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A
M

E
V

i_l.lel3C
epl)

D
E

SC
R

IPT
D

N

A
M

E
V

lvE
 (alefacet) Is an im

m
unosuppresive dim

eric fusin protein" tht consists 01 the etcellula C
O

2.
binding ponion of the hum

cn leukocye function angeJ3 (tiA
-3) linlto the F

e (hinge, C
t an C

i
dom

ain) poon of l1um
an Ig61, A

Jefacept"s produced by reom
binat D

N
A

 tehnology in a 
C

hie
H

am
ster O

vary eC
H

O
) m

am
aia cell exresion sym

. T
he m

olecular w
eight of aletac:pt is 91.4 kilodal-

tons.

.A
E

V
V

E
 is supplied ,as a stile, w

hite-to-ffw
hit. preerlivefree,"lyophiliz pow

der fÔ
r parentera

adm
inrstin. A

fer ,reonstition w
ith 0.6 m

L
 of th supplied Sten1e W

afe for Injection. U
SP. U

i solun
of. A

M
E

V
~ .i clea. w

ith a pH
 of approxim

ate 6.9.

A
rE

V
I\I is avable in tw

 form
ulaons. A

M
E

V
IV

E
~ for intiuscular.injecton contains 15 roO

 a1efacept
pe 0.5 m

L
 of recotuted solution. A

M
E

V
I\Æ

 for intrnous injecon contains 7.s m
g alefapt per 0.5

m
L

 of rei:nstute solion. B
o1h fonnuliitions also contan 12. m

g sucose. 5.0 nig gJyine. 3.6 m
g sodi-

um
 citte dihydra and 0.06 m

g citr acid m
onohydrate per 0.5 m

L

C
U

N
lC

A
 P

H
A

M
A

O
LD

G
Y

A
M

E
V

V
E

 inæ
rfer w

ith N
m

phocy acton ~y specfiN
 bÛ

iding to the lyphocye antigen, C
D

2. and
inhibiting L

FA
-3ID

2 inter.n. A
con ofT

 lyphocy involving the interacton betw
een L

FA
-3 on antl-

genreti cells and C
02 on T

 lyphocy plays a role ¡n 1he pathophysiolog of chronic plaque psori~
asis. T

he m
aioñty of T

 lyphocy in psoric lesions ar of tIe m
em

ory effctor phenotye chard
by the presence of the: C

D
45R

O
 m

arlr1. exress activation m
arkers (e.g.. C

D
25. C

D
G

9) and relea inflam
-

m
atory cykies, such as interlenn y.

A
M

E
V

V
E

" also causes a reduelion in subselS of C
02, T

 lym
phocyes (prim

arily C
D

45R
D

+
). presum

a~Jy ~y
bñdging betw

en C
02 on taget lym

phdes' and im
m

unoglobulin F
t receptors on C

'otoxic cells. such as
natura killer cens. T

reatm
ent ,w

ith A
M

E
V

IV
E

a'results jn a reduction in circulating total C
D

4+
 and C

D
8+

T
 lym

phocye count. C
02 is also expressed at low

 levels on m
e surface of naturallåler cells and cer1n bone

m
arrw

 B
 Iypbocy. T

hereore. the pot1ial exsts for A
M

E
V

IV
E

* to afec the action .and num
bers of

ceD
s other thn T

 lym
pho: In cInic studies of A

M
E

V
V

E
~

, m
inor chage in the num

bers of cjrtulal.
ing cells,oth thT

 tým
phocy hava b~en observed.

Plrm
iacoJiD

eiics
In patients w

ilh m
oderate to severe plaque psoriis, follow

ing a 7.5 m
g intrvenous (IV

) adm
inistrtion, the

m
ean volum

e of disbuton ot alef3cept w
a 94 m

l.ia. the m
ean cleace w

a 0.25 m
l.g, and th m

ea
elim

ination haf.rife w
as approxim

atel 270 hours. FoJlow
ing an intram

uscular (1M
) injection, bloavaU

abiItý
w

as 63%
.

T
he pham

akielics of aletacept in pediatric patients have not been studied. T
he effects of rena or hepatic

im
pairm

ent on the ptm
acolcnelics of a1efcept haV

e not been studied.

PbanD
3codyiiam

ics
A

t doses tesed in clinica1r, A
M

E
V

lV
E

e lterapy resulted in a dose-epedent decrease in circulatng tota
Iym

phocysl!. T
his reducon predom

inatl affected the m
em

oiy effector subset of Ihe C
D

4 and C
08+

T
 lyphoce com

paen (C
D

4D
4R

O
+

 and C
D

8+
C

D
45R

D
+

). tH
e predom

inant phenotye in psoriatic
lesions. C

irculatng naiv T
 lyphocye and natura killer cell counl: appeaed to be only m

inim
ally suscep~

ble to A
M

E
V

\f treatm
ent. w

hile circulatng 8 lyphocy counts ap'peared not to be affec1 by A
M

E
V

V
E

0
(see A

D
V

E
R

SE
 R

E
A

C
T

ID
N

S, E
fect D

O
 L

ym
phocy C

ounls).

