy and 554 (30%
) received 3 or m

ore courses. T
he m

edian dura.
lion of follow

-up w
as 8.4 m

onths for the patients w
ho receÎved 1 to 2 cou;ses and 27.7 m

onths forthe patients
w

ho received 3 or m
ore courses ot A

M
E

V
IV

E
~. O

f the 1869 total patients, 8i6 received t¡~e¡r ¡¡rst course in
placebo-controU

ed studies. T
he population studied ranged 1n age from

 16 to 84 years, and included 69%
 m

en
and 31%

 w
om

en. T
he patients w

ere m
ostly C

aucasian (88%
ì, reflecting the general psonatic pop~

.:lation.
D

isease severity at baseline w
as m

ode;ate to seve;e psoriasis.

E
ffect on lym

phocyte C
ounts

in the intrdm
uscular study (StU

dy 2). 4%
 of p;:tients tem

por;:rily discontinued treatm
ent and no patle::ts

perm
anentiy discontinued treatm

ent due to G
04+

 T
 lym

phocyte counts below
 the specm

ed threshold 01
250 celiS/iiL

. In Study 2, 10%
.., 28%

, and 42%
 of patients had total ~ym

phocyte, C
D

4+
, and C

08., T
 Iym

pho.
cyte counts below

 norm
al, respectively. T

\rvejve w
eeks after a course of therapy (12 w

eekly doses): 2%
, 8'%

,
and 21%

 of patients had total lym
phocye, C

04+
, and G

O
B

.¡ T
 cell counts below

 norm
aL

.

L
n ttie first course of the intravenous study (Study 1 j, 10%

 of patients tem
porarily d¡scontlm

,¡ed treatm
ent 2nd

2%
 perm

anently discontinued treatm
ent due to C

D
4+

 T
 iym

phocyte coum
s below

 the specified threshold 01
250 cells/~,d... D

uring the first course ot ST
U

dy 1, 2.2%
., of patients had total lym

phocyte counts beiow
 norm

al,
48%

 had C
D

4+
 T

 lym
phocyte counts be!ow

 nD
rm

~1 and 59%
 had C

D
8+

 T
 lym

phocyte counts below
 norm

aL
T

tie m
axim

al effect on lym
phocy1es w

as observed w
¡th¡n 6 to 8 w

eeks of initiation of treatm
ent. T

w
'eive w

eeks
after a cou;se of therapy (12 w

eekly doses), 4%
 of patients had total iym

phocyte counts below
 norm

al,
19%

 had C
D

/;+
 T

 lym
phocyte cou;:ts below

 rw
rm

a~, and 36%
 had C

O
B

.. T
 lym

phocye counts below
 norm

aL
.

For patients- receiving a second course of A
M

E
V

1V
F:t. in Study 1, 17%

 of patients had total lym
phocyte counts

oeiow
 norm

al, 44%
1 had C

04+
 T

 lym
phocyte counts be¡ov¡ norm

al, and 56%
 had C

D
8+

 T
 lym

phocyte counts
be¡ow

 norrnal. T
w

elve w
eeks after com

pleting dosing, 3%
 of patients had totaj lym

phocyte coum
s beiow

norm
a!. 17%

 tiad C
D

4t T
 lym

pl;ocye counts below
 norm

aL
. and 35%

 had G
08+

 T
 lym

phocyte C
O

L
ints be¡ow

norm
ai (see W

A
R

N
IN

G
S, and PR

E
C

A
U

T
IO

N
S, L

aboratory T
ests),

M
alignanties

tn the 24~
w

eek periO
d constituting the first co~

rse of placebo-controH
ed studies. 13 m

alignancies w
ere

diagnosed 1n 1' A
M

E
V

iV
E

~
-treated patients. T

he incidence of m
alignancies w

as 1.3%
 (11/876) for

A
M

E
V

lV
E

:1.~treated patients com
pared to 0.5%

 (2r413) in the piacebo group.

