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For Subcutaneous Injection

DESCRIPTION

ENBREL tI (etanercept) is a dimeric fusion protein consisting of the extracellular ligand-binding
portion of the human 75 kilodalton (P75) tuor necrosis factor receptor (TNFR) linked to the Fc
portion of human IgG 1. The Fe component of etanercept contains the C 2 domain, the C 3 domain

and hinge region, but not the CH 1 domain ofIgG 1. Etanercept is produced by recombinant DNA
technology in a Chinese hamster ovar (CHO) mamalian cell expression system. It consists of
934 amino acids and has an apparent molecular weight of approximately 150 kilodaltons.

ENBREL tI is supplied in a single-use prefilled 1 mL syrge as a sterile, preservative-free solution
for subcutaneous injection. The solution ofENBREL tI is clear and colorless and is formulated at
pH 6.3 :f 0.2. Each ENBREL tI single-use prefilled syrge contains 0.98 mL of a 50 mg/mL
solution of etanercept with 10 mg/mL sucrose, 5. 8 mg/mL sodium chloride, 5.3 mg/mL L-arginine
hydrocWoride, 2.6 mg/mL sodium phosphate, monobasic, monohydrate, and 0.9 mg/mL sodium
phosphate, dibasic, anhydrous. Adminstration of one 50 mg/mL prefilled syrnge ofENBREL tI
provides a dose equivalent to two 25 mg vials oflyophilized ENBREL tI, when vials are
reconstituted and administered as recommended.

ENBREL tI multiple-use vial contains sterile, white, preservative-free, lyophilized powder.
Reconstitution with 1 mL ofthe supplied Sterile Bacteriostatic Water for Injection (BWFI), USP
(containg 0.9% benzyl alcohol) yields a multiple-use, clear, and colorless solution with a pH of
7.4 :i 0.3 containing 25 mg etanercept, 40 mg mantol, 10 mg sucrose, and 1.2 mg tromethamine.

CLINICAL PHARMACOLOGY

General

Etanercept binds specifically to tuor necrosis factor (TN) and blocks its interaction with cell
surface TN receptors. TN is a natually occurng cytokine that is involved in normal
inflamatory and immune responses. It plays an important role in the inflamatory processes of
rheumatoid arthrtis (R), polyaricular-course juvenile rheumatoid arthrtis (JR), and anlosing
spondylitis and the resulting joint pathology. In addition, TN plays a role in the inflamatory
process of plaque psoriasis. Elevated levels of TNF are found in involved tissues and fluids of
patients with RA, psoriatic arthrtis, anky10sing spondylitis (AS), and plaque psoriasis.

Two distinct receptors for TNF (TNRs), a 55 ki10dalton protein (P55) and a 75 kilodalton protein
(P75), exist naturally as monomeric molecules on cell surfaces and in soluble forms. Biological
activity ofTNF is dependent upon binding to either cell surface TNR.
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Etanercept is a dimeric soluble form ofthe p75 TN receptor that can bind to two TNF molecules.
It inhbits the activity ofTNF in vitro and has been shown to affect several animal models of
inflammation, including murne collagen-induced arhrtis. Etanercept inhbits binding of both
TNFa and TNp (lymphotoxin alpha (LTa)) to cell surface TNFRs, rendering TN biologically
inactive. Cells expressing transmembrane TNF that bind ENBREL (I are not lysed in vitro in the
presence or absence of complement.

Etanercept can also modulate biological responses that are induced or regulated by TN, including
expression of adhesion molecules responsible for leukocyte migration (i. , E-se1ecti and to a
lesser extent intercellular adhesion molecule-1 (ICAM-: 1)), seru levels of cytokies (e. , IL-6),

and seru levels of matrix metalloproteinase-3 (M-3 or stromelysin).

Pharmacokinetics

After administration of25 mg ofENBREL (I by a single subcutaneous (SC) injection to 25 patients
with RA, a mean:l standard deviation half-life of 102 :I 30 hours was observed with a clearance of
160:1 80 mLlh. A maximum seru concentration (Cmax) of 1.1:1 0.6 mcg/mL and time to Cmax
of 69 :f 34 hours was observed in these patients following a single 25 mg dose. Afer 6 months of
twice weekly 25 mg doses in these same RA patients, the mean Cmax was 2.4 :I 1.0 mcg/mL (N =
23). Patients exhibited a two- to seven-fold increase in peak seru concentrations and
approximately four-fold increase in AUC 72 hr (range 1 to 1 Tfold) with repeated dosing. Seru
concentrations in patients with RA have not been measured for periods of dosing that exceed 6
months. The pharacokietic parameters in patients with plaque psoriasis were similar to those
seen in patients with RA.

In another study, seru concentration profies at steady state were comparable among patients with
RA treated with 50 mg ENBREL (I once weekly and those treated with 25 mg ENBREL (I twce
weekly. The mean (:I standard deviation) Cmax, Cmin, and parial AUC were 2.4 :f 1.5 mgI, 1.2

:f 0.7 mgI, and 297 :f 166 mgeh/, respectively, for patients treated with 50 mg ENBREL (I once
weekly (N = 21); and 2.6 :I 1.2 mgI, 1.4:f 0.7 mgI, and 316 :I 135 mgeh/ for patients treated
with 25 mg ENBREL (I twce weekly (N = 16).

Pharacokinetic parameters were not different between men and women and did not var with age
in adult patients. No formal pharacokinetic studies have been conducted to examine the effects of
renal or hepatic impairment on ENBREL (I disposition.

Patients with JR (ages 4 to 17 years) were adminstered 0.4 mg/g ofENBREL (I twice weekly for

up to 18 weeks. The mean seru concentration after repeated SC dosing was 2. 1 mcg/mL, with a

range of 0.7 to 4.3 mcg/mL. Limited data suggests that the clearance ofENBREL 
(I is reduced

slightly in children ages 4 to 8 years. Population pharacokinetic analyses predict that
administration of 0.8 mg/g ofENBREL lI once weekly wil result in Cmax 11 % higher, and Cmin

20% lower at steady state as compared to administration of 0.4 mg/g of ENBREL lI twice weekly.

The predicted pharmacokinetic differences between the regimens in JR patients are of the same
magnitude as the differences observed between twice weekly and weekly regimens in adult RA
patients. The pharacokinetics ofENBREL lI in children -: 4 years of age have not been studied.
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CLINICAL STUDIES

Adult Rheumatoid Arthritis

The safety and efficacy ofENBREL CI were assessed in four randomized,. double-blind, controlled
studies. The results of all four trals were expressed in percentage of patients with improvement in
RA using American College of Rheumatology (ACR) response criteria.

Study I evaluated 234 patients with active RA who were :2 18 years old, had failed therapy with at
least one but no more than four disease-modifyg antirheumatic drgs (DMAs; e.
hydroxychloroquine, oral or injectable gold, methotrexate (MTX), azathioprie, D-penicilamine
sulfasalazine), and had:2 12 tender joints , :2 10 swollen joints, and either ESR:2 28 mm, CRP;:

0 mg/dL, or morning stiffuess for:2 45 minutes. Doses of 10 mg or 25 mg ENBREL CI or placebo
were administered SC twice a week for 6 consecutive months. Results from patients receiving 25
mg are presented in Table 1.

Study II evaluated 89 patients and had similar inclusion criteria to Study I except that subjects in
Study II had additionally received MTX for at least 6 months with a stable dose (12.5 to 25 mg/week)
for at least 4 weeks and they had at least 6 tender or painfl joints. Subjects in Study II received a
dose of 25 mg ENBREL CI or placebo SC twice a week for 6 months in addition to their stable MTX
dose.

Study II compared the efficacy of ENBREL CI to MTX in patients with active RA. Ths study
evaluated 632 patients who were :2 18 years old with early C5 3 years disease duration) active RA;
had never received treatment with MTX; and had:2 12 tender joints, :2 10 swollen joints, and either
ESR:2 28 mm, CRP;: 2.0 mg/dL, or mornng stiffuess for:2 45 minutes. Doses of 10 mg or 
mg ENBREL CI were administered SC twice a week for 12 consecutive months. The study was
unblinded after all patients had completed at least 12 months (and a median of 17.3 months) of
therapy. The majority of patients remained in the study on the treatment to which they were
randomized through 2 years, after which they entered an extension study and received open-label 25
mg ENBREL CI . Results from patients receiving 25 mg are presented in Table 1. MTX tablets
(escalated from 7.5 mg/week to a maximum of20 mg/week over the first 8 weeks of the tral) or
placebo tablets were given once a week on the same day as the injection of placebo or ENBREL 
doses, respectively.

Study IV evaluated 682 adult patients with active RA of 6 months to 20 years duration (mean of
7 years) who had an inadequate response to at least one DMA other than MTX. Fort-three
percent of patients had previously received MTX a mean of two years prior to the tral at a mean
dose of 12.9 mg. Patients were excluded from this study ifMTX had been discontinued for lack of
effcacy or for safety considerations. The patient baseline characteristics were similar to those of
patients in Study I (Table 3). Patients were randomized to MTX alone (7.5 to 20 mg weekly, dose
escalated as described for Study II; median dose 20 mg), ENBREL lI alone (25 mg twice weekly),
or the combination ofENBREL lI and MTX intiated concurently (at the same doses as above).

The study evaluated ACR response, Shar radiographic score and safety.

This label may not be the latest approved by FDA.  
For current labeling information, please visit https://www.fda.gov/drugsatfda



Clinical Response

A higher percentage of patients treated with ENBREL (8 and ENBREL (8 in combination with MTX .
achieved ACR 20, ACR 50 and ACR 70 responses and Major Clinical Responses than in the
comparson groups. The results of Studies I, n, and il are sumarzed in Table 1. The results of
Study IV are sumarzed in Table 2.

Table 1:
ACR Responses in Placebo- and Active-Controlled Trials

(Percent of Patients)

Placebo Controlled Active Controlled
Stud Stud Stud

Placebo ENBREL iBa MTX/ MTX/ MTX ENBREL iBa

Placebo ENBREL iBa

Response N=80 N=78 N=30 N=59 N=217 N = 207

ACR 20

Month 3 23% 62% 33% 66% 56% 62%
Month 6 11% 59% 27% 71%b 58% 65%
Month 12 65% 72%

ACR 50

Month 3 41% 42% 24% 29%
Month 6 40% 39% 32% 40%
Month 12 43% 49%

ACR 70

Month 3 15% 15% 13W
Month 6 15% 15% 14% 21%C
Month 12 22% 25%

25 mg ENBREL iB SC 
twce weekly.

p -: 0. , ENBREL iB vs. placebo.

p -: 0. , ENBREL iB vs. MTX.
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Table 2:
Study IV Clinical Efficacy Results: Comparison of MTX vs ENBREL $ vs ENBREL 

in Combination with MTX in Patients with RA
of 6 Months to 20 Years Duration

(Percent of Patients)

MTX ENBREL (I ENBREL (I/MTX
oint = 228 = 223 = 231

ACR N , b

Month 12

ACR 20
Month 12 59% 66% 75%C

ACR 50
Month 12 36% 43% 63%C

ACR 70
Month 12 17% 22% 40%C

Major Clinical Response 10% 24%C

Values are medians.
ACR N is the percent imrovement based on the Same core variables used in defig ACR 20 , ACR 50
and ACR 70.