C
LlN

IC
A

L S
W

D
lE

S

A
A

E
V

IV
E

iS w
a evluated in tw

o random
iz. doubre-blind, p1acebQ

ontroU
ed studies in adults w

ith chronic
\l1 ye) plaque psori and a m

inim
um

 body surface ar involvem
ent of 1D

%
 w

ho w
ere candidate lor or

had previously reciv system
ic I'I3PY

 or phototherap. ~ch course consisted of once-w
eekl adm

inis-
tration for 12 w

eel (IV
 for Stdy 1, 1M

 for Study 2) of placebo or A
M

E
V

lV
E

~. Patients could receive con-
com

itat low
 potenc topic steroids. C

oncom
itt photo1herapy or sytem

iC
 ther~py w

a not a.lI0.w
ed.

In Study 1, patients w
ere random

ized 10 receive one or tw
o courses of A

M
E

V
I'J 7.5 m

g adm
inistered by tv

bolus., T
he first and second courses in the IW

course cohort w
ere separated by at leat a 12-w

eek post-dos-
ing inte. A

 total of 553 patients w
ere raom

ized into three cohor (T
able 1): .

T
able 1. T

rC
D

t G
rup and N

u. of.P1ientJ D
osed in Study i

C
D

Ii i (N
o.ofpanc:)

C
o 2 (N

o. ofpati)

C
ohoit1

A
M

V
I" (183)

A
M

 (154)
C
o
 
2

A
M

 (184)
P

bccb (142)

C
oho3

P
l
b
o
 
(
1
8
6
)

~(IS3)
Study 2 provided a basis for'com

paison of patients treated w
ith eit 10 m

g or 15 m
g A

M
E

V
IV

E
e.¡M

. O
ne

hundred seventy-three patient w
er t3ndom

ized to'recee 10 m
g of A

M
E

V
I~ 1M

. 166 to receive 15 m
g of

A
M

E
V

V
E

&
 1M

, and 168 to reeive pw
:ebo.

In S
tudies 1 and .2, n%

 of palnis had previously received syic' therapy and/or pholothet3py ,for psor¡"
asis. Q

f ttese, 23%
 and 190., respecvely, had failed to respond to at leat òne of these previous ther.pies.

T
able 2 show

s the treatm
ent response jn the first course of Sr..dy 1 and SbJdy 2. R

esponse to treaent in
both studies w

a defn~d. as the proporton of patients w
ith a reduction in score on the Psoriis A

r and
S

eve Index (P
A

S
J)3 of at leat 75%

 from
 baelne ilt tw

o w
eeks follow

ing the i2~
eek lT

eatm
en period.

O
ter treatm

nt reponses included the proporton of paûents w
ho achieved a scoring of "'alm

ost clear" or
"dear by P

hicia G
lobal A

sesm
ent (P

G
A

) and tte proporton of patints w
ith a reduction in P

A
S

i of at
leat 50~ø from

 baselne tw
o w

eeks afr the i2-w
ek tratnt period.

T
a
.
e
 
%
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P
c
t
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o
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.
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t
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l
h
d
ü
c
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t
o
 
t
h
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C
D
1
U
e
 
o
f
T
t
I
C
 
i
n

Stdy i,(the bitrou Stdy) :i Study 2 (the ht:ca StD
dy)'l W

e hd D
os

I.
Stid:l

Sbldy2

T
=

_
""

7i- ~
ll

Pl=
bo

A
M

'"
D

i=
(rail

(N
186)

1.5m
gIV

(l5%
 0)

(N
16S)

ISm
gD

d
(05%

0)
i- ad

(N
~

(N
-I66

_..,
~7S-/-~

4%
14'Y

.
to".(6. IS)

5%
21%

16.(9.23)
PA

S

~5Ð
-.rrc

10%
38'/0

21-(235)
,,%

42%
24. (14. 33)

.., P'"'l:
4%

11%
"'(3,12)

,...
14%

9¡(3,i~
","da
lC

o 1 an:2 ~ cci=
.p-icO

.O
O

I
+

p 'Y
uc D

.O
O

lp v.u~
 0.00

In Study 2. the prop,om
an of responders to lh 10 m

g 1M
 dose w

as higher thn plaebo, but the diference
w

as not siatic:lly signifca

In both studies. onset of reponse to A
M

E
V

1V
E

9 trnt (at leat a 50%
 reducton of basline P

A
S

I) bega
60 day aftr the ~

 of therapy.

W
ith one cou~e of therapy in Study 1 (IV

 routej. th m
ediiin duration of response (defined as m

aintenance
of a 75%

 or greer reducton in PA
S!), w

a 3.5 m
onts ror A

M
E

V
E

*-trted patint and 1 m
onth for

placebo-treated patents. In Study 2 (1M
 route), the m

,ed.ian duraon of reponse w
a approxim

ately 2 m
onth

f
o
r
 
b
o
t
h
 
A
M
E
V
I
V
~
-
t
r
e
a
d
 
p
a
t
i
e
n
t
s
.
a
n
d
 
p
l
a
c
e
b
o
-
t
r
t
e
d
 
p
a
t
e
n
t
s
.
 
'

M
ost patients w

ho had reponded to either .A
M

E
V

lV
E

* or plaebo m
aintained a 50%

 or greater reduction in
PA

SI ttr.ough'the 3-m
onth obsertion period.