A
m

ong 18.69 ~at¡ents \vho receìved M
.rlE

V
iV

E
Q

 at any dose in clinical trials: 43 patients w
ere diagnosed w

itli
63 treatrnent."ernergeri m

alignancies. T
tie m

ajority of the m
alignancies w

ere norH
::elanom

a skin cancers:
46 cases (20 basal cell, 26 squam

ous ceil carcinom
as) in 27 patients. O

ther m
alignancies c=

bserved i:i
A

M
E

V
1V

E
If.-treated patients inclt,ded m

elanom
a (~~=

3), soH
d organ m

alignancies (n=
12 in 1'1 patients). and

lyrnphom
;:s (n=

5); the latter consisted oft1vo H
odgkir:'s and tw

o non-H
odgkín's lym

phom
as, and one cuta~

neous T
 cell ¡Y

m
phom

a (m
ycosis fungoides).

Infections
in the 24~w

eek per!od constituting the first course of p!acebo--ontrorled studies: serious infect¡or;s (lnfectioris
requiring hospitalization) w

ere seen at a rate of 0.9%
 (8/8ì6) in A

r\r1E
'JIV

E
'z'-tr£ated patients and

0.2%
, (1/413) rn the placebo grm

,p_ In patients rece¡ving repeated courses of A
f..1E

V
¡V

E
Q

: therapy. the
rates of serious infections rem

ained s:m
H

ar across courses of therapy. S
erious infections am

ong
1869 A

M
E

V
iV

E
:t~treated patients inc~uded cellulris, abscesses. w

ound infections, toxic shock, pneum
onia,

appendicitis, cholecystitis, gastroenterr.is,and herpes infections.

H
ypersensitivity R

eactions
in clinical studies. 4 of 1869 (0.2%

) ¡îitients w
ere reported to experience angioedem

a: tllV
O

 of these patients
w

ere hospitalized. fíl the 24.w
eek period cG

nstr.uti:ig the first course of piacebo~contrcl¡ed studies, urticaria
w

as reported in 6 (dO
le) A

M
E

V
IV

p.~-treated patients V
$. 1 pa¡iellt in 

¡he control group. U
rticaria resulted in

discontinua1ion of therapy in one of the A
M

E
V

N
E

-¡..tre¿¡ted patients.

H
epatic Injury

in post-m
arketing experience t.here have ~een :eporr of aSim

ptom
atic transam

inase eievarton, fatti infH
tra-

tion of the liver. hepatitis, and severe H
ver fa¡l:.re (see PR

E
C

A
U

T
IO

N
S, H

epalic InjU
ry).

in the 24~w
eek period constituting the first course of p!acebo-control!ed stud¡es, 1.7%

 (15/876) of
A

r\¡1E
:V

!V
E

~-treated patients and 1.2%
 (5/413; of the placebo group experienced A

L
T

 :.m
riof A

ST
 eleV

'dtions of
at least 3 tim

es the uppei lim
it of norm

aL.

Injeclion Site R
eactions

!n the intrâm
uscula, study (S!i,dy 2), 16%

 of A
M

E
V

¡V
E

$~treated patients and 8%
 of placebo-treated patients

reporred injection site :eactions. In patients receivìng repeat.rd courses of A
M

E
V

¡V
E

'~ 1M
 therapy, the inci-

dence of injection site reactions rem
ained sim

ilar across coi.rses of therapy. R
eactions rJt the site of injection

w
e~e generally m

ild. typically occ;.irred on single occasions. ar,d included erther pain (7%
), inflam

m
ation (4%

).
bleeding (4%

;. edei:ia (2%
), non-speciic reaction (2%

), m
ass (1%

), or Skin hypersensitivity (-:1%
). In the

cH
n¡cai trials, a single case .of injection sfte reaction led to the discontinuation of A

M
E

V
IV

E
$.

Im
m

unogenicity
A

pproxim
ately 3%

 (50/1357) of patients receiving .A
.M

E
V

IV
E

~ developed iow
-m

er antibodies to alefacept.
~Jo apD

ar~nt corre¡ation of antibody deve!opm
ent and clinical response or adverse events w

as observed. T
he

long-term
 im

m
unogenicity of A

M
E

V
iV

E
(~ is unknow

n.

T
he data reflect the percentage of patients w

hose test results vv"ere considered positive for antibodies to
alefacept in an E

liS
A

 assay. and are highl::' dependent on the sensítivi~
' and specificit~

i of the assay.
A

dditionally, the observed incidence of antibody positivity in an assay m
ay be influenced by several ¡actors

inch.iding sam
ple handling, tim

ing .of sam
p¡e coH

ection, concom
itant m

edications, and undedying disease. Fo:
these reasons, com

parison òfthe incidence of am
lbodies to alefacept w

ith the incidence of antibodies to ather
products m

ay be m
iSleading.