P .c 0.05 for comparsons of ENBREL (8 /MTX vs ENBREL (8 alone or MTX alone.
Major clincal response is achieving an ACR 70 response for a contiuous 6 month period.

The time course for ACR 20 response rates for patients receiving placebo or 25 mg ENBREL(B 
Studies I and II is sumarized in Figue I. The time course of responses to ENBREL(B in Study 
was similar.
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Months

Among patients receiving ENBREL (I, the clincal responses generally appeared withi 1 to 2 weeks
after initiation of therapy and nearly always occured by 3 months. A dose response was seen in

Studies I and II: 25 mg ENBREL 
(I was more effective than 10 mg (10 mg was not evaluated in

Study II. ENBREL (I was signficantly better than placebo in all components of the ACR criteria 
well as other measures ofRA disease activity not included in the ACR response criteria, such as
mornng stiffness.

In Study II, ACR response rates and improvement in all the individual ACR response criteria were
maintained through 24 months ofENBREL (I therapy. Over the 2-year study, 23% ofENBREL (I

patients achieved a major clincal response, defined as maintenance of an ACR 70 response over a
6-month period.

The results of the components of the ACR response criteria for Study I are shown in Table 3.
Similar results were observed for ENBREL (I -treated patients in Studies n and II.

This label may not be the latest approved by FDA.  
For current labeling information, please visit https://www.fda.gov/drugsatfda



Table 3:
Components of ACR Response in Study IPlacebo ENBREL (!aN = 80 N = 78

Parameter (median) Baseline 3 Month Baseline 3 Month

urer of tender joints 34. 29.5 31.2 10.
um of swollen join C 24. 22. 23.5 12.

Physician global assessment d

Patient global asest 
Pain d 2.4
Disabilty index e 1.7 1.8 1.6 1.0
ESR (mm) 31.0 32. 28. 15.5
CRP (mg/

Results at 6 month showed simar improvement.

25 mg ENBREL (f SC twce weekly.

Scale 0-71.

Scale 0-68.

Visual analog scale; 0 = best, 10 = worst.

Health Assessment Questionnaire ; 0 = best, 3 = worst; includes eight categories: dressing
and groomig, arsing, eatig, walkg, hygiene, reach, grp, and activities.

p.c 0. , ENBREL (fvs. placebo, based on mean percent change from baseline.

After discontinuation ofENBREL , symptoms of arhrtis generally retued withi a month.
Reintroduction of treatment with ENBREL after discontinuations of up to 18 months resulted in
the same magntudes of response as patients who received ENBREL without interrption of

therapy based on results of open-label studies.

Continued durable responses were seen for over 60 months in open-label extension treatment trals
when patients received ENBREL without interrption. A substantial number of patients who
initially received concomitant MTX or corticosteroids were able to reduce their doses or
discontinue these concomitant therapies while maintaining their clinical responses.

A 24-week study was conducted in 242 patients with active RA on background methotrexate who
were randomized to receive either ENBREL alone or the combination of ENBREL and anakina.

The ACRso response rate was 31 % for patients treated with the combination of ENBREL and
anaknra and 41 % for patients treated with ENBREL alone, indicating no added clinical benefit of
the combination over ENBREL alone. Serious infections were increased with the combination
compared to ENBREL lI alone (see WARINGS).
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Physical Function Response

In Studies I, IT, and lI, physical fuction and disability were assessed using the Health Assessment
Questionnaire (HQ).

l Additionally, in 
Study lI, patients were administered the SF- Health

Surey. In Studies I and IT, patients treated with 25 mg ENBREL (8 twice weekly showed greater
improvement from baseline in the HAQ score beginning in month 1 through month 6 in comparson
to placebo (p 001) for the HAQ disability domain (where 0 = none and 3 = severe). In Study I
the mean improvement in the HAQ score from baseline to month 6 was 0.6 (ftom 1.6 to 1.0) for the
25 mg ENBREL (8 group and 0 (from 1.7 to 1.7) for the placebo group. il Study IT, the mean
improvement from baseline to month 6 was 0.6 (from 1.5 to 0.9) for the ENBREL (8/MTX group
and 0.2 (from 1.3 to 1.2) for the placebo/MTX group. In Study lI, the mean improvement in the
HAQ score from baseline to month 6 was 0.7 (from 1.5 to 0.7) for 25 mg ENBREL (8 twice weekly.
All subdomains ofthe HAQ in Studies I and lI were improved in patients treated with ENBREL (8

In Study lI, patients treated with 25 mg ENBREL (8 twice weekly showed greater improvement
from baseline in SF-36 physical component smrar score compared to ENBREL (8 10 mgtwice
weekly and no worsening in the SF-36 mental component sumar score. In open-label ENBREL 
studies , improvements in physical fuction and disabilty measures have been maintained for up to
4 years.

In Study IV, median HAQ scores improved from baseline levels of 1.8, 1.8 , and 1.8 to 1.1 , 1.0, and
6 at 12 months in the MTX, ENBREL (8, and ENBREL (8/MTX combination treatment groups

respectively (combination versus both MTXand ENBREL (8
, P 01). Twenty-nie percent 

patients in the MTX alone treatment group had an improvement ofHAQ of at least one unt versus
40% and 51 % in the ENBREL (8 alone and the ENBREL (8 /MTX combination treatment groups
respectively.

Radiographic Response

In Study il, structual joint damage was assessed radiographically and expressed as change in total
Shar score (TSS) and its components, the erosion score and joint space narowing (JSN) score.
Radiographsofhands/wrsts and forefeet were obtained at baseline, 6 months, 12 months, and 24
months and scored by readers who were unaware of treatment group. The results are shown in
Table 4. A signficant difference for change in erosion score was observed at 6 months and
maintained at 12 months.

12 Months Total Sharp score
Erosion score

JSN score

Table 4:
Mean Radiographic Change Over 6 and 12 Months in Study II25 mg MTX/NBREL 

ENBREL (B (95% Confdence Interval"1.00 0.59 (-0.12, 1.0)0.47 0.56 (0. , 1.00)52 0.04 (-0.39, 0.46)

MTX
1.59
1.03
0.56

P-value

002

6 Months Total Sharp score
Erosion score

JSN score

1.06

0.38

0.57 0.49 (0. , 0.91)
38 (0. , 0.66)

0.11 (-0.14, 0.35)

001
001

95% confdence intervals for the differences in chage scores between MTX and ENBREL 
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Patients continued on the therapy to which they were randomized for the second year of Study m.
Seventy-two percent of patients had x-rays obtained at 24 months. Compared to the patients in the
MTX group, greater inhibition of progression in TSS and erosion score was seen in the 25 mg
ENBREL (8 group, and in addition, less progression was noted in the JSN score.

In the open-label extension of Study Il, 48% of the original patients treated with 25 mg ENBREL 
have been evaluated radiographically at 5 years. Patients had continued inhbition of strctual
damage, as measured by the TSS, and 55% of them had no progression of strctual damage.
Patients originally treated with MTX had fuher reduction in radiographic progression once they
began treatment with ENBREL (8

In Study N, less radiographic progression (TSS) was observed with ENBREL lI in combination

with MTX compared with ENBREL lI alone or MTX alone at month 12 (Table 5). 
In the MTX

treatment group 55% of patients experienced no radiographic progression (TSS change:5 0.0) at 12
months compared to 63% and 76% in the ENBREL (8 alone and the ENBREL (8 /MTX combination
treatment groups , respectively.

Table 5:
Mean Radiographic Change in Study IV at 12 Months

(95% Confidence Interval)

MTX ENBREL ENBREL \B/MTX
(N = 212) = 212 = 218

Total Sharp Scores (TSS) 0.52 0.54
(1.08 4.51) 1.5) 1.00

, -

07)

Erosion Score (ES) 1.68 0.30
(0. 74) 61) , 0.04)

Joint Space Narrowig Score (JSN) 1.2 0.32
(0. , 1.90) (0. , 0. 63) 0.45

, -

02)

. Analyzed radiographic lIT population.
8 p -: 0.05 for comparison ofENBREL \B vs MTX
b P -: 0.05 for comparson ofENBREL \B /MTX vs MTX
c p -: 0.05 for comparison ofENBREL \B/MTX vs ENBREL 
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Once Weekly Dosing

The safety and efficacy of 50 mg ENBREL (I (two 25 mg SC injections) admnistered once weekly

were evaluated in a double-blind, placebo-controlled study of 420 patients with active RA.
Fift-three patients received placebo, 214 patients received 50 mg ENBREL (I once weekly, and 153

patients received 25 mg ENBREL (I twce weekly. The safety and efficacy profiles of the two
ENBREL (I treatment groups were similar.

Polyarticular-Course Juvenile Rheumatoid Arthritis (JRA)

The safety and effcacy of ENBREL (I were assessed in a two-par study in 69 children with
polyaricular-course JR who had a varety of JR onset tyes. Patients ages 4 to 17 years with
moderately to severely active polyaricular-course JR refractory to or intolerant of methotrexate
were enrolled; patients remained on a stable dose of a single nonsteroidal anti-infamatory drg
and/or prednsone ( 2 mg/g/day or 10 mg maximum). In par 1 , all patients received 0.4 mglg
(maximum 25 mg per dose) ENBREL (I SC twce weekly. In par 2, patients with a clincal
response at day 90 were randomized to remain on ENBREL 

(I or receive placebo for four months

and assessed for disease flare. Responses were measured using the JR Definition of Improvement

(DO!), defied as 30% improvement in at least three of six and 30% worsening in no more
than one of the six JR core set criteria, including active joint count, limtation of motion
physician and patient/parent global assessments, fuctional assessment, and ESR. Disease flare

was defied as a 30% worsening in three of the six JR core set criteria and 30% improvement
in not more than one ofthe six JR core set criteria and a mium of two active joints.

In par 1 of the study, 51 of69 (74%) patients demonstrated a clinical response and entered par 2.

In par 2 , 6 of 25 (24%) patients remaining on ENBREL (I experienced a disease flare compared to
20 of26 (77%) patients receiving placebo (p = 0.007). From the star of par 2 , the median time to

flare was 116 days for patients who received ENBREL (I and 28 days for patients who received
placebo. Each component ofthe JR core set criteria worsened in the ar that received placebo

and remained stable or improved in the ar that continued on ENBREL (I. The data suggested the

possibility of a higher flare rate among those patients with a higher baseline ESR. Of patients who

demonstrated a clinical response at 90 days and entered par 2 of the study, some of the patients

remaining on ENBREL (I continued to improve from month 3 through month 7 , while those who

. received placebo did not improve.

The majority of JR patients who developed a disease. flare in par 2 and reintroduced ENBREL (I

treatment up to 4 months after discontinuation re-responded to ENBREL (I therapy in open-label

studies. . Most of the responding patients who continued ENBREL (I therapy without interrption
have maintained responses for up to 48 months.

