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AMEVIVE® [alefacepl}

DESCRIPTION

AMEVIVE® ) isani dimeric fusion protein that consists of the exiraceliutar CB2-
binding portion of the human leukotyte function antigen-3 (LFA-3} linked 1o the Fe (hinge, Cx2 and Cu3

domains) portion of human 151, Alefacept is by DNA in 2 Chinese
Hamster Ovary (CHO) an celf expression system. The weight of alefacept is 91.4 Klodal-
tons.

AMEVIVE® Is supplied as a sterile, white-to-off-white, presenative-free, lyophilized powder for parenteral
i jon. After fution with 0.6 mL of the supplied Sterile Water for Injection, USP, the solution
of AMEVIVE® & clear, with a pH of approximately 6.9.

AMEVIVE® is available in two formutations. AMEVIVE® for intramuscular.injection contzins 15 mg alefacept
per 0.5 mL of recoristituted solution. AMEVIVE® for intravenous injection contains 7.5 mg alefacept per 0.5
mL of reconstituted solstion. Bath formulations also contain 12.5 mg sucrose. 5.0 mig glycine, 3.6 mg sodi-
um citrate ditydrate, and 0.05 my citric acid monahydrate per 0.5 mL.

CLINICAL PHARMACOLOGY

AMEVIVE® interferes with lymphocyte activation by specifically binding 1o the iymphacyte antigen, CD2, and
inhibiting LFA-3/CD2 i i ivation of T nvolving the i jon between LFA-3 on znti-

gen-presenting cells and CD2 on T lymphocytes plays 2 vole in the pathophysiology of chronic plaque psori-
asis. The majority of T lymphocytes in psoriatic lesions are of the memory effector phenotype characterized
by the presence of the CD45RO0 marker!, express activation markers (e.g., 025, CD69) and release inflam-
matory cytokines, such as interferony.

AMEVIVE® also calises a reduction i subsets of CD2+ Tl .~ tes (pri )
bridging between CD2 on target lymphocytes and i in Fo plors on cells, such as
ratural killer cefls. Treatment-with AMEVIVE®-results in a reduction in circulating total CD4+ and CDB+

T tymphocyte counts. CD2 is also expressed at low levels on Be surface of natural Kifler cells and certain bone

rmarrow B fymphocytes. Therefore, the potential exists for AMEVIVE® to affect the activation and numbers of

cells ather than T lymphocytes, In clinical studies of AMEVIVE®, minor changes i the numbers of circulal- |

ing cells other than T lymphocytes have been observed.

Plrarmacokinefies

{ly CO45R0+), by

In Study 1, patients were randomized 10 receive one or two courses of AMEVIVE® 7.5 mg administered by IV

bolus. The first and second courses in the two-course cohort were separated by at least a 12-week post-dos-

ing interval. A total of 553 patients were randomized into three cohorts (Tabie 1). . .
“Table 1. Treztment Group and Number of Patients Dosed in Stady 1

Course 1 (No. of vsmnuﬁv. Conrsc 2 (No. of paticats)

Cohort 1 AMEVIVE® (183) AMEVIVE® (154)
Cabortz | AMEVIVE® (184) Placcbo (142)
Cohort3 Placebo (186) AMEVIVE® (153)

Study 2 provided a basis for comparison of patients treated with either 10 mg or 15 mg AMEVIVES IM. One
hundred seventy-three patients were randomized 1o receive 10 mg of AMEVIVE® 1M, 166 to receive 15 mg of
AMEVIVE® I84, and 168 tb receive placebo.

In Studies 1 and 2, 77% of palients had previously received systemnic therapy and/or phototfierapy for psori-
asis. Df these, 23% and 19%, respectively, had failed to respond to at least one of these previcus therapies.

Tabie 2 shaws the freatment response jn the first course of Study 1 and Study 2. xﬁv.oﬁn 1o treatment in
both studies was defined-as the propartion of patients with a reduction in score on the Psoriasis Area and
Severity Index (PASI)? of at least 75% from basefine at two weeks foliowing the 12-week treatment period.