A
m

ong responder in S
tudy' w

ho received A
M

E
V

V
E

I3 7.5 m
g IV

 or in S
tudy 2 w

ho receiw
d A

M
E

V
V

E
*

15 m
g 1M

 and w
ere follow

 off acve trtm
ent before A

M
E

V
V

E
~ retrtm

ent. 3 50%
 or great reduction

in P
A

S
1 w

a m
ained tor a m

edían of 7 m
onths.

Som
e patients achieved their m

axal resonse beyon 2 w
eeks'post-tosing. In SbJdies 1 and 2. an addi.

tiqnal11C
¡~

 (42167) and 7%
 (12/66) of patients treaed w

ith A
M

E
V

IV
I2. respecve. acieved a 75%

reduction from
 baseline PA

Sl,score at one or m
ore viits aftr the first 2 w

eeks of the follow
-up period.

R
e1rtm

enl
Patients in Study 1 w

ho ha com
plete U

1e first IV
 tieatm

ent course w
ere eligible to receive a second treat.

m
en! course it their psoriis w

a less than "clw
 by P

G
 and their C

D
4+

 T
 lyphocyte count w

a above
the low

er lim
it of norm

al T
he le~i of response (decreae in m

edia PA
SI score) over th tw

o courses of IV
trea.tm

ent Is stiow
n in Figure ". T

he m
edian reduction in PA

Sl score w
a gréater in patien w

ho recerved a
second course of A

M
E

V
lw

e treatm
ent (see C

ohort 1) com
paed to patierr w

ho received placebo (see,
C

ohort 2).
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IN
D

IC
A

T
IO

N
S A

N
D

 U
SA

G
E

A
M

E
V

V
E

Ð
 is indicated lor th treatm

ent of adult patient w
itt m

oderate to severe aironic plaque psorisis
w

ho are candidates tor sytem
ic therapy or phototherapy.

C
O

N
T

N
D

lC
A

T
ID

N
S

A
M

E
V

I\l0 should not be adm
inistered to patients j~ected w

r H
IV

. A
M

E
V

rV
 reuce C

D
4 T

 lym
phcye

counts. w
hic m

ight accelerte diseae progresion or incree com
plications of disea in these patints

(see W
A

R
N

IN
G

S, L
Y

M
PH

D
PE

N
IA

 and W
A

R
N

IN
G

S. Señous lofeclions).

A
M

E
V

V
E

Ø
 should not be adm

instered to patients w
'th knw

n hypersensitvity to A
M

~ or any of its
com

ponents.
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D
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D
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W
D

 W
E

E
T

H
R
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S
H
O
U
L
D
 
B
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D
I
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O
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N
U
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I
F
 
T
H
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C
O

U
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E
M

A
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W
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E
llSI"L

 FD
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 D
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E
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O
N

T
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E
 D

D
SA

G
E
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N

D
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D
M

IN
IST

D
N
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, M
al1girm

cies

A
M

E
V

V
E

lI m
a incre the risk of m

~
lignancies. In the 24-w

e perod consutng the fir course of place-
bD

-ontrlled stucies. 13 m
afignanies w

ere ifiagnosed in 11 A
M

-:treated patien~ T
he Incldence of

m
aignancies w

a 1.3%
 (11/876) fu A

M
E

V
lJtrted p.tienlS com

paie 10 D
.5%

 (21413) in !he place~o
group (see A

D
V

E
R

S
E

 R
E

A
O

N
S

, M
aligaancies). In predinica stdies ann d~

eJoped B
 cell hyper. .

plasia an one anm
al developed a lyhom

a (see P
R

E
C

A
U

T
O

N
S

. C
al'iß

ogeneis. M
utagenesis. and

F
ertilty). A

M
IV

E
" should nil ~

e adm
inistr,, ID

 patints w
ith a hi1D

 of syic m
aign. C

aution
should be exrcied w

hen consideñng'the use of A
M

E
V

lV
E

8 in pa~ent at higt' ñsk for m
aign. rt a patient

develops a. m
aJigncy, ,A

M
~IV

fl should be discontinued.

SeñD
U

S Infeclions

A
M

E
V

I\f is an .im
m

unosuppressive agent and. tlerore. ha the potenti to Inc-ee the rik: of incton
and reactvate latent, C

hnic Infections. A
M

E
Y

I~ should not be adm
ilisec to patien w

ith a dinicaly
im

portt infecton. C
aution should be exed w

hen considering th use of .M
E

V
V

,f in jients w
'i:

chrnic infectins or a. history of recurrnt infecn. P
aents should be m

onitored for sign an sýptom
s

of infecton during or aft a course of A
tE

V
IV

E
Ø

. N
ew

 infeons should be closel m
onere. II a patient

devlops a serious infecoon. A
M

E
V

ivE
~ should be disontnued (see A

D
V

E
E

 R
E

C
T

IO
N

S; Infec1loas). In
'Se 24-w

eeJ perod constitutino the first cour of plabo-controlled studies. serus infecon rU
lfecll

requiring hospitafization) w
ere observed .at a Iate of O

.9o/ø (8176) in 'A
M

IV
E

trte patients..ad
0.2%

 (1/413) in lIe'place~o group.