Studies have not been done in patients with polyaricular-course IRA to assess the effects of

continued ENBREL (I therapy in patients who do not respond within 3 months of initiating

ENBREL (I therapy, or to assess the combination ofENBREL (I with methotrexate.
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Psoriatic Arthritis

The safety and effcacy of ENBREL (B were assessed in a randomized, double-blind
placebo-controlled study in 205 patients with psoriatic arhrtis. Patients were between 18 and 70

years of age and had active psoriatic arhrtis ( 3 swollen joints and 3 tender joints) in one or
more of the following forms: (1) distal interphalangeal (DIP) involvement (N = 104); (2)
polyaricular arhrtis (absence of rheumatoid nodules and presence of psoriasis; N = 173); (3)
arhrtis mutilans (N = 3); (4) asymetrc psoriatic arhrtis (N = 81); or (5) an10sing
spondylitis-like (N = 7). Patients also had plaque psoriasis with a qualifyng target lesion 2 cm in

diameter. Patients curently on MTX therapy (stable for 2 months) could continue at a stable
dose of 25 mg/week MTX. Doses of 25 mg ENBREL (B or placebo were administered SC twice a

week for 6 months.

Compared to placebo, treatment with ENBREL (B resulted in signficant improvements in measures
of disease activity (Table 6).

Table 6:

Components of Disease Activity in Psoriatic ArhritisPlacebo ENBREL i!aN= 104 N= 101

Parameter (median) Baseline 6 Month Baseline 6 Month
Numberoftenderjoints 17.0 13.0 18.0 5.
Nmnofswollenjoin c 12.5 9.5 13.0 5.
Physician global assessment d 3.0 3.0 3. 1.0

PatienglobaIases d 3.0 3.0 3. 1.0

Morng stifuess (miutes) 60 60 60 Pain d 3.0 3.0 3. 1.0

Disabilty index e 1.0 0. 1. 0.3

CRP (mg/dL) f 1. 1. 1.6 0.
pO: 0.001 for all comparisons between ENBREL i! and placebo at 6 months.

Scale 0-78.

Scale 0-76.

Likert scale; 0 = best, 5 = worst. 
Health Assessment Questionnaire ; 0 = best, 3 = worst; includes eight categories: dressing
and groomig, arising, eatig, walkg, hygiene , reach, grp, and activities.

Nonnl range: 0 - 0.79 mg/dL

Among patients with psoriatic arhrtis who received ENBREL (B, the clinical responses were
apparent at the time of the first visit (4 weeks) and were maitained through 6 months of therapy.

Responses were similar in patients who were or were not receiving concomitant methotrexate
therapy at baseline. At 6 months , the ACR 20/50/70 responses were achieved by 50%, 37%, and

respectively, of patients receiving ENBREL (B , compared to 13%, 4%, and 1 %, respectively, of

patients receiving placebo. Similar responses were seen in patients with each of the subtyes 

psoriatic arhrtis , although few patients were enrolled with the arhrtis muti1ans and anylosing
spondylitis-like subtyes. The results of this study were similar to those seen in an earlier
single-center, randomized, placebo-controlled study of 60 patients with psoriatic arhrtis.
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The skin lesions of psoriasis were also improved with ENBREL (I, relative to placebo, as measured

by percentages of patients achieving improvements in the Psoriasis Area and Severity Index
(PASI).4 Responses increased over time, and at 6 months, the proportions of patients achieving a

50% or 75% improvement in the PAS I were 47% and 23%, respectively, in the ENBREL (I group

(N = 66), compared to 18% and 3%, respectively, in the placebo group (N = 62). Responses were
similar in patients who were or were not receiving concomitant methotrexate therapy at baseline.

Radiographic Response

Radiographic changes were also assessed in the psoriatic arhrtis study. Radiographs of hands and

wrsts were obtained at baseline and months 6 and 12. A modified Total Shar Score (TSS), which

included distal interphalangeal joints (i. , not identical to the modified TSS used for rheumatoid
arhrtis) was used by readers blinded to treatment group to assess the radiographs. Some
radiographic featues specific to psoriatic arhrtis (e. , pencil-and-cup deformty, joint space
widening, gross osteolysis and anlosis) were included in the scoring system, but others (e.

phalangeal tuft resorption, juxta-aricular and shaft periostitis) were not.

Most patients showed little or no change in the modified TSS durng ths 12-month study (median

change of 0 in both treatment and placebo groups). However, there was a difference between

groups in the distrbution of scores (p = 0.0001 , van Elteren test). More placebo-treated patients

experienced larger magnitudes of radiographic worsening (increased TSS) compared to ENBREL 

treatment. In an exploratory analysis, 12 of 104 placebo patients compared to 0 of 101

ENBREL treated patients had increases of3 points or more in TSS.

Ankylosing Spondylitis

The safety and efficacy of ENBREL (I were assessed in a randomized, double-blind

placebo-controlled study in 277 patients with active anlosing spondylitis. Patients were between

18 and 70 years of age and had anlosing spondylitis as defied by the modified New York

Criteria for An10sing Spondy1itis. Patients were to have evidence of active disease based on

values of 30 on a 0-100 unt Visual Analog Scale (V AS) for the average ofmotng stiffness

duration and intensity, and 2 of the following 3 other parameters: a) patient global assessment, b)

average of noctual and total back pain, and c) the average score on the Bath Anlosing
Spondylitis Functional Index (BASFI). Patients with complete anlosis ofthe spine were

excluded from study paricipation. Patients taking hydroxychloroquine, sulfasalazine, methotrexate

or prednsone ( 10 mg/day) could continue these drgs at stable doses for the duration ofthe study.

Doses of 25 mg ENBREL (I or placebo were administered SC twice a week for 6 months.

The primar measure of efficacy was a 20% improvement in the Assessment in An10sing
Spondylitis (ASAS) response criteria.

6 Compared to placebo , treatment with ENBREL (I resulted in

improvements in the ASAS and other measures of disease activity (Figue 2 and Table 7).
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Figure 2: ASAS 20 Responses in Ankylosing Spondylitis
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At 12 weeks, the ASAS 20/50/70 responses were achieved by 60%, 45%, and 29%, respectively, of
patients receiving ENBREL (8, compared to 27%, 13%, and 7%, respectively, of patients receiving
placebo (p 0001 , ENBREL (8 vs. placebo). Similar responses were seen at week 24. Responses
were similar between those patients receiving concomitant therapies at baseline and those who were
not. The results ofthis study were similar to those seen in a single-center, randomized
placebo-controlled study of 40 patients and a multi-center, randomized, placebo-controlled study of
84 patients with anlosing spondylitis.
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Mea value at ti points
ASAS rense crte

Patient global asessmt b
Back pain C

BASFI d
Inamtion 

Acute phase reactats

CRP (mg/dL) f
Spinal mobility (cm):

Modified Schober s test 3.0 2.9 3. 3.3Chest expanion 3.2 3.0 3.3 3.
()cciput-to-vvall measurement 5.3 6.0 5.6 4.

a p -: 0.0015 for all comparsons between ENBREL and placebo at 6 months. P-values for continuous
endpoints were based on percent change from baseline.

Measured on a Visual Analog Scale (VAS) scale with 0 = "none" and 100 = "severe.
Average of total noctual and back pain scores, measured on a V AS scale with 0 = "no pain" and 100 =
'most severe pain.

Bath Anlosing Spondylitis Functional Index (BASFI), average of 10 questions.
Infamation represented by the average of the last 2 questions on the 6-question Bath Anlosing
Spondylitis Disease Activity Index (BASDAI).

f C reactive protein (CRP) norm range: 0 - 1.0 mg/dL.

Table 7:

Components of Ankylosing Spondylitis Disease ActivityPlacebo ENBREL 

N= 139 N= 138
Baseline 6 Month Baseline 6 Month

1.9 1.9

Plaque Psoriasis

The safety and effcacy ofENBREL (8 were assessed in two randomized, double-blind
placebo-controlled studies in adults with chronic stable plaque psoriasis invoiving 10% of the
body surface area, a minium P ASI of 10 and who had received or were candidates for systemic
anti-psoriatic therapy or phototherapy. Patients with guttate, eryhrodennic, or pustular psoriasis
and patients with severe infections withi 4 weeks of screening were excluded from study.. No
concomitant major anti-psoriatic therapies were allowed durng the study.

Study I evaluated 672 patients who received placebo or ENBREL 
(8 SC at doses of 25 mg once a

week, 25 mg twice a week or 50 mg twce a week for 3 months. After 3 months, patients continued
on blinded treatments for an additional 3 months durng which time, patients originally randomized
to placebo began treatment with blinded ENBREL 

(8 at 25 mg twice weekly (designated as
placebo/ENBREL (8 in Table 8); patients originally randomized to ENBREL (8 continued on the
originally randomized dose (designated as ENBREL (8 /ENBREL (8 groups in Table 8).

Study II evaluated 611 patients who received placebo or ENBREL 
(8 SC at doses of 25 mg or 50 mg

twice a week for 3 months. After 3 months of randomized blinded treatment, patients in all three
ars began receiving open-label ENBREL (8 at 25 mg twice weekly for 9 additional months.
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Response to treatment in both studies was assessed after 3 months of therapy and was defied as the

proportion of patients who achieved a reduction in score of at least 75% ftom baseline by the Psoriasis
Area and Severity Index (PAS!). The P ASI is a composite score that takes into consideration both the
ftaction of body surface area affected and the natue and severity of psoriatic changes withi the
affected regions (induration, eryema, and scaling).

Other evaluated outcomes included the proporton of patients who achieved a score of "clear" or
minial" by the Static Physician Global Assessment (sPGA) and the proportion of patients with a

reduction ofP ASI of at least 50% ftom baselie. The sPGA is a 6 category scale rangig ftom "5 =
severe" to "0 = none" indicating the physician s overall assessment ofthe psoriasis severity focusing
on induration, eryema, and scaling. Treatment success of "clear" or "mial" consisted of none or

minial elevation in plaque, up to faint red coloration in eryema, and none or mial fie scale
over 5% of the plaque.

Patients in all treatment groups and in both studies had a median baseline P ASI score rangig ftom
15 to 17; and the percentage of patients with baseline sPGA classifications ranged ftom 54% to
66% for moderate, 17% to 26% for marked, and 1 % to 5% for severe. Across all treatment groups
the percentage of patients who previously received systemic therapy for psoriasis ranged ftom 61 
to 65% in Study I, and 71 % to 75% in Study IT; and those who previously received phototherapy
rangedftom 44% to 50% in Study I, and 72% to 73% in Study n.