Dther included the of paiients who achieved a scoring of “almost clear” or
“tlear” by Physician Global Assessment (PGA) and the proportion of patients with a reduction in PASI of at
least 50% from baseling two weeks after the T2-week treatment period.

INDICATIONS AND USAGE
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who are candidates for systemic therapy or phototherapy. .

CONTRAINDICATIONS
>_Sm¢_<me should not be administered to patients infecled with HIV. AMEVIVE® reduces CD4+ T fymphocyte

counts, which might acce) disease prog or increase of disease in these patients
(see WARNINGS, LYMPHOPENIA and WARNINGS, Serious Infections).

AMEVIVE® should not be administered to patients with knowri hypersensitivity to AMEVIVE® or any of its
components. .

WARNINGS

LYMPHOPENIA N -
>3mﬁm§ INDUCES DOSE-DEPENDENT REDUCTIONS IN CIRCULATING CD4+ AND CD8+ T LYMPHOCYTE
COUNTS.

A COURSE OF AMEVIVE® THERAPY SHOULD NOT BE INITIATED IN PATIENTS WITH A GD4+ T LYMPHOCYTE
COUNT BELOW NORMAL. THE CD4+ T LYMPHOCUYTE COUNTS DF PANENTS RECBVING AMEVIVE®
SHOULD BE MONITORED EVERY TWD WEEKS THROUGHOUT THE COURSE OF THE 12-WEEK DOSING REG-~
IMEN. IF CD4+ T LYMPHDCYTE COUNTS ARE BELOW 250 CELLS/uL, AMEVIVE® DOSING SHOULD BE
WITHHELD AND WEEKLY MONITORING INSTITUTED. AMEVIVE® SHOULD BE DISCONTINUED IF THE
COUNTS REMAIN BELOW 258 CELLS/uL FOR ONE MONTH (SEE DOSAGE AND ADMINISTRATION}. -

AMEVIVE® may increase the sisk of malignancies, In the 24-week period constituting the first course of place-
bo-controfied studies, 13 malignancies were diagnosed in 11 AMEVIVE®-ireated patients. The Incidence of
malignancies was 1.3% (11/876) for AMEVIVE®-reated patients compared to 0.5% (2/413} in the placebo
group (see ADVERSE REACTIONS, Maligmancies). In preclinical studies, animals developed B cell hyper- .
plasia, and one anima! developed a lymphoma (see PRECAUTIONS, Carzinagenesis, Mutagenesis, and
Fenlility). AMEVIVE® should not be adsministered to patients with a history of systemic malignancy. Caution.
should be exercised when considering the use of AMEVIVE® in patients at bigh risk for malignancy. if a patient
develops a mafignancy, AMEVIVE® should be disconfinued. .

Serious Infections

AMEVIVE® is an immunosuppressive agent and, therefore, has the voﬁ:e.n_ to Increase the risk of infection
and ivate (atent, chronic i AMEVIVE® should not be administered to patients with a clinically

Tahle 2. of Patients ding to the First Conrye of Treatment in
Study 1.(the Intrevenous Stody) and Stady 2 (the Intramoseular Study) Two Weeks Post Dosing
Study 1 Stmdyz
“Tecatmen i
respomse: Pheebo  AMEVIVE®  Difi Placebo Difference
(rotucsion in @=186)  ISmglv  (@5%CD | (Ne163) 15mgiM  (95%CD
discmar activit o |
e iy =367y (N=166)

, NNMNM Teduction 4% 1% 10" 46, 15) 5% 21% 16° (5, 23)
wwm-.mxm rodncrion 10% 8% 28" @235 | 18% v w43
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'Cohort 1 and 2 are combined. '
*p vatues <0,001

*pvaluc 0.004

$p valuc 0,006

In Study 2, the proportion of responders to the 10 mg !M dose was higher than placebo, but the difference
was not statistically significant. .

1n both studies, onset of response to AMEVIVE® treatment {at least a 50% reduction of baseline PASI) began
60 days after the start of therapy. .