PR
E

C
A

U
T

IO
N

S

E
tects D

n !be Im
m

une Sytem
P

atients receivng etter im
m

iosuppressiv agents or phototh~
y should not recee cocurren tter

w
i M

1E
V

E
~ because of the possibiD

ty of exiv im
m

unosuppression.

T
he saty and effcacy at vaccines, specically five or Iie-attnuated vaccne, adm

inisered to paten13 being
treated w

ith A
M

E
V

lV
E

t! have not been stued. In a s1dy of 46 patits w
ith dini plaque psrS

s. th
abilîty to m

ount im
m

unity tD
 tetaus toxoid (rell antige) and an exeiim

eii neolige w
a preser

in those patients undergoing A
M

E
V

V
E

Ø
 therapy.

A
llergic R

l!tliD
ns

H
yenitivity reactions (urtcaria. anioedem

a) w
ere ilocited- w

ith th' adm
inlt:on of A

M
IV

E
a. If

an anphctc reon or other serious allergic recton ocurs, .adm
iniston of A

M
E

V
\f should be dis~

con~inued im
m

ediately a.id approprite therapy initi.

H
e
p
¡
¡
Ü
&
 
l
n
j
u
r
y
 
,

In post-m
arketing, exrience the have been report of live injury, incuding astom

tic transm
ina

ele'titin, 'ftt intltrlion ,of the liver, hepatitis, decm
penon of cihosis w

ith livr falure. and acu rivr
failure. T

w
o cases of liver failure w

ere report w
i concom

Ìlnt .alcohol use (see A
D

V
E

R
S

E
 R

E
O

N
S

.
H

epatic luJulf). In the 24~
w

eek: period consliting the firs cours of placebo-ntlled stdies.
1.%

 (151876) of A
M

E
V

"-trM
 p¡tienis anl.2%

 (51413) ol.lIe placeO
 group exerce A

LT
 anor

A
S

 elevtions of at least 3 tim
es, th upper lim

it of nann. W
hile tbe ext relahip of these ocrrenc

w
ith the use of A

M
E

V
I~

 ha not been estishe, paen w
ith signs or syptom

s of liv injury should
be tully evluat~

. A
M

E
V

IV
E

s should be discorrnued in paten w
ho devlop signca dinca signs of liver

jnjuiy.

Inform
ation for Palienls

Patients should be inform
ed or 'U

ie nee' for regula m
onioring or w

hite blood cell (lypboC
je) counlS

during therapy iind tht A
M

E
V

IV
f m

ust be a~
m

il1jslered under.the supervion of a physician P
atits'

should also be inform
ed tht A

M
E

V
V

E
 reduces lym

phoce counts, w
hcl could ince their chce of

developing an infection or a m
aljgnacy. Patie~ts shO

uld' be advised to infor thr phyIcin prom
ptl if th

develop any sign of an infctin or m
alignancy w

hile.undergoing a course of treatm
ent w

ith A
M

E
V

\t.

Fem
ale patients' should also be advised to notif U

leir physician it the becom
e pregna w

tle tang
A

M
E

il'1 (or w
ithin 8 w

eeks of discontinuin A
lE

V
V

E
) and be advied of th exnc of and encur~

aged to enroll in th. P
regncy R

egistr. C
all 1-866A

M
E

V
IV

E
 (1-866-26383) to enl into. 

the R
egis

(
s
e
e
 
P
R
E
C
A
l
J
O
N
S
,
 
P
r
e
g
n
a
n
c
y
)
.
 
.

Patients should be advied lhtserlJS liver injw
y ha be,report in patent recivi A

M
IV

E
. Patints

shuld be advied to report to therr physician pesiste nasea an,orexi faligue. vom
iting. abdom

ina pain.
jaundice. easy bruising. dark urine or -ple stols.

I.bD
T

iloryT
ests

T
he C

04l T
 Iym

ph0c taunts should be m
onitred ev rw

 w
ee durin the 12-m

ek A
M

E
V

l' dosing
period and used to gukle dosing. Patients should have nonn C

D
4+

 T
 lym

phocye counts prr to an inital or
a subsequent course ot treatent w

h:h A
M

E
V

IV
E

Ð
. It C

D
4+

 T
 lym

phocye counts, are below
250 cellsliil A

M
E

V
IV

E
I3 dosing should be w

ithheld and w
eekly m

onitoring intied. A
M

E
V

lV
E

41 should be
discontlnued jf C

04+
 T

 Iym
phocyt counls rem

a below
 250 cellsl1l for one m

onth. .



D
rug Inler.Q

ioiis
N

o form
l interacton studies nav been perrm

ed,

C
an:inD

genesis'. M
utgeaesis. and Fertilty

In a chronic toxici stdy, cym
olgus m

onke w
ere dosed w

eekly for 52 V
v~

ks w
ith in1Lveo'us alefa~

pt
at 1 inglg/dD

:r or 20 m
glkgdose. O

ne anim
al in th high dose group developed a B

-1l lym
phom

a ttw
a

detected after 28 w
eeks of dosing_ A

dditiona anim
als in bQ

th dose groups devloped B
-cell hyperplaa of the

spleen and lyph nodes. O
ne- post-trtm

ent ther, 'W
s no eV

dence of alel'cept-rela1'd lym
phom

a or
B

-cel hyeltlaia 1n any of the rem
aning trted m

onke.