More patients randomized to ENBREL CI than placebo achieved at least a 75% reduction ftom
baseline PASI score (pASI 75) with a dose response relationship across doses of25 mg once a
week, 25 mg twice a week and 50 mg twice a week (Tables 8 and 9). The individual components
of the P ASI (induration, eryhema, and scaling) contrbuted comparably to the overall treatment-
associated improvement in PAS!.
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Table 8: Study I Outcomes at 3 and 6 Months

PlacebofE FUL 

25 mg BIW
(N = 168)

25 mg QW
FUL FUL 

25 mg BIW 50 mg BIW

(N = 169) (N = 167) (N = 168)

3 Months

8 (5%)

23 (14%)" 53 (32%)b 79 (47%)b

10% (4, 16) 28% (21 , 36) 43% (35 , 52)

36 (21%)b 53 (32%)b 79 (47%)b

17% (10, 24) 27% (19, 35) 42% (34, 50)

62 (37%)b 90 (54%)b 119 (71 %)

22% (13 , 31) 40% (30, 49) 57% (48; 65)

36 (21%) 68 (41%) 90 (54%)

PASI75n(%)
Difference (95% CI)

sPGA

, "

clear" or "mil" n 

(%)

6 (4%)

Difference (95% CI)

PASI 50 n (%)

Diference (95% CI)

6 Months
PASI 75 n (%)

24 (14%)

55 (33%)

p = 0.001 compared with placebo
p': 0.0001 compared with placebo

Table 9: Study II Outcomes at 3 Months

PASI 75 n (%)

Difference (95% CI)

FUL 

25 mg BIW 50 mg BIW= 204 = 203

66 (32%)" 94 (46%)"

29% (23, 36) 43% (36 51)

sPGA "clear" or "mil" n 

(%)

Difference (95% CI)

7 (3%) 75 (37%)"

34% (26, 41)

109 (54%)"

50 (43, 58)

PASI 50 n (%)

. Difference (95% CI)

p': 0.0001 compared with placebo

18 (9%) 124 (61 %)"

52% (44 , 60)

147 (72%)"

64% (56, 71)

Among PAS I 75 achievers in both studies, the median time to PAS I 50 and PASI 75 was
approximately 1 and approximately 2 months, respectively, after the star of therapy with either 25

or 50 mg twice a week.
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In Study I patients who achieved P ASI 75 at month 6 were entered into a study drg withdrawal and

retreatment period. Following withdrawal of study drg, these patients had a median duration of

P ASI 75 of between 1 and 2 months.

In Study I, in patients who were P ASI 75 responders at 3 months, retreatment with open-label

ENBREL Q! after discontinuation of up to 5 months resulted in a similar proportion of responders as
was seen durng the initial double-blind portion ofthe study.

. In Study II, most patients intially randomized to 50 mg twice a week continued in the study after

month 3 and had their ENBREL 
Q! dose decreased to 25 mg twce a week. Of the 91 patients who

were PAS I 75 responders at month 3 , 70 (77%) maintained their P ASI 75 response at month 6.

Efficacy and safety ofENBREL 
Q! treatment beyond 12 months has not been adequately evaluated in

patients with psoriasis.

INDICATIONS AND USAGE

ENBREL Q! is indicated for reducing signs and symptoms, inducing major clinical response

inhbiting the progression of strctual damage, and improvig physical fuction in patients with

moderately to severely active rheumatoid arhrtis. ENBREL Q! can be initiated in combination with

methotrexate (MTX) or used alone.

ENBREL Q! is indicated for reducing signs and symptoms of moderately to severely active
polyaricular-course juvenile rheumatoid arhrtis in patients who have had an inadequate response

to one or more DMAs.

ENBREL Q! is indicated for reducing signs and symptoms and inbiting the progression of strctual
damage of active arhrtis in patients with psoriatic artis. ENBREL Q! can be used in combination

with methotrexate in patients who do not respond adequately to methotrexate alone.

ENBREL 
Q! is indicated for reducing signs and symptoms in patients with active an10sing

spondylitis.

ENBREL Q! is indicated for the treatment of adult patients (18 years or older) with chronic moderate
to severe plaque psoriasis who are candidates for systemic therapy or phototherapy.

CONTRAINDICA TIONS

ENBREL Q! should not be admnistered to patients with sepsis or with known hypersensitivity to

ENBREL Q! or any of its components. 
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WARNINGS

INFECTIONS

IN POST-MATING REPORTS, SERIOUS INFECTIONS AN SEPSIS, INCLUDING

FATALITIES, HAVE BEEN REPORTED WITH THE USE OF ENBREL . MA 
THE SERIOUS INFECTIONS HAVE OCCURRD IN PATIENTS ON CONCOMITANT
IMMNOSUPPRESSIVE THERAY THAT, IN ADDITION TO THEIR UNDERLYING
DISEASE, COULD PREDISPOSE THEM TO INFECTIONS. RA CASES OF

TUBERCULOSIS (TB) HAVE BEEN OBSERVED IN PATIENTS TREATED WITH TNF
ANTAGONISTS, INCLUDING ENBREL . PATIENTS WHO DEVELOP A NEW
INFECTION WHILE UNDERGOING TREATMENT WITH ENBREL 

SHOULD BE

MONITORED CLOSELY. ADMINISTRATION OF ENBREL SHOULD BE

DISCONTINUED IF A PATIENT DEVELOPS A SERIOUS INFECTION OR SEPSIS.
TREATMENT WITH ENBREL SHOULD NOT BE INITIATED IN PATIENTS WITH
ACTIVE INFECTIONS INCLUDING CHRONIC OR LOCALIZED INFECTIONS.
PHYSICIANS SHOULD EXERCISE CAUTION WHEN CONSIDERING THE USE OF
ENBREL IN PATIENTS WITH A HISTORY OF RECURNG INFECTIONS OR WITH
UNDERLYING CONDITIONS WHICH MAY PREDISPOSE PATIENTS TO
INFECTIONS, SUCH AS ADVANCED OR POORLY CONTROLLED DIABETES (see
PRECAUTIONS and ADVERSE REACTIONS: Infections).

IN A 24-WEEK STUDY OF CONCURRNT ENBREL AND ANAKNR THERAY,
THE RATE OF SERIOUS INFECTIONS IN THE COMBINATION AR (7%) WAS

HIGHER THAN WITH ENBREL ALONE (0%). THE COMBINATION OF ENBREL 

AN ANAKNR DID NOT RESULT IN HIGHER ACR RESPONSE RATES
COMPARD TO ENBREL ALONE (see CLINICAL STUDIES: Clinical Response and
ADVERSE REACTIONS: Infections). CONCURRNT THERAY WITH ENBREL 

ANAKNRA IS NOT RECOMMNDED.

Neurologic Events

Treatment with ENBREL \I and other agents that inhbit TN have been associated with rare cases

of new onset or exacerbation of central nervous system demyelinating disorders, some presenting

with mental status changes and some associated with permanent disability. Cases of transverse

myelitis, optic neurtis, multiple sclerosis, and new onset or exacerbation of seizure disorders have

been observed in association with ENBREL 
\I therapy. The causal relationship to ENBREL \I

therapy remains unclear. Whle no clinical trals have been performed evaluating ENBREL \I

therapy in patients with multiple sclerosis, other TN antagonists adminstered to patients with

multiple sclerosis have been associated with increases in disease activity.
7, 8 Prescribers should

exercise caution in considering the use ofENBREL \I inpatients with preexisting or recent-onset

central nervous system demyelinating disorders (see ADVERSE REACTIONS).
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Hematologic Events

Rare reports ofpatcytopenia including aplastic anemia, some with a fatal outcome, have been

reported in patients treated with ENBREL (I . The causal relationship to ENBREL (I therapy remains

unclear. Although no high risk group has been identified, caution should be exercised in patients

being treated with ENBREL (I who have a previous history of signficant hematologic abnormalities.

All patients should be advised to seek immediate medical attention if they develop signs and
symptoms suggestive of blood dyscrasias or infection (e. , persistent fever, bruising, bleeding,

pallor) while on ENBREL (I . Discontinuation ofENBREL (I therapy should be considered in

patients with confirmed significant hematologic abnormalities.

Two percent of patients treated concurently with ENBREL 
(I and anaka developed neutropenia

(ANC 0: 1 x 10 /L). Whle neutropenic, one patient developed cellulitis which recovered with
antibiotic therapy.

Malignancies

In the controlled portions of clinical trals of all the TN-blocking agents, more cases oflymphoma

have been observed among patients receiving the TN blocker compared to control patients.

Durng the controlled portons of ENBREL 
(I trals, 3 lymphomas were observed among 4509

ENBREL (I -treated patients versus 0 among 2040 control patients (duration of controlled treatment
ranged from 3 to 24 months). In the controlled and open-label portions of clinical trals of

ENBREL (I , 9 lymphomas were observed in 5723 patients over approximately 11201 patient-years

of therapy. This is 3-fo1d higher than that expected in the general population. Whle patients with

rheumatoid arhrtis or psoriasis, paricularly those with highly active disease, may be at a higher

risk (up to several fold) for the development oflymphoma, the potential role ofTN-blockig
therapy in the development of malignancies is not known (see ADVERSE REACTIONS:

Malignancies). 11 , 12

PRECAUTIONS

General

Allergic reactions associated with adminstration of ENBREL 
(I durng clincal trals have been

reported in 0: 2% of patients. If an anaphylactic reaction or other serious allergic reaction occurs

administration of ENBREL (I should be discontinued immediately and appropriate therapy initiated.

Caution: The needle cover of the prefilled syrge contains natual rubber (latex) which may cause

allergic reactions in individuals sensitive to this substance.
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Information for Patients

ENBREL (I is provided as a single-use prefilled syrnge or multiple-use. vial. The needle cover on

the single-use prefilled syrnge contains dr natual rubber (latex), which should not be handled by
persons sensitive to this substance. If a patient or caregiver is to administer ENBREL (I, the patient

or caregiver should be instrcted in injection technques and how to measure and adminster the

correct dose (see the ENBREL (I (etanercept) "Patient Inormation" insert). The first injection

should be performed under the supervision ofa qualified health care professional. The patient's or

caregiver s ability to inject subcutaneously should be assessed. Patients and caregivers should be

instrcted in the technque as well as proper syrnge and needle disposal, and be cautioned against

reuse of needles and syrges. A punctue-resistant container for disposal of needles and syrnges
should be used. If the product is intended for multiple use, additional syrges, needles, and alcohol

swabs wil be required.

Patients with Heart Failure

Two large clinical trals evaluating the use ofENBREL 
(I in the treatment of hear failure were

termnated early due to lack of effcacy. Results of one study suggested higher mortality in patients

treated with ENBREL (I compared to placebo. Results of the second study did not corroborate these

observations. Analyses did not identify specific factors associated with increased risk of adverse

outcomes in hear failure patients treated with ENBREL (I (see ADVERSE REACTIONS:

Patients with Heart Failure). There have been post-marketing reports of worsening of congestive
hear failure (CHF), with and without identifiable precipitating factors, in patients takg
ENBREL (I . There have also been rare reports of new onset CHF, including CHF in patients
without known pre-existing cardiovascular disease. Some of these patients have been under 50

years of age. Physicians should exercise caution when using ENBREL (I in patients who also have
hear failure, and monitor patients carefully.

Immunosuppression

Anti- TN therapies , including ENBREL (I , affect host defenses against infections and malignancies

since TN mediates infamation and modulates cellular immune responses. In a study of 49

patients with RA treated with ENBREL (I, there was no evidence of depression of delayed-tye

hypersensitivity, depression of immunoglobulin levels, or change in enumeration of effector cell

populations. The impact of treatment with ENBREL (I on the development and course of

malignancies , as well as active and/or chronic infections, is not fully understood (see

WARINGS: Malignancies, ADVERSE REACTIONS: Infections, and Malignancies). The
safety and effcacy ofENBREL (I in patients with immunosuppression or chronic infections have
not been evaluated.