With one course of therapy in Study 3 (3V route}, the median duration of response (defined as maintenance
of a 75% or greater reduction in PASI) was 3.5 months for AMEVIVE®-treated patients and 1 month for
placebo-treated patients. In Study 2 (iM route), the median duration of response was approximately 2 months
for both AMEVIVES-treated palients and placebo-treated patients. '

Most patients wha had responded 1o either AMEVIVE® or placebo maintained a 50% or greater reduction in
PAS! through the 3-month obsérvation period.

Among responders in Study 1 who received AMEVIVE® 7.5 mg IV or in Study 2 who received >~sm<_<.me

important infecion. Caufion should be exestised when considering the use of AMEVIVE® in patients with
¢chronic infections or 2 history of recurrent infection. Patients should be monitored for signs and symptoms
of infection during or after a course of AMEVIVE®. New infections should be closely monktored. H a patient
develops a serious infection, AMEVIVE® should be discontinued (see ADVERSE REACTIONS; Infections). n
the 24-week period constituting the first course of placebo-controlled studies, serjous infections (infecbons
requiring hospitalization) were observed at a rate of 0.9% (8/876) in AMEVIVES-treated patients and
0.2% (1/413) in ie'placebo group.

PRECAUTIONS
Effects on the Immnume Systém

Patients receiving other i
withh AMEVIVE® because of the possibilty of

agents or | shoutd not receive concurrent thesapy

The safety and efficacy of vaccines, specificslly five or vaceines, to patients being
treated with AMEVIVE® have not been studied. !n a study of 46 patients with chronic plague psoriasis, the
ability to mount immunily to tetanus toxoid (recall antigen) and an experimental nes-antigen was presesved
in those patients undergoing AMEVIVE® therapy.

Allergic Reattions - i .
H fions (uriicariz, angi were with the of AMEVIVE®_ [f

15 mg IM and were followed off active treatment before AMEVIVE® retreatment, 3 50% or greater
in PAS} was maintained for a median of 7 months. . .

Some patients achieved their maximal response beyond 2 wesks post-dosing. In Studies 1 and 2, an addi-
tional 11% {42/367) and 7% (12/166) of patients freated with AMEVIVE®, respectively, achieved a 75%
reduction from baseline PAS! score at one or more visits atter the first 2 weeks of the follow-up period.

Retreatment . . '

Patients in Study 1 who had compieted the first 1V treatment course were efigible to receive a second treat-
ment course it their psoriasis was less than “clear” by PGA and their CD4+ T lymphocyte count was above
the lower limit of normaL. The leve! of response {decrease in median PASI score) over the two courses of IV
Is shown in Figure 1. The median reduction in PASI score was gréater in patients who received a

In patients with moderate to severe plaque psoriasis, a75mgh v} inistration, the

mean volume of distribution of alefacept was 94 mukg, the roean clearance was 0.25 mLAvkg, and the mean .

elimination half-life was approximately 270 hours. Following an i {IM) injection, itahifity
was 63%. .
The pharmacokinetics of alefacept in pediatric patients have not been studied. The effects of renal or hepatic
impail on the pt inetics of alefacept have not been studied. .

Pharmacodynamics . .
At doses tested in clinical trials, AMEVIVE® therapy resuited in a d D decrease in Ci ing total
tes?. This ion pi i affected the memory effector subset of the CD4+ and CD&+
T lymphocyte compartments (CD4+CD45R0+ and CD8+CDA45RO+), tHe predominant phenotype in psoriatic
lesions, Circulating natve T fymphocyte and natural killer cell counts appeared to be only minimally suscepti-
ble to AMEVIVE® wiide ci ing B lymphocyte counts appeared nat to be affected by AMEVIVE®
Am$>b<mmmmmm>r4_ozm.m*nn—._nE:_._:nnSmn_E:E. .

CLINIGAL STUDIES

AMEVIVE® was evaluated in two randomized, double-blind, placebo-controlied studies in adults with chronic
(=1 year) plaque psoriasis and a minimum body surface area involvement of 10% wha were candidates for or
had previously received systemic therapy or Each course i of on kly adminis-
tration for 12 weeks (IV for Sty 1, IM for Study 2) ot placebo or AMEVIVE®. Patients could receive con-
comitant low potency topical sterids. Concomitant phototherapy or systemic therapy was not alfowed.

second course of AMEVIVE® treatment (see Cohort 1) compared fo pafients who received placebo (see -

Cohort 2).
: Figurs 1. Median PASI Score Over Time
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an anaptylactic reaction or other serious aliergic reaction occurs, administration of AMEVIVE® should be dis-
continued immediately and appropriate therapy initiated.