A
l anim

als in the study w
ere .positi for an endem

ic prim
ate g:m

m
aherpes virus also know

n as Iym
-

phocryvinis (L
ev. , L

atent L
C

V
 infection.is generally asptom

atic, but can lead to B
-cell Jyp.hom

a
w

hen anim
a are im

m
une suppressed,

In a separaæ
'study, baboons givn 3 doses of a1etacept at i m

g/k:g every 8 w
eeks w

ere found to have cen-
trbla proriferatin irfE

-cen dependent area in the nerina centers of the spieen follow
ing a 116-

W
ihout perod.

T
he role 01 A

M
ev~ in the developm

en of th lyphoid m
aignancy an the hyperi~ia observd in non-

hum
an prim

atl! and the reevnc to hum
 is unkow

n. Im
m

unodeficiency-aocied lyphocye disor-
der (ptim

a hyerplasia polyorphic proliferon. and B
-ell lym

phom
as) occur in patient w

ho ha
congenit1 or acuird im

m
unodeficiencis Including thse reulting from

 im
m

unosuppressive thercpy.

N
o form

al' c:nogen:ci or ferlity studies w
e conduct.

M
utgeci studes w

ere conducte .invi and in vivo; no evidence of m
U

l4genicii w
a o~

serd.

P
i-3ß

i; (C
:llgD

ry B
)

W
om

en of chldbenng poielial m
a up a cosiderle segm

en of the paent popuaton afected by psoria
sis. Since th effof A

M
E

V
1J on pregn and fetal devlopm

ent, inludin im
m

une sytem
 devopm

ent.
is not know

n, heaU
h cae proV

~ are encouldged to enroll paer currentl tllãg A
lE

V
l\f'w

ho becm
e

preg Ù
110 1Ie A

siell P
lia U

S
, Ine. P

regncy R
!ist by cafing H

l66-A
M

E
V

'J (1-866-2638483).

R
eproduct texio.logy stdie hae been perfonned in cyom

olgus m
onkeys at doses up to 5 m

glkgw
eek

(about 62 ties th lium
a dose based on body w

eight) an have revled no evidence of im
pajred fertlity or

ha to tte febs (jue to A
M

E
V

. N
o abortient or teraogenic effect 

w
ere observed in cynom

olgus

m
onkeys fçinow

ing intrveous bO
lus injectioA

S of M
l8lV

f adm
inist w

eekly during the perod 01
orgaoges to gest1ion. A

M
E

V
I&

 underent irns'"lacent pasage and produce in utero exposure
in th developing m

onk. In utro, serum
 leve of exosure in thse m

onk w
er 23%

 of m
atl serm

levls. N
o evidence of feta toxicity including adverse effect on im

m
une syem

 developm
ent W

i obered
in ar of these. anim

als.

A
nm

a reproucton sndies, how
evr, are not alw

as prdictive of hum
an-response and,there are no adequate

and w
ell-cntne~

 stdies in pregna 
w

om
en. B

ecuse the risk to the devlopm
ent of the' 

fetal im
m

une r¡-

tern and postta im
m

une funcon In hum
ans is unknow

n, A
M

\f should be used during pregnanc only
if clely neeed. If pregnnr: dccurs w

hile rakig A
M

E
V

ve. continued use of 
the drug should'be assessed.

N
urSÐ

g M
otlelS

Itis not know
 w

hiti.r A
M

E
V

lve is excted in hum
an m

ilk. B
ecse m

any drugs are exted in hum
an

m
ilk and because there exts the-potential for serious adverse reactins in nursing in~nts from

 A
M

E
V

I'J,
a deciSion should be m

ade w
hr to discontinue nursing w

hile taking the drug or to discontinue t1e use of
the drug. tang into actoum

 the im
portnce of th dnin to the m

other. .

G
erialnc U

se
O

f th 1869 palent w
to'receied A

M
E

V
V

.e in clinica trs. a total of 129' patie~ w
ere ~ 65 years of age

and 16 patien w
ere ~ 7Syear-ofage. N

o áiferencein safety or effcacy w
ere observed betw

een older an
younger patients, but ther w

ere.not suffcien dati to e:ude im
portt diferences. B

ecause tle incidence
of infecons and. cen m

agnances is higher iii th eldert population. in ge.ner', C
autoashoLild be used

in treaüng th elderl.

P
ediatñc U

se .
T

he safety and effca of A
M

E
V

V
£ in pediatñ patients ha not bee stU

died. ,A
M

E
V

IV
E

C
I is not indicad

for peditic paleni.