Immunizations
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Most psoriatic arhrtis patients receiving ENBREL CI were able to mount effective B-cell immune

responses to pneumococcal polysaccharde vaccine, but titers in aggregate were moderately lower

and fewer patients had two-fold rises in titers compared to patients not receiving ENBREL CI. The

clinical significance of this is unown. Patients receiving ENBREL 
CI may receive concurent

vaccinations, except for live vaccines. No data are available on the secondar transmission of

infection by live vaccines in patients receiving ENBREL 
CI (see PRECAUTIONS:

Immunosuppression).

It is recommended that JR patients, if possible, be brought up to date with all immunzations in

agreement with curent immunzation guidelines prior to initiating ENBREL 
CI 
therapy. Patients

with a significant exposure to varcella virus should temporarly discontinue ENBREL 
CI therapy and

be considered for prophylactic treatment with Varcella Zoster hnune Globulin.

Autoimmunity

Treatment with ENBREL 
CI may result in the formation of autoantibodies (see ADVERSE

REACTIONS: Autoantibodies) and, rarely, in the development of a lupus-like syndrome (see

ADVERSE REACTIONS: Adverse Reaction Information from Spontaneous Reports) which
may resolve following withdrawal of ENBREL CI . If a patient develops symptoms and fidings

suggestive of a lupus-like syndrome following treatment with ENBREL CI, treatment should be

discontinued and the patient should be carefully evaluated. .

Drug Interactions

Specific drg interaction studies have not been conducted with ENBREL CI . However, it was

observed that the pharacokinetics of ENBREL 
lI was unaltered by concomitant methotrexate in

rheumatoid artis patients.

In a study in which patients with active RA were treated for up to 24 weeks with concurent

ENBREL CI and anaka therapy, a 7% rate of serious infections was observed, which was higher
than that observed with ENBREL 

CI alone (0%) (see also WARNGS). Two percent of patients

treated concurently with ENBREL 
CI and anaknra developed neutropenia (ANC -: 1 x 10 /L).

Carcinogenesis, Mutagenesis, and Impairment of Fertilty

Long-term anmal studies have not been conducted to evaluate the carcinogenic potential of

ENBREL CI or its effect on fertility. Mutagenesis studies were conducted in vitro and in vivo, and

no evidence of mutagenic activity was observed.

Pregnancy (Category B)

Developmental toxicity studies have been performed in rats and rabbits at doses ranging from 60- to
100- fold higher than the human dose and have revealed no evidence of har to the fetus due to

ENBREL CI. There are, however, no studies in pregnant women. Because animal reproduction
studies are not always predictive of human response, this drg should be used durng pregnancy

only if clearly needed.

Nursing Mothers
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It is not known whether ENBREL (I is excreted in human milk or absorbed systemically after
ingestion. Because many drgs and imunoglobulins are excreted in human milk, and because of

the potential for serious adverse reactions in nursing infants from ENBREL (I, a decision should be

made whether to discontinue nursing or to discontinue the drg.

Geriatric Use

A total of 480 RA patients and 89 plaque psoriasis patients ages 65 years or older have been studied
in clinical trals. No overall differences in safety or effectiveness were observed between these
patients and younger patients. Because there is a higher incidence of infections in the elderly
population in general, caution should be used in treating the elderly.

Pediatric Use

ENBREL (I is indicated for treatment of polyaricular-course juvenile rheumatoid arhrtis in patients

who have had an inadequate response to one or more DMAs. For issues relevant to pediatrc

patients, in addition to other sections of the label, see also WARNGS; PRECAUTIONS:

Immunizations; and ADVERSE REACTIONS: Adverse Reactions in Patients with JR.
ENBREL (I has not been studied in children -: 4 years of age.

The safety and effcacy of ENBREL 
(I in pediatrc patients with plaque psoriasis have not been

studied.

ADVERSE REACTIONS

Adverse Reactions in Adult Patients with RA, Psoriatic Arthritis, Ankylosing
Spondylitis, or Plaque Psoriasis

ENBREL (I has been studied in 1442 patients with RA, followed for up to 80 months, in 157

patients with psoriatic arhrtis for 6 months, in 222 patients with anlosing spondylitis for up to

10 months , and 1261 patients with plaque psoriasis for up to 15 months. In controlled trals, the

proportion ofENBREL (I -treated patients who discontinued treatment due to adverse events was
approximately 4% in the indications studied. The vast majority of these patients were treated with
25 mg SC twice weekly. In plaque psoriasis studies, ENBREL (I doses studied were 25 mg SC once

a week, 25 mg SC twice a week, and 50 mg SC twice a week.

Injection Site Reactions
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In controlled trals in rheumato10gic indications, approximately 37% of patients treated with

ENBREL \B developed injection site reactions. In controlled trals in patients with plaque psoriasi

14% of patients treated with ENBREL I\ developed injection site reactions durng the first 3 months

of treatment. All injection site reactions were described as mild to moderate (eryema and/or

itching, pain, or swellng) and generally did not necessitate drg discontinuation. Injection site

reactions generally occured in the first month and subsequently decreased in frequency. The mean

duration of injection site reactions was 3 to 5 days. Seven percent of patients experienced redness
at a previou$ injection site when subsequent injections were given. In post-marketing experience

injection site bleeding and bruising have also been observed in conjunction with ENBREL 
therapy.

Infections

In controlled trals, there were no differences in rates of infection among RA, psoriatic artis

an10sing spondylitis, and plaque psoriasis patients treated with ENBREL 
\B and those treated with

placebo (or MTX for RA and psoriatic artis patients). The most common tye of inection was

upper respiratory infection, which occured at a rate of approximately 20% among both ENBREL 
\B -

and placebo-treated patients in RA, psoriatic arhrtis, and AS trals, and at a rate of approximately

12% among both ENBREL \B- and placebo-treated patients in plaque psoriasis trals in the fist 3

months of treatment.

In placebo-controlled trals in RA, psoriatic arhrtis, anlosing spondylitis
, and plaque psoriasis

no increase in the incidence of serious infections was observed (approximately 1 % in both p1acebo-

and ENBREL \B treated groups). In all clincal trals in RA, serious inections experienced by

patients have included: pyelonephrtis, bronchitis, septic artis, abdominal abscess, cellulitis

osteomyelitis, wound infection, pneumonia, foot abscess, leg ulcer, diarhea, sinusitis , and sepsis.

The rate of serious inections has not increased in open-label extension trals and is similar to that

observed in ENBREL \B-and placebo-treated patients from controlled trals. Serious inections

including sepsis and death, have also been reported durg post-marketing use ofENBREL \B. Some

have occured withi a few weeks after initiating treatment with ENBREL \B . Many of the patients

had underlyig conditions (e. , diabetes, congestive hear failure, history of active or chronic

infections) in addition to their rheumatoid artis (see WARINGS). Data from a sepsis clincal

tral not specifically in patients with RA suggest that ENBREL 
\B treatment may increase mortality

in patients with established sepsis.

In patients who received both ENBREL 
\B and anakinra for up to 24 weeks, the incidence of serious

infections was 7%. The most common infections consisted of bacterial pneumonia (4 cases) and
cellulitis (4 cases). One patient with pulmonar fibrosis and pneumonia died due to respiratory

failure.
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In post-marketing experience in rheumatologic indications, infections have been observed with

varous pathogens including viral, bacterial, fugal, and protozoal organsms. Infections have been

noted in all organ systems and have been reported in patients receiving ENBREL (I alone or 
combination with immunosuppressive agents.

In clinical trals in plaque psoriasis, serious infections experienced by ENBREL lI -treated patients

have included: cellulitis , gastroenteritis, pneumonia, abscess, and osteomyelitis.

Malignancies

Patients have been observed in clinical trals with ENBREL (I for over five years. Among 4462

rheumatoid arhrtis patients treated with ENBREL (I in clinical trals for a mean of27 months

(approximately 10000 patient-years of therapy), 9 lymphomas were observed for a rate of 0.
cases per 100 patient-years. This is 3-fold higher than the rate oflymphomas expected in the
general population based on the Sureilance, Epidemiology, and End Results Database. IO An

increased rate of lymphoma up to several fold has been reported in the rheumatoid arhrtis patient

population, and may be fuher increased in patients with more severe disease activity
, 12 (see

WARNGS: Malignancies). Sixty-seven malignancies, other than lymphoma, were observed.

Of these, the most common malignancies were colon, breast, lung and prostate, which were .simi1ar

in tye and number to what would be expected in the general population.
1o Analysis of the cancer

rates at 6 month intervals suggest constant rates over five years of observation.

In the placebo-controlled portions of the psoriasis studies, 8 of933 patients who received

ENBREL (I at any dose were diagnosed with a malignancy compared to 1 of 414 patients who

received placebo. Among the 1261 patients with psoriasis who received ENBREL (I at any dose in

the controlled and uncontrolled portions of the psoriasis studies (1062 patient-years), a total of 22

patients were diagnosed with 23 malignancies; 9 patients with non-cutaneous solid tuors
, 12

patients with 13 non-melanoma skin cancers (8 basal S squamous), and 1 patient with non-

Hodgkin s lymphoma. Among the placebo treated patients (90 patient-years of observation) 1

patient was diagnosed with 2 squamous cell cancers. The size ofthe placebo group and limited

duration ofthe controlled portions of studies precludes the ability to draw firm conclusions.

Immunogenicity
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Patients with RA, psoriatic arhrtis, anlosing spondylitis, or plaque psoriasis were tested at

multiple timepoints for antibodies to ENBREL (B . Antibodies to the TN receptor portion or other

protein components of the ENBREL 
(B 
drg product were detected at least once in sera of

approximately 6% of adult patients with RA, psoriatic arhrtis, anlosing spondylitis or plaque

psoriasis. These antibodies were all non-neutralizing. No apparent correlation of antibody
development to clinical response or adverse events was observed. Results from JR patients were

similar to those seen in adult RA patients treated with ENBREL (B. The long-term immunogenicity

of ENBREL (B is unown.

The data reflect the percentage of patients whose test results were considered positive for antibodies
to ENBREL 

(B in an ELISA assay, and are highly dependent on the sensitivity and specificity of the
assay. Additionally, the observed incidence of antibody positivity in an assay may be infuenced by

several factors including sample handling, concomitant medications, and underlying disease. For

these reasons, comparson of the incidence of antibodies to ENBREL 
(B with the incidence of

antibodies to other products may be misleadig.

Autoantibodies

Patients with RA had seru samples tested for autoantibodies at multiple timepoints. In RA

Studies I and IT, the percentage of patients evaluated for antinuclear antibodies (ANA) who
developed new positive ANA (titer 

1 :40) was higher in patients treated with ENBREL 
(B (11 %)

than in placebo-treated patients (5%). The percentage of patients who developed new positive

anti-double-stranded DNA antibodies was also higher by radioimunoassay (15% of patients

treated with ENBREL 
(B compared to 4% of placebo-treated patients) and by Crithidia /uciliae assay

(3% of patients treated with ENBREL 
(B compared to none of placebo-treated patients). The

proportion of patients treated with ENBREL 
(B who developed anticardiolipin antibodies was

similarly increased compared to placebo-treated patients. In Study Il, no pattern of increased

autoantibody development was seen in ENBREL 
(B patients compared to MTX patients.