Hepatic Injury .
In post-marketing experience there have been reports of fiver injury, i i i
elevabon, fatty infittration.of the liver, hepatilis, decompensation of cirrhosis with liver failure, and acute fiver
failure, Two cases of fiver failure were reporied with concomitant alcohol use {see ADVERSE REACTIONS,
Hepatit Injury). In the 24-week period constiting the first course of placebo-controlled studies,
1.7% (15/876) of AMEVIVE®-treated patients and 1.2% (§/413) of the placebo group experienced ALT and/or
AST elevations of at Jeast 3 imes. the upper limit of normal. While the exact relationship of these

with the use of AMEVIVE® has not been established, patients with signs or symptoms of liver injury should
be fully evaluated. AMEVIVE® should be discorfinued in patients who develop significant clinical signs of Ever
injury.

Information for Pafienis

Patients should be informed of the need for regular monitoring of white bloed cell {lymphocyte) counts
during therapy and that AMEVIVE® must be administered under the supervision of a physician. Patients
should also be informed that AMEVIVE® reduces lymphocyte counts, which could increase their chances of
developing an infection or 2 malignancy. Patients should be advised to inform their physician promptly if they
develop any signs of an infection or mali while. ing a course of with AMEVIVE®.

Femnale patients’ shoulg also be advised to notify their physicians it they become pregnant while 1aKing
AMEVIVE® (or within 8 weeks of discontinuing AMEVIVE®) and be advised of the existence of and encour-
aged to enroll in the Pregnancy Registry. Call 1-866-AMEVIVE (1-866-263-8483) to enrol into the Registry
(see PRECAUTIONS, Pregnancy). : R

Patients should be advised that serious fiver injury has been reported in patients receiving AMEVIVE®, Patieals
should be advised 1o report to their physician persistent nausea, anorexia, fatigue, vomiting, abdorninal pain,
jaundice, easy bruising, dark urine or pale stools.

Laborafory Tesis

The CD4+ T lymphocyte tounts should be monitored every two weeks duting the 32-week AMEVIVE® dosing
period and used to guide dosing. Patients should have normal CD4+ T lymphocyte counts prior to an initial or
a g course of ent with AMEVIVE®. If CD4+ T lymphocyte counts are below
250 celfs/uel, AMEVIVE® dosing should be withheld and weekly monitoring instituted. AMEVIVE® should be

-discontinued if CD4+ T lymphocyte counts remain below 250 cells/ul for one month. .




Drug Interactions .
No formal interaction studies have been performed.

Carcinogenesis, Mutagenesis, and Ferlility .

In a chroi¢ foxicity study, cynomolgus monkeys were dosed weekly for 52 weeks with intravencus alefacept
at1 my/kg/dose or 20 me/kg/dose. One animal In the high dose group developed a B-cell lymphoma that was
detected after 28 weeks of dosing. Additional animals in bath dose groups developed B-celt Hyperplasia of the
spieen and lymph nodes. One-year post-treatment there. was no evidence of alefacept-related lymphoma or
B-celt hyperpiasia in any of the remaining treated monkeys. .

AN animals in the study were positive for an endemic primate gammaherpes virus also known as lym-
phocryptovirus (LCV). Latent LCV infection is generally asymptomalic, but can lead to B-cell lymphomas
when animals are immune suppressed.

In 2 separate study, baboons given 3 doses of aletacept at 1 mg/kg every B weeks were found o have cen-
trobiast profiferation in’B-cefl dependent areas in the germinal centers of the spleen following a 116-day
washout period.

The role of AMEVIVE® in the
human primates and the relevance to humans is

of the oo

and the hyperplasia observed in non-
i ated disor-

ders P p phic proliferation, and B-cell lymphornas} ocour in mmmmam who have
ital or acquired i iench thase resulting from imimunosuppressive therapy.
No formal carcinogenicity or ferility studies were 8.3:2&.
icity studies were invitro and in vivo; no evidence of mutagenicity was observed.
Preguiancy (Category B) - .