A
D
V
E
S
E
 
R
E
A
i
:
O
N
S

T
he m

ost serious adverse reaons w
ere:

L
ym

phopenia (see W
A

R
N

IN
G

S)
.. - M

alignacies (see W
A

R
N

IN
G

S
)

.. ~
rious infecions requiring hospitaJiztion .(see W

A
R

IN
,G

S
) ,

.. H
ypeensitivty R

eactions (see P
R

E
C

A
U

T
IO

N
S

. A
llel1it .R

eac1ions)

C
om

m
only observed advere events seen in th first course of plaiebo~controlJed clinical trials w

it ,at least a
2%

 higher incidenc in the A
M

E
V

\f-lreate palîents com
pared to piacebo-treated patients w

ère: phangi-
tis, diziness. inceaed cough, nausea. prurin.s. m

yalnia. chills, injecton site pain, injection site inflam
m

a-
tion, and accidenta injury. T

he onl adverse event tht occurred at a 5%
 or higher incidence am

ong
A

M
E

V
ivetreated patien com

par to placebo-trted patients w
a chils (1 %

 placebo vs. 6%
 A

M
E

V
~,

w
hich occurred predom

inatl w
ith lntrous adm

inisttior~

T
he advers reactions 'W

hidl m
ost com

m
only resuited iri clinical jntervention w

ere cadiovacular evets
includin corona ar disorder in 0:1 %

 of patients and m
yocadia infarct in c:1%

 of patients. T
hese evnt

w
ere not observ in an of th 413 placebotr.eated patients. T

he total nuriber of patients hospitlied for
cadiovcular event ., th A

M
E

V
lJ-treated group w

a 12%
 (11M

l6).

T
he m

ost com
m

on evts reultig in disconlinuaton of treatm
ent w

ith A
M

E
V

IV
&

 w
ee C

D
~

+
 T

 lyphocye
i..ei below

 250 cellS
i,.L (see W

A
R

N
IN

G
S

, and A
D

V
E

R
S

E
 R

E
A

C
T

IO
N

S
, E

lecl D
O

 Lym
phocye C

D
unlS

),
headach (0.2%

), and naus..(0.2%
).