O
V

E
R

D
O

SA
G

E

T
he highest dose tested in l~um

ans (0.75 m
gl."ig IV

) 'lias associated W
IT

h chils, headache. arthrdgia, and
sii:usitis w

rthln one day of dosing. Patients \N
ho have been inadvertently adm

inistered an excess of the iec-
ornm

ended dose should be closely m
onitored for eifects on ~otallym

p¡;oc~e count and C
D

4+
 T

 Iym
phoc,'yte

co;m
t.

D
O
S
A
G
E
 
A
N
D
 
A
D
M
I
N
I
S
T
R
A
T
I
O
N

A
M

E
V

IV
E

il should only be used under the guidance and supervision of a physician.

T
he recom

m
ended dose of M

.r1E
V

iV
¡:i1 is 7.5 m

g given once w
eekly as an IV

 bolus or 15 m
g given once w

eek-
ly as an 1M

 injection. T
he recom

m
ended regim

en is a course of 12 w
eekly injections. R

etreatm
ent w

ith an
additional 12.-w

eek C
O

iJrse m
ay be initiated provided that C

D
4t 1 lym

phocyte counts are w
ithin the norm

a!
range, and a m

inim
um

 of a 12.w
eek in!erval has passed since the p;evious course of treatm

ent

T
he C

D
4+

 T
 lym

phocyte counts of patients receiving A
M

E
V

IV
E

~ should be m
on¡tored beiore initiating dosing

and every tw
o \i.reeks throughm

,t t¡:e course of the 12-w
eek dosing regim

en. If C
D

4+
 T

 lym
phocj.1e count ar~

beiow
 250 ceI!S!i;.L

, A
tl/1E

V
IV

E
iR

 dosing sho;;ld he w
ithheld and w

eekly m
onitoring inst.íruted. A

M
E

V
iV

E
~

shouid he discontinued if the counts rem
ain below

 250 cellshl.L for one m
onth (see P

R
E

C
A

.U
T

IO
N

S
,

laboratory T
ests).

P
reparation In:struçìions

A
M

E
\fIV

E
$ should be reconST

ituted by a heatlh care proff:ssional us-ing aseptic technique. E
ach vial is intend~

ed for single patient :ise only.

D
o not use A

M
E

V
!V

E
~ beyond the date stam

ped on the carton. dose pack H
d (!V

), drug/diluent pack (1M
),

A
M

E
V

iV
E

~ via11abel, or diiuent container labeL

A
M

E
V

IV
E

~ 15 m
g lyophilzed pow

der for iM
 adm

inistration should be n:~constit.ited w
ith 0.6 m

L
. of the suppH

ed
di1uent (SterH

e W
ate~ for injection, L

iSP). 0.5 m
L

 of the reconstituted solution contains 15 m
g of aletacept.

A
r\flE

V
iV

E
:i ì.5 m

g l)'cphilzed pow
de; for lV

 at1m
iriistration should be ;econstîtuted w

ith 0.6 ;I,L
 o! U

ie sup~
plied diluent. 0.5 m

L
 of the reconstituted soiuU

on contains '1.5 m
g of aleiacept.

D
o not add other m

edications to solutions containir.Q
 A

M
E

V
IV

E
i:. D

o not reconstitute A
M

E
V

IV
E

t! w
ith other

diluer.ts. D
o not filter reconstituted soh,tion du;i;~g preparatÎon or adm

in1str'ation.

A
ll procedures require tile use of aseptic technique. U

sing the supplied syringe and one of the supplied
needies, w

ithdra',.¡ only 0.6 m
l of the supplied diluent, (Sterile W

ater for injection, U
SP;. K

eeping the needle
pointed at the sidew

all of the vial, slow
ly inject the di!uent.lm

o the vial of A
M

E
V

IV
F:&

. Som
e fO

ilm
ing w

m
 o;,ct:r,

w
hich is norm

al T
o avoid excessí'.e foam

ing, do not shake or ..igarously agitate. T
he contents should be

sw
irled gently during dissolution. G

enerany, dissoiuIÌön of .i\M
E

:V
IV

E
'~takes less ttiari PliO

 m
inutes. T

he solu-
tion shouid be used as soon as possible alter reco;~

st¡i:.tiG
n.