Women of childbearing potential make up a considerable segment of the pafient popukation affected by psoria-
Sis. Since the effact of AMEVIVE® on pregnancy and fetal development, including immune system development,

is niot known, heatth care providers are encouraged to enroll patients currently taking AMEVIVE® who become -

pregnant inlo the Astellas Pharma US, Inc. Pregnancy Registry by calling 1-865-AMEVIVE (1-866-283-8483).

Reproductive toxicology Studles have been performed in cynomolgus monkeys at doses up 1o 5 my/kg/week
(about 62 times the fuman dose based on body weight) and have revealed no evidence of impaired fertifity or
harms to the fehss due to AMEVIVE®, No abortifacient or feratogenic effects were pbserved in cynomolgus

ollowing i bolus inj of AMEVIVE® administered weekly guring the period of
organogenesis to gestation. AMEVIVE® underwent trans-placentat passage and produced jn utero exposure
in the developing monkeys. I utero, serum levels of exposure in these monkeys were 23% of maternal serum
ls. No evidence of fetal toxicity including adverse effects on immune system development was observed
in any of these animals.

Anirnal reproduction studies, however, are not always predictive of human response and.there are no adequate
and well-controfled studies in pregnant women. Because the sisk to the development of the fetal immune sys-
tem and postnatal immune function in humans is unknown, AMEVIVE® shouid be used during pregnancy only
if clearly needed. If pregnancy dceurs while taking AMEVIVE®, conlinued use of the drog should be assessed.

Nursing Mothers

milk, and because there exists the potential for serious adverse reactions in nursing infants from AMEVIVE®,
a2 decision should be made whether to discontinue nursing while taking the drug or ta discontinue the use of
the drug, taking inte account the importance of the drug 1o the mother.

Geriatric Use .

0f the 1869 patients who received AMEVIVE® in clinical trials, a total of 129 patiemts were = 65 years of age
and 16 patients were = 75 years-of age. No diferences in safety or efficacy were observed between clder and
younger palients, but there were.not sufficient data to exclude imporant differences. Because the incidence
of i ions and certain Y ies is higher ip the elderly population, in general, caution. should be used
in treating the elderly. . .

Pediatric Use . .
The safety and efficacy of AMEVIVE® in pediatric patients have not been studied. AMEVIVE® is not indicated
for pediatric patients.

ADVERSE REACTIONS .
The most serious Nn%mnmm reactions were: |

« Lymphopenia {sez WARNINGS)

« -Malignancies (see WARNINGS) 3

« Serious Infections requising hospitalization (see WARNINGS) .

» Hypersensitivity Reactions (see PRECAUTIONS, Allernic Reaclins)

Comsnonly observed adverse events seen in the first course of placebo-controtled clinical trials with at least a
2% higher incidence in the AMEVIVES-treated pafients compared to placebo-treated patients were: pharyngi-
tis, diziness, increased cough, nausea, pruritus, myalgia, chil injection site pain, tion site inflamma-
fion, and accidental injury.  The only adverse event that occurred at a 5% or higher incidence among
AMEVIVE®-treated patients compared o placebo-treated patients was chills (1% placebo vs. 6% AMEVIVE®),
which occurred iinantly with inistrat

The adverse reactions which most commenly resuited ini. clinical intesvention were cardiovascular events
including coronary artery disorder in <1% of patients and myocardial infarctin <1% of palients. These svernts
were not observed n any of the 413 placebo-treated patients. The total number of patients hospitalized for
cardiovascufar events in the AMEVIVE®-treated group was 12% (11/876).