B
ese cúnical trls are conducted under w

idely varying conditons, adverse evnt r.:tes observ in the

:~': :l~a:ao~~egrv~~~~~~~bce°:l=
 ~~~~ni~~~~~1 d~~ 'h~:ie:~p~~~~d b~ ~~;

klentifyng the iid\iers~
 eve thtappear to be related to drug use and a basis tor approxim

ating rates.

T
h_ data desibed below

 relect. exposure to A
M

V
E

a in a, total of 1869 psoriS patients of w
hm

1315 (70%
) received 1 to 2 courses of therapy and 554 (30%

) received 3 or m
ore courses, T

he m
edian (jura-

tion 01 follow
-lip w

as.8.4 m
ontls forth patients w

ho receivd 1 to 2 courses and 27.7 m
onts for the patients

w
ho recived 3 or m

ore courses of A
M

E
V

rvee. O
f the 1869 totll patientS. 876 receivd 1heirfirst course in

placebo,ntlled studies. T
he population studied ranged in age from

' 6 to 84 year:, and incuded 69%
 m

en
and 31"a w

om
en_ T

h patients w
ee m

ostly caucasi (88%
), reflecting the general psoriatic populat1a:n.

D
iseae seve~ít at basenne w

as m
oderate tn severe psoriais.

E
llett on L

ym
phocye C

ounts
In the lntrm

usular study (Stdy 2). 4%
 of patients teporaly discontinued treatm

nt and no patients
perm

ann1ly discontinued treaent diie to C
D

4+
 T

 lyphocye counts below
 th specfed threshold 01

250 cells/iiL
 In Study 2. 10%

, 28%
. and 42"a of patient had total lyphocy, C

D
4+

. and C
D

8+
 T

 lym
pho

cye counts below
 norm

, respectiel. T
w

elve w
eeks after a course of iheray (12 w

eeJd doses), 2%
. 8%

,
anc21 %

 of patients had lD
tallym

phocy, C
D

4+
, and C

D
8+

 T
 celt counts below

 norm
a!.

In the first èourse 01 th intavenous stidy (Study 1), 10%
 of patients tem

porarily discontinued treatm
ent 

and

2,la perm
anentt discontinued trtm

ent due to C
04+

 T
 lyphoce counts below

 t1e-speciffed. threshold of
250 ceIlSi,.L

 D
urng the firs! course of Study 1,22'1 of patienls had total ~phD

cy counts below
 norm

al,
48%

 had C
D

4+
 T

 lym
phocye counts below

 norm
al and 59%

 ha C
D

8+
 .T

 lyphocye counts below
 norm

L
.

T
he m

axim
al.effect on Iyp/'cytes w

as obse..d w
i1hin 6 to 8 w

eeks of initiation of treatm
t T

w
elve w

ee
afr a course of thrapy (12 w

eely doses), 4%
 of patients had lotal lym

phocy count below
 norm

l.
19oa had C

04+
 T

 lyphocye counts below
 norm

l, and 36%
 had C

O
St T

 lym
phoce counts below

 norm
aL

For patients receivig a secnd coure of A
M

E
V

ivE
~ in Study i. 17%

 of.patients haC
! w

ta tym
pbocye counts

, below
 norm

. 44%
 had C

D
4+

 T
 lym

phocy coun below
 norm

al. and 56%
 had C

D
8+

 T
 Iym

phot: counts
below

 norm
, T

w
elve w

e afer com
pletng dosing, 3%

 of patients had to~1 lyphocye counts below
norm

l, 17%
 had C

D
4 T

 ~phD
cy counts below

 norm
al, an 35~, had C

D
Il T

 ~m
phoi: counls below

norm
l (see W

A
R

N
IN

G
S, and PR

E
C

A
U

IO
N

S. i..bD
1toryT

esls).

M
alignancies .

In th 24-w
eek. peod consting th first course 01 placebo.controlled studies. 12 m

alignancies w
ere

diagnose in 11 A
M

E
V

IV
E

lrted paents. T
he incidence of m

alignancie w
a 1.3%

 (11/86) for
A

M
E

V
V

E
StreC

lte pati com
pared to (1%

 (21413) in the placebO
 group.

A
m

ong: 1869 pats w
ho receve A

M
E

V
~ at ar dose in dinic trials. 43 p¡¡ents w

ere diagnosed w
it.1

63 trtm
ent-em

ergent m
aignancies. T

he m
a)ority of the m

algnanes w
ere non-elm

a skin cacers:
46 caes (20 bas cell, 26 squam

ous ceU
 cacint;m

as) in 27 patients. O
ther m

aignancies obsered in
A

M
E

\V
E

tr patints included m
elanom

a (11), solid orga m
alignancis (1"12 in 11 palien), and

lym
phom

as (0=
): th lattr i:onssted.of tw

o H
odgk:ri's ant tw

 non.H
odgkin's'lyphom

as. and one cutl~
neous T

 cell ~
plia (m

ycosis fungoid..).

Inleclions
In tte 24.eek period constiting the firs course of placebo-contlled stdies. serious inlections (infectons
F

eqiring hospi1lrztin) w
ere seen at a rate of 0.9%

 (8I6) in N
vE

V
lV

E
Ð

-trted patents and
02%

 (11.413) in the placebo group. In patients receving repeted courses of A
M

E
V

IV
E

&
 therapy. the

rate ,of señous infectons re~
ned sim

ilar acoss courses of therapy. S
erious infecon am

ong
1869 .A

trd patits ipduded ceflulits, absces, w
ound infectons, toc sbock, pneum

onia,
appedicitis, cholecysttis, gatroentertti and herpes infections.

H
ypersensitvity R

eadions
In cfnica studies. 4 of 1869 (0.2%

) patients w
ere reportd to exrience angioedem

a: tw
o of U

lese patients
w

e hospibiid. In the 24-w
eek period consting th fit çourse of placebo-trlled stdies.' urtcaña

w
a reported in 6 (0:1%

) A
M

E
V

I\flrted paents lI. 
1 patienl in th control. group. U

r1i: resulted In
disontinuaon 01 therapy in one of the A

M
E

V
I~treated patients.

H
eJlatic Injiiry

In post-m
arkeng: exerience there have bee report of asm

ptom
atic transam

inae elevtion. b:nyïnflta-
tion atthe Ilver,liepatiti, .ad sere riv failure (see P

R
E

C
A

U
T

O
N

S
, H

epatic Injury).

'In the 24-w
eek: period ,constuting t1e first course of placebo-cnttoJled studies. 1.7%

 (15/876) of
A

M
E

V
IV

E
~-treated patients and 12a¡a (51413) of the placebo group exerienced A

lT
 and/or A

S elevaons of
at lea 3 tim

es the upper lim
it of oorm

l.

Injection S
ite R

eactoD
s . - .

In th intuscula study (S
tudy 2), 16a/. of A

M
E

V
IV

E
e-'teate. patients and 8%

 of placeba-tread patients
report injection sie reations. In patnt receng repeate cour:es of P

M
'B

V
E

8 1M
 thpy, tte inci-

dence of-njecton sit reactons rem
aed sim

ila across courses of therapy. R