The impact of long-term treatment with ENBREL 
(B on the development of autoimmune diseases is

unown. Rare adverse event reports have described patients with rheumatoid factor positive
and/or erosive RA who have developed additional autoantibodies in conjunction with rash and
other featues suggesting a lupus-like syndrome.

Other Adverse Reactions
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Table 10 sumarzes events reported in at least 3% of all patients with higher incidence in patients
treated with ENBREL (I compared to controls in placebo-controlled RA trals (including the

combination methotrexate trial) and relevant events from Study IlL In placebo-controlled plaque
psoriasis trials, the percentages of patients reporting injection site reactions were lower in the
placebo dose group (6.4%) than in the ENBREL (I dose groups (15.5%) in Studies I and II.

Otherwise, the percentages of patients reporting adverse events in the 50 mg twice a week dose

group were similar to those observed in the 25 mg twice a week dose group or placebo group. In
psoriasis Study I, there were no serious adverse events of worsening psoriasis following withdrawal
of study drg. However, adverse events of worsening psoriasis including three serious adverse
events were observed durng the course ofthe clincal trals. Urtcara and non-infectious hepatitis

were observed in a small number of patients and angioedema was observed in one patient in clinical
studies. Urticara and angioedema have also been reported in spontaneous post-marketing reports.
Adverse events in psoriatic arhrtis, anlosing spondylitis, and plaque psoriasis trals Were similar

to those reported in RA clinical trals.
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Table 10:

Percent of RA Patients Reporting Adverse Events
in Controlled Clinical Trials

Placebo Controlled

Percent of atients

Placebo t MTX

Event (N = 152) (N = 217)

Injection site reaction
Inection (total)

Non-upper respiratory inection (non-UR)"
Upper respiratory inection (U)

Headache
Nausea
Rhtis
Dizziness
Phargitis
Cough
Asthenia
Abdomial pain
Rash
Peripheral edema
Respiratory disorder
Dyspepsia
Sinusiti
Vomitig
Mouth ulcer
Alopecia
Pneumonitis

Includes data from the 6-month study in which patients received concurent MTX therapy.

The duration of exposure for patients receiving placebo was less than the ENBREL 
treated

patients.

.. 

Inection (total) includes data from all thee placebo-controlled trals. Non-UR and UR include

data only from the two placebo-controlled trals where inections were collected separately from

adverse events (placebo N = 110, ENBREL N = 213).

This label may not be the latest approved by FDA.  
For current labeling information, please visit https://www.fda.gov/drugsatfda



In controlled trals ofRA and psoriatic arhrtis, rates of serious adverse events were seen at a

frequency of approximately 5% among ENBREL (I - and control-treated patients. In controlled trals

of plaque psoriasis , rates of serious adverse events were seen at a frequency of 
5% among

ENBREL (i-and placebo-treated patients in the first 3 months of treatment. Among patients with

RA in placebo-controlled, active-controlled, and open-label trals ofENBREL lI, malignancies (see

. WARINGS: Malignancies, ADVERSE REACTIONS: Malignancies) and infections (see

ADVERSE REACTIONS: Infections) were the most common serious adverse events observed.

Other infrequent serious adverse events observed in RA, psoriatic arhrtis, anlosing spondylitis,

or plaque psoriasis clinical trals are listed by body system below: 

Cardiovascular: hear failure, myocardial infarction, myocardial ischemia

hypertension, hypotension, deep vein thrombosis
thrombophlebitis

Digestive: cholecystitis, pancreatitis, gastrointestinal hemorrhage
appendicitis

Hemato10gic/Lymphatic:

Musculoskeletal:

lymphadenopathy

Nervous:

bursitis, polymyositis

cerebral ischemia, depression, multiple sclerosis (see

WARNGS: Neurologic Events)

Ski:

dyspnea, pulmonar embolism, sarcoidosis

worsenig psoriasis

Respiratory:

Urogenital: membranous glomerulonephropathy, kidney calculus

In a randomized controlled tral in which 51 patients with RA received ENBREL
(i 50 mg twice

weekly and 25 patients received ENBREL lI 25 mg twice weekly, the following serious adverse
events were observed in the 50 mg twice weekly ar: gastrointestinal bleeding, normal pressure

hydrocephalus, seizure, and stroke. No serious adverse events were observed in the 25 mg ar.

Adverse Reactions in Patients with JRA

In general, the adverse events in pediatrc patients were similar in frequency and tye as those seen

in adult patients (see WARINGS and other sections under ADVERSE REACTIONS).

Differences from adults and other special considerations are discussed in the following paragraphs.

Severe adverse reactions reported in 69JR patients ages 4 to 17 years included varcella (see also

PRECAUTIONS: Immunizations), gastroenteritis, depression/personality disorder, cutaneous

ulcer, esophagitis/gastrtis, group A streptococcal septic shock, Type 1 diabetes melltus, and soft

tissue and post-operative wound infection.
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Fort-three of69 (62%) children with JR experienced an infection while receiving ENBREL 

durng three months of study (par 1 open-label), and the frequency and severity of infections was

similar in 58 patients completing 12 months of open-label extension therapy. The tyes of
infections reported in JR patients were generally mild and consistent with those commonly seen
in outpatient pediatrc populations. Two JR patients developed varcella inection and signs and

symptoms of aseptic meningitis which resolved without sequelae.

The following adverse events were reported more commonly in 69 JR patients receiving 3 months

of ENBREL 
(8 compared to the 349 adult RA patients in placebo-controlled trals. These included

headache (19% of patients , 1.7 events per patient-year), nausea (9%, 1.0 events per patient-year),

abdominal pain (19%, 74 events per patient-year), and vomiting (13%, 74 events per

patient-year).

In post-marketing experience, the following additional serious adverse events have been reported in
pediatrc patients: abscess with bacteremia, optic neurtis, pancytopenia, seizures, tuberculous

artis urar tract infection (see WARINGS), coagu10pathy, cutaneous vasculitis, and

transaminase elevations. The frequency of these events and their causal relationship to ENBREL 

therapy are unown.

Patients with Heart Failure

Two randomized placebo-controlled studies have been performed in patients with CHF. In one

study, patients received either ENBREL 
(8 25 mg twice weekly, 25 mg three times weekly, or

placebo. In a second study, patients received either ENBREL 
(8 25 mg once weekly, 25 mg twce

weekly, or placebo. Results of the first study suggested higher mortality in patients treated with

ENBREL 
(8 at either schedule compared to placebo. Results of the second study did not corroborate

these observations. Analyses did not identify specific factors associated with increased risk of

adverse outcomes in hear failure patients treated with ENBREL 
(8 (see PRECAUTIONS: Patients

with Heart Failure).

Adverse Reaction Information from Spontaneous Reports

Adverse events have been reported durg post-approval use ofENBREL (8. Because these events

are reported voluntarly from a population of uncertain size, it is not always possible to reliably

estimate their frequency or establish a causal relationship to ENBREL 
(8 exposure.

Additional adverse events are listed by body system below: .

Cardiovascular:

angioedema, fatigue, fever, flu syndrome, generalized pain

weight gain

chest pain, vasodilation (flushing), new-onset congestive hear
failure (see PRECAUTIONS: Patients with Heart Failure)

Body as a whole:

Hematologic/Lymphatic:

altered sense of taste, anorexia, diarhea, dr mouth, intestinal

perforation

adenopathy, anemia, aplastic anemia, leukopenia, neutropenia,

pancytopenia, thrombocytopenia (see WARINGS)

Digestive:
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Musculoskeletal: joint pai, lupus-like syndrome with manfestations including
rash consistent with subacute or discoid lupus

paresthesias, stroke, seizures and central nervous system
events suggestive of multiple sclerosis or isolated
demyelinating conditions such as transverse myelitis or optic
neurtis (see WARINGS)

Nervous:

Ocular: dr eyes, ocular inflamation

dyspnea, interstitial lung disease, pulmonar disease
worsenig of prior lung disorder

Respiratory:

Skin: cutaneous vasculitis, prutis, subcutaneous nodules, uricara

OVERDOSAGE

The maximum tolerated dose ofENBREL (I has not been established in humans. Toxicology

studies have been performed in monkeys at doses up to 30 times the human dose with no evidence
of dose-limitig toxicities. No dose-limiting toxicities have been observed durg clincal trals of

ENBREL (I. Single N doses up to 60 mg/m2 have been adminstered to healthy volunteers in an

endotoxemia study without evidence of dose-limiting toxicities.

DOSAGE AND ADMINISTRATION

Adult RA, AS, and Psoriatic Arthritis Patients

The recommended dose ofENBREL (I for adult patients with rheumatoid artis, psoriatic

arhrtis , or anlosing spondylitis is 50 mg per week given as one subcutaneous (SC) injection
using a 50 mg/mL single-use prefilled syrnge. Methotrexate, glucocorticoids, salicy1ates

nonsteroidal anti-inamatory drgs (NSAIs), or analgesics may be continued durng treatment

with ENBREL (I . Based on a study of 50 mg ENBREL (I twice weekly in patients with RA that

suggested higher incidence of adverse reactions but similar ACR response rates, doses higher than

50 mg per week are not recommended (see ADVERSE REACTIONS). 

Adult Plaque Psoriasis Patients

The recommended staring dose ofENBREL for adult patients is a 50 mg dose given twice weekly

(admnistered 3 or 4 days apar) for 3 months followed by a reduction to a maintenance dose of

50 mg per week (see CLINICAL STUDIES). The recommended dose should be admnistered

subcutaneously, using 50 mg/mL single-use prefilled syrnges.

Staring doses of ENBREL 
(I 
of 25 mg or 50 mg per week were also shown to be effcacious. The

proportion of responders were related to ENBREL (I dosage (see CLINICAL STUDIES).

J RA Patients

The recommended dose of ENBREL (I for pediatrc patients ages 4 to 17 years with active

polyaricular-course JR is 0.8 mg/g per week (up to a maximum of 50 mg per week). For

pediatrc patients weighng 63 kg (138 pounds) or more, the weekly dose of 50 mg may be
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administered using the prefilled syrnge. For pediatrc patients weighng 31 to 62 kg (68 to136
pounds), the total weekly dose should be adnistered as two subcutaneous (SC) injections, either
on the same day or 3 or 4 days apar using the multiple-use vial. The dose for pediatrc patients
weighing less than 31 kg (68 pounds) should be admstered as a single SC injection once weekly
using the correct volume from the multiple-use vial. Glucocorticoids, nonsteroidal
anti-inflamatory drgs (NSAIs), or analgesics may be continued durg treatment with
ENBREL (I. Concurent use with methotrexate and higher doses ofENBREL (I have not been
studied in pediatrc patients.

Preparation of ENBREL 

ENBREL (I is intended for use under the gudance and supervision of a physician. Patients may
self-inject when deemed appropriate and if they receive medical follow-up, as necessar. Patients
should not self-administer until they receive proper training in how to prepare and admster thecorrect dose. 
The ENBREL (I (etanercept) "Patient Inormation" insert contains more detailed instrctions on the
preparation of ENBREL (I

Preparation of ENBREL CB Using the Single-Use Prefilled Syringe:

Before injection, ENBREL (I single-use prefilled syrge may be allowed to reach room temperatue
(approximately 15 to 30 miutes). DO NOT remove the needle shield while allowing the prefilled
syrnge to reach room temperatue.