The most common events sesuiting in discontinuation of treatment with AMEVIVE® were CD4+Tly

1tis not known whether AMEVIVE® is excreted in human milk, Because many drugs are excreted in hurman

. Effecton _.E._..ugnim Counts

In the Intramuscular study (Study 2). 4% of patients temporarily discontinued treatment and no patients
permanently discontinued treatment due to CD4+ T tymphocyte counts belaw the specified threshold of
250 celis/ul In Study 2, 10%, 28%, and 42% of patients had total lymphocyte, CD4+, and CD8+ T lympho-
cyte counts below normal, respectively. Twelve weeks after a course of therapy (12 weekly doses), 2%, 8%,
and 71% of patients had total lymphocyte, CD4+, and CD3+ T cell counts below normal.

in thé first course of the intravenous study {Study 1), 10% of patients temporarily discontinued treatment and
2% permanently discontinued treatment due to CD4+ T lymphocyte counts below the specified threshold of
250 cells/ul. During the first course of Study 1, 2% of patients had total ymphotyte counts below normal,
48% had CD4+ T lymphecyte counts below normal and 59% had CD8+ T ymphocyte counts below normal.
The maximal.effect on lymphocytes was observed within 6 to 8 weeks of intiation of treatment. Twelve weeks
after a course of therapy (12 weekly doses), 4% of patients had total lymphacyte counts below normal,
19% had CD4+ T lymphocyte counts below normal; and 36% had CD8+ T ymphocyte counts below normal.

For patients receiving a second course of AMEVIVE® in Study 1, 17% of.patients had total tymphocyte counts

. below normal, 44% had CD4+T lymphacyte counts below normal, and 56% had CD8+ T lymphocyte counts

below nommal, Twelve weeks after completing dosing, 3% of patients had total lymphocyte counts below

normal, 17% hag CO4+ T lymphocyte counts below normal, and 35% had COB+ T lymphocyle counts below

normal (see WARKINGS, and PRECAUTIONS, Laboratory Tests).

Malignancies .

In the 24-week period constitwting the first course of placebo-controlied studies, 13 mafignancies were
diagnosed in 11 AMEVIVE®-treafed patients. The incidence of malignancies was 1.3% (11/876) tor
AMEVIVE®-treated patients compared to 0.5% (2/413) in the placebo group.

AMEVIVE® 15 mg lyophilized pewder for IM should be d with 0:5 mL of the supplied
diluent {Stesile Waler fos injection, USF). 0.5 mL of the reconstituted solution contains 15 mg of alefacept

AMEVIVE® 7.5 my lyophilized powder for IV should be r
plied dilvent. 0.5 mL of the reconstituted solution contains 7.5 mg of alafacept.

Do ndt add other Bm.n.,ﬂmuﬁ.a solutions containing AMEVIVE®. Do not recanstitute. AMEVIVE® with other
dilyents. Do not filter reconstituted solution during preparation or administration.

with 0.6 mL of the sup-

All procedures require the use of aseptic technique. Using the supplied syringe and one of the supplied

- needles, withdraw only 0.6 mL of the supphied diluent, (Sterile Water for Injection, USP). Keeping the needle

pointed at the sidewall of the vial, slowly inject the diluent into the vial of AMEVIVE®, Some foaming will occur,
which is normal. To avoid excessive foaming, do not shake or vigorously agitate. The contents should be
swirled gently during dissolution. Generalty, dissolution of AMEVIVE® takes less than two minutes. The solu-
tion should be used as soon as’ possible after reconstitufion.

The reconstituted ‘solution should be clear and colorless o slightly yellow. Visually inspect the solution for
parficutate matier and ion prior to imistration. The solution should not be used if discolored or
cloudy, or if undissolved material remains. .

Following reconstitution, the product should be used immediately or vithin 4 hours if stored in the vial at .
2-8°C (36-46°F).- AMEVIVE® NOT USED WITHIN 4 HOURS OF RECONSTITUTION SHOULD BE DISCARDED.

Remove the needle used for reconstilution and atiach the other supplied needle. Withdraw 0.5 mlL of the
AMEVIVE® solution into the syringe. Some foam or bubbles may remain in the vial.

Among 1869 patients who received AMEVIVE® at any dose in clinical trials, 43 um,mmam were di with
63 treatment-emergent malignancies. The majerity of the malignancies were non-melanoma sKin cancers:
45 cases {20 basal cell, 26 squamous cell carcinomas) in 27 pabients. Other malignancies observed in

- AMEVIVE®-treated patients included melanoma {n=3), solid organ malignancies (n=12 in 11 patients), and

iymphomas (n=5); the ltter consisted of two Hodglir's and two non-Hodgkin's Jymphomas, and one cula~
neous T cell lymphoma (mycosis fungoides). .