eacons at th si of injection

w
ere gene~ly m

ild, tyically occurrd on single occaons, and included ejter pain (7%
). inflam

ation (4%
).

bleedig (4%
). edem

a (2%
), non-pedfic recton (2%

). m
as (10/..), or skin hypeensil\lty (0:1%

). In the
clnical tr.as. ~ single cae of injecon sit reacton led to the discontinuation of A

M
E

V
I'J.

Im
m

uoogeniçily
A

pproxim
ately 3%

 (4M
3S7) of .paliem

s receiving A
M

E
V

V
E

~ developed low
-titer antibodes to a1efacept

N
o apparent correlation of antibody developm

erit and clinica reSponse or adverse ev!l1s w
a observ. T

he
longrerm

 im
m

unooenicity of A
M

E
V

IV
E

0 is unknw
n,

1he 'data reflec th percentage of patient w
hose test reults w

ere consderd positive for antibodies .to
aletaP

t rn'an E
U

S
A

 assay, and are tighly dependent on the sel"sitivity and specificity of the assa_
A

dditionlly, the obserd incidence of anbõody positiit in an asy m
a be influence by severl fictors

including sam
ple hadling. tim

ing 01 sam
ple collecton, concom

itnt m
edications. and uncerin diseas. F

or
these reaof".s. com

parson of the incidence ot antibodi~ to alefacept w
ith th incidence 01 antbodies to other

product m
ay be m

isleading.

O
V

E
R

D
O

SA
G

E

T
he highest dose testd in hum

ans (0.75 m
g/kg lV

) w
â associated w

ItI chils. heaach. artr.lgia, and
sinusits w

ithin one day 01 dosing. Paent w
ho have been inadV

lrtently adm
inistered .an excss ot the rec~

om
m

ended dose should be closely m
onitored for efects -on totallyphocye count and C

D
4 T

 lym
phocye

, count '
D
O
S
A
G
E
 
A
N
D
 AD

M
IN

IST
T

IO
N

A
M

E
V

~ should only be used under the guidance and supervsion of a physician.

-ne recom
m

ended dose of A
M

E
V

~ is 7.s m
g givn once ~eekl as an iV

 bolus or 15 m
g given once w

eek.
Iy as an 1M

 injecton. T
he recom

m
ended'regim

en is a course"of 12 w
eekl injeons. R

etrtm
en, w

ith an
addi1:onaI12-w

eek course m
ay be lnild provided that C

04+
 T

 lym
phoce counts, are \'itin 1he norm

al

rage. and a m
inim

um
 of a 1Z

-w
eek: inte has passed. 

since the prevjous C
D

u.rse of trm
enl.

T
he C

D
4+

 T
 Iyphoce.counts of patients receng A

M
E

V
V

E
8 should be m

onitored before inìliating dosing
and evry tw

l? w
eek lhroughoutthe course of the 12-w

eek dosing reoim
enlf C

D
4 T

 lym
phcy C

Q
um

s .are
below

 250 celspi. A
M

E
V

IV
E

 dosing should be w
iheld and w

eekly m
onitoring instd. l:E

V
IV

E
8i

should be di~
nued II the counts rem

ain below
 250 ceJls/ii for çine m

onU
l (see P

R
E

C
A

U
T

O
N

S
,

L3bO
raloryT

e~
), '

Preparation Inslru.cions
A

N
E

V
~ should ,be reconstitued by a health care profesional using aseptic techniQ

U
e. E

ach vialls' intend-
e
d
 
f
o
r
 
s
i
n
g
l
e
 
p
a
t
i
e
n
 
u
s
e
 
o
n
l
y
.
 
.

D
o not use A

M
E

V
V

P beyond the da1e stinipec on the caron, dose pak lid (1V
). drugfd~uent pack; (1M

),
A

M
E

V
i~ vi.alabet or diluent container. !ael.

A
M

E
V

tV
E

15 m
g lyophilizd pow

der for 1M
 adm

inistrtion should be recnsted w
ith 0;6 m

L
 of th supp6,ed

diluent (S
terile W

aler lor lniection, U
S

p) 0.5 m
L of the reconstitu soluton contiin 15 m

g of a1facept

A
M

E
V

IV
"c8 7.5 m

g Iyopruliz pow
der for IV

 adm
inistrtion ShO

uld be reonstbiled w
ith 0.6 m

l of th sup-
plied diluent .1J.5 m

L
 of the reconstitutedsolution contains 7.5 m

g of aletc~pl

D
o not add other m

edications to solutions coniaining: A
M

E
V

IV
E

. D
o not recnstiM

e.A
M

E
V

&
 w

i other
dil~

ent. D
o not fiter reconstite solution (juring preparation or adm

inisttion.

A
ll procedures require th use of aseptic tecnique. U

sing the supplied sying and one of 1:e supplied
. needles. w

ithdraw
 only D

.6 m
l of m

e supplied diluem
. (Stele. W

ater tor Injecon. U
SP). K

eeping th neele
point at the'sidew

ll of the viaL
. slow

l inject the diluent ¡nio the vial of A
M

l\. Som
 foam

ing w
il occur,

w
túth is norm

al. T
o avoid excssiv foam

ing, óo not shke or vigorously agitlte T
h conte should be

sw
irled gentt during dissolution. G

eneraly, dissolution of A
M

E
V

V
E

8 tlkes les than tw
 m

inute T
he solu-

tion should ~e used as soon as" possible after reconstutin.

T
he recorutihied .solution sbould be clea and colorle to slightl yellow

. V
isually inpec the solution for

particulate m
atr and disC

O
IO

ltion prior to adm
inistron. T

he solution should not be used il discolored or
cloudy. or if tlndisolved m

ateril rem
ains.

Follow
ing reconstiU

lôon, the prouct should be used im
m

ediately or ..lithln 4 hour if stored in th vial at .
2-8"C

 (36-a-F).. A
M

V
E

 N
D

T
 U

SE
D

 W
IT

IN
 4 H

O
U

R
S O

F R
E

C
D

N
ST

O
N

 SH
O

U
L

D
 B

E
 D

ISC
A

E
D

.

R
em

ove th needle used for rensitition and a1ct th other supplie needle W
ithdrw

 0.5 m
L

 of the
A

M
E

V
V

E
&

 soluton into the Synge. Som
e foam

 D
r bubbles m

ay rem
ain in th V

I.

, A
dm

inis1f3lion lasnrctoßS
For irtm

ascul:ir us. injec th run 0.5 m
L

 of soluton. R
otate inecton sit so th a d"iferent si is used

for eah new
 injecton. N

ew
 injecons should be give at least 1 Inch from

 an old site and ner into ar
w

here the sk:n is 1ender, bruised, red, or hart!.

For lnlravenous use,
Prepare 2 syinge w

ith 3.0 m
L

 N
orm

 Saline. U
S? for pre- and po-adm

irition flush.
Pnm

e th w
inged infusion ~t w

ilh-3.0 m
l saine and insert the set into th ven.

A
ttch the A

M
E

V
~

fifled synge to th infuion set an adm
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