Preparation of ENBREL Using the Multiple-use Vial:

ENBREL (I should be reconstituted aseptically with 1 mL of the supplied Sterile Bacteriostatic
Water for Injection, USP (0.9% benzyl alcohol) giving a solution of 1.0 mL containing 25 mg of
ENBREL

A vial adapter is supplied for use when reconstituting the lyophilized powder. However, the vial

adapter should not be used if multiple doses are going to be withdrawn from the vial. If the vial

wil be used for multiple doses, a 25-gauge needle should be used for reconstituting and
withdrawing ENBREL (I , and the suppiied "Mixing Date:" sticker should be attached to the vial and
the date of reconstitution entered. Reconstitution with the supplied BWFI, using a 25-gauge needle

yields a preserved, multiple-use solution that must be used within 14 days.

If using the vial adapter, twist the vial adapter onto the diluent syrnge. Then, place the vial adapter

over the ENBREL (I vial and insert the vial adapter into the vial stopper. Push down on the plunger

to inject the diluent into the ENBREL (I vial. It is normal for some foaming to occur. Keeping the
diluent syrnge in place, gently swirl the contents of the ENBREL (Ivial durng dissolution. To
avoid excessive foaming, do not shake or vigorously agitate.

If using a 25-gauge needle to reconstitute and withdraw ENBREL (I, the diluent should be injected

very slowly into the ENBREL (I vial. It is normal for some foaming to occur. The contents should
be swirled gently durng dissolution. To avoid excessive foaming, do not shake or vigorously
agitate.
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Generally, dissolution of ENBREL CI takes less than 10 minutes. Visually inspect the solution for
pariculate matter and discoloration prior to adminstration. The solution should not be used if
discolored or cloudy, or if pariculate matter remains.

Withdraw the correct dose of reconstituted solution into the syrge. Some foam or bubbles may
remain in the vial. Remove the syrnge from the vial adapter or remove the 25-gauge needle from
the syrnge. Attach a 27-gauge needle to inject ENBREL CI

The contents of one vial of ENBREL CI solution should not be mixed with, or transferred into, the
contents of another vial ofENBREL CI . No other medications should be added to solutions
containing ENBREL CI, and do not reconstitute ENBRELCI with other diluents. Do not filter
reconstituted solution durg preparation or admnistration.

Reconstitution with the supplied BWFI, using a 25-gauge needle, yields a preserved, multiple-use
solution that must be used within 14 days. Discard reconstituted solution after 14 days.
PRODUCT STABILITY AN STERIITY CANOT BE ASSURD AFTER 14 DAYS.

Administration of ENBREL 

A 50 mg dose should be given as one SC injection using a 50 mg/mL single-use prefilled syrge or
as two 25 mg SC injections using the multiple-use vial. The two 25 mg injections should be given
either on the same day or 3 or 4 days apar (see CLINICAL STUDIES).

Rotate sites for injection (thgh, abdomen, or upper ar). Never inject into areas where the ski is
tender, bruised, red, or hard. See the ENBREL CI (etanercept) "Patient Information" insert for
detailed inormation on injection site selection and dose admstration.

Storage and Stabilty

ENBREL CI 
single-use prefilled syrge: Do not use a prefilled syrge beyond the expiration date

stamped on the caron or syrge barel label. The prefilled syrnges must be refrgerated at 2
C (36 to 46 F). DO NOT FREEZE. Keep the ENBREL CI prefilled syrnges in the original

caron to protect from light until the time of use. Do not shake.

ENBREL multiple-use vial: Do not use a dose tray beyond the expiration date stamped on the
caron, dose tray label, vial label, or diluent syrnge label. ' The dose tray containig ENBREL 
(sterile powder) must be refrgerated at 2 C (36 F). DO NOT FREEZE.

Reconstituted solutions ofENBREL CI prepared with the supplied Bacteriostatic Water for Injection
USP (0.9% benzl alcohol), using a 25-gauge needle, may be stored for up to 14 days if refrgerated
at2 C (36 F). Discard reconstituted solution after 14 days. PRODUCT STABILITY
AND STERILITY CANNOT BE ASSURED AFER 14 DAYS.

HOW SUPPLIED

ENBREL CI single-use prefilled syrnge is supplied in a caron containing four prefilled syrges
(NC 58406-435-04). Each pre filled syrnge contains 0.98 mL of 50 mg/mL of etanercept in a
single-dose syrnge with a 27 gauge, 12 inch needle. Administration of one 50 mglmL prefilled

syrnge ofENBREL CI provides a dose equivalent to two 25 mg vials oflyophilzed ENBREL CI
when vials are reconstituted and administered as recommended.
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ENBREL (I multiple-use vial is supplied in a caron containing four dose trays (NC
58406-425-34). Each dose tray contains one 25 mg vial of etanercept, one diluent syrge (1 mL

Sterile Bacteriostatic Water for Injection, USP , containing 0.9% benzyl alcohol), one 27-gauge 

inch needle, one vial adapter, one plunger, and two alcohol swabs. Each caron contains four

Mixing Date:" stickers.

Rx Only

REFERENCES
1. Ramey DR, Fries JF, Singh G. The Health Assessment Questionnaire 1995 - Status and

Review. In: Spilker B, ed. "Quality of Life and Pharacoeconomics in Clinical Trials.
" 2nd

ed. Philadelphia, P A. Lippincott-Raven 1996;227.

2. Ware JE Jr, Gandek B. Overview of the SF-36 Health Surey and the International Quality of

Life Assessment (IQOLA) Project. J. Clin Epidemiol1998;51(11):903.

3. Gianni EH, Ruperto N, Ravell A, et al. Preliminar defition of improvement of juvenile

arhrtis. Arhrtis Rheum 1997;40(7):1202.

4. Fredrksson T, Peters son U. Severe psoriasis-oral therapy with a new retinoid. Dermatologica

1978;157:238.

5. van der Linden S , Valkenburg HA, Cats A. Evaluation of diagnostic criteria for anlosing
spondylitis: a proposal for modification of the New York criteria. Artis Rheum 

1984;27(4):361-

6. Anderson 11, Baron G, van der Heijde D , Felson DT, Dougados M. Anlosing spondylitis

assessment group preliminar definition of short-term improvement in anlosing spondylitis.

Arhrtis Rheum 2001;44(8):1876-86.

7. Van Oosten BW, BarkhofF, Truyen L, et al. Increased MR activity and imune activation in

two multiple sclerosis patients treated with the monoclonal anti-tuor necrosis factor antibody

cA2. Neurology 1996;47:1531.

8. Amason BGW, et al. (Lenercept Multiple Sclerosis Study Group). TN neutralization in MS:

Results of a randomized, placebo-controlled multicenter study. Neurology 1999;53:457.

9. Fisher CJ Jr, Agosti 1M, Opal SM, et al. Treatment of septic shock with the tuor necrosis

factor receptor: Fe fusion protein. The Soluble TN Receptor Sepsis Study Group. N Engl J

Med 1996;334(26):1697.

10. National Cancer Institute. Sureilance, Epidemiology, and End Results Database (SEER)

Program. SEER Incidence Crude Rates, 11 Registres, 1992-1999.

11. Mellemkjaer L, Linet MS , Gridley G, et al. Rheumatoid Arhrtis and Cancer Risk. European

Joural of Cancer 1996;32A(10):1753-1757.

12. Baeck1und E, Ekbom A, Sparen P, et al. Disease Activity and Risk of Lymphoma in Patients
With Rheumatoid Arhrtis: Nested Case-Control Study. BMJ 1998;317: 180- 181.

AMaN

This label may not be the latest approved by FDA.  
For current labeling information, please visit https://www.fda.gov/drugsatfda



.. .. .... . . .... ... .... . - - , .........................

...:Ie_..

... :..............

Manufactured by:
Imunex Corporation
Thousand Oaks, CA 91320-1799

S. License Number 1132
Marketed by Amgen and Wyeth Pharaceuticals

2004 Imunex Corporation. All rights reserved.

3XX- vXX
Issue Date: XXXX
Imunex U.S. Patent Numbers:

395 760; 5 605 690; 5 945 397; 6 201 105; 6 572 852; Re. 36 755

'i." This paper can be recycled.

This label may not be the latest approved by FDA.  
For current labeling information, please visit https://www.fda.gov/drugsatfda



SEP-27-2004 MON 02: 05 PM FAX NO, 8054801330

ENBREL 

etanercept)
Single-Use Prefilled Syringe

PATIENT INFORMATION

ENBREL dI (pronounced en-breI) 
Read thse instrctions carefully before you sta taJang ENBREL C!. You should read this
leafet ea time you get your prescription refilled in case something has changed. The
inormatioI1 in ths leafet doe not tae the place of talkig with your docor before you
star takng this medication and at check-ups. Talk to your doctor jf you have any
questiom,; about your treatmnt with ENREL c8

What is ENBREL 8

ENBRE c8 is a medicine for adults and chidren with modate to Severe forms of
rheumaoid arhritis (RA) and tye of disease called psoriatic (sore ah-tick) artis.ENRE 8 is also for adults with a type of artis called anlosing spondylitis (an-e-
low-sing spond-e-lie-tis) (AS). ENRE Qj is also for adults with moderate to severe
psoriasis (sore- ah-sis). RA, psoriatic arti$, and AS are infatory diseases that
affect.thejoints in your body. Psoriasis is an infammatory diseas that affects the ski
and can cause raied. thc red and scaly patches (''psoriatic skin lesions ) that can
appear anywhere on the boy. Psoriatic artis is usually seen in- patients with psoriasis
and afects both the joints and the skin.

. How doe6 ENBREL e work?

BNBRE /I is a type of protein called a tumor necrosis factor (T blocker that blocks
the act of a.substace .O maes called TNF-alpha. Tumor necrosis factor-
alpha i made by your body s iUlmUDe-system. People with inunediseases lik RA,

,. psoriasis. :md psoriatic attis. as well as patients with AS. have too much TN-alpha in
:OeS; Whch'C1-cause-ifamatGn aRd leato paiuJ, swollen joints and raise.

. . thck, :r d, sCay patches .( psof.atic 'sldn lesioR5 that. can apear anY,here on the body.
ENRE Qb can. reduc: the 'amount 'Of TNF. in 1h body 'k nonlevels , heJping to trat
jOint'damge anskin.lesiens. 

While takig ENBREL c8 can block the damage that too much TNF-alpha can cause. it can.a low.er the. abiliy of your Imune system to fight inections. s'o, ta.BRE " can make you more prone to gettig infections or mak any infection that you may have
worse.
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What important information do I need to know about taking ENBREL CI

All meicines have side effects. Medcines, lik ENBREL (!? that affect your immune
system can cause serious side effects. The possible serious side effects include:

Serious inf tions. There have been rare cases whe patients tag ENBREL C! or

other TN-blocldng agents have developed serious inections? inc)ucUng tuberculosis
(I) and infecons caused by bacl:ri Or fungi that have spre thughout their body

. (sepsis). Some patients have died frm these iriectons. If you tend to get inections
easily or if you deveJop ;an infection while takg ENBREL \ you should tell your
doctor right away. Takng ENBREL lI with KineretG3 (anaknr) is not reommende
beause ths may increase your risk of gettng a serous infection.