Inlections

In the 24-week pariod constituting the first course of placebo-contirolléd studies, serious nfections (infections

requiring hospitalization) were seen at a rate of 0.9% {8/876) in AMEVIVES-greated patients and

0.2% (1/413) in the placebo group. In patients receiving repeated courses of AMEVIVE® therapy, the

rates of serious infections remained similar across courses of therapy. Serious infections among

1869 AMEVIVE®S-treated patients included callulitis, & wound infections, toxic shock, p I
iciti fi itis and herpes infections.

Hypersensifivily Reaclions

In clinical studies, 4 of 1869 {0.2%) patients were reported 1o experience anginedema: two of these patients
were hospitalized. In the 24-week period constituting the first course of placebo-controlied studies. urticaria
was reported in 6 (<1%) AMEVIVE®-treated patients vs. 1 patient in the control group. Urticaria resulted In
discontinuation of therapy in one of the AMEVIVE®-treated patients.

Hepatlic Injury
in post-markefing experience there have been repoits of asymptomatic wansaminase elevation, fatty infitra-
tion of the liver, hepatitis, and severe tiver failure (see PRECAUTIONS, Hepatic injury).

“In the 24-week period constituting the first course of placebo-controlled studies, 17% (15/876) of

AMEVIVE®-treated patients and 1.2% (5/413) of the placebe group experienced ALT and/or AST elevations of
at least 3 times the upper imit of normal. .

Injection Sile Reaclioos . o :

In the irtramuscutar shidy (Study 2), 16% of AMEVIVE®-treated patiznts and 8% of placebo-treated patients
reported injection site reactions. In patients receiving repeated courses of AMEVIVE® IM therapy, the inci-
dence of injection site reactions remained similar across courses of therapy. Reactions at the site of injection
were generally mild, typically occurred on single occasions, and included either pain {7%), inflammation (4%),
bleeding {4%), edema (2%), non-specific reaction (2%), mass (1%), or skin hypersensitivity (<1%). In the
clinical teials, a single case of injection site reaction led 1o the discontinuation of AMEVIVE®. .

Immunogenicity

Approximately 3% (46/1357) of patients receiving AMEVIVE® developed iow-titer antibodies to alefacept.
No apparent comelztion of antibody development and efinical response or adverse events was observed. The
jong-term immunogenicity of AMEVIVE® is unknown.

The ‘data reflect the percentage of patients whose test resuits were considered positive for antibodies to
alefacept in-an ELISA assay, and are highly dep on the ithvity and ificity of the assay.

the observed i of antibody positivity in an assay may be influenced by sevesal factors
including sample handling, timing of sample i H ications, 2nd underlying disease. For
these reasons, ison of the inch of anfibodias to alefacept with the incidence of antibodies to other
products may be misleading. )
DVERDOSAGE

The highest dose tested in hurnans (0.75 mg/kg 1V) was jia, and

sinusitis within one day of dosing. Patiemts who have been inadvertently administered an excess of the rec~

oenmended dose shoutd be closely monitoréd for effects on total lymphocyte count and CD4+ T lymphocyte

* count. .

DDSAGE AND. ADMINISTRATION
AMEVIVE® should only be used under the guidance and supervision of 2 physician.

ievels below 250 cell/pl (see WARNINGS, and. ADVERSE REACTIDNS, Effect on Lymphocyte Counts),
headache (0.2%), and nausea (0.2%).

Because clinical trials are conducted under widely varying conditions, adverse event rates observed in the
chinical trials of a drug cannot be dir compared 10 rates in the clinicat trials of another drug and may not
reflect the rates observed in practice. The adverse reaction information does, however, provide a basis for
identifying the adverse svents that'appzar lo be related to drug use and a basis for approximating rates.