T
he reconstiuted solution should be clear and colorless to sH

ghtiy yeH
ow

. V
isually inspect the soiution for

particulate m
atter and discoloration prior to adm

in¡s"la!¡o;~. T
he solution should not be used ¡¡ discoiored or

;,¡oudy, or if undissolved m
aterial rem

ains.

Fol!ow
ing reconstitution, the product should be used im

m
ediately or w

ithin 4 hours if stm
ed ¡r: the vial at

2-8°C
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R
em

ove the needle used fo: reconstit:.tion and attach the other suppH
ed needle. W

fthdraw
 0.5 m

L
 of the

A
M

E
V

IV
Pil solution into the syringe. Som

e foam
 or bubbles m

ay rem
ain in the viaL

A
dm

inistration InstriicU
ol1s

Far intram
uscular use, ¡n¡ect the full 0.5 m

L
 of solution. R

m
ate injection sites so that a different site æ

s used
for each new

 injectiori. N
e~v injections s-hlJutd be given at least '1 inch from

 an old site and never im
o areas

w
here the skin is tender. bruised. red. or hard.

For intravenous use.
Prepare 2 syringes y,rh 3.0 m

L
 N

orm
a! Sanne, U

SP for pre- and post-adrninistrâtíon flush.
Prim

e the w
inged infusion set w

ith 3.0 m
L

 saline and insert the set inta the vein.
A

ttach the A
M

E
V

iV
E

æ
i~H

lJed syringe to the ¡nfusíol1 set and adm
inister the solution over no m

ors than
5 seconds.
Fiush the in¡us¡on set w

ith 3.0 m
L

 saH
ne, U

SP.
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13 for ¡V
 adm

inistration is supplied in either a caron containing four adm
inistration dose packs: or in

a carton containir;g one adm
inistration dose pac.:.. E

ach dose pack contains one 7.5.m
g s¡ngje~use vial of

A
M

E
V

IV
E

~. one 10 m
L

 s¡ni~le~use diluent vial (Sterj¡e W
ater for injection, U

S?), one syringe, one 23 gauge.
3i~ incli w

inged infusion set, and tw
o 23 gauge, 1 V

I, inch needles. T
he N

D
C

 num
ber for the four adm

inistra.
tien dose pack carton is 59627.020-01. T

he N
D

C
 num

ber for the one adm
iiiistration dose pack carton is

59627.020-02.

A
M

E
V

IV
E

(" 10; 1M
 adm

inistration is supplied in either a carton containing four doses, or in a carton contain-
ing one dose. E

ach four.dose carton contains one rem
ovable drug/diluent pack for jefrigeration, four 1 m

L
syringes, and eight 23 gauge, 11/~ inch needias. E

ach four-dose drm
:i/dil::ent ;Jack for refriQ

eration contains:
four 15.m

g singie~use vials of A
M

E
V

IV
U

S? E
ach singie~dose carton contains

23 gauge. 1 1/4 inch needles. E
ach s¡ngle~

dose drugidiluent pack for reirigera!iori contains; one 15-m
g

single.use vial of A
M

E
V

iV
E

ff. and one 10 m
t. singie~

use diiuer:t vial of S
terile W

ater for Injection, U
S

P
.

T
he N

D
C

 num
ber for the four-dose carton is 59627~021-03. T

he N
D

C
 num

ber for the sjngle~dose carton is
59627-:)21.04.

A
M

E
V

IV
E

Q
 is reconstituted w

ith 0.6 m
L

 of the 10 m
L

 single-use diluent.

Storage

T
he dose pack (¡V

i and drugldi~uent pack (!M
) contaln¡ng A

M
E

V
iV

E
~ (~rophm

zed poY
,Ider) should be stoied

in a refrigerator betw
een 2~8"'C

/36-46°F. PR
O

T
E

C
T

 FR
O

M
 L

IG
H

T
. R

etain in carton (ivl or drug/diluent pack
(1M

) untiltlm
eofuse.
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