Nervous system diseases. There have ben rare cases of disorder that affect the
nervous system of peple tang ENRE Qj or other TN blocker. Signs th you
could be experiencing a problem afectig your nervous system include: numbness or
tiglig thoughout your body. problems with your vision. weakness in your ars

. and/or legs an dizziness.

Blood problems. In some patients the body may fail to produce enough of the bloo
coIls that help your body fight infections or help you to stop bleeing. If you develop
a fever tht doesn t go away. bruise or blee. very easily or look ver pale. cal your
doctor right away. Your doctor may decide to stop your trtment. Some people have
alo had symptoms that resemble lupus (rah on your fac and arms that gets worse in
the sun) that may go away when you stop takng ENBREL Q!

Heart problem. Yon should also tell your docr if you have ever ben treated for
hear faiure. If you have, your doctor may choose not to star you on ENBREL G3. or
may want to monitor you more closely.

Alergc reactions. Some patients have had allergic reations to ENBREL e. If you
develop a severe rah, swollen face or diffculty breathing while tang ENREL e
cal your doctor right away. 

. , 

Maliancies. RA patients. parcularly those with highy active RA. may be at
furlsk for lymphoma (a ty of cacer). There have ben rare reports of 
lymphoma in patents tag ENBRE lI or other TN blockrs, occuning more oftn
than expeted or ple in genera1. The r01e ofENRE C( in the development of
can er is not known.

Before you start taking ENBREL 8 
YGu should tell vour' docor if you have or have

had any bfth fdtowig: 
. Any kind of iI1 iniudg an inection that is in only 0110 place,m your body

(such as an open sore), or an infection that is in your whole boy (such as the flu).
Having an infection could put you at risk for serious side effectS from ENBREL c8

This label may not be the latest approved by FDA.  
For current labeling information, please visit https://www.fda.gov/drugsatfda



SEP-27 -2004 MON 02: 05 PM FAX NO. 8054801330 p, 04

. A history of infections that kep coming back or oth conditions, lik diabetes, that
might increase your ri.sk of infections.

Tuberculosis (TB), or if you have been. in close contat witbsomeone who ha. had
tuberculosis. fi' you develop any of th symptom..: of tuberculosis (a 

dr cough tbatdoesn t go away, weight Joss, fever. night sweats) call your doctor. You wil need to
be examned for TB and have ski test.

. Any numbness or tingling or a disease that afects your nervous system like multiple
sclerosis.

Been newly diagnose Or ar being trted forcongestive heal1 failure.

Been scheduled to have major surger.

Beea scheduled to be vaccinated for anyting.

If you are not sur or have any questions about any of ths inormon, ask your doctor.

What are the other more common side effects with ENSREL CI

Reactioas where the injection was given. These reacions are usualy mild and
mcludcd reess, rash, swellg, itchig, Or bruising. These usually go away with 3to 5 days. If you have pai, redness or swelling around th injection site that doesn
go away or getS worse, cal your doctor.

Upper respirtory infecons (sinus infections)

Headaches

What are other possible side effects with 
ENBREL 

The needle cover on the single-use prefilled syinge contais latex. Tell your doctor ifyou have any alergies to rubber or latex.

Who shoutd not take ENBREL 8

You should.oot take ENBREL 0 if you have ever had an allergio reaction to ENBREL 0

Can 1 ta1ce 'ENBRL.a i11 am pregnant or breast-feeding?
ENBRE has notben-studed in pregnant womoo-o nu-rsif\inothors, so we don
know what1he-effects' are OIl"pregnant women ornursing' babies;' You-mooldteU yordoctor if you are ,pregnant, beome pregnant, or are thnkng about becpming pregnt.

This label may not be the latest approved by FDA.  
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. Can I take ENBREL (I if I am taking other medioines for my Rheumatoid
Arhritis, Psoriasis, Psoriatic Arthritis, Ankyosing Spondylitis or other
conditions? 
Yes, you can take other med/cines/f your doctor has prescribed them or has told you it
is OKto take them while you are taking ENBREL . It is importnt that you tell your
doctor about any other medicines (for example, high blood pressure med/clne) you are
taking for other conditons before you start taking ENBREL It. Takng ENRE Ci with

. Kineret(8 (ana'a) is not recommended beause ths may increas your risk of getting 
serious infection. 
You should alo tell your doctor about any over-the-ounter drgs, hebal medcines andvita and mieral supplements you ar tang.

How do I take ENBREL II

ENBREL CB is given by injection under the sldn.

Make sure you have ben shown how to inject ENBREL beore you do it yourself. You
can cal your doctor or the ENBRE C8 tali-fr informtion lie at 1-888-4ENBREL
(1-888-436-2735) if you bave any question$ about ENBRE Qj or about giving yourself an
injection. Someone you know can also help yoti with your injection. Remember to tae
ths medcine just as your doctor has told you and do not miss any doses. .

Adults

If you have RA, psoriatic arhritis, or AS, the reommended dose of 
ENREt for adults

is 50 mg per week given as one injection using a single~use prefiled syrnge. 
If you have psoriasis , the recommnded starg dose of ENRE C8 for adu)t patients is a
SO mg dose twice a week (3 or 4 days apar) given for thre months. After 3 months, your
door wil tell you to reduce your dose to 50 mg. once per week The 50 mg dose of
ENBREL II can be given as one injecton using a single-use pref1lcd syringe.

Childen

The reommnde dose of ENBREL Qj for -children with juvenile rheumatoid arthritis is
.. based upo..e oJ' body weigh. Y.o ii.4or will tell you the corrt amunt

:SoWdUk 50ag se prelJed syre of"

. "

ENBREL e is' only .remme -f()r ldTe weighig 1 8 pounds or more.

What should I do if I miss a dose of ENBREL II

. If yo forgeUo 1ak.e EtffREL (t when u are supposed to, contact yom:.docr 4; fUloot
when to take your ne t dose of ENBRB 

This label may not be the latest approved by FDA.  
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. What do I need to do to prepare and give an injection of ENBREL 8

STEP 1: Setting Up for an InJection

1. Select a clean, well-lit, flat work surface, such as a table..

2. Take the ENRE 0) caron contang the prefiled syrnges out qf the refrigerator and
place it On your flat work surface. Rexovc one prefiled syrige and place jt on your
work surface. Do not shake the prelled syrge of ENRE . Place the caron
contaning any remaing prefied syrnges back into the refrigerator (2 to sac (36
to 46 F)). If you have any questions about storae, contat your doCtor, nur, or
pharacist for furter inStrctions. 

3. Check the expiration dae on the prefilled syrige. If the expiration date has passed,
do not use the prefed syrnge and contact your pharacist or callI ~888-4ENREL
(I :"88S-436-2735) for assi tance.

4; Wait 15 to 30 miutes to allow the ENREL $ in the prefilled syrge to teach room
teperature. DO NOT remove the neee cover while allowing it to reach room
temperature. Do not war ENBRE Qj in any other way (for example, do riot war it
in a microwave or in hot water). .

S. Assemble the additiona supplies you wil nee for yom- injecton. These include an 
aJcohol swab, a cotton ball or gauz; and a punctur-resistant disposal contaer.

6. Wash your hands with soap and warm water.

7. . Mak SUre the solution in the pretll1ed syrnge is clear and colorless. Do not inectthe solution if it is discolore, contains lumps, ftces, or particles. If the Solution
in the prefllled syrige is not clea and colorless, or contais parcles; contact your
phanacist or cal1-888-4ENREL 0"888-436-2735) for assistance.

:STEP 2: .Cbsi and Preparing an Injecion Site
. 1. Th (t'.romlOded mjection sites for ENREL ing.a preflied syrge include:

the fr.ot of:!he,midle thighs;. (2) th abdomea .excep. for the two-inch area right
arund the navel;.aud ) the oute area.of the upper .ams.

This label may not be the latest approved by FDA.  
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Fron Back

2. Rotate the site for each injection. Do not inject into areas where the ski is tender,
bruise, rod, or hard. Avoid aras with scar or strtch maks.

3. If you have psoriasis, you should try not to injec directly into any rased, thck, red, or
scaly ski patches ("psoriasis sk lesions

4. To prepare the area of ski where ENBREL d! is to be injected. wipe the injection site
with an alcohol swab. Do not touch ths are again before giving the inection.

STEP 3: Injecting ENBREL 8 Using a Prefiled Syringe

1. Pick up th prefilled syringe from your flat work surfac. Hold the banl of the
prelled syrge with one hand and pulJ the neee cover strght off. 

When you remove the needle cover, there may be a drp of liquid at the end of the
neee; ths is nomlal. ))0 not touch the neede or allow it to touch any surface. Do
not touch or bump t e plunger. Doing so could cause the liquid to leak out.

2. Holding the syringe with the neee pointing up, check the syrnge for ai bubbles. If
thre ar bubbles, gently tap the sYrge with your finger until th ai bubbles rise to
th to of the ge. Slwly push-the plunger up to force the ai bubbles out of thee. 

t Hofng1h yre in (fe bantUike a pe;:seft otr hand to gently pinch a fold
of skin at the cleaed 'iectin' slte:and'bo1d Iffirmly.

4. Jnsert the e at a slight, angJe (45 degrees) to th ,skin. With a quick, "dar like
motion inser th nee into the skin.

This label may not be the latest approved by FDA.  
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S. Aftr the nele is insert, let go of the skin. Pull the plunger back slighty. If blood
comes into the syringe, do not inject ENBREL OJ beause the needle has ente a
blood vessel. Withaw the needle and ctscard it in a puncture-resistant contaier.
Repeat the stes to prepar for an injection using a new pref1led syringe of
ENBREtc8. Do not use the same prefied syrnge.

6. If no bloo appear in th syringe, slowly push the plunger al the way down to inject
ENBREL db

7. When the syrge is empty. pull the neee out of the ski. being careful to keep it at
the same angle as insered. There may be a litte bleeg at the injection site. You
can press a cotton bal or gauZe over the injecon site for 10 seconds Do not rub the
injection site. If neeed, you may cover the injection site with a bandag.

STEP 4: Disposing of Supplies
The syringe should NEVER be reused. NEVER reap a needle.

Dispose of the U$ed syrge in a puncture-resistant contaer. Use a had.plastic
container with a screw top or had plastic lid. A SHAS contaer made specifically
for disposing of used syrnges and neees may be used. Puncmre-resistant containers
may also be purchased at your loc phary. Do not reycle the container. 

Keep the contaer out of reach of childrn. When the container is about two thds
.fujI, dispose of,it as -istrte by you health prvider. FolJow any speial state
.or. Ja re,gg the proper disa) d. an syrnges.

.. Use.al swabs should.o.ptaJ..t.t

A heahbcare provider 'famiar wIth BNBRE db-shouJd answer'81 quess. A,taU-fre
inormation service is also av.aiable: 1-888 4ENBREL (1-888436-2735).
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