The data described below reflect exposure to AMEVIVE® in a total of 1868 psoriasis patients, of whom
1315 (70%) received 1 to 2 courses of therapy and 554 (30%) received 3 or more courses. The median dura-

. tion of foliow-up was 8.4 monthis for the patients who received 1 to 2 courses and 27.7 months for the patients
who received 3 or more conrses of AMEVIVE®. Of the 1869 total patients, 876 receivad their first course in
placebo-cos studies. The studied ranged in age from 16 to 84 years, and included 69% men
and 31% women. The patients were mostly C: ian {88%), ing the general psoriatic population.
Disease severity at baseline was moderate 1o Severe psoriasis.

The ._namnn;gms,\.mommu.mHumzmno:omimmEBN: _<uo_=mo:mEuuzgonnmsmmx.
Iy as an IM injection. The recommiended regimen is 2 couirse-of 12 weekly injections. Retrealment with an
additional 12-week course may be initiated provided that CD4+ T lymphocyte counts.are within the normal

range, and a minimum of 2 12-week interval hias passed since the previous course of treatment.

The CD4+ T lymphocyte.counts of patients receiving AMEVIVE® should be monitored before inttiating dosing
and every two weeks throughout the course of the 12-week dosing regimen. if GD4+ T lymphocyte counts are
below 250 cells/ul, AMEVIVE® dosing should be withheld and weekly monitoring instituted. AMEVIVE®
should be discontinued i the counts remain below 250 ceils/ul for one month (see PRECAUTIONS,
Laboratory Tesis). .

Preparation Instructions  ~
AMEVIVE® should be reconstituted by 2 health care
ed for single patient use only.

Do .,_9 use AMEVIVE® beyond the date stamped on the carton, dose pack lid (1%, drug/diluent pack {IM),
AMEVIVE® vial label, or diluent container. label.

using aseptic Each vial Is imeng-

For intramuszutar wse, inject the full 0.5 mL of solution. Rotate infection sites so that a different site is used.

for each new injection. New mjections should be given at least 1 inch from an old site and never into areas

where the skin is tender, bruised, red, or hard. .

For intravenous use, ‘

= Prepare 2 syringes with 3.0 mL Normat Safine, USP for pre- and post-administration flush.

Prime the winged infusion set with 3.0 mL saline and insert the set into the vein,

mﬁ& _.wm AMEVIVE®-filled syringe to the infusion set and administer the sofution over no more than
Seconds.

.= Flush the infusion set with 3.0 mL safine, USP.

HOW SUPPUED

AMEVIVE® for IV administration is supplied in sither a carton containing four administration dose packs, or in
a carton containing one administration dose pack. Each dose pack contains one 7.5-mg single-use vial of
AMEVIVE®, one 16 mL single-use diluent vial (Sterile Water for Injection, USF), one syringe, one 23 gauge,
Y4 inch winged infusion sef, and two 23 gauge, 1 /4 nch needles. The NDC rumber for the four administra-
MMM %Mmcm %w‘mw carton 1 0469-0020-01. The NDC number for the one administration dose pack carton-is

AMEVIVE® for IM administration is supplied in either a carton containing four doses, of in  carton contaim
ing-one dose. Each four-dose carton contains one 1/ pack for refri bon, four 1 mL
syringes, and eight 23 gauge, 1 Y inch needles. Each four-dese drug/di pack for i

four 15-mg single-use vials of AMEVIVE® and four 10 mL single-use diluent viais of Sterile Water for Injection,
USP. Each single-dose carton contzins one g/ pack for refri iof, ene syringe and two
23 gauge, 1 Vs inch needles: Each single-dose drug/diluent pack for refrigesation contains: one 15-mg

.single-use vial of AMEVIVE® and one 10 mL single-use dilnent vial of Sterlie Water for Injection, USP.

._.vmzvn=caomlon=5Bcvnomm_u:o:wgmm.ocw_.cu..:.mz_ua_.aacnloqn:mmiu_lomnnm:gw
0489-0021-04. .

| AMEVIVE® Is reconsbtuted with 0.6 mL of the 10 mL single-use dilvent.

Storage
The dose pack (IV) and drug/di

T pack (M) containing AMEVIVE® (iyophilized powder) should be stored
in a refrigerator between 2-8°C/36-46°F. PROTECT FROM LIGHT, Refain in carton (V) or drug/diluent pack

- {Im) until-time of use.

Rx only
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